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STATEMENT OF INTENT

The American Psychiatric Association (APA) Practice Guidelines are not intended to be con-
strued or to serve as a standard of medical care. Standards of medical care are determined on
the basis of all clinical data available for an individual patient and are subject to change as sci-
entific knowledge and technology advance and practice patterns evolve. These parameters of
practice should be considered guidelines only. Adherence to them will not ensure a successful
outcome for every individual, nor should they be interpreted as including all proper methods
of care or excluding other acceptable methods of care aimed at the same results. The ultimate
judgment regarding a particular clinical procedure or treatment plan must be made by the psy-
chiatrist in light of the clinical data presented by the patient and the diagnostic and treatment
options available.

This practice guideline has been developed by psychiatrists who are in active clinical prac-
tice. In addition, some contributors are primarily involved in research or other academic
endeavors. It is possible that through such activities some contributors, including work group
members and reviewers, have received income related to treatments discussed in this guide-
line. A number of mechanisms are in place to minimize the potential for producing biased
recommendations due to conflicts of interest. Work group members are selected on the basis
of their expertise and integrity. Any work group member or reviewer who has a potential con-
flict of interest that may bias (or appear to bias) his or her work is asked to disclose this to the
Steering Committee on Practice Guidelines and the work group. Iterative guideline drafts are
reviewed by the Steering Committee, other experts, allied organizations, APA members, and
the APA Assembly and Board of Trustees; substantial revisions address or integrate the com-
ments of these multiple reviewers. The development of the APA practice guidelines is not
financially supported by any commercial organization.

More detail about mechanisms in place to minimize bias is provided in a document avail-
able from the APA Department of Quality Improvement and Psychiatric Services, “APA
Guideline Development Process.”

This practice guideline was approved in January 2000 and published in April 2000.
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GUIDE TO USING THIS PRACTICE GUIDELINE

This practice guideline uses available evidence to develop treatment recommendations for the
care of adult patients with major depressive disorder. This guideline contains many sections,
not all of which will be equally useful for all readers. The following guide is designed to help
readers find the sections that will be most useful to them.

Part A contains the treatment recommendations for patients with major depressive disorder.
Section I is the summary of treatment recommendations, which includes the main treatment
recommendations, along with codes that indicate the degree of clinical confidence in each rec-
ommendation. Section II is a guide to the formulation and implementation of a treatment plan
for the individual patient. This section includes all of the treatment recommendations. Section
III, “Specific Clinical Features Influencing the Treatment Plan,” discusses a range of clinical
conditions that could alter the general recommendations discussed in Section II.

Part B, “Background Information and Review of Available Evidence,” will be useful to un-
derstand, in detail, the evidence underlying the treatment recommendations of Part A. Section
IV provides an overview of DSM-IV criteria, prevalence rates for major depressive disorder, and
general information on its natural history and course. Section V is a structured review and syn-
thesis of published literature regarding the available treatments for major depressive disorder.

Part C, “Future Research Needs,” draws from the previous sections to summarize those areas
in which better research data are needed to guide clinical decisions.

To share feedback on this or other published APA practice guidelines, a form is available at
http://www.psych.org/psych_pract/pg/reviewform.cfm.



Treatment of Patients With Major Depressive Disorder 7

DEVELOPMENT PROCESS

This document is a practical guide to the management of major depressive disorder for adults
over the age of 18 and represents a synthesis of current scientific knowledge and rational clinical
practice. This guideline strives to be as free as possible of bias toward any theoretical posture,
and it aims to represent a practical approach to treatment. Studies were identified through an
extensive review of the literature by using MEDLARS for the period 1971–1999. The key words
used were affective disorder, major depression, depressive disorder, seasonal affective disorder,
melancholia, unipolar depression, endogenous depression, dysthymic disorder, dysthymia,
postpartum depression, pseudodementia, antidepressant medications, tricyclic antidepressive
agents, monoamine oxidase inhibitors, lithium, and electroconvulsive therapy and included the
concepts of melancholia, neurotic depression, and major depression. In addition, the key words
for the psychotherapy search were psychotherapy (not otherwise specified); behavior therapy,
including aversive therapy, biofeedback (psychology), cognitive therapy, desensitization (psy-
chologic), implosive therapy, and relaxation techniques (meditation); psychoanalytic therapy,
including existentialism, free association, transactional analysis, psychotherapy (brief ); and psy-
chotherapy (group), including family therapy and marital therapy.

Major review articles and standard psychiatric texts were consulted. The Agency for Health-
care Policy Research Evidence Report on Treatment of Depression—Newer Pharmacotherapies (1)
was reviewed in its entirety. Review articles and relevant clinical trials were reviewed in their
entirety; other studies were selected for review on the basis of their relevance to the particular
issues discussed in this guideline. Definitive standards are difficult to achieve, except in narrow
circumstances in which multiple replicated studies and wide clinical opinion dictate certain
forms of treatment. In other areas, the specific choice among two or more treatment options is
left to the clinical judgment of the clinician.

The recommendations are based on the best available data and clinical consensus with re-
gard to the particular clinical decision. The summary of treatment recommendations is keyed
according to the level of confidence with which each recommendation is made. In addition,
each reference is followed by a letter code in brackets that indicates the nature of the supporting
evidence.
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INTRODUCTION

This guideline seeks to summarize the specific forms of somatic, psychotherapeutic, psychoso-
cial, and educational treatments that have been developed to deal with major depressive disor-
der. It begins at the point where the psychiatrist has diagnosed an adult patient as suffering
from major depressive disorder, according to the criteria defined in DSM-IV, and has medically
evaluated the patient to ascertain the presence of alcohol or substance use disorder or other so-
matic factors that may contribute to the disease process (e.g., hypothyroidism, pancreatic car-
cinoma) or complicate its treatment (e.g., cardiac disorders). The purpose of this guideline is
to assist the physician faced with the task of implementing specific antidepressant treatment(s).
It should be noted that many patients have coexisting conditions and their difficulties cannot
be described with one DSM diagnostic category. The psychiatrist should consider, but not be
limited to, the treatment guidelines for a single diagnosis. For patients found to have depressive
symptoms within the context of bipolar disorder, the psychiatrist should refer to the Practice
Guideline for the Treatment of Patients With Bipolar Disorder (2).

This document concerns patients 18 years of age and older. Some comments regarding the
treatment of major depressive disorders in children and adolescents can be found in Section
III.B.5., along with more definitive references.
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PART A:
TREATMENT RECOMMENDATIONS FOR 
PATIENTS WITH MAJOR DEPRESSIVE DISORDER

I. SUMMARY OF TREATMENT 
RECOMMENDATIONS

Each recommendation is identified as falling into one of three categories of endorsement, in-
dicated by a bracketed Roman numeral following the statement. The three categories represent
varying levels of clinical confidence regarding the recommendation:

  [I] Recommended with substantial clinical confidence.
 [II] Recommended with moderate clinical confidence.
[III] May be recommended on the basis of individual circumstances.

Successful treatment of patients with major depressive disorder is promoted by a thorough
assessment of the patient [I]. Treatment consists of an acute phase, during which remission is
induced; a continuation phase, during which remission is preserved; and a maintenance phase,
during which the susceptible patient is protected against the recurrence of subsequent major
depressive episodes. Psychiatrists initiating treatment for major depressive disorder have at their
disposal a number of medications, a variety of psychotherapeutic approaches, electroconvulsive
therapy (ECT), and other treatment modalities (e.g., light therapy) that may be used alone or
in combination. The psychiatrist must determine the setting that will most likely ensure the
patient’s safety as well as promote improvement in the patient’s condition [I].

� A. PSYCHIATRIC MANAGEMENT
Psychiatric management consists of a broad array of interventions and activities that should be
instituted by psychiatrists for all patients with major depressive disorder [I]. Regardless of the
specific treatment modalities selected, it is important to continue providing psychiatric man-
agement through all phases of treatment. The specific components of psychiatric management
that must be addressed for all patients include performing a diagnostic evaluation, evaluating
safety of the patient and others, evaluating the level of functional impairments, determining a
treatment setting, establishing and maintaining a therapeutic alliance, monitoring the patient’s
psychiatric status and safety, providing education to patients and families, enhancing treatment
adherence, and working with patients to address early signs of relapse.
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� B. ACUTE PHASE

1. Choice of an initial treatment modality
In the acute phase, in addition to psychiatric management, the psychiatrist may choose be-
tween several initial treatment modalities, including pharmacotherapy, psychotherapy, the
combination of medications plus psychotherapy, or ECT [I]. Selection of an initial treatment
modality should be influenced by both clinical (e.g., severity of symptoms) and other factors
(e.g., patient preference) (Figure 1).

a) Antidepressant medications
If preferred by the patient, antidepressant medications may be provided as an initial primary
treatment modality for mild major depressive disorder [I]. Antidepressant medications should
be provided for moderate to severe major depressive disorder unless ECT is planned [I]. A com-
bination of antipsychotic and antidepressant medications or ECT should be used for psychotic
depression [I].

b) Psychotherapy
A specific, effective psychotherapy alone as an initial treatment modality may be considered for
patients with mild to moderate major depressive disorder [II]. Patient preference for psycho-
therapeutic approaches is an important factor that should be considered in the decision. Clin-
ical features that may suggest the use of psychotherapeutic interventions include the presence
of significant psychosocial stressors, intrapsychic conflict, interpersonal difficulties, or a comor-
bid axis II disorder [I].

c) Psychotherapy plus antidepressant medications
The combination of a specific effective psychotherapy and medication may be a useful initial
treatment choice for patients with psychosocial issues, interpersonal problems, or a comorbid
axis II disorder together with moderate to severe major depressive disorder [I]. In addition,
patients who have had a history of only partial response to adequate trials of single treatment
modalities may benefit from combined treatment. Poor adherence with treatments may also
warrant combined treatment modalities.

d) Electroconvulsive therapy
ECT should be considered for patients with major depressive disorder with a high degree of
symptom severity and functional impairment or for cases in which psychotic symptoms or
catatonia are present [I]. ECT may also be the treatment modality of choice for patients in
whom there is an urgent need for response, such as patients who are suicidal or refusing food
and nutritionally compromised [II].

2. Choice of specific pharmacologic treatment
Antidepressant medications that have been shown to be effective are listed in Table 1 [II]. The ef-
fectiveness of antidepressant medications is generally comparable between classes and within
classes of medications. Therefore, the initial selection of an antidepressant medication will largely
be based on the anticipated side effects, the safety or tolerability of these side effects for individ-
ual patients, patient preference, quantity and quality of clinical trial data regarding the medica-
tion, and its cost (see Section V.A.1) [I]. On the basis of these considerations, the following
medications are likely to be optimal for most patients: selective serotonin reuptake inhibitors
(SSRIs), desipramine, nortriptyline, bupropion, and venlafaxine. In general, monoamine oxi-
dase inhibitors (MAOIs) should be restricted to patients who do not respond to other treatments
because of their potential for serious side effects and the necessity of dietary restrictions. Patients
with major depressive disorder with atypical features are one group for whom several studies sug-
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gest MAOIs may be particularly effective; however, in clinical practice, many psychiatrists start
with SSRIs in such patients because of the more favorable adverse effect profile.

a) Implementation
When pharmacotherapy is part of the treatment plan, it must be integrated with the psychiatric
management and any other treatments that are being provided (e.g., psychotherapy) [I]. Once
an antidepressant medication has been selected, it can be started at the dose levels suggested in
Table 1 [I]. Titration to full therapeutic doses generally can be accomplished over the initial
week(s) of treatment but may vary depending on the development of side effects, the patient’s
age, and the presence of comorbid illnesses. Patients who have started taking an antidepressant
medication should be carefully monitored to assess their response to pharmacotherapy as well
as the emergence of side effects, clinical condition, and safety [I] (see Figure 2). Factors to consider
in determining the frequency of patient monitoring include the severity of illness, the patient’s
cooperation with treatment, the availability of social supports, and the presence of comorbid
general medical problems. Visits should also be frequent enough to monitor and address sui-
cidality and to promote treatment adherence. In practice, the frequency of monitoring during
the acute phase of pharmacotherapy can vary from once a week in routine cases to multiple
times per week in more complex cases.

FIGURE 1. Choice of Treatment Modalities for Major Depressive Disorder.

Do not include a 
specific effective 
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treatment plan 
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question 2

Do not include 
medication in 
treatment plan 
and go to 
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Include specific 
effective 
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treatment plan and 
go to question 2

No
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Yes
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       and/or IF preferred 

#2  Should medication be provided? 

� Mild depression: IF preferred as solo treatment 

� Moderate to severe depression: with or without a specific 
       effective psychotherapy unless ECT is planned 

� Psychotic depression: combination of antipsychotic 
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#4  Should ECT be provided? 

� Chronic, moderate to severe depression:  with or without a specific 
        effective psychotherapy IF patient prefers 
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� Psychotic features 
� Patient prefers 
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#3  Should medication and a specific effective  
      psychotherapy both be provided? 

� Mild depression: 
� IF preferred as combination treatment 
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� Poor compliance 
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� Personality disorder 
� Poor compliance 
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TABLE 1. Commonly Used Antidepressant Medications (this list is representative, but not comprehensive)

Generic Name
Starting Dose
(mg/day)a

Usual Dose 
(mg/day)

Tricyclics and tetracyclics
Tertiary amine tricyclics

Amitriptyline
Clomipramine
Doxepin
Imipramine
Trimipramine

25–50
25

25–50
25–50
25–50

100–300
100–250
100–300
100–300
100–300

Secondary amine tricyclics
Desipramineb

Nortriptylineb

Protriptyline

25–50
25
10

100–300
50–200
15–60

Tetracyclics
Amoxapine
Maprotiline

50
50

100–400
100–225

SSRIsb

Citalopram
Fluoxetine
Fluvoxamine
Paroxetine
Sertraline

20
20
50
20
50

20–60c 
20–60c 
50–300c

20–60c

50–200c

Dopamine-norepinephrine reuptake inhibitors
Bupropionb

Bupropion, sustained releaseb
150
150

300
300

Serotonin-norepinephrine reuptake inhibitors
Venlafaxineb

Venlafaxine, extended releaseb
37.5
37.5

75–225
75–225

Serotonin modulators
Nefazodone
Trazodone

50
50

150–300
75–300

Norepinephrine-serotonin modulator
Mirtazapine 15 15–45

MAOIs
Irreversible, nonselective

Phenelzine
Tranylcypromine

Reversible MAOI-A
Moclobemide

15
10

150

15–90
30–60

300–600
Selective noradrenaline reuptake inhibitor

Reboxetine —d —d

aLower starting doses are recommended for elderly patients and for patients with panic disorder, significant anxiety
or hepatic disease, and general comorbidity.

bThese medications are likely to be optimal medications in terms of the patient’s acceptance of side effects, safety,
and quantity and quality of clinical trial data.

cDose varies with diagnosis; see text for specific guidelines.
dFDA approval is anticipated. When available, consult manufacturer’s package insert or the Physician’s Desk Refer-

ence for recommended starting and usual doses.
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b) Failure to respond
If at least moderate improvement is not observed following 6–8 weeks of pharmacotherapy, a re-
appraisal of the treatment regimen should be conducted [I]. Section II.B.2.b reviews options for
adjusting the treatment regimen when necessary. Following any change in treatment, the patient
should continue to be closely monitored. If there is not at least a moderate improvement in major
depressive disorder symptoms after an additional 6–8 weeks of treatment, the psychiatrist should
conduct another thorough review. An algorithm depicting the sequence of subsequent steps that
can be taken for patients who fail to respond fully to treatment is provided in Figure 3.

3. Choice of specific psychotherapy 
Cognitive behavioral therapy and interpersonal therapy are the psychotherapeutic approaches
that have the best documented efficacy in the literature for the specific treatment of major de-
pressive disorder, although rigorous studies evaluating the efficacy of psychodynamic psycho-
therapy have not been published [II]. When psychodynamic psychotherapy is used as a specific
treatment, in addition to symptom relief, it is frequently associated with broader long-term
goals. Patient preference and the availability of clinicians with appropriate training and exper-
tise in the specific approach are also factors in the choice of a particular form of psychotherapy.

a) Implementation 
When psychotherapy is part of the treatment plan, it must be integrated with the psychiatric
management and any other treatments that are being provided (e.g., medication treatment) [I].

FIGURE 2.   Management of Medication Side Effects.

� Medical risk
� Interference with compliance
� Patient satisfaction

Continue to monitor for side effects; 
pay special attention to the following:

� Watch and wait (if no immediate medical risk)
� Alter medication dose, frequency, or time of 
      administration
� Change to a different medication
� Provide specific treatment for side effects

If problematic side effects are present, 
consider the following options:

Monitor for the presence of side effects

Inform patient of potential side effects, 
including those that require immediate attention
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The optimal frequency of psychotherapy has not been rigorously studied in controlled trials.
The psychiatrist should take into account multiple factors when determining the frequency for
individual patients, including the specific type and goals of psychotherapy, the frequency nec-
essary to create and maintain a therapeutic relationship, the frequency of visits required to en-
sure treatment adherence, and the frequency necessary to monitor and address suicidality. The
frequency of outpatient visits during the acute phase generally varies from once a week in rou-
tine cases to as often as several times a week.

Regardless of the type of psychotherapy selected, the patient’s response to treatment should
be carefully monitored [I].

If more than one clinician is involved in providing the care, it is essential that all treating
clinicians have sufficient ongoing contact with the patient and with each other to ensure that
relevant information is available to guide treatment decisions [I].

b) Failure to respond 
If after 4–8 weeks of treatment at least a moderate improvement is not observed, then a thor-
ough review and reappraisal of the diagnosis, complicating conditions and issues, and treat-
ment plan should be conducted [I]. Figure 3 and Section II.B.3.b review the options to
consider.

FIGURE 3. Acute Phase Treatment of Major Depressive Disorder.
aChoose either another antidepressant from the same class or, if two previous medication 

trials from the same class were ineffective, an antidepressant from a different class.

Additional 4–8 Weeks: Reassess Adequacy of Response
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  � Adding or changing to 
              medication

  

Full Response  

Go to Continuation
Phase Treatment  

4–8 Weeks: Reassess Adequacy of Response

Start of Trial:
Medication and/or Psychotherapy

� If no response and clinical severity warrants, consider 
        the following:
  � Increase in dose of medication
  � Increase in intensity of psychotherapy
  � ECT

Monitor:

� Degree of danger 
       to self or others 

� Symptomatic status 

� Functional status   
     
� Response to 
       treatment

� Side effects (see
       figure 2)

� Compliance

� Signs of switch to 
       mania

� Other mental 
       disorders, 
       including alcohol 
       and substance 
       abuse

� General medical
       comorbidities  
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4. Choice of medications plus psychotherapy 
In general, the same issues that influence the specific choice of medication or psychotherapy
when used alone should be considered when choosing treatments for patients receiving com-
bined modalities [I].

5. Assessing the adequacy of response
It is not uncommon for patients to have a substantial but incomplete response in terms of
symptom reduction or improvement in functioning during acute phase treatments. It is impor-
tant not to conclude the acute phase of treatment for such patients, as a partial response is often
associated with poor functional outcomes. When patients are found to have not fully respond-
ed to an acute phase treatment, a change in treatment should be considered as outlined in
Figure 3 [II].

� C. CONTINUATION PHASE
During the 16–20 weeks following remission, patients who have been treated with antidepres-
sant medications in the acute phase should be maintained on these agents to prevent relapse
[I]. In general, the dose used in the acute phase is also used in the continuation phase. Although
there has been less study of the use of psychotherapy in the continuation phase to prevent re-
lapse, there is growing evidence to support the use of a specific effective psychotherapy during
the continuation phase [I]. Use of ECT in the continuation phase has received little formal
study but may be useful in patients for whom medication or psychotherapy has not been effec-
tive in maintaining stability during the continuation phase [II]. The frequency of visits must
be determined by the patient’s clinical condition as well as the specific treatments being
provided.

� D. MAINTENANCE PHASE
Following the continuation phase, maintenance phase treatment should be considered for pa-
tients to prevent recurrences of major depressive disorder [I]. Factors to consider are discussed
in Table 2 and in Section II.D.

In general, the treatment that was effective in the acute and continuation phases should be
used in the maintenance phase [II]. In general, the same full antidepressant medication doses
are employed as were used in prior phases of treatment; use of lower doses of antidepressant
medication in the maintenance phase has not been well studied. For cognitive behavioral
therapy and interpersonal therapy, maintenance phase treatments usually involve a decreased
frequency of visits (e.g., once a month).

TABLE 2. Considerations in the Decision to Use Maintenance Treatment

Factor Component

Risk of recurrence Number of prior episodes; presence of 
comorbid conditions; residual symptoms 
between episodes

Severity of episodes Suicidality; psychotic features; severe 
functional impairments

Side effects experienced with continuous 
treatment

Patient preferences
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The frequency of visits in the maintenance phase must be determined by the patient’s clin-
ical condition as well as the specific treatments being provided. The frequency required could
range from as low as once every 2–3 months for stable patients who require only psychiatric
management and medication monitoring to as high as multiple times a week for those in whom
psychodynamic psychotherapy is being conducted.

� E. DISCONTINUATION OF ACTIVE TREATMENT
The decision to discontinue active treatment should be based on the same factors considered
in the decision to initiate maintenance treatment, including the probability of recurrence, the
frequency and severity of past episodes, the persistence of dysthymic symptoms after recovery,
the presence of comorbid disorders, and patient preferences [I]. In addition to the factors listed
in Table 2 and Table 3, patients and their psychiatrists should consider patient response, in
terms of both beneficial and adverse effects, to maintenance treatments.

Specific clinical features that will influence the general treatment are discussed in Section III.

II. FORMULATION AND IMPLEMENTATION 
OF A TREATMENT PLAN 

The following discussion regarding formulation and implementation of a treatment plan refers
specifically to patients with major depressive disorder. For the treatment of patients found to
have depressive symptoms within the context of bipolar disorder, readers should refer to the
Practice Guideline for the Treatment of Patients With Bipolar Disorder (2). The treatment recom-
mendations that follow may have some relevance for patients who have depressive symptoms
on the basis of other syndromes, such as dysthymia, although this cannot be fully established
with the existing scientific literature.

The successful treatment of patients with major depressive disorders is promoted by an ini-
tial thorough assessment of the patient. Treatment then consists of an acute phase lasting a min-
imum of 6–8 weeks, during which remission is induced. Remission is defined as a return to the
patient’s baseline level of symptom severity and functioning and should not be confused with
substantial but incomplete improvement. After achieving remission, the patient enters the con-
tinuation phase, which usually lasts 16–20 weeks, during which time the remission is preserved
and relapse is prevented. Relapse is generally defined as the reemergence of significant depres-
sive symptoms or dysfunction following a remission. Patients who successfully complete the
continuation phase without relapse then enter the maintenance phase of treatment. The goal
during the maintenance phase is to protect susceptible patients against recurrence of subse-
quent major depressive episodes; the duration of the maintenance phase will vary depending
on the frequency and severity of prior major depressive episodes.

TABLE 3. Risk Factors for Recurrence of Major Depressive Disorder

• Prior history of multiple episodes of major depressive disorder
• Persistence of dysthymic symptoms after recovery from an episode 

of major depressive disorder
• Presence of an additional nonaffective psychiatric diagnosis
• Presence of a chronic general medical disorder
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Psychiatrists initiating treatment of an episode of major depressive disorder have at their dis-
posal a number of medications, a variety of psychotherapeutic approaches, ECT, and other
treatment modalities (e.g., light therapy). These various interventions may be used alone or in
combination. The psychiatrist must determine the setting that will most likely ensure the pa-
tient’s safety as well as promote improvement in the patient’s condition.

� A. PSYCHIATRIC MANAGEMENT
Psychiatric management consists of a broad array of interventions and activities that should be
instituted by psychiatrists for all patients with major depressive disorder. The specific compo-
nents of psychiatric management that must be addressed for all patients are described in more
detail below.

1. Perform a diagnostic evaluation
Patients with major depressive disorder symptoms should receive a thorough diagnostic evalua-
tion both to determine whether a diagnosis of depression is warranted and to reveal the presence
of other psychiatric or general medical conditions. The general principles and components of
a complete psychiatric evaluation have been outlined in the American Psychiatric Association’s
Practice Guideline for Psychiatric Evaluation of Adults (3). These should include a history of the
present illness and current symptoms; a psychiatric history, including symptoms of mania as
well as a treatment history that particularly notes current treatments and responses to previous
treatments; a general medical history and history of substance use disorders; a personal history
(e.g., psychological development, response to life transitions, and major life events); a social,
occupational, and family history; a review of the patient’s medications; a review of systems; a
mental status examination; a physical examination; and diagnostic tests as indicated.

2. Evaluate the safety of patient and others
A careful assessment of the patient’s risk for suicide is crucial. Some components of an evaluation
for suicide risk are summarized in Table 4. An assessment of the presence of suicidal ideation is
essential, including the degree to which the patient intends to act on any suicidal ideation and
the extent to which the patient has made plans for or begun to prepare for suicide. The avail-
ability of means for suicide should be inquired about and a judgment made concerning the le-
thality of those means. Clinical factors that may increase the likelihood of a patient acting on
suicidal ideation should be assessed, including the presence of psychotic symptoms, severe anx-
iety, panic attacks, and alcohol or substance use. Whether a patient has a history of making sui-
cide attempts and the nature of those attempts should be evaluated. Patients should also be
asked about suicide in their family history and recent exposure to suicide or suicide attempts by
others. A complete assessment of suicide risk should be individualized to the particular circum-
stances of the patient and include an evaluation of the patient’s strengths and motivation to seek
help. Patients who are found to possess suicidal or homicidal ideation, intention, or plans re-
quire close monitoring. Measures such as hospitalization (involuntary when indicated) should
be considered for those at significant risk. However, it should be kept in mind that the ability
to predict suicide attempts and completed suicide is poor, with both many false positives (i.e.,
patients who appear more likely to make attempts or complete suicide but who do not) and false
negatives (i.e., patients who appear less likely to make attempts or complete suicide but who do).
For this reason, despite the best efforts of the psychiatrist, some patients may engage in self-harm
or harm toward others.
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3. Evaluate functional impairments
Major depressive disorder is frequently associated with functional impairments, and the pres-
ence, type(s), and severity of dysfunction should be evaluated. Impairments can include deficits
in interpersonal relationships, work, living conditions, and other medical or health-related
needs. Identified impairments in functioning should be addressed; for example, some patients
may require assistance in scheduling absences from work or other responsibilities, whereas oth-
ers may require encouragement to not make any major life changes while in a major depressive
disorder state. Patients should also be encouraged to set realistic, attainable goals for themselves
in terms of desirable levels of functioning.

4. Determine a treatment setting
Treatment settings for patients with major depressive disorder include a continuum of possible
levels of care, from involuntary hospitalizations to day programs to ambulatory settings. In
general, patients should be treated in the setting that is most likely to prove safe and effective.
The psychiatrist should choose an appropriate site of treatment after evaluating the patient’s
clinical condition, including symptom severity, comorbidity, suicidality, homicidality, level of
functioning, and available support system. The determination of a treatment setting should
also include consideration of patients’ ability to adequately care for themselves, provide reliable
feedback to the psychiatrist, and cooperate with treatment of their major depressive disorder.

Patients who exhibit suicidal or homicidal ideation, intention, or a plan require close mon-
itoring. Hospitalization is usually indicated for patients who are considered to pose a serious
threat of harm to themselves or others. If patients refuse, they can be hospitalized involuntarily
if their condition meets criteria for involuntary admission of the local jurisdiction. Severely ill
patients who lack adequate social support outside of a hospital setting should be considered for
admission to a hospital or intensive day program. Additionally, those patients who also have
complicating psychiatric or general medical conditions or who have not responded adequately
to outpatient treatment may need to be hospitalized.

The optimal treatment setting and the patient’s ability to benefit from a different level of
care should be reevaluated on an ongoing basis throughout the course of treatment.

5. Establish and maintain a therapeutic alliance
Regardless of the treatment modalities ultimately selected for patients, it is important for the
psychiatrist to establish a therapeutic alliance with the patient. Major depressive disorder is of-
ten a chronic condition that requires patients to actively participate and adhere to treatment
plans for long periods. Unfortunately, features of major depressive disorder may include poor
motivation, pessimism over the effectiveness of treatments, decrements in cognition such as
attention or memory, decreased self-care, and possibly intentional self-harm. In addition, suc-
cessful treatment may require patients to tolerate side effects. For these reasons, a strong treatment
alliance between patient and psychiatrist is crucial. To establish and maintain a therapeutic al-
liance with patients, it is important for psychiatrists to pay attention to the concerns of patients

TABLE 4. Components of an Evaluation for Suicide Risk

• Presence of suicidal or homicidal ideation, intent, or plans 
• Access to means for suicide and the lethality of those means
• Presence of psychotic symptoms, command hallucinations, 

or severe anxiety
• Presence of alcohol or substance use
• History and seriousness of previous attempts
• Family history of or recent exposure to suicide
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and their families as well as their wishes for treatment. Management of the therapeutic alliance
should include awareness of transference and countertransference issues, even if these are not
directly addressed in treatment.

6. Monitor the patient’s psychiatric status and safety
As treatment progresses, different features and symptoms of the patient’s illness may emerge or
subside. Monitoring the patient’s status for the emergence of changes in destructive impulses
toward self or others is especially crucial; additional measures such as hospitalization or more
intensive treatment should be considered for patients found to be at higher risk. The psychia-
trist should be vigilant to changes in the patient’s psychiatric status, including major depressive
disorder symptoms as well as symptoms of other potential comorbid conditions. Significant
changes in a patient’s psychiatric status or the emergence of new symptoms may warrant a di-
agnostic reevaluation of the patient.

7. Provide education to the patient and, when appropriate, to the family
Education concerning major depressive disorder and its treatments should be provided to all
patients. When appropriate, education should also be provided to involved family members.
Specific educational elements may be especially helpful in some circumstances; for example,
emphasizing that major depressive disorder is a real illness and that effective treatments are both
necessary and available may be crucial for patients who attribute their illness to a moral defect
or for family members who are convinced that there is nothing wrong with the patient. Edu-
cation regarding available treatment options will help patients make informed decisions, antic-
ipate side effects, and adhere to treatments.

8. Enhance treatment adherence
The successful treatment of major depressive disorder requires close adherence to treatment
plans, in some cases for long or indefinite durations. Especially while symptomatic, patients
with major depressive disorder may be poorly motivated, unduly pessimistic over their chances
of recovery with treatment, suffering from deficits in memory, or taking less care of themselves.
In addition, the side effects or requirements of treatments may lead to nonadherence. Particu-
larly during the maintenance phase, euthymic patients may tend to undervalue the benefits of
treatment and focus on the burdens of treatment. Psychiatrists should recognize these possibil-
ities, encourage the patient to articulate any concerns regarding adherence, and emphasize the
importance of adherence for successful treatment. Specific components of a message to patients
that have been shown to improve adherence include emphasizing: 1) when and how often to
take the medicine; 2) the need for at least 2–4 weeks before beneficial effects may be noticed;
3) the need to take medication even after feeling better; 4) the need to consult with the doctor
before discontinuing medication; and 5) what to do if problems or questions arise (4). Some
patients, particularly elderly patients, have been shown to have improved adherence when both
the complexity of medication regimens and the costs of treatments are minimized. Severe or
persistent problems of nonadherence may represent psychological conflicts or psychopathology
for which psychotherapy should be considered. When family members are involved, they can
also be encouraged to play a helpful role in improving adherence.

9. Work with the patient to address early signs of relapse
Given the chronic, episodic nature of major depressive disorder, exacerbations are common. Pa-
tients, as well as their families if appropriate, should be instructed about the significant risk of
relapse. They should be educated to identify early signs and symptoms of new episodes. Pa-
tients should also be instructed to seek adequate treatment as early in the course of the new
episode as possible to decrease the likelihood of a full-blown exacerbation or complications.
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� B. ACUTE PHASE

1. Choice of initial treatment modality
In the acute phase, in addition to psychiatric management, the psychiatrist may choose be-
tween several initial treatment modalities, including pharmacotherapy, psychotherapy, the
combination of medications and psychotherapy, or ECT. A discussion of the potential role of
other treatments (e.g., light therapy and St. John’s wort) can be found in Section V. Selection
of an initial treatment modality should be influenced by both clinical (e.g., severity of symptoms)
and other factors (e.g., patient preference) (Figure 1).

a) Antidepressant medications
When pharmacotherapy is part of the treatment plan, it must be integrated with the psychiatric
management and any other treatments that are being provided (e.g., psychotherapy). Antide-
pressant medications can be used as an initial treatment modality by patients with mild, mod-
erate, or severe major depressive disorder. Clinical features that may suggest that medications
are the preferred treatment modality include history of prior positive response to antidepressant
medications, severity of symptoms, significant sleep and appetite disturbances or agitation, or
anticipation of the need for maintenance therapy. Other issues that may be important consid-
erations in the decision to use antidepressant medication include patient preference or the lack
of available adequate alternative treatment modalities. Patients with major depressive disorder
with psychotic features require either the combined use of antidepressant and antipsychotic
medications or ECT.

b) Psychotherapy
A specific, effective psychotherapy alone may be considered as an initial treatment modality for
patients with mild to moderate major depressive disorder. Clinical features that may suggest
the use of a specific psychotherapy include the presence of significant psychosocial stressors,
intrapsychic conflict, interpersonal difficulties, or axis II comorbidity. Patient preference for
psychotherapeutic approaches is an important factor that should be considered in the decision
to use psychotherapy as the initial treatment modality. Pregnancy, lactation, or the wish to be-
come pregnant may also be an indication for psychotherapy as an initial treatment.

c) Psychotherapy plus antidepressant medications
The combination of a specific effective psychotherapy and medication may be a useful initial
treatment choice for patients with psychosocial issues, intrapsychic conflict, interpersonal
problems, or a comorbid axis II disorder together with moderate to severe major depressive dis-
order. In addition, patients who have had a history of only partial response to adequate trials
of single treatment modalities may benefit from combined treatment. Poor adherence with
treatments may also warrant combined treatment with pharmacotherapy and psychotherapeu-
tic approaches that focus on treatment adherence.

d) Electroconvulsive therapy
ECT should be considered for patients with major depressive disorder with a high degree of
symptom severity and functional impairment as well as in cases in which psychotic symptoms
or catatonia are present. ECT may also be the treatment modality of choice for patients in
whom there is an urgent need for response, such as patients who are suicidal or who are refusing
food and are nutritionally compromised. The presence of comorbid general medical conditions
that preclude the use of antidepressant medications, a prior history of positive response to ECT,
and patient preference are other important considerations that may influence the psychiatrist’s
decision to select ECT as a treatment modality.
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2. Choice of specific pharmacologic treatment 
Antidepressant medications that have been shown to be effective are listed in Table 1. The effec-
tiveness of antidepressant medications is generally comparable between classes and within classes
of medications. Therefore, the initial selection of an antidepressant medication will largely be
based on the anticipated side effects, the safety or tolerability of these side effects for individual
patients, patient preference, quantity and quality of clinical trial data regarding the medication,
and its cost (Table 5). On the basis of these considerations, the following medications are likely
to be optimal agents for most patients: SSRIs, desipramine, nortriptyline, bupropion, and ven-
lafaxine. Additional considerations that may influence the choice of antidepressant medication
include a history of prior response to a medication and the presence of comorbid psychiatric or
general medical conditions. For example, secondary amine tricyclic antidepressant medications
may not be optimal in patients with cardiovascular conditions, cardiac conduction defects,
closed-angle glaucoma, urinary retention, or significant prostatic hypertrophy. SSRIs can carry
a risk of sexual side effects and may be more expensive because of the lack of currently available
generic preparations. Similarly, the specific side effect profiles and higher costs should be con-
siderations in decisions regarding use of other newer antidepressant medications. In general,
MAOIs should be restricted to patients who do not respond to other treatments because of their
potential for serious side effects and the necessity of dietary restrictions. Patients with major de-
pressive disorder with atypical features are one group for whom several studies suggest MAOIs
may be particularly effective; however, in clinical practice, many psychiatrists start with SSRIs
in such patients because of the more favorable adverse effect profile.

a) Implementation of pharmacotherapy 
Once an antidepressant medication has been selected it can be started at doses suggested in
Table 1. Titration of the dose to full therapeutic doses generally can be accomplished over the
initial week(s) of treatment but may vary depending on the development of side effects, the
patient’s age, and the presence of comorbid conditions. In elderly or medically frail patients,
the starting and therapeutic doses should be reduced, generally to half of the usual adult doses.

Patients who have started taking an antidepressant medication should be carefully monitored
to assess the response to pharmacotherapy as well as the emergence of side effects, clinical con-
dition, and safety (see Figure 2). There are limited clinical trial data to guide the decision regard-
ing the frequency of monitoring patients during pharmacotherapy. Factors to consider when
determining this frequency include the severity of illness, the patient’s cooperation with treat-
ment, the availability of social supports, and the presence of comorbid general medical prob-
lems. Visits should also be frequent enough to monitor and address suicidality and to promote
treatment adherence. Experienced researchers have found that patients in clinical trials appear
to benefit from monitoring once a week or more to enhance adherence rates and to avoid the
demoralization that may occur before the onset of beneficial effects. In clinical practice, the fre-
quency of monitoring during the acute phase of pharmacotherapy may vary from once a week
in routine cases to multiple times per week in more complex cases. The method of monitoring
may vary depending upon the clinical context (e.g., face-to-face visits, telephone contact, or con-
tact with another clinician knowledgeable about the patient and the treatment modality).

TABLE 5. Factors to Consider in Choosing a First-Line Antidepressant Medication

• Anticipated side effects and their safety or tolerability
• History of prior response in patient or family member
• Patient preference
• Cost
• Quantity and quality of clinical trial data 
• MAOIs: generally reserve for patients who do not respond to other treatments
• SSRIs or MAOIs: consider for patients with atypical symptoms
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Improvement with pharmacotherapy can be observed after 4–8 weeks of treatment. If at
least a moderate improvement is not observed in this time period, reappraisal and adjustment
of the pharmacotherapy should be considered.

b) Failure to respond
If at least moderate improvement is not observed following 4–8 weeks of pharmacotherapy, a
reappraisal of the treatment regimen should be conducted. An algorithm depicting the se-
quence of subsequent steps that can be taken and possible outcomes for patients who do not
respond fully to treatment is provided in Figure 3. It is important to keep in mind when em-
ploying such algorithms that they are based largely on clinical experience and only limited clin-
ical trial data.

First, patient adherence and pharmacokinetic/pharmacodynamic factors affecting treat-
ment should be investigated, in some cases through determination of serum antidepressant
medication levels. Following this review, the treatment plan can be revised by implementing
one of several therapeutic options, including maximizing the initial medication treatment,
switching to another non-MAOI antidepressant medication (Table 1 and Table 6), augment-
ing antidepressant medications with other agents or psychotherapy, using an MAOI, or ECT
(5).

Maximizing the initial treatment regimen is perhaps the most conservative strategy. For pa-
tients who have shown a partial response, particularly those with features of personality dis-
orders, extending the antidepressant medication trial (e.g., by 2–4 weeks) may allow some
patients to respond more fully (6). Use of higher antidepressant doses may be helpful for patients
who have received only modest doses or for those who for pharmacodynamic reasons have low
serum drug levels despite usual doses and adherence. Patients who have had their dose increased
should be monitored for an increase in the severity of side effects.

Switching to a different non-MAOI antidepressant medication is a common strategy for
treatment-refractory patients, especially those who have not shown at least partial response to
the initial medication regimen. Patients can be switched to a non-MAOI antidepressant med-
ication from the same pharmacologic class (e.g., from an SSRI to another SSRI) or to one from
a different pharmacologic class (e.g., from an SSRI to a tricyclic antidepressant) (see Table 1
and Table 6) (5).

Augmentation of non-MAOI antidepressant medications may be helpful, particularly for
patients who have had a partial response to antidepressant monotherapy. Options include add-
ing a second non-MAOI antidepressant medication from a different pharmacologic class, tak-
ing care to avoid drug-drug interactions, or adding another adjunctive medication such as
lithium, thyroid hormone, an anticonvulsant, or psychostimulants.

Adding, changing, or increasing the intensity of psychotherapy should be considered for pa-
tients with major depressive disorder who do not respond to medication treatment. Additional
strategies for patients who do not respond adequately to treatment include switching to an
MAOI after allowing sufficient time between medications to avoid hazardous interactions.
ECT also remains perhaps the most effective therapy for treatment-resistant patients.

TABLE 6. Required Washout Times Between Antidepressant Trials

Antidepressant Change Minimum Washout Period

To MAOI from drug with long-half-life metabolites 
(e.g., fluoxetine)

5 weeks 

To MAOI from drug without long-half-life metabolites 
(e.g., tricyclic antidepressant, paroxetine, fluvoxamine, 
venlafaxine) or other MAOI

2 weeks 

To non-MAOI antidepressant from MAOI 2 weeks
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Following any change in treatment, the patient should continue to be closely monitored. If
there is not at least a moderate improvement in major depressive disorder symptoms after an ad-
ditional 4–8 weeks of treatment, the psychiatrist should conduct another thorough review. This
reappraisal should include the following: verifying the patient’s diagnosis and adherence; uncov-
ering and addressing clinical factors that may be preventing improvement, such as the presence
of comorbid general medical conditions or psychiatric conditions (e.g., alcohol or substance
abuse); and uncovering and addressing psychosocial issues that may be impeding recovery. If no
new information is uncovered to explain the patient’s lack of adequate response, other treatment
options should be considered, including obtaining a consultation and possibly ECT.

3. Choice of a specific psychotherapy
Cognitive behavioral therapy and interpersonal therapy have the best-documented effective-
ness in the literature for the specific treatment of major depressive disorder. When psycho-
dynamic psychotherapy is used as a specific treatment, in addition to symptom relief, it is
frequently associated with broader long-term goals. Patient preference and the availability of
clinicians with appropriate training and expertise in specific psychotherapeutic approaches are
also factors in the choice of a particular form of psychotherapy. Other clinical factors influenc-
ing the type of psychotherapy employed are the stage and severity of the major depressive dis-
order episode. For example, although some data suggest that cognitive behavioral therapy alone
may be effective for patients with moderate to severe major depressive disorder, most such pa-
tients will require medication. In general, the choice among psychotherapeutic approaches is
dependent on patient preference, with particular regard to whether the goals are mainly symp-
tomatic improvement versus broader psychosocial goals.

During the initial phases of treatment for patients with moderate to severe major depressive
disorder, psychiatric management will have to include support and psychoeducation for the pa-
tient and the family, permission for the patient to excuse himself or herself from duties impos-
sible to perform, and assistance regarding the making or postponing of major personal and
business decisions. Some patients at this stage may not have the emotional energy or cognitive
ability required for insight-oriented psychotherapy. If indicated, this may be initiated later in
the course of recovery.

a) Implementation
When psychotherapy is part of the treatment plan, it must be integrated with the psychiatric
management and any other treatments that are being provided (e.g., medication treatment).
The optimal frequency of psychotherapy has not been rigorously studied in controlled trials.
The psychiatrist should take into account multiple factors when determining the frequency for
individual patients, including the specific type and goals of the psychotherapy, the frequency
necessary to create and maintain a therapeutic relationship, the frequency of visits required to
ensure treatment adherence, and the frequency necessary to monitor and address suicidality.
Also affecting the frequency of psychotherapy visits are the severity of illness, the patient’s co-
operation with treatment, the availability of social supports, cost, geographic accessibility, and
presence of comorbid general medical problems. The frequency of outpatient visits during the
acute phase generally varies from once a week in routine cases to as often as several times a week.
Transference-focused treatments tend to require more frequent and regular visits.

Regardless of the type of psychotherapy selected, the patient’s response to treatment should
be carefully monitored. If after 4–8 weeks of treatment at least a moderate improvement is not
observed, then a thorough review and reappraisal of the treatment plan should be conducted.

There are no definitive studies to determine when it is preferable to have the psychiatrist
provide all treatments (sometimes referred to as the “integrated” model) versus when it might
be preferable to have a different clinician provide the psychotherapy, with the psychiatrist pro-
viding the psychiatric management and the medication (sometimes referred to as “split” treat-
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ment). The expertise of the psychiatrist in providing the desired type of psychotherapy and the
preferences of the patient are frequently factors in the decision. The integrated treatment mod-
el provides for better coordination of care. Lower costs have been used as a rationale in support
of the split-treatment model. However, it is not clear that the costs of that model are actually
lower than for the integrated model (7).

If the split model is used, it is essential that the psychiatrist who is providing the psychiatric
management and the medication treatment meets with the patient frequently enough to mon-
itor his or her care. It is also essential that the two (or more) treating clinicians have sufficient
ongoing contact to ensure that relevant information is available to guide treatment decisions.

b) Failure to respond
The patient’s condition and response to therapeutic interventions should be carefully moni-
tored from the outset of psychotherapy. If the patient’s condition fails to stabilize or is deterio-
rating, reassessment is indicated (8). If after 4–8 weeks of treatment at least a moderate
improvement is not observed, then a thorough review and reappraisal of the diagnosis, compli-
cating conditions and issues, and treatment plan should be conducted. In many cases, the treat-
ment plan can be revised by the addition or substitution of pharmacotherapy (see Figure 3).
Following any revision or refinement of treatment, the patient should continue to be closely
monitored. If there continues to not be at least a moderate improvement in major depressive
disorder symptoms after an additional 4–8 weeks of treatment, another thorough review, reap-
praisal, and revision of the treatment plan should be conducted.

4. Choice of medications plus psychotherapy
There are relatively few empirical data from clinical trials to help guide the selection of particular
antidepressant medications and psychotherapeutic approaches for individuals who will receive
the combination of both modalities. In general, the same issues that influence these decisions
when choosing a monotherapy will apply, and the same doses of antidepressant medication and
the same frequency and course of psychotherapy should be used for patients receiving combina-
tion modality treatments as those employed for patients receiving them as a monotherapy.

Patients receiving combined antidepressant medication and psychotherapy should also be
monitored closely for treatment effect, side effects, clinical condition, and safety. If after 4–8
weeks there is not at least a moderate improvement, a thorough review should be conducted,
including of the patient’s adherence and pharmacokinetic/pharmacodynamic factors affecting
treatment. The treatment plan can be revised by using many of the same therapeutic options
described for patients who have not responded to treatment with either modality alone. Fol-
lowing any change in treatment, the patient should continue to be monitored, and if there is
not at least a moderate improvement in major depressive disorder symptoms after an additional
4–8 weeks of treatment, another thorough review should be conducted. Other treatment op-
tions should be considered, including clinical consultation or possibly ECT.

5. Assessing the adequacy of treatment response
The goal of acute phase treatment for major depressive disorder is to return patients to their base-
line levels of symptomatic and functional status. However, it is not uncommon for patients to have
a substantial but incomplete response in terms of symptom reduction or improvement in function-
ing during acute phase treatment. It is important not to conclude the acute phase of treatment for
such patients, as a partial response is often associated with poor functional outcomes.

Identifying patients who have not had a complete response to treatment and formally as-
sessing the extent to which patients have returned to their baseline may be aided by the use of
structured measures of depression symptom severity and functional status. When patients are
found to have not fully responded to an acute phase treatment, a change in treatment should
be considered, as outlined in Figure 3.
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� C. CONTINUATION PHASE
During the 16–20 weeks following remission, patients who have been treated with antidepres-
sant medications in the acute phase should be maintained with these agents to prevent relapse.
In general, the dose used in the acute phase is also used in the continuation phase. Some psy-
chiatrists combine a decrease in the dose with careful monitoring in the continuation phase;
however, there are no data to support the effectiveness of this approach. Although there has
been less study of the use of psychotherapy in the continuation phase to prevent relapse, there
is growing evidence to support the use of a specific effective psychotherapy during the contin-
uation phase. Use of ECT in the continuation phase has received little formal study. The fre-
quency of visits must be determined by the patient’s clinical condition as well as the specific
treatments being provided.

During the continuation phase, the frequency of visits may vary. For stable patients in
whom the visits are for the purpose of providing psychiatric management, the frequency could
be once every 2–3 months. For other patients, such as those in whom active psychotherapy is
being conducted, the frequency required may be as high as multiple times a week. If main-
tenance phase treatment is not indicated for patients who remain stable following the contin-
uation phase, patients may be considered for discontinuation of treatment. If treatment is
discontinued, patients should be carefully monitored for relapse, and treatment should be
promptly reinstituted if relapse occurs.

� D. MAINTENANCE PHASE
On average, 50%–85% of patients with a single episode of major depressive disorder will have
at least one more episode. Therefore, following the continuation phase, maintenance phase
treatment should be considered for patients to prevent recurrences of major depressive epi-
sodes. Factors that should be considered when deciding whether to use maintenance treatment
are summarized in Table 2.

In general, the treatment that was effective in the acute and continuation phases should be
used in the maintenance phase. In general, the same full antidepressant medication doses are
employed as were used in prior phases of treatment; use of lower doses of antidepressant med-
ication in the maintenance phase has not been well studied. For cognitive behavioral therapy
and interpersonal therapy, maintenance phase treatments usually involve a decrease in frequency
of visits (e.g., once a month). Psychodynamic psychotherapy usually continues at the same fre-
quency in the effort to explore the role of axis II disorders or other psychological factors in pre-
disposing to depressive episodes.

Although the effectiveness of combinations of antidepressant medication and psychothera-
py in the maintenance phase has not been well studied, such combinations may be an option
for some patients. Patients who exhibit repeated episodes of moderate or severe major depres-
sive disorder despite optimal pharmacologic treatment or patients who are medically ineligible
for such treatment may be maintained with periodic ECT. There has been little formal study
of other treatment modalities in the maintenance phase.

Similar to the continuation phase, the frequency of visits may vary in the maintenance phase.
The frequency required could range from as low as once every several months for stable patients
who require only psychiatric management and medication monitoring to as high as once or
twice per week for those in whom psychodynamic psychotherapy is being conducted. Mainte-
nance ECT is usually administered monthly; individuals for whom this is insufficient may find
treatment at more frequent intervals to be beneficial. The optimal length of maintenance treat-
ment is not known and may also vary depending on the frequency and severity of recurrences,
tolerability of treatments, and patient preferences. For some patients, maintenance treatment may
be required indefinitely.
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� E. DISCONTINUATION OF ACTIVE TREATMENT
The precise timing and method of discontinuing psychotherapy and pharmacotherapy for de-
pression have not been systematically studied. The decision to discontinue maintenance treat-
ment should be based on the same factors considered in the decision to initiate maintenance
treatment, including the probability of recurrence, the frequency and severity of past episodes,
the persistence of depressive symptoms after recovery, the presence of comorbid disorders, and
patient preferences. In addition to the factors listed in Table 2 and Table 3, patients and their
psychiatrists should consider patient response, in terms of both beneficial and adverse effects,
to maintenance treatments.

When the decision is made to discontinue or terminate psychotherapy in the maintenance
phase, the manner in which this is done should be individualized to the patient’s needs and will
depend on the type of psychotherapy, duration, and intensity of treatment. For example, main-
tenance treatment with cognitive behavioral therapy may have been of a preplanned length and
not require extensive time for termination; on the other hand, a long-term psychodynamic psy-
chotherapy may require greater time for and attention to the termination process.

When the decision is made to discontinue maintenance pharmacotherapy, it is best to taper the
medication over the course of at least several weeks. Such tapering may allow for the detection of
emerging symptoms or recurrences when patients are still partially treated and therefore more easily
returned to full therapeutic intensity. In addition, such tapering can help minimize the risks of anti-
depressant medication discontinuation syndromes (9). Discontinuation syndromes are problem-
atic because their symptoms include disturbances of mood, energy, sleep, and appetite and can be
mistaken for or mask signs of relapse (10). Discontinuation syndromes have been found to be more
frequent after discontinuation of medications with shorter half-lives, and patients maintained on
short-acting agents should be given even longer, more gradual tapering (11).

After the discontinuation of active treatment, patients should be reminded of the potential for
a depressive relapse. Early signs of major depressive disorder should be reviewed, and a plan for
seeking treatment in the event of recurrence of symptoms should be established. Patients should
continue to be monitored over the next several months to identify those in whom a relapse has oc-
curred. If a patient suffers a relapse upon discontinuation of medication, treatment should be
promptly reinitiated. In general, the previous treatment regimen to which the patient responded
in the acute and continuation phases should be considered. Patients who relapse following discon-
tinuation of antidepressant medication therapy should be considered to have suffered from another
major depressive disorder episode and should receive another round of adequate acute phase treat-
ment followed by continuation phase treatment and possibly maintenance phase treatment.

III. SPECIFIC CLINICAL FEATURES 
INFLUENCING THE TREATMENT PLAN

� A. PSYCHIATRIC FEATURES

1. Suicide risk
Patients with major depressive disorder are at greater risk for suicide. Suicide risk should be as-
sessed initially and over the course of treatment. If the patient has suicidal ideation, intention,
or a plan, close surveillance is necessary. Factors to be considered in determining the nature and
intensity of treatment include (but are not limited to) the nature of the doctor-patient alliance,
the availability and adequacy of social supports, access to and lethality of suicide means, and
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past history of suicidal behavior. The risk of suicide in some patients recovering from major
depressive disorder increases transiently as they develop the energy and capacity to act on self-
destructive plans made earlier in the course of their illness. Clinicians must be aware of the risk
of suicide throughout the course of treatment. However, the prediction of suicide attempts or
suicide completion for any given patient is extremely difficult, with both many false positives
(patients who appear to be at greater risk of making attempts or completing suicide but who
do not) and false negatives (patients who appear to be at decreased risk but who ultimately do
make attempts or complete suicide). Therefore, even with the best possible care, a small pro-
portion of patients with major depressive disorder are likely to die by suicide.

2. Psychotic features
Major depressive disorder with psychotic features carries a higher risk of suicide than does ma-
jor depressive disorder uncomplicated by psychosis (12), and it constitutes a risk factor for re-
current major depressive disorder. Major depressive disorder with psychotic features responds
better to treatment with a combination of an antipsychotic medication and an antidepressant
medication than to treatment with either component alone (13). Lithium augmentation is
helpful in some patients who have not responded to combined antidepressant-antipsychotic
medication treatment (14). ECT is highly effective in major depressive disorder with psychotic
features and may be considered a first-line treatment for this disorder (15).

3. Catatonic features
Catatonic features may occur in the context of mood disorders and are characterized by at least
two of the following manifestations: motoric immobility, as evidenced by catalepsy or stupor;
extreme agitation; extreme negativism; peculiarities of voluntary movement, as evidenced by
posturing, stereotyped movements, mannerisms, or grimacing; and echolalia or echopraxia (16).
Catatonia often dominates the presentation and may be so severe as to be life-threatening,
compelling the consideration of urgent biological treatment. Immediate relief may often be ob-
tained by the intravenous administration of benzodiazepines such as lorazepam or amobarbital.
For patients who show some relief, continued oral administration of lorazepam, diazepam, or
amobarbital may be helpful. Concurrent antidepressant medication treatments should be con-
sidered. When relief is not immediately obtained by administering barbiturates or benzodiaz-
epines, the urgent provision of ECT should be considered. The efficacy of ECT, usually
apparent after a few treatments, is well documented; ECT may initially be administered daily.
After the catatonic manifestations are relieved, treatment may be continued with antidepres-
sant medications, lithium, antipsychotics, or a combination of these compounds, as deter-
mined by the patient’s condition.

4. Atypical features
Atypical major depressive disorder features include vegetative symptoms of reversed polarity
(i.e., increased rather than decreased sleep, appetite, and weight), marked mood reactivity, sen-
sitivity to emotional rejection, phobic symptoms, and a sense of severe fatigue that creates a
sensation of leaden paralysis or extreme heaviness of the arms or legs (17). Patients need not
have all of these features to be diagnosed as having atypical major depressive disorder (18).
There is some overlap between patients with atypical major depressive disorder and patients
with anergic bipolar major depressive disorder. Although tricyclic antidepressant medications
yield response rates of only 35%–50% in patients with atypical major depressive disorder, sev-
eral other antidepressant classes have been found to be more effective, yielding response rates
of 55%–75% (comparable to the response rate of typical forms of major depressive disorder to
tricyclic therapy) (19, 20). Results of several studies suggest that SSRIs, MAOIs, and possibly
bupropion may be more effective treatments for atypical major depressive disorder (21–23).
The presence and severity of specific symptoms as well as safety considerations should help
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guide the choice of treatment for atypical major depressive disorder. For example, if a patient
does not wish to, cannot, or is unlikely to adhere to the dietary and medication precautions
associated with MAOI treatment, the use of an alternative antidepressant medication is indi-
cated; on the other hand, bupropion may be anxiogenic and not preferred in cases where anx-
iety predominates.

5. Alcohol or substance abuse or dependence
Because of the frequent comorbidity of major depressive disorder and alcohol or other sub-
stance abuse, the psychiatrist should make every effort to obtain a detailed history of the pa-
tient’s substance use. If there is suspicion that there is a problem in this area, the clinician should
consider questioning a collateral for confirmation. If the patient is found to have a substance
use disorder, a program to secure abstinence should be regarded as a principal priority in the
treatment. A patient suffering from major depressive disorder with comorbid addiction is more
likely to require hospitalization, more likely to attempt suicide, and less likely to comply with
treatment than is a patient with major depressive disorder of similar severity not complicated
by this factor. Some alcohol- and chemical-abusing patients reduce their consumption of these
substances upon remediation of an underlying major depressive disorder, making the recogni-
tion and treatment of major depressive disorder doubly important for such individuals.

It is advisable, if other factors permit, to detoxify patients before initiating antidepressant
medication therapy. Identifying the patients who should be started on a regimen of antidepres-
sant medication therapy earlier, after initiation of abstinence, is difficult. A positive family his-
tory of major depressive disorder, a history of major depressive disorder preceding alcohol or
other substance abuse, or a history of major depressive disorder during periods of sobriety raises
the likelihood that the patient would benefit from antidepressant medication treatment, which
may then be started earlier in treatment.

Concurrent drug abuse, especially with stimulant drugs, predisposes the patient to toxic in-
teractions with MAOIs, although there have been few reports of such events (24). Benzodiaz-
epines and other sedative-hypnotics carry the potential for abuse or dependence and should be
used cautiously except as part of a detoxification regimen. Benzodiazepines have also been re-
ported to contribute to major depressive disorder symptoms. Hepatic dysfunction and hepatic
enzyme induction frequently complicate pharmacotherapy of patients with alcoholism and
other substance abuse; these conditions may require careful monitoring of blood levels (if avail-
able), therapeutic effects, and side effects to avoid either psychotropic medication intoxication
or inadequate treatment.

6. Comorbid panic or other anxiety disorder
Panic disorder complicates major depressive disorder in 15%–30% of the cases (25). Individ-
uals with symptoms of both disorders manifest greater degrees of impairment than do patients
with major depressive disorder only. In major depressive disorder with comorbid anxiety or
panic disorder, both the major depressive disorder symptoms and anxiety symptoms have been
shown to respond to antidepressant medication treatment (26). Although there is some evi-
dence that MAOIs may be more effective than other classes for patients with major depressive
disorder and anxiety symptoms (25), therapy should first be initiated with a non-MAOI agent
because of the somewhat greater complications associated with MAOIs. Tricyclic antidepres-
sant medications and SSRIs may initially worsen rather than alleviate anxiety and panic symp-
toms; these medications should therefore be introduced at a low dose and slowly increased
when used to treat such patients. Bupropion has been reported as ineffective in the treatment
of panic disorder (27). Alprazolam may sometimes be used with benefit in conjunction with
antidepressant medications; in general, benzodiazepines should not be used as the primary
pharmacologic agent for patients with major depressive disorder and anxiety symptoms, espe-
cially patients with more severe forms of major depressive disorder.
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Obsessive-compulsive symptoms are also more common in patients with major depressive
disorder episodes. Clomipramine and the SSRIs have demonstrated efficacy in the management
of obsessive-compulsive symptoms in addition to also being effective antidepressant medica-
tions (28, 29). Such agents may be used to good effect when obsessive symptoms accompany an
episode of major depressive disorder.

7. Major depressive disorder–related cognitive dysfunction (pseudodementia)
Major depressive disorder is routinely accompanied by signs and symptoms of cognitive inef-
ficiency. Some patients have both major depressive disorder and dementia, while others have
major depressive disorder that causes cognitive impairment (i.e., pseudodementia). In the latter
case, the treatment of the major depressive disorder should reverse the signs and symptoms of
cognitive dysfunction. Many patients complain that their thoughts are slowed and their capac-
ity to process information is reduced; they also display diminished attention to their self-care
and to their environment. Transient cognitive impairments, especially involving attention,
concentration, and memory storage and retrieval, are demonstrable through neuropsychologi-
cal testing (30). In extreme examples, especially in the elderly, these complaints and deficits are
so prominent that patients may appear demented. Major depressive disorder–related cognitive
dysfunction is a reversible condition that resolves with treatment of the underlying major depres-
sive disorder. Several clinical features help differentiate major depressive disorder pseudodementia
from true dementia. When performing cognitive tasks, pseudodemented patients generally ex-
ert relatively less effort but report more incapacity than do demented patients. The latter group,
especially in more advanced stages, typically neither recognize nor complain of their cognitive
failures, since insight is impaired; in comparison, pseudodemented patients characteristically
complain bitterly that they cannot think or cannot remember. Major depressive disorder
pseudodementia lacks the signs of cortical dysfunction (i.e., aphasia, apraxia, agnosia) encoun-
tered in degenerative dementia, such as Alzheimer’s disease (31). It is vital that individuals with
major depressive disorder–related cognitive disturbance not be misdiagnosed and thereby de-
nied vigorous antidepressant medication treatment or ECT.

8. Dysthymia
Antidepressant medications have been found to be effective in the treatment of dysthymia and
chronic major depressive disorder, including tricyclic antidepressants, SSRIs, other newer
agents, and MAOIs; unfortunately, there is little evidence from clinical trials regarding the rel-
ative efficacies of particular agents (1, 32, 33). In general, the manner in which antidepressive
agents are implemented for dysthymia is similar to that for episodes of major depressive disor-
der; responses to antidepressant medications by patients with dysthymia and chronic major
depressive disorder have been shown to be comparable to the responses by patients with major
depressive disorder episodes (34).

 Psychotherapy, including interpersonal therapy, cognitive behavioral therapy, cognitive
therapy, and behavior therapy, has also been shown to be effective in treating patients with dys-
thymia and chronic major depressive disorder, although responses have been somewhat smaller
than when these modalities are used to treat patients with major depressive disorder (34, 35).
Individuals with chronic major depressive disorder may also be considered for psychodynamic
psychotherapy in order to examine psychological factors that may maintain the depressed dis-
position. The combination of psychotherapy and medication has been shown to be more ef-
fective than medication alone in patients with dysthymia (36–38).

Double depression is the term used to describe the common condition of a patient with chron-
ic dysthymia who suffers the additional burden of a more severe and pervasive episode of major
depressive disorder. Antidepressant medication treatment has been shown to reverse not only the
acute major depressive disorder episode but also the underlying chronic dysthymia (39).
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9. Comorbid personality disorders
People with any of a variety of personality disorders, including obsessive-compulsive, avoidant,
dependent, and borderline disorders, are prone to episodes of major depressive disorder (40).
Clinical experience indicates that patients with narcissistic personality disorder are also partic-
ularly vulnerable to episodes of major depressive disorder. Patients with major depressive dis-
order who meet criteria for borderline personality disorder frequently exhibit atypical features,
including mood reactivity, and may be more likely to respond to MAOIs and SSRIs than to
tricyclic antidepressants (41). Patients with virtually any form of personality disorder exhibit
less satisfactory antidepressant medication treatment response, in terms of both social function-
ing and residual major depressive disorder symptoms, than do individuals without personality
disorders (42). Psychodynamic psychotherapy, including psychoanalysis, may be beneficial in
modifying the personality disorder in selected patients. Antisocial personality traits tend to in-
terfere with treatment adherence and development of a psychotherapeutic relationship.

10. Seasonal major depressive disorder
Some individuals suffer annual episodes of major depressive disorder with onset in the fall or
early winter, usually at the same time each year. Some of these patients suffer manic or hy-
pomanic episodes as well. The major depressive disorder episodes frequently have atypical fea-
tures such as hypersomnia and overeating. The entire range of treatments for major depressive
disorder may also be used to treat seasonal affective disorder, either in combination with or as
an alternative to light therapy. As a primary form of treatment, light therapy may be recom-
mended as a time-limited trial (43), primarily in outpatients with clear seasonal patterns. In
patients with more severe forms of seasonal major depressive disorder, its use is considered ad-
junctive to psychopharmacologic intervention.

� B. DEMOGRAPHIC AND PSYCHOSOCIAL VARIABLES

1. Major psychosocial stressors
Major depressive disorder may follow a substantial adverse life event, especially one that in-
volves the loss of an important human relationship or life role. Major depressive disorder epi-
sodes following life stresses are no less likely than other depressive episodes to either require or
benefit from antidepressant medication treatment. Nonetheless, attention to the relationship
of both prior and concurrent life events to the onset, exacerbation, or maintenance of major
depressive disorder symptoms is an important aspect of the overall treatment approach. A close
relationship between a life stressor and major depressive disorder suggests the potential utility
of a psychotherapeutic intervention coupled, as indicated, with somatic treatment.

2. Bereavement
Bereavement is a particularly severe stressor and is commonly accompanied by the signs and
symptoms of major depressive disorder. Historically, such depressive manifestations have been
regarded as normative, and presentations otherwise diagnosable as major depressive disorder
are therefore diagnosed in DSM-IV as uncomplicated bereavement when they begin within the
first 3 months of the loss (44). Data indicate that almost one-quarter of bereaved individuals
meet the criteria for major depressive disorder at 2 months and again at 7 months and that
many of these people continue to do so at 13 months (45). Individuals with more prolonged
major depressive disorder manifestations tend to be younger and to have a history of prior epi-
sodes of major depressive disorder. Antidepressant medications or psychotherapy should be
used when the reaction to a loss is particularly prolonged and psychopathology and functional
impairment persist.
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3. Family distress
The recognition of a problem in the family setting is important in that such a situation constitutes
an ongoing stressor that may hamper the patient’s response to treatment. Ambivalent, abusive,
rejecting, or highly dependent family relationships may particularly predispose an individual to
major depressive disorder. Such families should be evaluated for family therapy, which may be
used in conjunction with individual and pharmacologic therapies. Even for instances in which
there is no apparent family dysfunction, it is important to provide the family with education
about the nature of the illness and to enlist the family’s support and cooperation.

4. Cultural factors
Specific cultural variables may hamper the accurate assessment of major depressive disorder
symptoms. An appreciation by the therapist of cultural variables is critical in the accurate diag-
nosis of major depressive disorder and in the selection and conduct of psychotherapy and phar-
macotherapy. There is evidence that the expression of major depressive disorder symptoms may
vary among cultures, especially the tendency to manifest somatic and psychomotor symptoms
(46). Ethnic groups may also differ in their pharmacotherapeutic responses to antidepressant
medications (47, 48). The language barrier has also been shown to severely impede accurate
psychiatric diagnosis and effective treatment (49, 50).

5. Children and adolescents
The clinical presentation of depression in children and adolescents can differ significantly from
that of adults and will vary with the child’s age. Younger children may exhibit behavioral prob-
lems such as social withdrawal, aggressive behavior, apathy, sleep disruption, and weight loss.
Adolescents may present with somatic complaints, self-esteem problems, rebelliousness, poor
performance in school, or a pattern of engaging in risky or aggressive behavior. A careful assess-
ment of the risk of suicide is necessary and should include an evaluation of risk factors such as
recent loss or termination of a relationship, especially by suicide, disciplinary action, or alcohol
or other substance abuse. A variety of informants should be used in the evaluation, including
parents and teachers.

While a review of medication treatment studies (1) and a number of treatment recommen-
dations (51) for children and adolescents are available, the evidence base for guiding treatment
decisions for youth with major depressive disorder is quite limited. As a result, treatment deci-
sions are frequently based on clinical consensus and the extrapolation of data from adults. It is
important to be aware, however, that the extrapolation of adult data to children and adolescents
is fraught with problems. For example, medications shown to be effective in adults have not
always been found to be effective in children, and medications shown to be safe in adults have
raised some serious safety concerns in children.

6. Older age
Considerations that go into choosing among psychotherapy, pharmacotherapy, and ECT for the
elderly are essentially the same as for younger patients (52). The elderly typically display more
vegetative signs and cognitive disturbance and complain less of subjective dysphoria than do
their younger counterparts; major depressive disorder may consequently be misattributed to
physical illness, dementia, or the aging process itself. It is recognized, however, that major de-
pressive disorder and general medical illness frequently coexist in this age group, and those un-
dergoing their first major depressive disorder episode in old age should be regarded as possibly
harboring an as yet undiagnosed neurological or other general medical disorder that is respon-
sible for the major depressive disorder condition. Some medications commonly prescribed for
the elderly (e.g., beta-blockers) are thought to be risk factors for the development of major de-
pressive disorder. The clinician should carefully assess whether a given agent contributed to the
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major depressive disorder before prematurely altering what may be a valuable medication regi-
men. Major depressive disorder is a common complication of cerebral infarction, especially in
the anterior left hemisphere (53).

Although elderly patients typically require a lower oral dose than younger patients to yield
a particular blood level and tolerate a given blood level less well, the blood levels at which anti-
depressant medications are maximally effective appear to be the same as for younger patients
(54). Elderly patients are particularly prone to orthostatic hypotension and cholinergic block-
ade; for this reason, fluoxetine, sertraline, bupropion, desipramine, and nortriptyline are fre-
quently chosen rather than amitriptyline, imipramine, and doxepin. Weight loss may be
especially problematic in the elderly. When this is the case, it might be beneficial to use an anti-
depressant that causes weight gain (see Table 7). Although the role of stimulants for antidepres-
sant monotherapy is very limited, these compounds have some role in apathetic major
depressive disorder in elderly patients with complicating general medical conditions. ECT
should be considered for many of these patients. A recent study has shown that antidepressant
medication (nortriptyline) and interpersonal therapy are effective maintenance therapies for
elderly patients with recurrent major depressive disorder; a trend toward superior response was
observed for combined pharmacotherapy and psychotherapy compared to pharmacotherapy
alone (52).

7. Gender and pregnancy
The risks of certain adverse effects from treatments may also differ by gender. Caution is advised
in the prescription of trazodone to men because of the risk of priapism. Older men are at risk
for prostatic hypertrophy, making them particularly sensitive to medication effects on the blad-
der outlet. While both men and women may experience decreased libido or anorgasmia while
taking SSRIs, men may also experience ejaculatory dysfunction. Some women who are taking
birth control pills require higher doses of tricyclic antidepressant medications because of the in-
duction of the hepatic enzymes responsible for medication metabolism.

The diagnostic assessment for women, in particular, should include a detailed inquiry regard-
ing reproductive life history, including menstruation, menopause, birth control, and abortions.
History of experiences of sexual and physical abuse, posttraumatic stress disorder, and treatment,
if any, should be obtained.

Major depressive disorder occurring during pregnancy is a difficult therapeutic problem.
Women of childbearing potential in psychiatric treatment should be carefully counseled as to
the risks of becoming pregnant while taking psychotropic medications. Whenever possible, a
pregnancy should be planned in consultation with the psychiatrist so that medication may be
discontinued before conception if feasible. Antidepressant medication treatment should be
considered for pregnant women who have major depressive disorder, as well as for those women
who are in remission from major depressive disorder, receiving maintenance medication, and
deemed to be at high risk for a recurrence if the medication is discontinued. The risks of treat-
ment with medications must be weighed against the risks of alternative treatments, as well as
the risks to the woman if the major depressive disorder is not effectively treated. These risks
have recently been reviewed (55).

Specific concerns about the risks of untreated major depressive disorder in pregnancy in-
clude the possibility of low birth weight secondary to poor maternal weight gain (or frank
weight loss). Suicidality, as well as the potential for long-term hospitalization, marital discord,
the inability to engage in appropriate obstetrical care, and difficulty caring for other children
must also be considered.

The considerations for the use of psychotherapy during pregnancy are identical to those rel-
evant to nonpregnant patients, with the caveat that the risks of a delay in effectiveness may need
to be considered in the context of the mother’s safety as well as the safety of her fetus.
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TABLE 7. Potential Treatments for Side Effects of Antidepressant Medications

Side Effect
Antidepressant(s) 
Associated With Effect Treatment

Cardiovascular
Orthostatic hypotension Tricyclic antidepressants; 

trazodone; nefazodone; MAOIs
Lower dose; discontinue medication; 

fludrocortisone; add salt to diet
Reduced cardiac output Tricyclic antidepressants Discontinue medication
Arrhythmias Tricyclic antidepressants Discontinue medication
Hypertension Venlafaxine Lower dose; discontinue medication
Hypertensive crisis MAOIs Discontinue medication; intravenous 

phentolamine
Increase in cholesterol Mirtazapine Lower dose; discontinue medication

Anticholinergic
Dry mouth Tricyclic antidepressants; 

reboxetine
Pilocarpine oral rinse; gum; candy

Constipation Tricyclic antidepressants; 
reboxetine

Hydration; bulk laxatives

Urinary hesitancy Tricyclic antidepressants; 
reboxetine

Bethanechol

Visual changes Tricyclic antidepressants; 
reboxetine

Pilocarpine eye drops

Delirium Tricyclic antidepressants Discontinue medication; 
antipsychotic medication

Sedation Tricyclic antidepressants; 
trazodone; nefazodone; 
mirtazapine

Bedtime dosing

Weight gain Tricyclic antidepressants; 
mirtazapine; MAOIs

Lower dose; change to secondary 
amine (if tricyclic antidepressant 
required); discontinue medication

Nausea, vomiting SSRIs; bupropion, sustained 
release; venlafaxine, extended 
release

Lower dose; discontinue medication

Insomnia SSRIs; bupropion; reboxetine Lower dose; discontinue medication; 
morning dosing; trazodone at 
bedtime

Activation SSRIs; venlafaxine Lower dose; discontinue medication
Neurological

Myoclonus Tricyclic antidepressants; MAOIs Lower dose; discontinue medication; 
clonazepam

Extrapyramidal symptoms; 
tardive dyskinesia

Amoxapine; SSRIs Lower dose; discontinue medication

Seizures Bupropion; amoxapine Lower dose; discontinue medication; 
antiepileptic medication 

Headaches SSRIs; bupropion Lower dose; discontinue medication
Sexual side effects

Arousal, erectile 
dysfunction

Paroxetine; venlafaxine Lower dose; discontinue medication; 
sildenafil; yohimbine; ginkgo; 
methylphenidate; 
dextroamphetamine; pemoline

Tricyclic antidepressants; 
SSRIs

Lower dose; discontinue medication; 
sildenafil; yohimbine; ginkgo; 
bethanechol; neostigmine
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Wisner et al. reviewed the risks associated with the use of antidepressant medications during
pregnancy (55). Potential risks that should be considered include intrauterine death, morphologic
teratogenicity, growth impairment, behavioral teratogenicity, and neonatal toxicity. Wisner et al.
also reviewed the limitations of the available database and the basic principles to be used in treat-
ing pregnant women with antidepressants. In particular, dose requirements change during preg-
nancy because of changes in volume of distribution, hepatic metabolism, protein binding, and
gastrointestinal absorption. Although clinicians need to keep abreast of new data as they become
available, at this time there is no evidence that tricyclic antidepressants, fluoxetine, or newer SSRIs
cause either intrauterine death or major birth defects. However, in one large study (56), three or
more minor physical anomalies occurred more commonly in infants exposed to fluoxetine than
in a comparison group. This study also demonstrated that fetuses exposed to fluoxetine after 25
weeks’ gestation had lower birth weights, which were associated with lower maternal weight gain.

The area of behavioral teratogenicity remains the major area of concern when prescribing
psychoactive medications to pregnant women. Both tricyclic antidepressants and fluoxetine
have been studied, and the results provide no evidence for effects on cognitive function, tem-
perament, or general behavior. However, replication studies, as well as data regarding other
newer antidepressants, are needed.

Neonatal withdrawal syndromes have been reported in babies exposed, in utero, to tricyclic
antidepressants, fluoxetine, and sertraline. Given these data, it is recommended that consider-
ation be given to using either a tricyclic antidepressant or an SSRI that has been studied in preg-
nant women. If a tricyclic antidepressant is to be used, nortriptyline should be particularly
considered because of its relatively low anticholinergic effects, long history of use, and well-studied
relationship between plasma concentration and therapeutic effect (55). When antidepressants
are used, maternal weight gain should be carefully monitored, and consideration should be giv-
en to gradually tapering the medication 10–14 days before the expected date of delivery. If this
is done, and the woman is considered to be at risk from her major depressive disorder, the med-
ication can be restarted following delivery, although the dose should be readjusted to that re-
quired before pregnancy. In selected cases not responding to or unsuitable for medication, for
patients with major depressive disorder with psychotic features, or for individuals electing to
use this modality as a matter of preference after having weighed the relative risks and benefits,
ECT may be used as an alternative treatment; the current literature supports the safety for
mother and fetus, as well as the efficacy of ECT during pregnancy (57).

Several major depressive disorder conditions may follow childbirth (58). The transient 7–10-
day depressive condition referred to as postpartum blues typically is too mild to meet the cri-
teria for major depressive disorder and does not require medication. It is optimally treated by

Sexual side effects (continued)
Orgasm dysfunction SSRIs; venlafaxine Lower dose; discontinue medication; 

granisetron; amantadine; 
cyproheptadine; sildenafil

MAOIs; tricyclic antidepressants Lower dose; discontinue medication; 
cyproheptadine; amantadine

Priapism Trazodone Discontinue medication; surgical 
correction

Serotonin syndrome SSRIs; MAOIs; venlafaxine Discontinue medication
Agranulocytosis Mirtazapine Discontinue medication; monitor 

white blood cell count, granulocyte 
colony–stimulating factor

TABLE 7. Potential Treatments for Side Effects of Antidepressant Medications (continued)

Side Effect
Antidepressant(s) 
Associated With Effect Treatment
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reassuring the patient of its brief nature and favorable outcome. Puerperal psychosis is a more
severe disorder complicating 1–2 per 1,000 births; more than one-half of the episodes of this
type meet the criteria for major depressive disorder (59), and many patients who have had ep-
isodes of this type ultimately prove to have bipolar disorder. Major depressive disorder, and es-
pecially major depressive disorder with psychotic features, can seriously interfere with the new
mother’s ability to provide physically and emotionally appropriate care for her baby. The wom-
an’s parenting skills for both the newborn baby and any other children in her care must be care-
fully assessed. Women with postpartum psychotic major depressive disorder may have
homicidal impulses toward the newborn; for this reason, careful assessment of homicidal as
well as suicidal ideation, intention, or plans is important. Women whose maintenance anti-
depressant medication treatment was discontinued during pregnancy appear to be particularly
at risk for recurrence of major depressive disorder; such individuals should have their medica-
tions restored after delivery, in the absence of a contraindication.

Major depressive disorder in the postpartum period should be treated according to the same
principles delineated for other types of major depressive disorder. However, when a woman de-
cides to nurse, the potential benefits to the mother of using antidepressant medications should
be balanced against the potential risks to the newborn inherent in the possibility of receiving
some antidepressant in the breast milk; mothers should be counseled regarding the relative risks
and benefits when making treatment decisions (60, 61).

8. Family history
The presence of a positive family history of recurrent major depressive disorder increases the
chances that the patient’s own illness will be recurrent and that the patient will not fully recover
between episodes.

The presence in a depressed patient of a positive family history of bipolar disorder or acute
psychosis probably increases the chances that the patient’s own major depressive disorder is a
manifestation of bipolar rather than unipolar disorder and that antidepressant medication ther-
apy may incite a switch to mania (62). Patients with such a family history should be particularly
closely questioned regarding a prior history of mania or hypomania, since lithium used alone
or in conjunction with another antidepressant medication is particularly likely to exert a ben-
eficial effect in patients with bipolar disorder who have a major depressive episode. Patients
with major depressive disorder with a family history of bipolar disorder should be carefully ob-
served for signs of a switch to mania during antidepressant medication treatment.

� C. TREATMENT IMPLICATIONS OF CONCURRENT 
GENERAL MEDICAL DISORDERS

1. Asthma
Individuals with asthma who receive MAOIs should be cautioned regarding interactions with
sympathomimetic bronchodilators, although other antiasthma agents appear to be safe. Other
antidepressant medications may be used for patients with asthma without fear of interaction.

2. Cardiac disease
The presence of specific cardiac conditions complicates or contraindicates certain forms of
antidepressant medication therapy, notably use of tricyclic agents; the cardiac history should
therefore be carefully explored before the initiation of medication treatment. Although tricyclic
antidepressants have been used effectively to treat major depressive disorder in patients with
some forms of ischemic heart disease (63), psychiatrists should take particular care in using tri-
cyclics for patients with a history of ventricular arrhythmia, subclinical sinus node dysfunction,
conduction defects (including asymptomatic conduction defects), prolonged QT intervals, or a
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recent history of myocardial infarction (64–70). SSRIs, bupropion, and ECT appear to be safer
for patients with preexisting cardiac disease, although the latter may require consultation with
a specialist and treatment modification before use (63, 71–77). MAOIs do not adversely affect
cardiac conduction, rhythm, or contraction but may induce orthostatic hypotension and also
run the risk of interacting adversely with other medications that may be taken by such patients.
There is anecdotal evidence that trazodone may induce ventricular arrhythmias, but the agent
appears to be safe for the overwhelming majority of patients.

A depressed patient with a history of any cardiac problem should be monitored for the
emergence of cardiac symptoms, ECG changes, or orthostatic blood pressure decrements. Con-
sultation with the patient’s cardiologist before and during antidepressant medication treatment
may be advisable and is especially advisable during any treatment for a patient who has recently
had a myocardial infarction.

3. Dementia
Treatment of major depressive disorder in the cognitively impaired patient requires the involve-
ment of clinicians in the patient’s pharmacotherapy, supervision, and monitoring; this involve-
ment may entail education of home health aides, nursing home providers, and others. Individuals
with dementia are particularly susceptible to the toxic effects of muscarinic blockade on mem-
ory and attention. Therefore, individuals suffering from dementia generally do best when given
antidepressant medications with the lowest possible degree of anticholinergic effect, e.g., bu-
propion, fluoxetine, sertraline, trazodone, and, of the tricyclic agents, desipramine or nortrip-
tyline. Alternatively, some patients do well given stimulants in small doses. ECT is also effective
in major depressive disorder superimposed on dementia, and it should be used if medications
are contraindicated, not tolerated, or if immediate resolution of the major depressive disorder
episode is medically indicated (such as when it interferes with the patient’s acceptance of food).
Practitioners should be aware that a transient worsening of the patient’s cognitive status may
occur in such cases (72, 75, 78).

4. Epilepsy
Although many antidepressant medications lower the seizure threshold and theoretically exert
a dose-dependent adverse effect on seizure control in patients with major depressive disorder
with epilepsy, major depressive disorder in patients with seizure disorders can usually be safely
and effectively managed according to the same principles outlined for patients without seizures.
Consideration should be given to concomitant prescription of an antiepileptic (or elevating the
dose of an existing antiepileptic).

5. Glaucoma
Medications with anticholinergic potency may precipitate acute narrow-angle glaucoma in sus-
ceptible individuals (i.e., those with shallow anterior chambers) (79). Patients with glaucoma
receiving local miotic therapy may be treated with antidepressant medications, including those
possessing anticholinergic properties, provided that their intraocular pressure is monitored dur-
ing antidepressant medication treatment. Agents lacking anticholinergic activity (bupropion,
sertraline, fluoxetine, and trazodone) avoid this liability.

6. Hypertension
Antihypertensive agents and tricyclic antidepressant medications may interact to either intensify
or counteract the effect of the antihypertensive therapy. The action of antihypertensive agents
that block alpha receptors (e.g., prazosin) may be intensified by antidepressant medications that
block these same receptors, notably the tricyclic antidepressants and trazodone. Tricyclic antide-
pressants may antagonize the therapeutic actions of guanethidine, clonidine, or α-methyldopa.
Concurrent antihypertensive treatment, especially with diuretics, increases the likelihood that
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tricyclic antidepressants, trazodone, or MAOIs will induce symptomatic orthostatic hypoten-
sion. Beta-blockers, especially propranolol, may be a cause of major depressive disorder in some
patients; individuals who have become depressed after initiation of treatment with one of these
medications should be changed to another antihypertensive regimen. Dose-dependent eleva-
tions in blood pressure with venlafaxine are usually mild, although more severe elevations have
been observed (80), making this agent less preferable in patients with hypertension.

7. Obstructive uropathy
Prostatism and other forms of bladder outlet obstruction are relative contraindications to the
use of antidepressant medication compounds with antimuscarinic effects. Benzodiazepines,
trazodone, and MAOIs may also retard bladder emptying. The antidepressant medications
with the least propensity to do this are SSRIs, bupropion, and desipramine.

8. Parkinson’s disease
Amoxapine, an antidepressant medication with dopamine-receptor blocking properties,
should be avoided for patients who have Parkinson’s disease. Lithium may in some instances
induce or exacerbate parkinsonian symptoms. Bupropion, in contrast, exerts a beneficial effect
on the symptoms of Parkinson’s disease in some patients but may also induce psychotic symp-
toms, perhaps because of its agonistic action in the dopaminergic system (81). MAOIs (other
than selegiline, also known as L-deprenyl, a selective type B MAOI recommended in the treat-
ment of Parkinson’s disease) may adversely interact with L-dopa products (82). Selegiline loses
its specificity for MAO-B in doses greater than 10 mg/day and may induce serotonin syndrome
when given in higher doses in conjunction with serotonin-enhancing antidepressant medica-
tions. Major depressive disorder, which occurs to some degree in 40%–50% of patients with
Parkinson’s disease, may be related to the alterations of serotonergic and noradrenergic systems
that occur in this disorder. There is no evidence favoring any particular antidepressant medi-
cation from the standpoint of therapeutic efficacy in patients with Parkinson’s disease compli-
cated by major depressive disorder. The theoretical benefits of the antimuscarinic effects of
some of the tricyclic agents in the treatment of patients with major depressive disorder with
Parkinson’s disease are offset by the memory impairment that may result. ECT exerts a tran-
sient beneficial effect on the symptoms of idiopathic Parkinson’s disease in many patients (83).

PART B:
BACKGROUND INFORMATION AND 
REVIEW OF AVAILABLE EVIDENCE

IV. DISEASE DEFINITION, EPIDEMIOLOGY, 
NATURAL HISTORY, AND COURSE

DSM-IV criteria for major depressive episode and major depressive disorder are listed in
Table 8.
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� A. SPECIFIC FEATURES OF DIAGNOSIS

1. Severity
An episode of major depressive disorder may be classified as mild, moderate, or severe. Mild
episodes are characterized by little in the way of symptoms beyond the minimum required to
make the diagnosis and by minor functional impairment. Moderate episodes are characterized
by the presence of symptoms in excess of the bare diagnostic requirements and by greater de-
grees of functional impairment. Severe episodes are characterized by the presence of several
symptoms in excess of the minimum requirements and by the symptoms’ marked interference
with social and/or occupational functioning. In the extreme, afflicted individuals may be total-
ly unable to function socially or occupationally or even to feed or clothe themselves or to main-
tain minimal personal hygiene. The nature of the symptoms, such as suicidal ideation and
behavior, should also be considered in assessing severity.

2. Melancholia
The melancholic subtype is a severe form of major depressive disorder with characteristic so-
matic symptoms, and it is believed to be particularly responsive to pharmacotherapy and ECT.

3. Psychotic features
Major depressive disorder may be accompanied by hallucinations or delusions; these may be
congruent or noncongruent with the depressive mood.

4. Dysthymia
The differential diagnosis of dysthymia and major depressive disorder is particularly difficult,
since the two disorders share similar symptoms and differ primarily in duration and severity.
Usually major depressive disorder consists of one or more discrete major depressive episodes that
can be distinguished from the person’s usual functioning, whereas dysthymia is characterized by
a chronic mild depressive syndrome that has been present for at least 2 years. If the initial onset
of what appears to be dysthymia directly follows a major depressive episode, the appropriate di-
agnosis is major depressive disorder in partial remission. The diagnosis of dysthymia can be
made following major depressive disorder only if there has been a full remission of the major
depressive episode that has lasted at least 6 months before the development of dysthymia.

People with dysthymia frequently have a superimposed major depressive disorder, and this
condition is often referred to as double major depressive disorder. Patients with double major
depressive disorder are less likely to have a complete recovery than are patients with major de-
pressive disorder without dysthymia.

� B. EPIDEMIOLOGY
The Epidemiologic Catchment Area study indicates that major depressive disorder has a 1-
month prevalence of 2.2% and a lifetime prevalence of 5.8% in Americans 18 years and older
(84). Other studies estimate the lifetime prevalence to be as high as 26% for women and 12%
for men. The illness is 1.5 to 3 times as common among those with a first-degree biological rel-
ative affected with the disorder as among the general population. Major depressive disorder is
frequently accompanied by comorbid conditions. For example, in one study of patients with
major depressive disorder under the care of psychiatrists in the United States, 84% had at least
one comorbid condition: 61% had a co-occurring axis I condition, 30% a comorbid axis II con-
dition, and 58% a comorbid axis III condition (85). Frequently a major depressive episode fol-
lows a psychosocial stressor, particularly death of a loved one, marital separation, or the ending
of an important relationship. Childbirth sometimes precipitates a major depressive episode. Pa-
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TABLE 8. DSM-IV Criteria for Major Depressive Episode and Major Depressive Disorder

Diagnosis Criterion/Symptom Description 

Major depressive
episode

A. At least five of the following symptoms have been present during the same 
2-week period and represent a change from previous functioning; at least one 
of the symptoms is either 1) depressed mood or 2) loss of interest or pleasure 
(do not include symptoms that are clearly due to general medical condition 
or mood-incongruent delusions or hallucinations)

1. Depressed mood most of the day, nearly every day, as indicated either by 
subjective report (e.g., feels sad or empty) or observation made by others 
(e.g., appears tearful)

2. Markedly diminished interest or pleasure in all, or almost all, activities 
most of the day, nearly every day (as indicated by either subjective 
account or observation made by others)

3. Significant weight loss when not dieting or weight gain (e.g., a change of 
more than 5% of body weight in a month), or decrease or increase in 
appetite nearly every day

4. Insomnia or hypersomnia nearly every day

5. Psychomotor agitation or retardation nearly every day (observable by 
others, not merely subjective feelings of restlessness or being slowed 
down)

6. Fatigue or loss of energy nearly every day

7. Feelings of worthlessness or excessive or inappropriate guilt (which may 
be delusional) nearly every day (not merely self-reproach or guilt about 
being sick)

8. Diminished ability to think or concentrate, or indecisiveness, nearly every 
day (either by subjective account or as observed by others)

9. Recurrent thoughts of death (not just fear of dying), recurrent suicidal 
ideation without a specific plan, or a suicide attempt or specific plan for 
committing suicide

 B. The symptoms do not meet criteria for a mixed episode

C. The symptoms cause clinically significant distress or impairment in social, 
occupational, or other important areas of functioning

D. The symptoms are not due to the direct physiological effects of a substance 
(e.g., a drug of abuse, a medication) or a general medical condition (e.g., 
hypothyroidism)

E. The symptoms are not better accounted for by bereavement, i.e., after the 
loss of a loved one, the symptoms persist for longer than 2 months or are 
characterized by marked functional impairment, morbid preoccupation with 
worthlessness, suicidal ideation, psychotic symptoms, or psychomotor 
retardation

Major depressive A. Presence of a single major depressive episode
disorder, 
single episode

B. The major depressive episode is not better accounted for by schizoaffective 
disorder and is not superimposed on schizophrenia, schizophreniform 
disorder, delusional disorder, or psychotic disorder not otherwise specified

C. There has never been a manic episode, a mixed episode, or a hypomanic 
episode
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tients with major depressive disorder identified in psychiatric settings tend to have episodes of
greater severity and to have recurrent forms of major depressive disorder and also are more likely
to have other mental disorders than are subjects from the community and primary care settings.

� C. NATURAL HISTORY AND COURSE
The average age at onset is the late 20s, but the disorder may begin at any age. The symptoms
of major depressive disorder typically develop over days to weeks. Prodromal symptoms, in-
cluding generalized anxiety, panic attacks, phobias, or depressive symptoms that do not meet
the diagnostic threshold, may occur over the preceding several months. In some cases, however,
a major depressive disorder may develop suddenly (e.g., when associated with severe psycho-
social stress). The duration of a major depressive episode is also variable. Untreated, the episode
typically lasts 6 months or longer. Some patients with major depressive disorder will eventually
have a manic or hypomanic episode and will then be diagnosed as having bipolar disorder.

1. Recurrence
Although some people have only a single episode of major depressive disorder, with full return
to premorbid functioning, it is estimated that from 50% to 85% of the people who have such
an episode will eventually have another episode, at which time the illness will meet the criteria
for recurrent major depressive disorder (86). People with major depressive disorder superim-
posed on dysthymia are at greater risk for having recurrent episodes of major depressive disor-
der than those without dysthymia.

The course of recurrent major depressive disorder is variable. Some people have episodes
separated by many years of normal functioning, others have clusters of episodes, and still others
have increasingly frequent episodes as they grow older.

2. Interepisode status
Functioning usually returns to the premorbid level between episodes. In 20%–35% of the cases,
however, there are persistent residual symptoms and social or occupational impairment. Patients
who continue to meet the criteria for a major depressive episode throughout the course of the
disturbance are considered to have the chronic type, whereas those who remain symptomatic
are considered to be in partial remission.

3. Seasonal pattern
A seasonal pattern of major depressive disorder is characterized by a regular temporal relation-
ship between the onset and remission of symptoms and particular periods of the year (e.g., in

Major depressive
disorder, 
recurrent

A. Presence of two or more major depressive episodes (each separated by at 
least 2 months in which criteria are not met for a major depressive episode)

B. The major depressive episodes are not better accounted for by 
schizoaffective disorder and are not superimposed on schizophrenia, 
schizophreniform disorder, delusional disorder, or psychotic disorder 
not otherwise specified

C. There has never been a manic episode, a mixed episode, or a hypomanic 
episode

Source. Reprinted from Diagnostic and Statistical Manual of Mental Disorders, 4th Edition. Washington,
DC, American Psychiatric Association, 1994. Copyright © 1994, American Psychiatric Association.

TABLE 8. DSM-IV Criteria for Major Depressive Episode and Major Depressive Disorder (continued)

Diagnosis Criterion/Symptom Description 
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the northern hemisphere, regular appearance of symptoms between the beginning of October
and the end of November and regular remission from mid-February to mid-April). Patients
should not receive this diagnosis if there is an obvious effect of seasonally related psychosocial
stressors, e.g., seasonal unemployment.

4. Complications
The most serious complications of a major depressive episode are suicide and other violent acts.
Other complications include marital, parental, social, and vocational difficulties (87). The ill-
ness, especially in its recurrent and chronic forms, may cause distress for other individuals in
the patient’s social network, e.g., children, spouse, and significant others. If the patient is a par-
ent, the disorder may affect his or her ability to fulfill parental role expectations (88). Major
depressive disorder episodes are associated with occupational dysfunction, including unem-
ployment, absenteeism, and decreased work productivity (89). Major depressive disorder may
also complicate recovery from other medical illnesses. Major depressive disorder has been dem-
onstrated to be a major risk factor in the post-myocardial-infarction period.

V. REVIEW AND SYNTHESIS 
OF AVAILABLE EVIDENCE

Successful treatment of patients with major depressive disorder is promoted by a thorough as-
sessment of the patient’s symptoms; past general medical and psychiatric history; psychological
makeup and conflicts; life stressors; family, psychosocial, and cultural environment; and pref-
erence for specific treatments or approaches.

The psychiatrist’s task is both to effect and to maintain improvement. Treatment consists of
an acute phase, during which remission is induced; a continuation phase, during which remis-
sion is preserved; and a maintenance phase, during which the susceptible patient is protected
against the recurrence of subsequent major depressive disorder episodes. Psychiatrists initiating
treatment of a major depressive disorder episode have at their disposal a number of medica-
tions, a variety of psychosocial approaches, ECT, and light therapy. These various interventions
may be used alone or in combination. Furthermore, the psychiatrist must decide whether to
conduct treatment on an outpatient, partial hospitalization, or inpatient basis.

� A. ACUTE PHASE SOMATIC TREATMENTS

1. Antidepressant medications

a) Goals
The goal of treatment with antidepressant medications in the acute phase is the remission of ma-
jor depressive disorder symptoms. For cases of first-episode major depressive disorder uncompli-
cated by comorbid general medical illness or by special features such as atypical, psychotic, or
bipolar symptoms, many antidepressant medications are available. Systematic data from clinical
trials regarding the relative efficacy of different antidepressant medications are lacking. For most
patients, antidepressant medications approved by the Food and Drug Administration (FDA) are
generally considered equally effective, with response rates in clinical trials ranging from 50% to
75% of patients. However, among some subgroups of patients with major depressive disorder, ef-
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ficacy may differ. Antidepressant medications also differ in their potential to cause particular side
effects. Antidepressant medications have been grouped as follows: 1) tricyclic antidepressant med-
ications, which for the purposes of this review also include the tetracyclic antidepressant medica-
tion maprotiline; 2) SSRIs, which include fluoxetine, sertraline, paroxetine, fluvoxamine, and
citalopram; 3) other antidepressant medications, including bupropion, nefazodone, trazodone,
venlafaxine, mirtazapine, and reboxetine (for which FDA approval is anticipated); and 4) MAOIs,
which include phenelzine, tranylcypromine, and isocarboxazid.

b) Efficacy
Quantitative reviews of the efficacy of antidepressant medications for major depressive disorder
have been performed, including the recent Evidence Report on Treatment of Depression—Newer
Pharmacotherapies (1). This study examined 315 trials, lasting 6 weeks or longer, of newer phar-
macotherapies for patients with depressive disorders. Additional details concerning the evi-
dence of antidepressant medication efficacy that may be beyond the scope of this guideline can
be obtained from such reviews.

Interpreting data from clinical trials on the efficacy of pharmacotherapy for major depres-
sive disorder can be complicated by several issues. First, it is important to consider whether and
what type of comparison group was used (e.g., placebo or active agent). In trials of antidepres-
sant medication treatments, high placebo response rates could explain observed treatment ef-
fects in poorly controlled trials as well as make detection of true treatment effects difficult in
well-controlled trials. It is also important to consider both whether trials were blinded and
whether in “blinded” trials, medication side effects could reveal the identity of active agents.
Issues related to the outcomes measured in trials are important as well. A variety of different
outcome measures are employed, and a report of “efficacy” could refer to symptom reduction
(e.g., reduction in the frequency or severity of major depressive disorder symptoms), response
(e.g., reduction in major depressive disorder symptoms below a threshold), or prevention of
relapse. Data often come from short-term (6- to 12-week) efficacy trials that may not reveal
whether treatments are effective over the medium and long term. Lastly, it is important to con-
sider whether publication bias against reporting of negative studies could affect the perception
of overall treatment effectiveness.

(1) Tricyclic antidepressants
Since the first trial in which a tricyclic compound (imipramine) was shown to improve major
depressive disorder symptoms (90), hundreds of subsequent randomized controlled trials have
demonstrated the efficacy of this class as a treatment for major depressive disorder (1). Hetero-
cyclic antidepressant medications, including tricyclics and tetracyclics, have been found to be
statistically significantly superior to placebo in approximately 75% of studies (91); several re-
views suggest that approximately 50%–75% of patients with major depressive disorder treated
with heterocyclic antidepressant medications respond compared to 25%–33% treated with
placebo (92–95). The efficacy of individual agents and subclasses of tricyclics (e.g., secondary
amines or tertiary amines) appears to be comparable.

Results of some investigations have suggested that tricyclic antidepressants may possess su-
perior efficacy among subgroups of patients with severe major depressive disorder symptoms
(91, 96–99). Some studies have also suggested that in major depressive disorder marked by
melancholic features, tricyclic antidepressants may be additionally effective (100, 101) as well
as superior to SSRIs (102, 103); however, not all research supports these findings (104).

(2) Selective serotonin reuptake inhibitors
SSRIs currently available include fluoxetine, sertraline, paroxetine, fluvoxamine, and citalopram.
A large body of literature containing approximately 50 randomized, placebo-controlled trials
supports the premise that SSRIs are superior to placebo in the treatment of major depressive dis-
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order. In over 50 investigations the effectiveness of SSRIs has been compared to that of other an-
tidepressant medications, mainly tricyclic antidepressants; in these trials, SSRIs have generally
had comparable efficacy to antidepressant medications from other classes (1, 105, 106). In gen-
eral, significant differences in efficacy between individual SSRIs have not been observed.

There is some evidence that SSRIs may be more effective than tricyclic antidepressants for
subgroups of patients with atypical symptoms of major depressive disorder (e.g., mood reactivity,
hypersomnia, hyperphagia, and hypersensitivity to rejections) (23). SSRIs have also been shown
to be helpful for some patients who have not responded to tricyclic antidepressants (107).

(3) Other antidepressant medications
Several other antidepressant medications are available that differ structurally or in their phar-
macologic action from medications in the categories just described. Trazodone is the medica-
tion from this group for which the most data on efficacy exists. In most trials, trazodone has
had superior efficacy relative to placebo; however, its efficacy relative to other antidepressant
medications remains controversial. Although data from some controlled trials suggest compa-
rable efficacy to tricyclic antidepressants (108, 109), other investigations suggest trazodone
may possess inferior efficacy relative to other antidepressant medications (1, 110, 111), partic-
ularly in subgroups with severe major depressive disorder symptoms or prominent psychomotor
retardation (112, 113).

Nefazodone has an analogous structure to trazodone but somewhat different pharmacologic
properties. In controlled trials, nefazodone has had superior efficacy to placebo; in five trials,
nefazodone has been found to have comparable efficacy to tricyclic antidepressants (1, 114,
115). Some studies suggest that nefazodone may have an optimal therapeutic dose range cor-
responding to approximately 300–600 mg/day (115, 116).

Bupropion appears to inhibit the reuptake of both norepinephrine and dopamine, although
its mechanism of action remains unclear. Trial data have shown that bupropion is superior to
placebo (117) and generally comparable in efficacy to both tricyclic antidepressants (1, 118–
121) and SSRIs (122).

Venlafaxine and mirtazapine appear to act through inhibition of reuptake of both norepi-
nephrine and serotonin. Both have been demonstrated to be superior to placebo; venlafaxine
and mirtazapine have each been shown in four trials to possess generally comparable efficacy
to tricyclic antidepressants (1, 110, 123–128). Results from one trial suggest a positive relation-
ship between the effective dose of venlafaxine and the severity of major depressive disorder—
favorable responses were achieved with lower doses in milder major depressive disorders,
whereas higher doses were more efficacious in severe major depressive disorder (129).

Reboxetine is a new selective noradrenaline reuptake inhibitor for which approval from the
FDA is expected. In four trials, reboxetine has been shown to be more effective than placebo;
in 6 trials against active treatment, reboxetine has been found to possess at least comparable
effectiveness as tricyclic antidepressants and SSRIs (1, 130).

(4) Monoamine oxidase inhibitors
MAOIs that have been used as antidepressant medications include phenelzine, tranylcypro-
mine, and isocarboxazid. MAOIs have also been shown in multiple trials to be effective treat-
ments for major depressive disorder. Although some earlier comparisons employing lower doses
of MAOIs found tricyclic antidepressants to be superior, MAOIs are now considered to have
comparable efficacy to tricyclic antidepressants for typical cases of major depressive disorder
(131–136). There are no significant differences in efficacy among the MAOIs.

Results of several investigations suggest that MAOIs may be particularly effective in treating
subgroups of patients with major depressive disorder with atypical features such as reactive
moods, reversed neurovegetative symptoms, and sensitivity to rejection (19, 137, 138). MAOIs
have also been shown to be effective treatments for some patients who have failed other anti-
depressant medication trials (132, 136, 139, 140).
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c) Side effects
The severity of side effects from antidepressant medications in clinical trials has been assessed
both through the frequency of reported side effects and through the frequency of treatment
dropout. The likelihood of different side effects varies between classes of antidepressant medi-
cations, between subclasses, and between individual agents. Prominent and clinically relevant
side effects associated with particular classes, subclasses, and individual medications are reviewed
in Table 7.

(1) Tricyclic antidepressants

i. Cardiovascular effects
Tricyclic antidepressants can cause a number of cardiovascular side effects through α-adren-

ergic blockade, including tachycardia or orthostatic hypotension. Side effects such as orthos-
tatic hypotension may in turn lead to events such as dizziness, falls, or fractures. Secondary
amines such as nortriptyline or desipramine cause less α-adrenergic blockade and may offer ad-
vantages over tertiary amines (69). Salt depletion, whether voluntary or a result of diuretic
treatment, may contribute to orthostatic hypotension. If there is no medical contraindication,
patients with symptomatic orthostatic hypotension should be cautioned against extreme di-
etary salt restriction.

Tricyclic antidepressant medications act similarly to class I antiarrhythmic agents such as
quinidine, disopyramide, and procainamide by prolonging cardiac repolarization and depress-
ing fast sodium ion channels (141). Both secondary and tertiary amines have been documented
to suppress ventricular premature depolarizations (64, 67). Combinations of tricyclic antide-
pressants with other class I antiarrhythmic agents can exert additive toxic effects on cardiac con-
duction; patients with ventricular arrhythmias taking another class I antiarrhythmic agent who
require tricyclic medication therapy should be under careful medical supervision. Tricyclic an-
tidepressants may also provoke arrhythmias in patients with subclinical sinus node dysfunc-
tion; for example, in patients with tachyarrhythmias, treatment with tricyclic antidepressants
may on occasion provoke bradyarrhythmias (65). Among patients with preexisting but asymp-
tomatic conduction defects, such as interventricular conduction delay and bundle-branch
block, tricyclic antidepressants may induce symptomatic conduction defects and symptomatic
orthostatic hypotension (69). Individuals with prolonged QT intervals, whether preexistent or
medication-induced, are predisposed to the development of ventricular tachycardia (70). It has
also been reported that patients with normal pretreatment ECG results may develop atrioven-
tricular block that reverts to normal after discontinuation of antidepressant medication treat-
ment (69).

For most patients, tricyclic antidepressants exert no appreciable effect on ventricular ejection
fraction (142); rarely (and usually in patients with marked baseline disturbances of myocardial
function), tricyclic antidepressants may exert a deleterious effect on ejection fraction (66, 68).

ii. Anticholinergic side effects
All tricyclic antidepressant medications have some degree of antimuscarinic action; tertiary

amine tricyclic antidepressants produce the most anticholinergic side effects, whereas the newer
secondary amines, desipramine and nortriptyline, have less antimuscarinic activity. The most
common undesirable consequences of muscarinic blockade are dry mouth, impaired ability to
focus at close range, constipation, urinary hesitation, tachycardia, and sexual dysfunction. Al-
though patients can develop some degree of tolerance to anticholinergic side effects, these
symptoms may require treatment if they cause substantial dysfunction or interfere with adher-
ence. Impaired visual accommodation may be counteracted through the use of pilocarpine eye
drops. Urinary hesitation may be treated by prescribing bethanechol, 200 mg/day (in divided
doses to avoid symptoms of cholinergic excess, principally abdominal cramps, nausea, and di-
arrhea). Dry mouth may be counteracted by advising the patient to use sugarless gum or candy
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or by prescribing an oral rinse of 1% pilocarpine used three or four times daily; oral bethanecol
may also be effective. Constipation is best dealt with through adequate hydration and the use
of bulk laxatives. Antidepressant medications with anticholinergic side effects should be avoid-
ed in patients with cognitive impairment, narrow-angle glaucoma, or prostatic hypertrophy.
Tricyclic antidepressants may also precipitate anticholinergic delirium, particularly in patients
who are elderly or medically compromised.

iii. Sedation
Tricyclic antidepressants also have affinity for histaminergic receptors and produce varying

degrees of sedation. In general, tertiary amines cause greater sedation, whereas secondary
amines cause less. Sedation often attenuates in the first weeks of treatment, and patients expe-
riencing only minor difficulty from this side effect should be encouraged to allow some time
to pass before changing antidepressant medications. Patients with major depressive disorder
with insomnia may benefit from sedation when their medication is given as a single dose before
bedtime.

iv. Weight gain
Tricyclic antidepressants have the capacity to induce weight gain, possibly through their his-

taminergic properties. The degree of weight gain appears to vary by agent (e.g., greater weight
gain with amitriptyline and less with desipramine), be dose dependent, and be reversible with
cessation of tricyclic antidepressant therapy.

v. Neurological effects
Tricyclic antidepressants can induce mild myoclonus (143). Since this may be a sign of tox-

icity, the clinician may wish to check the blood level (if available) to ensure that it is not exces-
sive. If the level is nontoxic and the myoclonus is not symptomatic, the agent may be continued
without a change in dose. If the myoclonus is symptomatic and the blood level is within the
recommended range, the patient may be treated with clonazepam at a dose of 0.25 mg t.i.d.
Alternatively, the antidepressant medication may be changed. A toxic confusional state has
been identified in some patients with high blood levels of tricyclic antidepressant medications,
and it responds to simply lowering the dose (144). Amoxapine, a tricyclic antidepressant with
antipsychotic properties, can also cause extrapyramidal side effects and tardive dyskinesia. In
overdoses, tricyclic antidepressants can precipitate seizures.

vi. Medication interactions
Medications that induce hepatic microsomal enzymes, such as carbamazepine or barbitu-

rates, will cause a decrease in serum tricyclic antidepressant level. On the other hand, drugs
such as antipsychotic medications or SSRIs can reduce the metabolism and clearance of tricy-
clic antidepressants and raise tricyclic antidepressant levels. Tricyclic antidepressants can also
alter the pharmacokinetics or pharmacodynamics of other medications; for example, tricyclic
antidepressants can cause a lowering of valproate levels and reduce the activity of clonidine.
Therefore, adjustments in medication doses may be necessary when tricyclic antidepressants
are administered concomitantly with other drugs for which there is an interaction. Potentially
dangerous interactions, including hypertensive crises, can develop when tricyclic antidepres-
sants are administered with MAOIs, norepinephrine, or epinephrine.

(2) Selective serotonin reuptake inhibitors

i. Gastrointestinal
SSRIs cause nausea, vomiting, and diarrhea to a greater extent than tricyclic antidepressant

medications (145). These adverse events are generally dose dependent and tend to dissipate over
the first few weeks of treatment.
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ii. Activation/insomnia
In some patients, SSRIs may precipitate or exacerbate restlessness, agitation, and sleep dis-

turbances. These side effects often attenuate with time. Anxiety may be minimized by in-
troducing the agent at a low dose; insomnia may be effectively treated by the addition of
trazodone, up to 100 mg at bedtime.

iii. Sexual side effects
Although loss of erectile or ejaculatory function in men and loss of libido and anorgasmia

in both sexes may be complications of virtually any antidepressant medication, these side ef-
fects appear to be more common with SSRIs. The psychiatrist should ascertain whether the sex-
ual dysfunction is a result of the antidepressant medication or the underlying major depressive
disorder. If sexual dysfunction is determined to be a side effect of the antidepressant medica-
tion, a variety of strategies are available, including continuing treatment to assess whether the
dysfunction will disappear with time, lowering the dose, discontinuing the antidepressant, or
substituting another antidepressant such as bupropion (Table 7) (146). Specific pharmacologic
treatments that can be added for arousal or erectile dysfunction include sildenafil, yohimbine,
or neostigmine; specific medications that can be added for orgasm dysfunction include sildena-
fil, cyproheptadine, or amantadine (147).

iv. Neurological effects
SSRIs can initially exacerbate both migraine headaches and tension headaches. These effects

tend to be transient and improve within the first few weeks of treatment. There is some sug-
gestion that with continued treatment SSRIs may then actually help prevent and treat migraine
headaches (148, 149). SSRIs have also been associated with extrapyramidal reactions, including
akathisia, dystonia, parkinsonism, and tardive dyskinesia (150, 151). The occurrence of such
extrapyramidal symptoms is generally very low but may be higher in older patients, especially
those with Parkinson’s disease.

v. Effects on weight
Fluoxetine has been shown to cause an initial reduction in weight but this tends to be gained

back subsequently (152). The literature differs as to whether patients taking SSRIs beyond the
acute phase do (153) or do not (154) experience weight gain as a medication side effect.

vi. Serotonin syndrome
SSRI use has been associated with the rare development of a syndrome due to an excess of

serotonergic activity. Features of serotonin syndrome include abdominal pain, diarrhea, flushing,
sweating, hyperthermia, lethargy, mental status changes, tremor and myoclonus, rhabdomyo-
lysis, renal failure, cardiovascular shock, and possibly death (155, 156). Although serotonin
syndrome can occur with the use of SSRIs alone, it is usually associated with the simultaneous
use of multiple serotonergic agents such as SSRIs together with MAOIs, fenfluramine, or
dexfenfluramine.

vii. Drug interactions
As previously described, there can be a potentially lethal interaction between SSRIs and

MAOIs: serotonin syndrome. It has been suggested that at least five half-lives elapse between the
time an SSRI is stopped and an MAOI is started; for fluoxetine discontinuation, this corresponds
to waiting approximately 5 weeks before starting an MAOI, whereas for discontinuation of other
SSRIs it corresponds to waiting approximately 1 week before starting an MAOI (157). A 2-week
waiting period has been suggested after discontinuing an MAOI before starting an SSRI.

SSRIs can also have variable effects on hepatic microsomal enzymes and therefore cause
both increases and decreases in the blood levels of other medications.
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(3) Other antidepressant medications

i. Trazodone
The most common side effect with trazodone is sedation; this side effect may allow trazodone

to be used to advantage in patients with initial insomnia. Trazodone can also cause cardiovascu-
lar side effects including orthostasis. Although trazodone does not prolong cardiac conduction,
there have been case reports of cardiac arrhythmias developing during trazodone treatment (158,
159). Trazodone can cause sexual side effects, including erectile dysfunction in men; in rare in-
stances, this may lead to irreversible priapism requiring surgical correction (160).

ii. Nefazodone
Side effects observed with nefazodone treatment include dry mouth, nausea, and constipation.

Although nefazodone lacks anticholinergic properties, blurred vision has been noted. Nefazodone
may also cause sedation and orthostasis but not as severe as that observed with trazodone. Nefaz-
odone is known to inhibit hepatic microsomal enzymes and can raise levels of concurrently ad-
ministered medications such as certain antihistamines, benzodiazepines, and digoxin.

iii. Bupropion
Neurological side effects have been observed with bupropion treatment including head-

aches, tremors, and seizures. Risks of seizures can be reduced by avoiding high doses (e.g., using
less than 450 mg/day), using divided dosing schedules (e.g., three times a day), and avoiding
bupropion use in patients with risk factors for seizures. Bupropion also possesses dopaminergic
activity and has been associated with the development of psychotic symptoms, including delu-
sions and hallucinations. For these reasons, bupropion should be used cautiously in patients
with psychotic disorders. Other side effects observed with bupropion treatment include insom-
nia and gastrointestinal upset.

iv. Venlafaxine
The side effects of venlafaxine have been likened to those seen with SSRIs, including nausea

and vomiting, sexual dysfunction, and activation; like the side effects seen with SSRIs, those
with venlafaxine can attenuate with continued use. Venlafaxine can also cause an increase in
blood pressure. Because this increase is dose related, venlafaxine-induced hypertension may re-
spond to dose reduction.

v. Mirtazapine
The most common side effects from mirtazapine include sedation, dry mouth, and weight

gain. These tend to occur early and may attenuate with continued treatment. Mirtazapine has
also been shown to increase serum cholesterol levels in some patients (161). Although agranu-
locytosis has been observed to occur in patients taking mirtazapine, its occurrence has been
very rare. Routine monitoring of a patient’s WBC count is not needed, although checking may
be advisable in patients with signs or symptoms of infection.

vi. Reboxetine
The most frequently reported side effects in trials of reboxetine have been dry mouth, con-

stipation, increased sweating, insomnia, urinary hesitancy/retention, impotence, tachycardia,
and vertigo (162). In clinical trials done to date, few serious adverse events have been reported
among patients treated with reboxetine.

(4) Monoamine oxidase inhibitors

i. Hypertensive crises
A hypertensive crisis can occur when a patient taking an MAOI ingests large amounts of

tyramine or other pressor amines in foods or medications. This reaction is characterized by the
acute onset of severe headache, nausea, neck stiffness, palpitations, profuse perspiration, and
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confusion, possibly leading to stroke and death (163). Dietary restrictions include avoiding such
foods as aged cheeses or meats, fermented products, yeast extracts, fava or broad beans, and over-
ripe or spoiled foods. The list of medications that must be avoided includes all sympathomimet-
ic and stimulant drugs as well as over-the-counter decongestants and cold remedies.

Some clinicians have recommended that patients carry nifedipine and, at the outset of a pos-
sible hypertensive crisis, take an oral dose of 10 mg before proceeding to the hospital (164);
this practice has not been approved by the FDA, and further study of the safety and efficacy of
this strategy is needed (165). Definitive treatment of hypertensive crises usually involves intra-
venous administration of phentolamine in an emergency room setting.

ii. Serotonin syndrome
This syndrome most commonly occurs when MAOIs are taken in close proximity to other

serotonergic agents (166). When patients are being switched from an SSRI with a short half-
life to an MAOI, a waiting period of at least 2 weeks is needed between the discontinuation of
one medication and the initiation of the other. When switching from fluoxetine to an MAOI,
a waiting period of at least 5 weeks is needed before the MAOI is started. The serotonin syn-
drome may also occur when venlafaxine is administered soon after an MAOI (167).

iii. Cardiovascular effects
Orthostatic hypotension is commonly seen during MAOI treatment. Possible treatments

for this side effect include the addition of salt to increase intravascular volume or use of the
steroid fludrocortisone. MAOI use can also be associated with the development of peripheral
edema, which may be helped by the use of support stockings.

iv. Weight gain
Weight gain is also commonly seen in patients treated with MAOIs. The likelihood of this

side effect appears to vary with the agent used, with most weight gain seen with tranylcyprom-
ine and the least with phenelzine.

v. Sexual side effects
Sexual side effects seen with MAOI therapy include anorgasmia, decreased libido, and erec-

tile or ejaculatory dysfunction. Sexual side effects may diminish over time or with reductions
in MAOI doses.

vi. Neurological effects
MAOI treatment can also be accompanied by headaches and insomnia; these side effects

may diminish over time with continued use. Other neurological effects seen with MAOI use
include sedation, myoclonic jerks, paresthesias, and, rarely, peripheral neuropathy.

d) Implementation
Typical starting doses and typical effective adult dose ranges that have been used in short-term
efficacy trials of antidepressant medications appear in Table 1. Initial doses should be incre-
mentally raised as tolerated until a presumably therapeutic dose is reached. For some antide-
pressant medications, the exact relationships between doses and major depressive disorder
symptom response have not been rigorously investigated with fixed-dose studies, and mini-
mum effective doses have not been clearly established; for other antidepressant medications,
studies have failed to show dose-response relationships (168–170). Therefore, the initial doses
and usual adult doses in Table 1 are intended to serve as general guidelines, and actual doses
may vary from individual to individual. In general, older patients, medically frail patients, or
patients with decreased ability to metabolize and clear antidepressant medications will require
lower doses; in such patients, reduction of initial and therapeutic doses to 50% of usual adult
doses is often recommended. Doses will also be affected by the side effect profile of medications
and the patient’s ability to tolerate these.
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In short-term efficacy trials, all antidepressant medications appear to require 4–6 weeks to
achieve their maximum therapeutic effects (171, 172) (although some patients may show par-
tial improvement by as soon as the end of the first week [173]). Therefore, adequacy of re-
sponse cannot be judged until after this period of time. Patients should be alerted to this and
instructed to continue taking their antidepressant medications throughout this initial period.

For some medications, particularly the tricyclic antidepressants nortriptyline, desipramine,
and imipramine, blood drug levels have been shown to correlate with both efficacy and side
effects. Although in most cases monitoring of serum antidepressant medication levels is not
necessary, in some circumstances this can be very useful. These circumstances can include when
patients have not responded to adequate doses of an antidepressant medication given for ade-
quate durations; when patients are particularly vulnerable to the toxic effects of a medication
and require the lowest possible effective dose; when there are concerns about patient adherence;
and when there is concern that drug-drug interactions are adversely affecting antidepressant
medication levels.

Some antidepressant medications, especially tricyclics, can be associated with significant
morbidity and potentially mortality in overdose. Ingestion of a 10-day supply of a tricyclic
agent administered at a dose of 200 mg/day is often lethal. Early on in treatment, it is prudent
to dispense only small quantities of such antidepressant medications and keep in mind the pos-
sibility that patients can hoard medications over time. Alternatively, in patients who are suicidal
it may be preferable to employ agents that are safer in overdose such as the SSRIs, trazodone,
nefazodone, bupropion, venlafaxine, or mirtazapine.

2. Failure to respond to pharmacotherapy in the acute phase
Adequate treatment with an antidepressant medication for at least 4–8 weeks is necessary be-
fore concluding that a patient is not responsive or only partially responsive to a particular med-
ication (172). Initial treatment with antidepressant medication fails to achieve a satisfactory
response in approximately 20%–30% of patients with major depressive disorder; poor treat-
ment response has been found to be not just the result of inadequate treatment but also a con-
sequence of inappropriate diagnoses; failure to appreciate and remedy coexisting general
medical conditions, psychiatric disorders, or complicating psychosocial factors; and nonadher-
ence (174). For these reasons a first step in the care of a patient who has not responded to medi-
cation should be a review and reappraisal of the diagnosis, adherence, and neglected contributing
factors, including general medical problems, alcohol or substance abuse or dependence, other
psychiatric disorders, and general psychosocial issues impeding recovery. In cases where nonad-
herence or complicating psychosocial stressors are prominent, the addition of psychotherapy
may be effective in enhancing response (152).

For patients whose treatment failure is not readily attributable to inappropriate diagnoses,
poor adherence, or complicating conditions, a variety of therapeutic options are available, in-
cluding maximizing the initial treatment, switching to another non-MAOI agent, augmenting
antidepressant medications with other medications or psychotherapy, using an MAOI, and
ECT (5). Empirical data concerning the relative efficacies of these strategies are limited.

a) Maximizing initial treatments
There is little evidence to support extending antidepressant medication trials beyond 6 weeks
in patients who have shown no response. However, for patients who have shown a partial re-
sponse, particularly those with features of personality disorders and prominent psychosocial
stressors, extending the antidepressant medication trial (e.g., by 2–4 weeks) may allow up to
one-third of patients to respond more fully (6).

Use of higher antidepressant medication doses is another strategy to maximize an initial
treatment regimen, especially for patients who have received only modest doses or those who
for pharmacodynamic reasons have low serum drug levels despite adequate doses and adherence.
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Unfortunately, with the exception of nortriptyline, therapeutic windows for serum drug levels
of most antidepressant medications are unknown. In addition, the strategy of increasing doses
is often limited by the occurrence of more frequent and severe side effects.

b) Switching to a different non-MAOI agent
With the introduction of many newer antidepressant medications, switching to a different
non-MAOI antidepressant medication has been a common strategy for patients who have
failed a trial of pharmacotherapy. A few trials have been conducted in which patients who failed
an initial antidepressant medication were switched to a non-MAOI antidepressant medication
from the same pharmacologic class (e.g., from one tricyclic antidepressant to another) or to one
from a different pharmacologic class (e.g., from a tricyclic antidepressant to an SSRI). Al-
though results from these trials have been variable, up to 50% of patients have been found to
respond to a second non-MAOI antidepressant medication trial (5). Data regarding the types
of treatment-refractory patients who are most likely to benefit from particular switching strat-
egies are limited. Although their use in this context has not been extensively evaluated, mood
stabilizers such as carbamazepine and valproic acid have demonstrated some benefit in the
treatment of medication-resistant major depressive disorder (175, 176).

c) Augmenting antidepressant medications with other treatments
Antidepressant medication augmentation strategies often consist of the use of multiple non-
MAOI antidepressant medications. An SSRI in combination with a tricyclic agent, such as de-
sipramine, has been reported to induce a rapid antidepressant medication response (50). How-
ever, SSRIs added to a tricyclic antidepressant medication may cause an increased blood level
and delayed elimination of the tricyclic medication, predisposing the patient to tricyclic med-
ication toxicity unless the dose of the tricyclic is reduced (177).

Lithium is another medication commonly used as an adjunct; other agents in use are thyroid
hormone and stimulants. Lithium is felt by many experienced clinicians to be the most effec-
tive adjunct; it is reported to be useful in up to 50% of antidepressant medication nonre-
sponders and is usually well tolerated (178). The interval before full response to adjunctive
lithium is said to be in the range of several days to 3 weeks. The blood level required in this
context has not yet been determined. If effective and well tolerated, lithium should be contin-
ued for the duration of treatment of the acute episode. Lithium may also increase the antide-
pressant medication effectiveness of carbamazepine (179). Thyroid hormone supplementation,
even in euthyroid patients, may increase the effectiveness of antidepressant medication treat-
ment (180). The dose proposed for this purpose is 25 µg/day of triiodothyronine, increased to
50 µg/day in a week or so in the event of continued nonresponse. The duration of treatment
required has not been well studied. Case reports suggest that stimulant medications may be ef-
fective adjuncts to antidepressant medication therapy (181, 182). There are no clear guidelines
regarding the length of time stimulants should be coadministered.

A rarely used strategy is the combined use of a tricyclic antidepressant medication and an
MAOI. This combination has been shown to be effective in alleviating some severe medication-
resistant major depressive disorders; however, the risk of toxic interactions necessitates careful
monitoring (183, 184). The combined use of MAOIs and other antidepressant medications has
in some circumstances led to serious untoward reactions characterized by delirium, hyperther-
mia, hyperreflexia, myoclonus, and death; the reaction is sometimes referred to as the serotonin
syndrome and is thought to be the result of overly enhanced serotonergic transmission. Use of
an MAOI in combination with a tricyclic antidepressant should probably not be considered un-
til all other strategies for treatment-refractory patients have been exhausted; psychiatrists and pa-
tients choosing to use an MAOI and a tricyclic antidepressant should be well acquainted with
the potential hazards and carefully weigh the relative risks and benefits of such a strategy.

Data indicating the relative efficacies of the various adjunctive treatments are generally lacking.
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d) Using a monoamine oxidase inhibitor
The role of MAOIs in major depressive disorder has largely become that of a treatment for pa-
tients who have failed other pharmacotherapies. Studies have demonstrated the effectiveness of
MAOIs in patients who have failed to respond to other antidepressant medications, particularly
tricyclic antidepressants (185). However, the effectiveness of MAOIs relative to other strategies
for treatment-resistant patients remains unclear. Great care must be taken when switching pa-
tients from another antidepressant medication to an MAOI and from an MAOI to other anti-
depressant medications because of the persistence of the effects of discontinued medications
and their metabolites and the potential for toxic interactions. For example, if the clinician
chooses to discontinue a monoamine uptake blocking antidepressant medication and substi-
tute an MAOI, toxic interactions can best be avoided by allowing a 1- to 2-week washout pe-
riod between medication trials. The long half-life of the SSRI fluoxetine and its metabolites
necessitates a 5-week washout period before the use of an MAOI.

e) Using electroconvulsive therapy
ECT has the highest rate of response of any form of antidepressant treatment and should be
considered in virtually all cases of moderate or severe major depressive disorder not responsive
to pharmacologic intervention. Even medication-resistant patients may show at least a 50%
likelihood of a satisfactory response to ECT (186). ECT may also be the strategy of choice for
patients with major depressive disorder with psychotic symptoms who have not responded to
an antidepressant medication plus antipsychotic medication. ECT is generally considered to be
safer than many forms of combination antidepressant medication treatment, although data to
support this are lacking. There is growing use of ECT combined with antidepressant medi-
cation to potentiate response, although only a small amount of data supporting this practice
presently exists (72, 187–191). The safety of combining lithium and ECT has been ques-
tioned, although there are conflicting data (72, 192–195).

3. Electroconvulsive therapy

a) Efficacy
ECT has been shown in controlled clinical trials to have efficacy that is superior to placebo,
simulated ECT, and antidepressant medication therapy (196). The proportion of patients with
major depressive disorder who respond to ECT is high, with 80%–90% of those treated show-
ing improvement (197). Results of several studies indicate that ECT can be effective in over
half of patients with major depressive disorder who have failed antidepressant medication ther-
apy (198–200).

The report of the APA Task Force on Electroconvulsive Therapy identified patient popula-
tions for whom ECT may be particularly beneficial and indicated (72, 201). ECT should be con-
sidered as the treatment choice for severe major depressive disorder when it is coupled with
psychotic features, catatonic stupor, severe suicidality, or food refusal leading to nutritional com-
promise, as well as in other situations (such as pregnancy or when a particularly rapid antidepres-
sant response is required). ECT is also indicated as a first-line treatment for patients who have
previously shown a positive response to this treatment modality or who prefer it. It should be con-
sidered for all patients with functional impairment whose illness has not responded to medication
or who have a medical condition that precludes the use of an antidepressant medication.

b) Side effects
ECT is generally a very safe treatment. However, although risks of morbidity and mortality in
general do not exceed those associated with anesthesia alone, some types of serious medical con-
ditions may have an increased risk with ECT as well as with other treatment modalities (72, 202–
204). The chief side effects of ECT are cognitive. Treatment is associated with a transient postictal
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confusional state and with a longer period of anterograde and retrograde memory interference.
The anterograde memory impairment, which has been difficult to disentangle from the memory
deficits accompanying major depressive disorder itself, typically resolves in a few weeks after ces-
sation of treatment (205). Some degree of retrograde amnesia, particularly for recent memories,
may continue, at least for patients receiving bilateral ECT (72, 206–209). Rarely, patients report
more pervasive and persistent cognitive disruption, the basis of which is uncertain (210).

ECT may have cardiovascular side effects, mediated by changes on the autonomic nervous
system. ECT can cause a transient rise in heart rate, cardiac workload, and blood pressure, which
may have deleterious effects on patients with cardiovascular disease, including recent myocar-
dial infarction, congestive heart failure, and cardiac arrhythmias (211). The presence of signif-
icant cardiovascular disease in candidates for ECT is an indication for caution and general
medical or cardiology consultation.

ECT has also been associated with a transient rise in intracranial pressure and blood-brain
barrier permeability (212). For these reasons, patients with evidence of increased intracranial
pressure or cerebrovascular fragility are at substantially greater risk and should only receive
ECT after careful general medical, neurological, or neurosurgical evaluation (72, 78).

c) Implementation
The evaluation preceding ECT should consist of a psychiatric history and examination to verify
the indication for this treatment, a general medical evaluation to define risk factors (including
medical history and physical examination with cognitive assessment, vital signs, and any specif-
ically indicated laboratory tests), anesthesia evaluation addressing the nature and extent of anes-
thetic risk and the need for modification of medications or anesthetic technique, the obtaining
of informed consent, and, finally, an evaluation that summarizes treatment indications and risks
and suggests any indicated additional evaluative procedures, alterations in treatment, or modi-
fications in ECT technique (72). In assessing cases with indications for caution (e.g., recent
myocardial infarction, cardiac arrhythmias, and intracranial-space-occupying lesions), the rela-
tive risks and benefits should be carefully weighed in collaboration with an anesthesiologist and
a general medical physician, cardiologist, or neurologist, as the case requires.

ECT may be administered either bilaterally or unilaterally. Compared to bilateral treatment,
unilateral placement induces less cognitive interference in most patients, but in some cases it is
also less effective (213). When unilateral treatment is used, stimuli that are only marginally above
seizure threshold exhibit a less satisfactory antidepressant medication effect than those of higher
intensity, although this effect must be balanced against the cognitive interference evoked by gross-
ly suprathreshold stimulation. In the event that unilateral treatment is initiated and the patient
does not respond satisfactorily to the initial six treatments, bilateral treatment should be consid-
ered. Stimulus parameters vary from patient to patient but should be titrated to induce an ade-
quate generalized seizure, which is typically at least 15–25 seconds in duration (72, 214, 215).

The total course of treatment should be such that maximal remission of symptoms is
achieved (i.e., the patient fully recovers or reaches a plateau); typically this involves 6 to 12
treatments and generally does not exceed 20 treatments (72, 216). ECT is typically adminis-
tered every other day; less frequent administration has been associated with less cognitive im-
pairment but also a prolonged period until onset of action (217).

Patients should be maintained on antidepressant medication therapy or lithium following
acute response to ECT (218). Patients who do not respond to such maintenance medication
therapies may require maintenance ECT treatment (219).

4. Light therapy
Although several trials conducted during the 1980s demonstrated that bright light therapy was
more effective than a dim-light control condition, some questions have been raised concerning
the adequacy of the study designs (220). However, recent trials with more adequate control
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conditions have also demonstrated the effectiveness of bright light therapy over nonlight con-
trol conditions (221–223). On the basis of limited trial data, bright light therapy has been sug-
gested as a first-line treatment in subsyndromal winter “blues” and as an adjunct in chronic
major depressive disorder or dysthymia with seasonal exacerbations. Patients with a history of
reactivity to ambient light, hypersomnia, atypical negative symptoms, and overeating of sweet
food in the afternoon have also been considered candidates for favorable response to light treat-
ment. On the other hand, studies of the role of light therapy in premenstrual dysphoria or in
older patients with nonseasonal major depressive disorder with advanced sleep phase disorder
yielded equivocal results.

Side effects of light therapy include headache, eye strain, irritability, insomnia, and occasion-
ally hypomania, which declines by decrease of exposure time and/or distance to light. Although
patients with retinal diseases or ordinary photosensitivity, systemic lupus erythematosus, and
history of skin cancer are vulnerable, none of these conditions is an absolute contraindication
for light therapy. Each condition would require the attention and consultative supervision of
the appropriate specialist if the light therapy is to be conducted.

A 10,000-lux intensity light box slanted toward the patient’s face for 30 minutes/day either
once or in two divided times is the preferred short-term treatment procedure. Timing may be
designed to secure adherence. The late-night application is discouraged as it may cause insom-
nia. Duration of treatment is titrated according to the patient’s reaction. Patients usually show
improvement within 1 week, but at times the full response manifests over several weeks.

Patients who are responsive may be given light therapy at each episode of recurrence, pre-
sumably without any diminished efficacy. Prophylactic use of light therapy administered in the
late fall and early winter is being explored. Combining light therapy with an antidepressant
medication may potentiate the effectiveness of each agent. Such an approach may be useful if
either or both therapies cannot be used in full therapeutic doses. The potential photosensitizing
effect of antidepressant medications should be considered, and patients receiving both treat-
ments should be advised to take appropriate precautions.

5. St. John’s wort
St. John’s wort is a whole plant product with antidepressant medication properties. Since it is
not regulated as a drug by the FDA, preparations lack standardization regarding their con-
tained ingredients and composition as well as potency.

A recent review of 14 short-term, double-blind (although the distinctive taste of St. John’s
wort extract may have caused some unblinding) trials conducted in outpatients with mild to
moderate major depressive disorder symptoms demonstrated that St. John’s wort had efficacy
superior to placebo and generally comparable to low-dose tricyclic treatment (e.g., amitripty-
line, 30–150 mg/day) (1). The proportion experiencing any side effect was lower among those
taking St. John’s wort than tricyclics (25% versus 40%) (1).

Although the doses of St. John’s wort used in trials ranged between 300 and 1,800 mg/day,
differences in extract preparations make dose comparisons and the identification of optimal
doses difficult. The combined use of St. John’s wort with MAOIs is contraindicated. The safety
and efficacy of the combined use of St. John’s wort with other antidepressant medications is
not known.

� B. ACUTE PHASE PSYCHOSOCIAL INTERVENTIONS

1. Goals
A range of psychosocial interventions may be useful in the acute treatment of major depressive
disorder. Although various therapeutic approaches are discussed here and in the literature as
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distinct entities, such separate categorizations are primarily useful for heuristic or research pur-
poses. In practice, psychiatrists use a combination or synthesis of various approaches and strat-
egies; these in turn are determined by and individually tailored to each patient on the basis of
that person’s particular conditions and coping capacities. In actual application the techniques
and the therapist-patient relationship are powerfully intertwined.

2. Efficacy
Evaluating the efficacy of psychotherapeutic approaches for major depressive disorder can be
complicated by several problems. For some types of psychotherapeutic interventions, few or no
clinical trials have been conducted. Those that have been conducted have compared psycho-
therapy to a variety of control conditions such as waiting lists, other forms of psychotherapy,
medications, placebos, or no control group, making comparisons of the observed treatment ef-
fect sizes between trials difficult. Some trials have not examined the effects of psychotherapy
exclusively among patients with major depressive disorder and may not have examined or ad-
equately assessed, specifically, improvement in major depressive disorder as an outcome. In oth-
er trials, the nature of the psychotherapeutic intervention has involved a poor protocol or has
been poorly described, thereby making generalization of the study results to psychotherapeutic
approaches used in practice difficult.

a) Cognitive behavioral therapy
Cognitive behavioral therapy (also considered to include cognitive psychotherapy) maintains
that irrational beliefs and distorted attitudes toward the self, the environment, and the future
perpetuate depressive affects. The goal of cognitive behavioral therapy is to reduce depressive
symptoms by challenging and reversing these beliefs and attitudes (224).

In the two decades since it was first evaluated as a treatment for major depressive disorder,
cognitive behavioral therapy has been extensively studied in over 80 controlled trials. Based on
different subsets of these trials, several meta-analytic studies have quantified the efficacy of cog-
nitive behavioral therapy. Effect sizes for cognitive behavioral therapy compared to no treat-
ment or minimal treatment have been fairly robust (generally near or above 1 standard
deviation in the outcome measure) (53, 225–228). However, estimates from meta-analyses of
the effectiveness of cognitive behavioral therapy relative to other treatments have been more in-
consistent, probably because of differences in the criteria that were used to include or exclude
trials (e.g., characteristics of study populations, interventions or control conditions, or outcome
measures used). For example, some meta-analyses have concluded that effect sizes for cognitive
behavioral therapy are larger than for pharmacotherapy (225–231), whereas others suggest they
are equally effective (232). Effect sizes for cognitive behavioral therapy have generally been at
least as large as, and in some cases larger than, for other forms of psychotherapy such as behavior
therapy, interpersonal therapy, or brief dynamic psychotherapy (231).

There have been suggestions on the basis of individual clinical trials that the efficacy of
cognitive behavioral therapy may differ on the basis of the severity of major depressive dis-
order. In subanalyses of the National Institute of Mental Health (NIMH) Treatment of
Depression Collaborative Research Program study, cognitive behavioral therapy was ob-
served to be less effective than imipramine plus clinical management among individuals with
severe depression (defined as scores ≥20 on the Hamilton Rating Scale for Depression or ≤50
on the Global Assessment of Functioning); there was also a trend for cognitive behavioral
therapy to be less effective than interpersonal therapy (233). No differences were observed
between cognitive behavioral therapy, interpersonal therapy, imipramine plus clinical man-
agement, or placebo plus clinical management among less severely depressed subjects. Other
trials have failed to show differential responses to treatments on the basis of initial symptom
severity, possibly because of lack of statistical power (230, 234).
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Several studies have used clinical trial data to identify other characteristics of patients that
may be associated with differential response to cognitive behavioral therapy. Factors suggested
as being associated with poor response to cognitive behavioral therapy include unemployment,
male gender, comorbidity, dysfunctional attitudes, and several laboratory test values (e.g., ab-
normal sleep EEG results, increased hypothalamic-pituitary-adrenocortical activity, and in-
creased T4; 235–238). On the other hand, results from several analyses have suggested that
cognitive behavioral therapy may be more effective than other treatments for depressed individ-
uals with personality disorders (42, 239).

b) Behavior therapy
Behavior therapy of major depressive disorder is based on theoretical models drawn from be-
havior theory (240) and social learning theory (241). Specific behavior therapy techniques in-
clude activity scheduling (155, 242), self-control therapy (243), social skills training (244), and
problem solving (245).

Although the efficacy of behavior therapy has been examined in a substantial number of trials,
relatively few have employed random assignments and adequate control arms. Two meta-analyses
that covered 10 of these trials have concluded that behavior therapy is superior to wait listing (ob-
served in seven of eight trials) (92, 231). Results of individual clinical trials have suggested that
behavior therapy may be superior in efficacy to brief dynamic psychotherapy (246, 247) and gen-
erally comparable in efficacy to cognitive therapy (248–251) or pharmacotherapy (252).

One post hoc examination of clinical trial data found that response to behavior therapy may
be more likely in patients with less initial severity of major depressive disorder symptoms (253),
whereas other studies have not (254–256). Among depressed adolescents, parental involvement
has been found to predict response to behavior therapy (257).

c) Interpersonal therapy
Interpersonal therapy focuses on losses, role disputes and transitions, social isolation, deficits
in social skills, and other interpersonal factors that may impact the development of depression
(258). Interpersonal therapy attempts to intervene by facilitating mourning and promoting
recognition of related affects, resolving role disputes and transitions, and overcoming deficits
in social skills to permit the acquisition of social supports.

In one trial conducted among depressed psychiatric patients, interpersonal therapy was
found to be superior to nonscheduled controls and comparable to other active treatments, in-
cluding cognitive therapy or antidepressant medication (231). In the NIMH Treatment of
Depression Collaborative Research Program study, interpersonal therapy was also reported to
be more effective than placebo plus clinical management and comparable to cognitive behav-
ioral therapy or imipramine plus clinical management (42). However, in subanalyses, interper-
sonal therapy, cognitive behavioral therapy, and imipramine plus clinical management were no
different from placebo plus clinical management among those with mild depression severity
(defined as scores of <20 on the Hamilton depression rating scale or >50 on the Global Assess-
ment of Functioning); among those with more severe major depressive disorder, both interper-
sonal therapy and imipramine plus clinical management were more effective than either
cognitive behavioral therapy or placebo plus clinical management (233, 259). A controlled trial
of interpersonal therapy has also been conducted demonstrating the effectiveness of interper-
sonal therapy among depressed primary care patients (260). After 8 months, the proportions
of patients treated with interpersonal therapy, nortriptyline, or usual care that achieved remis-
sion were 46%, 48%, and 18%, respectively.

Some recent studies have also suggested possible subgroups in whom interpersonal therapy
may show differential efficacy. In one trial conducted among HIV-positive patients with major
depressive disorder, significantly greater improvement was observed following interpersonal
therapy than supportive therapy (261). In a subsequent study among depressed HIV-positive
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patients, greater improvements were observed after interpersonal therapy or interpersonal ther-
apy plus imipramine than supportive psychotherapy or cognitive behavioral therapy (262). On
the other hand, post hoc analyses of clinical trial data suggest that there may be an interaction
between type of psychotherapy and dimensions of personality. Two such analyses have found
that patients with major depressive disorder with personality disorders, particularly avoidant
personality pathology, may be less responsive to interpersonal therapy than cognitive therapy
(42, 263). Conversely, interpersonal therapy has been proposed to be more effective than cog-
nitive therapy for patients with major depressive disorder with obsessive personality traits and
for patients who are single and noncohabitating (264).

d) Psychodynamic psychotherapy
The term “psychodynamic psychotherapy” encompasses a number of psychotherapeutic inter-
ventions that may be brief or long-term in duration (265–267). These interventions share a
basis in psychodynamic theories regarding the etiologic nature of psychological vulnerability,
personality development, and symptom formation as shaped by developmental deficit and con-
flict occurring during the life cycle from earliest childhood forward (268–272). Some of these
theories focus predominantly on conflicts related to guilt, shame, interpersonal relationships,
the management of anxiety, and repressed or unacceptable impulses. Others are more focused
on developmental psychological deficits produced by inadequacies or problems in the relation-
ship between the child and emotional caretakers, resulting in problems of self-esteem, a sense
of psychological cohesiveness, and emotional self-regulation (271, 273–277).

Psychodynamic psychotherapy is most often of longer-term duration than other psychother-
apies and is usually associated with goals beyond that of immediate symptom relief. These goals
are usually associated with an attempt to modify the underlying psychological conflicts and def-
icits that increase the patient’s vulnerability to major depressive affect and the development of
major depressive disorder. Psychodynamic psychotherapy is therefore much broader than most
other psychotherapies, encompassing both current and past problems in interpersonal relation-
ships, self-esteem, and developmental conflicts associated with anxiety, guilt, or shame. Time-
limited, structured psychodynamic psychotherapy may focus more on understanding the psy-
chological basis of the presenting symptoms or on a selected underlying conflict. It is often
combined with psychopharmacologic intervention to reduce the major depressive disorder epi-
sode, which is consistent with the common belief that major depressive disorder is a biopsycho-
social phenomenon. Sometimes a goal of psychodynamic psychotherapy, brief or extended,
may be to help the patient accept or adhere to necessary pharmacotherapy (8).

Determining the efficacy of psychodynamic psychotherapy as a single modality in the treat-
ment of major depressive disorder is complicated by two problems. First, many trials of psy-
chodynamic psychotherapy for depression have included patients with conditions that would
not meet DSM-IV criteria for major depressive disorder. Second, variations of psychodynamic
psychotherapy have served in many studies as a nonspecific comparison treatment to other
psychotherapeutic interventions; as a result, details of the psychodynamic psychotherapy
employed have been poorly defined. Results of two meta-analyses suggest that brief psycho-
dynamic psychotherapy for the treatment of major depressive disorder is more effective than a
waiting list control condition but probably less effective than other forms of psychotherapy
(92, 231). In one of these meta-analyses involving six trials (92), the proportions of patients
considered to be responders to brief psychodynamic psychotherapy, cognitive therapy, interper-
sonal therapy, and behavioral therapy were 35%, 47%, 52%, and 55%, respectively. Research
on the efficacy of combined pharmacotherapy and brief psychodynamic psychotherapy (278,
279) is also limited and inconclusive.

Although psychodynamic psychotherapy appears to be used widely in clinical practice, the
efficacy of long-term psychodynamic psychotherapy in the acute phase of major depressive dis-
order has not been adequately studied in controlled trials.
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e) Marital therapy and family therapy
Marital and family problems are common in the course of mood disorders, and comprehensive
treatment often demands that these problems be assessed and addressed. Marital and family
problems may be a consequence of major depressive disorder but may also increase vulnerabil-
ity to major depressive disorder and in some instances retard recovery (280, 281). Techniques
for using marital/family approaches for the treatment of major depressive disorder have been
developed, including behavioral approaches (280), a psychoeducational approach, and a stra-
tegic marital therapy approach (9). Family therapy has also been used in the inpatient treat-
ment of patients with major depressive disorder (282).

Studies of the efficacy of marital or family therapy, either as a primary or adjunctive treat-
ment, have been conducted among patients with depressive symptoms and not among patients
with, specifically, major depressive disorder. Based on data from 17 clinical trials of marital ther-
apy, two reviews have concluded that it is an effective means for reducing major depressive dis-
order symptoms and risk of relapse (283, 284). Results from individual studies suggest that the
efficacy of marital therapy and its effectiveness relative to other psychotherapies may depend on
whether marital distress is present. In one study, a greater proportion of depressed subjects with
marital distress responded to marital therapy than cognitive therapy (88% versus 71%); on the
other hand, among depressed subjects without marital distress, a greater proportion responded
to cognitive therapy than marital therapy (85% versus 55%) (285). In another study conducted
among depressed subjects with marital discord, marital therapy and cognitive behavioral therapy
were both equally effective and more effective than a wait list condition (286).

f) Group therapy
Specific types of psychotherapy for which there are some data to support that they may be ef-
fective in the treatment of depression when administered in a group format include cognitive
behavioral therapy (287–289) and interpersonal therapy (290–291). Although there have been
meta-analyses of the relative effectiveness of psychotherapeutic approaches conducted in a
group format versus an individual format, these have not specifically involved studies of pa-
tients with rigorously defined major depressive disorder (292–295).

On the basis of very limited controlled studies, supportive group therapy has also been sug-
gested to be useful in the treatment of major depressive disorder. For example, one recent study
conducted among depressed outpatients found that a mutual support group and cognitive be-
havioral therapy in a group format were equally effective in reducing depressive symptoms
among depressed outpatients (287). In another study of patients with mild to moderate major
depressive disorder who were also HIV positive, treatment with structured supportive group
therapy plus placebo yielded similar decreases in depressive symptoms as structured group ther-
apy plus fluoxetine (296). Individuals experiencing bereavement or such common stressors as
chronic illness may particularly benefit from the example of others who have successfully dealt
with the same or similar challenges. Survivors are offered the opportunity to gain enhanced
self-esteem by making themselves models for others, and they offer newer patients successful
role models.

Medication maintenance support groups may also offer benefits, although data from con-
trolled trials among patients with major depressive disorder are lacking. Such groups provide
information to the patient and to family members regarding prognosis and medication issues,
thereby providing a psychoeducational forum that makes a chronic mental illness understand-
able in the context of a medical model.

The efficacy of self-help groups led by lay members (297) in the treatment of major depres-
sive disorder has not been well studied. However, one recent investigation of group therapies
found that a higher proportion of depressed outpatients had remitted following treatment in
groups led by professionals than in groups led by nonprofessionals (287). The possibility that
self-help support groups comprising individuals with major depressive disorder may serve a
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useful role by enhancing the support network and self-esteem of participating patients and
their families requires future study.

3. Side effects
In general, psychotherapeutic treatments are relatively safe and well-tolerated interventions.
Psychotherapeutic approaches that may employ exposure to unpleasant situations (e.g., behav-
ior therapy, cognitive behavioral therapy) may initially increase distress in patients. Psychother-
apy that requires considerable time or patience to practice frequent exercises may be poorly
tolerated.

One imperfect measure of the relative side effects and tolerability of psychotherapy can be
obtained from the dropout rates in clinical trials; however, many other factors can also affect
these rates (e.g., other burdens of the research trial, specific features of the clinical management
provided). In the NIMH Treatment of Depression Collaborative Research Program, dropout
rates during 16 weeks of treatment with interpersonal therapy, cognitive behavioral therapy,
imipramine plus clinical management, or placebo plus clinical management were 23%, 32%,
33%, and 40%, respectively (259).

4. Implementation
There can be a variety of methods for conducting psychotherapeutic interventions, both be-
tween and within specific types of psychotherapy.

Clinical considerations and other patient factors should be considered in determinations of the
nature and intensity of psychosocial interventions. Generally, dynamic psychotherapy is conduct-
ed in a less directive manner than behavioral psychotherapy; transference considerations and the
patient’s freedom to associate into unexpected material are taken into account. More behaviorally
oriented psychotherapy, on the other hand, may be conducted in a more structured manner and
require patients to be instructed in practice exercises and monitoring techniques.

There are little data available on optimal length of psychosocial interventions. In many trials,
cognitive behavioral therapy has been delivered in approximately 12 weekly sessions and interper-
sonal therapy has been delivered in 16–20 weekly sessions. In a subanalysis of one clinical trial,
cognitive behavioral therapy delivered in 16 weeks was more effective than cognitive behavioral
therapy delivered in 8 weeks among those with severe major depressive disorder (298).

� C. PSYCHOTHERAPY COMBINED WITH PHARMACOTHERAPY
Several reviews of trials of the combination of psychotherapy and pharmacotherapy for patients
with mild to moderate major depressive disorder have failed to find the combination to be su-
perior to either treatment modality alone (92, 299). On the other hand, among patients with
severe or recurrent major depressive disorder, the combination of psychotherapy (including in-
terpersonal therapy, cognitive behavioral therapy, behavior therapy, or brief dynamic therapy)
and pharmacotherapy has been found to be superior to treatment with a single modality in in-
dividual studies (38, 300–304) and a meta-analysis (305).

Results from a series of recent studies provide indirect evidence that for patients who have
had only a partial response to pharmacotherapy, adding a course of cognitive behavioral ther-
apy may be an effective strategy for preventing relapse (306–309).

� D. CONTINUATION TREATMENT
The continuation phase of treatment is generally considered to be the 16–20 weeks after
achieving full remission. The goal of continuation treatment is to prevent relapse in the vulner-
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able period immediately following symptomatic recovery. Several studies have shown that if an-
tidepressant medications are discontinued following recovery, approximately 25% of patients
will relapse within 2 months (92, 310, 311). There is evidence that patients who do not com-
pletely recover during acute treatment have a significantly higher risk of relapse than those who
have no residual symptoms and are especially in need of treatment in later phases (312).

Although randomized controlled trials of antidepressant medications in the continuation phase
are limited, the available data indicate that patients treated for a first episode of uncomplicated
major depressive disorder who exhibit a satisfactory response to an antidepressant medication
should continue to receive a full therapeutic dose of that agent for at least 16–20 weeks after
achieving and maintaining full remission (1, 313, 314).

There is some evidence that patients who are given cognitive behavioral therapy in the acute
phase have a lower rate of relapse than those who receive and then discontinue antidepressant
medications in the acute phase and an equivalent relapse rate to those who take antidepressant
medication in the continuation phase (234). There have also been a few recent studies of treat-
ment with psychotherapeutic interventions administered in the continuation phase. One study
found that among patients who responded to acute treatment with cognitive therapy, those
who continued this treatment over 2 years had lower relapse rates than those who did not have
continuation treatment (315). Results from a series of studies (307, 309, 316) suggest that cog-
nitive behavioral therapy may be an effective continuation treatment following antidepressant
medication therapy for preventing relapse (306).

When treatments are ultimately tapered and discontinued after the continuation phase, pa-
tients should be carefully monitored during and immediately after discontinuation to ensure
that remission is stable. Patients who have had multiple prior episodes of major depressive dis-
order should be considered for maintenance medication treatment.

� E. MAINTENANCE TREATMENT
Major depressive disorder is, for many, a recurrent disorder. Among those suffering from an ep-
isode of major depressive disorder, between 50% and 85% will go on to have at least one life-
time recurrence, usually within 2 or 3 years (310). Factors that have been found to be associated
with a higher risk of recurrence appear in Table 2. Factors that have been found to be associated
with increased severity of subsequent episodes include a history of a prior episode complicated
by serious suicide attempts, psychotic features, or severe functional impairment.

Among the therapeutic options available for maintenance treatment, antidepressant medi-
cations have received the most study. There have been over 20 trials of pharmacotherapy in the
maintenance phase, and results from these have generally demonstrated the effectiveness of an-
tidepressant medication for relapse prevention (317); these trials have mainly been of tricyclic
antidepressant medications (318, 319), although six trials involved newer antidepressant med-
ications (1). Information to assist in the full range of clinical decisions regarding medication
use in the maintenance phase is more limited. Results from one study suggest that full doses
are superior to lower doses in the maintenance phase, despite the fact that lower doses are less
likely to produce side effects (320).

There have been fewer investigations of the effectiveness of psychotherapy in the mainte-
nance phase. In one study, maintenance cognitive therapy delivered over 2 years was as effective
as maintenance medication for recurrent major depressive disorder (228). Another report sug-
gests that interpersonal psychotherapy during the maintenance phase may be effective in length-
ening the interepisode interval in some less severely ill patients not receiving medication (318).

The combined use of psychotherapy, such as cognitive behavioral therapy, cognitive therapy,
or interpersonal therapy, and pharmacotherapy in the maintenance phase has also been consid-
ered by investigators, and some results suggest that the combination of antidepressant medica-
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tions plus psychotherapy may be additionally effective in preventing relapse over treatment
with single modalities (307, 318, 319, 321, 322).

ECT has also been used in the maintenance phase, although evidence for its benefits comes
largely from case reports (197, 219, 323, 324). The optimal frequency and duration of main-
tenance phase ECT treatments has not been well studied.

The timing and method of discontinuing maintenance treatment has not been systemati-
cally studied. However, the risk of cholinergic rebound observed with abrupt discontinuation
of some antidepressant medications together with concerns about major depressive disorder re-
currences after the discontinuation of any antidepressant medication argue in favor of gradual
tapering (325).

PART C:
FUTURE RESEARCH NEEDS

Notable progress has been made in our understanding of major depressive disorder and its
treatment, including the introduction of a variety of therapeutic agents and treatment modal-
ities. However, many issues remain regarding how to optimally use these treatments to achieve
the best health outcomes for patients with major depressive disorder. The following are a few
of the types of research questions that require future study.

VI. ANTIDEPRESSANT MEDICATIONS

In terms of the use of antidepressant medications during the acute, continuation, and mainte-
nance phases of treatment, many important questions remain.

1. What are the specific clinical indications for the use of particular antidepressant medica-
tions?

2. What are the relative efficacies of different antidepressant medications?
3. What are the relationships between antidepressant blood levels and response?
4. What are the relative risks of toxicities (e.g., cardiotoxicity) and adverse effects for differ-

ent antidepressant medications?
5. What should the duration of treatment be before a patient is considered medication-re-

sistant, and does this duration vary among agents?
6. Does the combination of antidepressants from different pharmacologic classes (e.g.,

SSRIs and tricyclic antidepressants) offer greater efficacy than administration of single
agents?

7. What are the comparative efficacies of different antidepressant medications in the con-
tinuation and maintenance phases?

8. What are the long-term side effects of chronic use of specific antidepressant medications?
9. What is the required duration of maintenance treatment with antidepressants?
10. What are indications for a trial of discontinuation of maintenance treatment?
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VII. PSYCHOTHERAPY

Many issues concerning the use of psychotherapy in the treatment of major depressive disorder
during the acute, continuation, and maintenance phases also require clarification. The dispar-
ity between the widespread use of psychodynamic psychotherapy in practice and the complete
lack of rigorous studies of its efficacy must be addressed. In particular, there is a critical need
to design and implement rigorous, controlled studies to evaluate the efficacy and effectiveness
of psychodynamic psychotherapy for the treatment of patients with major depressive disorder.

In addition, the following are critical issues:

1. What are the relative efficacies of different psychotherapeutic approaches in the acute phase
of treatment?

2. What components or aspects of specific psychotherapeutic approaches are responsible for
efficacy? What common elements of all effective psychotherapeutic approaches are re-
sponsible for efficacy?

3. What are the indications (e.g., subtypes of depressive disorders) for use of various forms
of psychotherapy?

4. What are the efficacies of particular psychotherapeutic approaches in the continuation and
maintenance phases of treatment?

5. Is the use of multiple forms of psychotherapy, either concurrently or sequentially, effective?
6. What are the optimal frequencies of psychotherapeutic contact for the various forms of

psychotherapy in the acute, continuation, and maintenance phases?

VIII. ELECTROCONVULSIVE THERAPY

Regarding ECT, additional research is needed to clarify several important issues.

1. What are indications for initial treatment with bilateral electrode placement?
2. After how many unilateral treatments without satisfactory response should a switch from

unilateral to bilateral electrode placement be made?
3. Can the efficacy or tolerability of ECT be increased with adjunctive antidepressant and

antipsychotic agents?
4. What are the indications and best methods for providing maintenance ECT?

IX. OTHER TREATMENT MODALITIES

In addition to research on the treatments covered above, additional rigorous investigation is
needed to answer questions concerning other therapeutic modalities.

1. What are the indications, relative efficacies, and safety of specific treatments such as lith-
ium or thyroid hormone as adjuncts to antidepressant medications for nonresponders?

2. Is light therapy effective as an adjunct in nonseasonal major depressive disorder or as a
primary treatment for seasonal major depressive disorder in the maintenance phase?
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