TABLE 466-7 Criteria for a Major Depressive Episode

Source: Diagnostic and Statistical Manual of Mental Disorders, 5th ed. Washington, DC,
American Psychiatric Association, 2013.

anhedonia and loss of self-esteem, and the duration is usually limited.
In certain cases, however, the diagnosis of major depression may be
warranted even in the context of a significant loss.
Approximately 15% of the population experiences a major depressive episode at some point in life, and 6–8% of all outpatients in
primary care settings satisfy diagnostic criteria for the disorder.
Depression is often undiagnosed, and even more frequently, it is
treated inadequately. If a physician suspects the presence of a major
depressive episode, the initial task is to determine whether it represents
unipolar or bipolar depression or is one of the 10–15% of cases that
are secondary to general medical illness or substance abuse. Physicians
should also assess the risk of suicide by direct questioning, as patients
are often reluctant to verbalize such thoughts without prompting. If
specific plans are uncovered or if significant risk factors exist (e.g., a
past history of suicide attempts, profound hopelessness, concurrent
medical illness, substance abuse, or social isolation), the patient must
be referred to a mental health specialist for immediate care. The physician should specifically probe each of these areas in an empathic and
hopeful manner, being sensitive to denial and possible minimization
of distress. The presence of anxiety, panic, or agitation significantly
increases near-term suicidal risk. Approximately 4–5% of all depressed
patients will commit suicide; most will have sought help from physicians within 1 month of their deaths.
In some depressed patients, the mood disorder does not appear
to be episodic and is not clearly associated with either psychosocial
dysfunction or change from the individual’s usual experience in life.
Persistent depressive disorder (dysthymic disorder) consists of a pattern of chronic (at least 2 years), ongoing depressive symptoms that
are usually less severe and/or less numerous than those found in major
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A. Five (or more) 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. Note: Do not include symptoms that are clearly
attributable to another medical condition.
1. Depressed mood most of the day, nearly every day, as indicated by
either subjective report (e.g., feels sad, empty, hopeless) 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).
3. Significant weight loss when not dieting or weight gain (e.g., a change
of >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 a specific plan
for committing suicide
B. The symptoms cause clinically significant distress or impairment in social,
occupational, or other important areas of functioning
C. The episode is not attributable to the physiologic effects of a substance or
to another medical condition.
D. The occurrence of the major depressive episode is not better explained
by seasonal affective disorder, schizophrenia, schizophreniform disorder,
delusional disorder, or other specified and unspecified schizophrenia
spectrum and other psychotic disorders.
E. There has never been a manic episode or a hypomanic episode.
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even greater; the two conditions are sometimes difficult to separate
and can occur together (“double depression”). Many patients who
exhibit a profile of pessimism, disinterest, and low self-esteem respond
to antidepressant treatment. Persistent and chronic depressive disorders occur in approximately 2% of the general population.
Depression is approximately twice as common in women as in men,
and the incidence increases with age in both sexes. Twin studies indicate that the liability to major depression of early onset (before age 25)
is largely genetic in origin. Negative life events can precipitate and
contribute to depression, but genetic factors influence the sensitivity
of individuals to these stressful events. In most cases, both biologic and
psychosocial factors are involved in the precipitation and unfolding of
depressive episodes. The most potent stressors appear to involve death
of a relative, assault, or severe marital or relationship problems.
Unipolar depressive disorders usually begin in early adulthood and
recur episodically over the course of a lifetime. The best predictor of
future risk is the number of past episodes; 50–60% of patients who
have a first episode have at least one or two recurrences. Some patients
experience multiple episodes that become more severe and frequent
over time. The duration of an untreated episode varies greatly, ranging
from a few months to ≥1 year. The pattern of recurrence and clinical progression in a developing episode are also variable. Within an
individual, the nature of episodes (e.g., specific presenting symptoms,
frequency and duration) may be similar over time. In a minority of
patients, a severe depressive episode may progress to a psychotic state;
in elderly patients, depressive symptoms may be associated with cognitive deficits mimicking dementia (“pseudodementia”). A seasonal pattern of depression, called seasonal affective disorder, may manifest with
onset and remission of episodes at predictable times of the year. This
disorder is more common in women, whose symptoms are anergy,
fatigue, weight gain, hypersomnia, and episodic carbohydrate craving.
The prevalence increases with distance from the equator, and improvement may occur by altering light exposure.
Etiology and Pathophysiology Although evidence for genetic transmission of unipolar depression is not as strong as in bipolar disorder,
monozygotic twins have a higher concordance rate (46%) than dizygotic siblings (20%), with little support for any effect of a shared family
environment.
Neuroendocrine abnormalities that reflect the neurovegetative
signs and symptoms of depression include: (1) increased cortisol and
corticotropin-releasing hormone (CRH) secretion, (2) an increase in
adrenal size, (3) a decreased inhibitory response of glucocorticoids
to dexamethasone, and (4) a blunted response of thyroid-stimulating
hormone (TSH) level to infusion of thyroid-releasing hormone (TRH).
Antidepressant treatment leads to normalization of these abnormalities. Major depression is also associated with changes in levels of proinflammatory cytokines and neurotrophins.
Diurnal variations in symptom severity and alterations in circadian
rhythmicity of a number of neurochemical and neurohumoral factors
suggest that biologic differences may be secondary to a primary defect
in regulation of biologic rhythms. Patients with major depression show
consistent findings of a decrease in rapid eye movement (REM) sleep
onset (REM latency), an increase in REM density, and, in some subjects, a decrease in stage IV delta slow-wave sleep.
Although antidepressant drugs inhibit neurotransmitter uptake
within hours, their therapeutic effects typically emerge over several
weeks, implicating adaptive changes in second messenger systems and
transcription factors as possible mechanisms of action.
The pathogenesis of depression is discussed in detail in
Chap. 465e.
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Treatment planning requires coordination of short-term strategies to induce remission combined with longer term maintenance
designed to prevent recurrence. The most effective intervention
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