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Background: Most patients with depression
continue to have symptoms after treatment. It is
well documented that these “residual” symptoms
are common and are associated with increasesin
suboptimal long-term outcomes such as relapse
and disability. While it is clear that residual
symptoms, as a group, contribute to poor out-
comes, individual residual symptoms have re-
ceived relatively little attention. To some extent,
this lack of attention reflects an uncertainty in
the field about the relationship of the syndrome
of depression to the symptoms by which the syn-
drome is defined.

Method: Recognizing that for clinicians and
patients symptom relief isthe goal of treatment,
this article reviews the evidence that a symptom-
atic approach to individual residual symptomsis
both feasible and useful. Evidence was gathered
through a MEDLINE review of articles published
in English from 1966 to 2002. Multiple keywords
relating to symptoms, depression, and treatment
were used.

Results: Many of the agents that psychiatrists
use for augmentation of depression treatment,
such as psychostimulants and alerting agents,
atypical antipsychotics and mood stabilizers,
and buspirone and benzodiazepines, have specific
symptomatic effects, which raises the question
of whether we are augmenting the core antide-
pressant effect or providing symptomatic relief.
Fatigue, anxiety, sexual dysfunction, and sleep
disturbances are all symptoms that are commonly
leftover after treatment of depression. Some data
indicate that treatment of these residual symp-
toms is efficacious and may affect the long-term
outcome of depression.

Discussion: This discussion of the treatment
of residual depressive symptoms raises a variety
of research questions that should be addressed.
Also implicit in this discussion are theoretical
questions on the relationship between symptoms
and syndrome.
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T hat many, if not most, depressed patients continue
to have symptoms after treatment is common clini-
cal wisdom. It is now apparent that residual symptoms are
common, not only in patients with partial response, but
also in patients who meet criteria for response or remis-
sion.>? Thus, despite the progress that has been made in
the treatment of depression, this suboptimal outcome is
present in the majority of treated patients.®*

Residual symptoms are associated with a variety of
poor outcomes, including relapse, work impairment, and
emotional distress.>*° Even with relatively mild residual
symptomatology, disability appears to be associated in a
linear fashion with symptom severity, so that as symptom
severity increases, so does disability.?*°

Despite the prevalence and importance of residua
symptoms, most research has focused on patients with a
lack of response to treatment (treatment-resistant depres-
sion). Thisresearch generally involves strategies directed
at the syndromic depression per se, such as dose adjust-
ment, switching, and augmentation.™*? This conceptual
focus on the syndrome of depression, at the expense of the
symptomatic, hasled to a paucity of literature on the man-
agement of residual or “leftover” symptoms. The fact that
many of the augmenting agents psychiatrists are using,
such as psychostimulants and alerting agents, atypical
antipsychotics and mood stabilizers, and buspirone and
benzodiazepines, have specific symptomatic effects justi-
fies the question of whether we are actually augmenting

the core
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antidepressant effect or providing symptomatic relief.
Recognizing that for most clinicians and patients the goal
of treatment is symptom relief, it issurprising that thereis
little literature on a symptomatic approach to residual
symptoms, that is, targeting of individual symptoms that
remain after successful or partially successful treatment
of depression.

To some extent, thislack of literature reflects an uncer-
tainty in the field regarding the relationship between the
syndrome of depression and the symptoms that define the
syndrome, as well as our understanding of the term “re-
sidua.” Residual symptoms are generally thought of as
core depressive symptoms that have not resolved with
treatment, but symptoms remaining after treatment may
have a variety of etiologies. Some symptoms that appear
to be “residual” may be independent comorbidities sec-
ondary to a medical disorder. A “residual” symptom may
also be treatment emergent, as in fatigue secondary to a
side effect of a medication. Most studies that discuss re-
sidual symptoms have not attempted to tease apart these
various relationships of symptoms to syndrome.

It is also unclear at what point residual symptoms are
sufficiently mild enough to exert no practical impact in
important outcomes such as quality of life. A study by
Fava et al.*®* suggests that in normal controls the mean
Hamilton Rating Scale for Depression (HAM-D) score
is 6. Thus, at some point it may be unreasonable or infea-
sible to attempt to make patients completely asympto-
matic. The issue remains to be elucidated, as it may aso
be that, in depression, it is possible and desirable to
struggle for a completely or nearly asymptomatic state.

Many symptoms that remain after treatment, such as
fatigue, sleep difficulties, anxiety, and sexual dysfunc-
tion, are potentially treatable, and resolution of these
symptoms may lead to more successful long-term out-
comes. The purpose of thisarticleisto review the dataon
the prevalence and importance of residual symptoms and
to review the available data on treatment of these symp-
toms. In addition, we suggest that research is needed on
individual symptoms leftover after treatment and that fur-
ther study may lead to a more practical, symptom-based
approach to these problems. We also briefly discuss the
relationship of residual symptoms to the syndrome of de-
pression. Evidence was gathered through a MEDLINE
search of articles published in English from 1966 to 2002.
Multiple keywords relating to symptoms, depression, and
treatment were used.

PREVALENCE OF
INDIVIDUAL RESIDUAL SYMPTOMS

A variety of studies, both acute and long-term, with

different methodologies, have demonstrated that most
patients continue to experience symptoms after treatment
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with psychotherapy or antidepressants.>>>"10142L While
outcomes are generaly now reported in terms of re-
sponse, remission, and partial response,?? residual
symptoms appear to be common across al of these cat-
egories. However, individual symptoms are generally not
reported in clinical trials, with most studies describing the
presence or absence of residual symptoms as a group.
Furthermore, these studies generally do not attempt to
identify those residual symptoms resulting from medica-
tion side effects and independent medical comorbidities.

Identifying the specific patterns of residual symptoms
may have direct effects on future treatment options.
Specifically, patients with suboptimal response to treat-
ment are likely to have shown some improvement in their
mood and psychosocia functioning, but the continued
impairment and risk of relapse warrant further treatment.
Following an initial trial of medication, the clinician is
challenged with evaluating the remaining symptoms and
selecting a treatment that will optimize the outcome, one
that will hopefully target and improve the remaining de-
pressive symptoms.

Individual Residual Symptoms
During Partial Response

By virtue of the definition of partial response, it is ex-
pected that patients who partially respond to treatment
will continue to show residual symptoms. As mentioned
above, however, there has been little focus on which indi-
vidual symptoms tend to persist following treatment.
Paykel,® in alongitudinal study of 64 patients with major
depression, found that over 75% of the patients with
partial response (HAM-D score of 8-18) had mild or
moderate residual general somatic symptoms and fatigue,
psychic anxiety, somatic anxiety, genital symptoms, or
depressed mood, while over half had insomnia or guilt.
We are unaware of any other study that has elaborated on
the specific symptoms leftover in partial responders.
Thus, despite the fact that all patients who are partial
responders continue to have symptoms, we have little in-
formation on which symptoms are most common and
whether these residual symptoms tend to cluster into
related symptomatic groups.

Residual Symptoms During Full Remission

Though it is not surprising that patients who partially
respond to treatment report residual symptoms,
Nierenberg et al.? found that of the patients who success-
fully or fully responded to antidepressant medication
(HAM-D score =< 7), less than 20% report being symp-
tom-free following treatment. The most common residual
symptoms found were sleep disturbances (44%), fatigue
(38%), and disinterest (27%). Patients who had these
symptoms after treatment tended to have had them at
baseline, that is, the symptoms were generally not treat-



ment emergent. Similarly, Fava et al.! found that of 49
patients in remission after 3 to 5 months of full doses of
antidepressant medications, only 6 patients reported no
residual symptoms following treatment. Of the remaining
patients, 73% reported generalized anxiety, 55% reported
somatic anxiety, and 40% reported irritability.

These data suggest that even though patients may re-
spond to treatment and a full diagnosis of the mood dis-
order is no longer appropriate, many patients continue to
experience residual symptoms. Considering the impor-
tance of the effect of residual symptoms on relapse, recur-
rence, and other long-term outcomes reviewed below,
these symptoms should not be overlooked.

IMPORTANCE OF RESIDUAL SYMPTOMS

Contribution to Relapse

Patients who report residual symptoms have a higher
risk of relapse than patients who do not report residual
symptoms.®?2° |n the National Institute of Mental Health
(NIMH) Collaborative Depression Program, naturalistic
follow-up showed that, after recovery from major depres-
sive disorder, patientswith residual subsyndromal depres-
sion had an odds ratio of 3.5 for subsequent relapse com-
pared with those who had afull acute recovery.®

In a1-year follow-up study of 101 patients,?” relapsers
were shown to have had higher levels of residual symp-
toms at the time of remission. Residual symptoms also
predicted relapse during drug continuation in a study
of the elderly and in 2 drug-discontinuation controlled
trials.”®* Paykel et al.?® found that 76% of patients with
residual symptoms relapsed within 10 months of treat-
ment, whereas 25% of patients without residual symp-
toms relapsed within the same time period. Thase et al.’
found that, among patients who responded to treatment
and maintained HAM-D scores of < 10 for 2 consecutive
weeks, 52% relapsed over the next year, while of those
who maintained a HAM-D score of < 6 for 2 consecutive
months following treatment, only 9% relapsed over the
next year.

There is, then, considerable agreement across studies
that residual symptoms contribute to relapse vulnerability.
Treatment of residual symptoms may, therefore, not only
be important for reducing suffering but may also reduce
the risk of future major depressive episodes.® Two studies
have examined the effect of treating patients with residual
symptoms on relapse rates over the next 1 to 4 years. Both
studies found a reduction in residual symptoms with the
addition of cognitive-behavioral therapy (CBT) to the
medi cation regimen that had yielded the partial response.
Favaet al.” reported adifferencein relapse rates at 4 years
between continued medication (70% relapse rate) and
augmentation with CBT (35% relapse rates). Paykel et
al.* found that the addition of CBT to medication reduced

relapse rates at 68 weeks from 47% for medication alone
to 29% with CBT. Thus, it appears that reducing residual
symptoms may affect the important long-term outcome of
relapse.

Contribution to Disability

Severity of depressive symptomatology is related to
occupational® and psychosocia’® impairment. Occupa-
tional functioning isregularly worsefor patients who con-
tinue to report symptoms following treatment compared
with those who experience symptom relief.8 Judd et al 5%
found, in a 12-year prospective study, that subsyndromal
symptoms persisting after the resolution of a depression
are also associated with a variety of poor outcomes,
including greater health care utilization (medical, psychi-
atric, and emergency care), more psychiatric hospitaliza-
tions, more public assistance (welfare/disability benefits),
and more suicidal thoughts and behaviors.

This group also found, however, that the psychosocial
disability is state dependent; when the symptoms are
present, even if they are mild or subthreshold, the disa-
bility exists, but when the patients are asymptomatic, the
disability decreases and overall psychosocial functioning
improves.’ Residual symptomsthat are rated mild or sub-
threshold are related to a slight, but significant, increase
in impaired psychosocial functioning compared with re-
mission with no residual symptoms, having a greater
impact on occupational functioning than interpersonal
functioning.®

Consistent with these results, Mintz et al.,? in a meta-
analysis of 10 clinical trials, describe a near-linear rela-
tionship between residual symptoms and the probability
of functional and affective work impairment. The model
they applied to their analysis suggested that even mild re-
sidual symptoms would result in impairment. These find-
ings reinforce the importance, for the long-term outcome
of disability, of treating even relatively mild residua
symptoms.

CAN RESIDUAL SYMPTOMS
BE EFFECTIVELY TREATED?

Fatigue
Until recently, there has been little study of the prob-
lem of fatigue in patients with a primary diagnosis of de-
pression. This is especialy true of fatigue as a residual
symptom. Despite the lack of attention that fatigue has
received, it appears to be an important variable in depres-
sion. Between 73% and 96% of depressed patients, de-
pending on the methodology of the study, have significant
fatigue at baseling,** and Moos and Cronkite® found
that fatigue was the most potent predictor of progressing
to a chronic course in 313 unipolar patients treated over
a 10-year period. Fatigue also appears to be a common
residual
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symptom in treated depression. Fava et al.* reported, for
instance, that 10% of patients with successfully treated
major depression continued to complain
of fatigue, and Nierenberg et al.? found that 35% of pa-
tients with remitted depressions continued to complain of
fatigue. While much of residual fatigue may be a core
depressive symptom, it can also be related to the use of
antidepressants.

Treatment of fatigue, in the context of depression, has
not been studied to any great extent. Amphetamines were,
at one time, widely used to treat depressive states and
fatigue, but their use declined dramatically with the intro-
duction of effective antidepressants and the increasing
awareness of the abuse potential associated with stimu-
lants.®*® Both methylphenidate and pemoline have been
reported to be of useinimproving alertness and in treating
fatigue and depression in small controlled trials that lack
the rigor of modern trial methodology.***” There are also a
number of more recent open-label trials of stimulants in
medically ill patients that report improvement in depres-
sion, though the effect on fatigue or energy is generaly
not systematically reported.®

A recently released novel stimulant, modafinil, has be-
gun to receive some attention in the treatment of fatigue
and sleepiness in depressed patients. Modafinil appearsto
have a number of advantages over the classical stimu-
lants, including ease of use, lack of abuse potential, and
a favorable tolerability profile. One retrospective case
series® and 1 open-label study® using modafinil have
suggested that this compound might be of use for fatigue
in patients with depression. While these initial results
appear promising, controlled trials will be necessary to
define the role of modafinil as a treatment for fatigue in
depressed patients.

Other authors have attempted to evaluate, in the con-
text of depression, the effects of antidepressants on
fatigue. For instance, Judge et al.* analyzed data from
7 clinical trials involving 2075 patients with major de-
pression using the HAM-D retardation factor score (total
of items 1, 7, 8, and 14) as the primary measure of energy
improvement. While this subscale of the HAM-D may be
a poor measure of fatigue, their findings demonstrate that
patients experience an improvement in depressed mood,
libido, psychomotor retardation, and work and interests
from baseline to endpoint when treated with fluoxetine.

Despite the widespread practice of using “ stimulating”
antidepressants such as bupropion and venlafaxine, as
well as medications such as thyroid hormone, for fatigue
in depressed patients, there are few published data on their
use for thisindication. There are 3 case reports suggesting
that bupropion may be useful for selective serotonin reup-
take inhibitor (SSRI)-induced fatigue,”” and 1 case of the
successful use of venlafaxine in chronic fatigue associ-
ated with depression.”® Thyroid hormone, which increases
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energy in patients with hypothyroidism, has been studied
as an augmenting agent in depression.** Despite its intui-
tive appea in depressed patients with fatigue, the aug-
mentation studies do not detail its effect on fatigue.

Because fatigue is both common and potentially treat-
able in patients with depression, it is a prime target for
research. Evaluation of the treatment of residual fatigue
would help to defineitsrolein quality of life, relapse, and
disability.

Sexual Dysfunction

The relationship of depression, antidepressant treat-
ment, and sexual dysfunction is dynamic and complex.
The background prevalence of sexual dysfunction in the
general population is high. A recent U.S. study found that
43% of women and 31% of men experience some type of
sexual dysfunction.®® The figures seem to be still higher
in patients with depression. In patients with nonpsychotic
major depression without concurrent medical illness, over
40% of men and 50% of women reported decreased
sexual interest.*® Sexual symptoms are also a significant
component of residual depression. A study of treated
patients in partia remission found that 53% showed
moderate-to-severe sexual symptoms and 26% showed
mild sexual symptoms.® Sexual dysfunction may also be a
side effect of antidepressants.*” A recent large prospective
study reports an incidence of adverse sexua effects from
antidepressants of more than 50%.% Other studies suggest
that most patients report improvement in overall sexua
functioning from the time they start antidepressants until
follow-up.*® Presumably, as depression improves, so does
overall sexual functioning.

Sexual symptoms, both treatment emergent and re-
sidual, are not only common, but they also have obvious
practical implications, as the negative consequences of
the symptoms can reinforce the depression. In other
words, there may be a direct relationship between experi-
encing sexual symptoms and depression. This point was
illustrated in a recent study by Seidman et al.,* in which
152 men with erectile dysfunction and depression were
treated with sildenafil or placebo. Effective treatment of
erectile dysfunction (without an antidepressant) resulted
in significant improvement in both depression and quality
of life, which raises the possibility that treatment of re-
sidual erectile dysfunction in depressed patients may have
wide-ranging effects on depression and related outcomes
such as quality of life.

With the introduction of the phosphodiesterase in-
hibitor sildenafil, an efficacious treatment for some de-
pressed patients with sexual dysfunction is available. Sil-
denafil has been reported to be of use in men with
antidepressant-related erectile dysfunction and in women
with antidepressant-related anorgasmia.®** In addition,
bupropion and mirtazapine may also have the potential to
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reverse the adverse effects of other antidepressants and
perhaps to improve some forms of sexual dysfunction.>*°

We should now be able to begin investigating the im-
portance and treatment of sexual dysfunction in depres-
sion, whether it is treatment emergent or residual. The
clarification of these issues may widen the options avail-
ableto the clinician aswell aslead to improved long-term
outcomes in patients with depression.

Anxiety

Major depression is accompanied by significant
anxiety in up to 62% of patients,**®* and the presence of
anxiety seems to predispose to, accelerate, worsen, and
lengthen the course of depression.’2% In addition, the
presence of anxiety is associated with a poorer response
to antidepressants.®”® In the Depression Research in
European Society |1 survey, patients with severe depres-
sion associated with anxiety had significantly higher
functional disability than other depressed patients without
anxiety. Anxiety is also a common residual symptom in
depression. In patients with major depression in partial
remission, Paykel et al.® report moderate psychic anxiety
in 42% and panic attacks, phobic anxiety, and somatic
anxiety in 11% each.

While there are few published data on treating anxiety
as aresidual symptom in depressed patients, Fava et al .
did report that CBT was useful for residual symptoms,
among which were anxiety symptoms. In general, thera-
peutic approaches to comorbid depression and anxiety in-
clude both pharmacol ogic and psychotherapeutic options,
and anumber of studies have examined response to medi-
cations in patients with depression and comorbid anxiety
at baseline.” Benzodiazepines appear to be quite effective
in short-term treatment,” but questions about their long-
term efficacy and saf ety have been raised. Though anxiety
isnot directly discussed, clonazepam has been found use-
ful as augmentation in prolonged depression with subopti-
mal improvement.”

Atypical antipsychotics, including both risperidone
and olanzapine, have recently been shown to be useful for
augmentation in treatment-resistant depression.”™ While
these drugs may also be of usein some anxiety states,”™
itisnot clear if their use in treatment-resistant depression
is mediated by anxiolysis. Furthermore, whether they
would be useful in partial responders with residual anxi-
ety is not clear. Another interesting option is the use
of buspirone, an antianxiety agent that has intrinsic anti-
depressant properties and has been used as an augmenta-
tion agent in the treatment of refractory depression.”
Again, whether this medication would be useful in partial
responders with residual anxiety is not clear. A variety of
other medications that are useful in anxiety states, includ-
ing p-blockers, SSRIs, and possibly antiepileptics such as
gabapentin, may be of interest in the model of symptom-
atic treatment of residual anxiety symptoms.

J Clin Psychiatry 64:5, May 2003
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Considering the comorbidity rates of depression and
anxiety, as well as the treatment options available, the
presence of anxiety asaresidual symptom is of particular
concern and in need of specific attention.

Sleep Disturbance

Sleep disturbances, which may affect one third of the
adult population,” have an intimate and complex relation-
ship with depression. In the general adult population, 14%
to 20% of subjects complaining of insomnia showed evi-
dence of major depression compared with lessthan 1% in
those without sleep complaints.” Sleep disturbances are
associated with an increased risk of subsequent depres-
sion. In the NIMH/Epidemiologic Catchment Area study,
individuals with insomnia or hypersomnia persisting at
2interviews 1 year apart were at higher risk of developing
new major depression (adjusted odds ratio = 39.8 for in-
somnia and 46.9 for hypersomnia).” Persistent sleep dis-
turbance is also associated with a chronic illness course,
lower quality of life,® increased health care resource utili-
zation,®! and increased risk of both relapse and recur-
rence,”*® aswell as increased suicide risk.2 A significant
number of patients showing partial response to antide-
pressant treatment continue to have sleep disturbances,
with Paykel® reporting early insomnia in 48%, middle
insomnia in 53%, and late insomnia in 16% of these pa-
tients. Nierenberg et al.? reported that 44% of patients
who met criteria for remission continued to complain of
sleep disturbances. They also reported that nearly all of
the patients who had residual sleep disturbances had the
problem at the beginning of treatment and that the symp-
toms were not, therefore, treatment emergent.

Despite the clear relationship of depression and sleep
difficulties, any assessment of residual sleep problemsin
depressed patients needs to include areview of treatment-
emergent sleep problems, as many antidepressants do in-
terfere with sleep.®* Furthermore, primary sleep disorders
such as obstructive sleep apnea are commonly comorbid
with depression and need to be addressed independently.

It is common clinical practice to use an adjunctive
sleep medication in depressed patients, and the 1 avail-
able controlled trial supports the usefulness of this strat-
egy. Asnis et al.® reported on a 4-week, randomized,
placebo-controlled trial of zolpidem in 190 depressed
patients who had partial response (HAM-D score= 8) on
treatment with SSRIs. Zolpidem was associated with sig-
nificant improvements in sleep, sleep quality, and awak-
enings. Their report did not discuss changes in quality of
life. A number of treatments, including zolpidem, trazo-
done, zaleplon, and CBT, could be used for residual sleep
problems, each of which could plausibly improve long-
term outcomes, such as relapse and quality of life.

DISCUSSION
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Most patients continue to experience symptoms after
treatment for depression, and these residual symptoms are
associated with an increased risk of relapse as well as
functional impairments. While the data are relatively
sparse, we have attempted to illustrate that individual
residual symptoms such as fatigue, sleep disturbance,
sexual dysfunction, and anxiety not only continue to exist
following treatment of depression, but may be quite typi-
cal. Some data have begun to emerge suggesting that
these residual symptoms are treatable, but strategies to
treat specific residual symptoms of depression have not
been adequately researched.

For the clinician, the first step is to evaluate the re-
sidual symptom to try to determine if it is part of the
depression, a side effect of treatment, or an independent
comorbidity. If the residual symptom is not due to an in-
dependent comorbidity, a symptomatic approach may
be helpful. There is some evidence that zolpidem, in
the short term, may be of usefor sleep difficulties, but tra-
zodone, zaleplon, and quetiapine, among others, could
also prove to be useful. For some forms of sexual dys-
function, sildenafil, bupropion, and mirtazapine may be
of use. For fatigue, modafinil, psychostimulants, bupro-
pion, and venlafaxine have all shown some degree of
promise. For anxiety, buspirone, the benzodiazepines, and
possibly the atypical antipsychotics appear to deserve
further attention. There are currently no data indicating
whether dose escalation, switching antidepressants, aug-
mentation directed at the syndromic depression in gen-
eral, or a symptom-based approach is the most useful in
any individual patient.

Other residual symptoms, such aslack of initiative and
motivation, difficulties with concentration and memory,
and anhedonia, are also potential targets for thisapproach,
though there are no data to support specific treatments for
these problems.

While it is not the primary purpose of this article to
discuss a theoretical heuristic for the relationship of
symptoms and syndrome, a symptomatic approach to re-
sidual symptoms raises a variety of difficult conceptual/
theoretical issues. Depression is a syndromic diagnosis,
composed of a group of symptoms that were determined
through empirical research. We are currently unable, to a
large degree, to tease out the relationships between the
syndrome and the symptoms. With all of the symptoms
discussed in this article, one could posit acomplex, poten-
tially bi-directional relationship, and it isentirely possible
that individual symptoms, inindividual patients, may rep-
resent a complex overlay of etiologies. A symptom may
be an integral part of depression, it may be an unrelated
comorbidity, or it may be a side effect of treatment. Fur-
thermore, a residual symptom may be implicated in pro-
longing or worsening the depression.

Devising treatments to specifically focus on residual
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symptoms raises many questions for further research.
First, it will be necessary to determineif targeting specific
residual symptoms actually leads to better long-term out-
comes. Improved relapse rates, increased duration of
remission, and improved quality of life are among the out-
comes that may benefit. Similarly, does the depression
as a whole improve as specific symptoms related to the
depression improve? For example, it has been reported™
that treating sexual dysfunction in depressed men leads
to improvement in depression and quality of life. Would
treatment of other symptoms such as fatigue and sleep dif-
ficulties have similar outcomes? A related question is
whether treating the primary residual symptom leads to
improvements in other symptoms as well. (For example,
does targeting fatigue as a residual symptom also lead to
improvementsin interest and motivation?)

As mentioned earlier, it is also unclear as to when re-
sidual symptoms are sufficiently mild enough to exert no
practical impact in important outcomes such as quality of
life. At some point, it may be unreasonable or infeasible
to attempt to make patients completely asymptomatic.
Theissueremainsto be elucidated, asit may bethat in de-
pression it is possible and desirable to struggle for a com-
pletely or anearly asymptomatic state.

An obvious long-term research goal is to determine
whether a symptomatic approach is any better than a syn-
dromic approach. That is, are we better off targeting re-
sidual symptoms, or just treating the symptoms as a par-
tially treated depression and raising the dose of the current
antidepressant, augmenting, or switching without regard
to theresidual symptomatic pattern? In general, the initial
symptomatic profile of a patient is not predictive of re-
sponse to a particular antidepressant,® supporting a syn-
dromic approach to the selection of an antidepressant
for initial treatment. However, our review of the available
data on the treatment of residual symptoms suggests that
the treatment of residual symptoms may be a different
situation. Only controlled trials can answer this question.

Finally, further research should investigate the cluster-
ing of residual symptoms. For example, do fatigue, dis-
interest, and lack of motivation tend to present together,
while anxiety, sleep disturbance, and appetite suppression
tend to present together? If so, should treatment strategies
for these clusters of symptoms differ from treatment strat-
egiesfor overall depression?

Developing symptom-specific treatment strategies for
patients suffering from residual symptoms of depression
may be one step further in the pursuit of optimal treatment
for depression.

Drug names: buspirone (BuSpar and others), bupropion (Wellbutrin
and others), clonazepam (Klonopin and others), fluoxetine (Prozac and
others), gabapentin (Neurontin), methylphenidate (Ritalin, Metadate,
and others), mirtazapine (Remeron), modafinil (Provigil), olanzapine
(Zyprexa), pemoline (Cylert and others), quetiapine (Seroquel), risper-
idone (Risperdal), sildenafil (Viagra), trazodone (Desyrel and others),
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venlafaxine (Effexor), zaleplon (Sonata), zolpidem (Ambien).

Disclosure of off-label usage: The authors of this article have deter-
mined that, to the best of their knowledge, buspirone, clonazepam,
olanzapine, and risperidone are not approved by the U.S. Food and
Drug Administration for the augmentation treatment of depression;
bupropion, fluoxetine, methylphenidate, modafinil, pemoline, and
venlafaxine are not approved for the treatment of fatigue; gabapentin
is not approved for the treatment of anxiety; bupropion and mirtaz-
apine are not approved for the treatment of sexual dysfunction;
quetiapine is not approved for the treatment of sleep disorders;
sildenafil is not approved for the treatment of depression-related
sexual dysfunction; and trazodone, zaleplon, and zolpidem are not
approved for the treatment of sleep disorders in depressed patients.
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