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PREFACE

Depression touches virtually all of us. Millions of people worldwide experience clinical de-
pression and many millions more experience subclinical depressive states. But the effects of
depression reach well beyond those who are afflicted; people who are depressed have families
and, to one degree or another, depression also takes a toll on the mothers and fathers, brothers
and sisters, and sons and daughters of the depressed.

To mental health professionals, there is no more central concern than depression. Indeed,
it is the rare psychologist, psychiatrist, or social worker who does not assess, treat, or counsel
patients with primary or secondary depression. Mental health professionals, however, do not
just diagnose and treat depression; numerous investigators have made depression the main
focus of their research. In fact, few research programs are untouched by consideration of
depression, either in conjunction with efforts to understand other mental health issues (e.g.,
anxiety research, treatment efficacy research), or in efforts to understand physical health (e.g.,
cardiovascular disorders, chronic pain, addictions). Not surprisingly, students in all of these
areas have a keen interest in understanding depression.

The intense interest in depression is warranted. Depression is currently considered the
second-most disabling disorder in the world and is predicted to be the most disabling dis-
order within the next two decades. Depression impairs functioning in all areas of life, from
marital functioning to more general interpersonal functioning, and from occupation func-
tioning to academic functioning. Depression can also have deleterious effects on physical
health, and in the most extreme form is associated with earlier mortality compared to those
who are not depressed, either from suicide or from damaged health. To state that depression
is an enormous public health problem is something of an understatement.

Over the last few decades, knowledge of depression has grown rapidly. Although a number
of antecedents to this explosion in depression theory and research could be identified, several
developments in various scientific disciplines are key. From psychiatry, the introduction and
now widespread use of antidepressant medications increased not only attempts to understand
the efficacy of medication, but has also led to better knowledge of the underlying neurochem-
istry of depression. Developments in biology and genetics gave rise to a new understanding
of the pathophysiology and heredity of depression, while innovations by cognitive researchers
have led to neuroimaging advances that can provide a picture of brain functioning in depres-
sion. Finally, the development of cognitive therapy of depression revolutionized the psycho-
logical study of depression.

The wealth of information now available on depression is encapsulated in this encyclope-
dia. Experts from around the globe have contributed on everything concerning depression,
from adolescent depression to HIV to vulnerability. In summarizing the vast amount of infor-
mation on depression, the goal of the International Encyclopedia of Depression is to be an

XXi



xxii PREFACE

important resource for the public in general, and more specifically for clinicians, researchers,
students, and patients and their families.

A number of people deserve acknowledgment and thanks. The encyclopedia would not
have been possible without the help of an internationally esteemed editorial board composed
of Chris Brewin, Ian Gotlib, Steve Ilardi, Robin Jarrett, Thomas Joiner, Scott Monroe, Susan
Nolen-Hoeksema, Zindel Segal, Greg Siegle, Dan Stein, and Karen Rudolph. Their insights
and suggestions went beyond superb. A special thanks also goes to Phil Laughlin at Springer
Publishing, who initially approached me about the idea of doing this encyclopedia. Phil has
been supportive and helpful at every step in the process. It has been a pleasure to work with
him. Finally, I want to acknowledge the love and support of my family, Nancy Hamilton, and
Suzanna Ingram, who graciously understood the long days and nights necessary to finish this
encyclopedia. T am forever in their debt.

Rick E. INGRAM
Lawrence, Kansas
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A

Aaron Beck

Aaron T. Beck is the founder of cognitive
therapy, arguably the most widely practiced
psychotherapy in the world. Many psycholo-
gists and psychiatrists argue that he is the
most influential figure ever in the field of de-
pression. John Rush, a well-known depres-
sion researcher and professor of psychiatry
at the University of Texas Southwestern
Medical School, is quoted in the Philadel-
phia Inquirer as saying, “His work changed
the paradigm—how we do things, how we
think about things. . . . Somebody like him
comes along every 50, 100 years.”

Beck was born in 1921 in Rhode Island
and received his undergraduate degree from
Brown University and his MD from Yale
University. He was trained as a neurologist
but began to pursue a career in psychiatry,
partly in response to the enormous men-
tal health needs of veterans returning from
World War II. Like most psychiatrists of
the time, Beck pursued psychoanalysis as
a way to treat patients. Dissatisfied by the
lack of efficacy of traditional psychoanaly-
sis, Beck began to consider alternative ways
of conceptualizing psychological disorders,
eventually recognizing the importance of
the cognitive construction that individuals
place on life events. This recognition led to
the development of a cognitive theory of de-
pression, which suggested that events were
not responsible for the emotional turmoil
that leads to depression as much as the way
that individuals interpret these events.! This
idea now reflects the core foundation for the

understanding of not just depression, but of
other psychopathological states as well.

Beck’s 1967 book proposed the first mod-
ern cognitive theory of depression, and his
1987 book, coauthored with Rush, Shaw,
and Emery, introduced cognitive therapy to
a wide audience. Both books are considered
landmarks, and the 1987 book remains the
predominant manual today for the conduct
of cognitive therapy.

Beck has published 18 books (and count-
ing) and hundreds of journal articles. He
founded Cognitive Therapy and Research, a
thriving scientific journal, and the Beck In-
stitute for Cognitive Therapy and Research.
He is the recipient of numerous awards, in-
cluding awards by the American Psychiatric
Association and the American Psychological
Association; he is the only psychiatrist ever
to have received awards from both asso-
ciations. In 2006 he was awarded the pres-
tigious Albert Lasker Award for Clinical
Medical Research, considered by many to be
the “American Nobel Prize.” In 2007 he was
under consideration for the Nobel Prize.

Beck is currently a professor emeritus of
psychiatry at the University of Pennsylvania
and continues to write on cognitive theory
and therapy.

Rick E. INGRAM

See also

Automatic Thoughts
Cognitive Behavioral Therapy
Cognitive Theories of Depression
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Note

1. Around the same time, Albert Ellis (1913-2007) also
developed cognitive ideas about emotional distress and
a system of therapy known as rational emotive therapy.
Ellis’s contributions are recognized as extremely impor-
tant, but because these ideas were not specific to depres-
sion, and because most cognitive therapy practiced today
is inspired by Beck’s work, most depression researchers
credit Beck with the worldwide prominence of both cog-
nitive theories of depression and cognitive treatment of
depression.
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Adjustment Disorder

Adjustment disorder is characterized by a
psychological response to an identifiable
stressor or stressors that result in clinically
significant distress or functional impairment
(American Psychiatric Association [APA],
2000). Though this diagnosis is common,
its validity has been questioned and research
is lacking. Adjustment disorder was initially
conceptualized as a transient personality
disorder in the first edition of the Diagnos-
tic and Statistical Manual of Mental Disor-
ders (DSM-I; APA, 1952) and a transient
situational disturbance in the second edition.
With the publication of the DSM-IIT (APA,
1980) came the term adjustment disorder,
which was refined in subsequent editions.

Clinical Features

Adjustment disorder is a residual diagnostic
category for stress-related emotional and be-
havioral disturbances that do not meet crite-
ria for more specific disorders (APA, 2000).
The DSM-IV-TR provides six subtypes: de-
pressed mood, mixed anxiety and depressed
mood, and mixed disturbance of emotions
and conduct are relevant to depressive pre-
sentations. The remaining subtypes include
anxiety, disturbance of conduct, and un-
specified (APA, 2000). There is a dearth of

research demonstrating the validity and clin-
ical utility of these subtypes (Casey, 2001).
In contrast to posttraumatic stress dis-
order and acute stress disorder, the precipi-
tating stressor in adjustment disorder can
be of any magnitude (i.e., it does not have
to be traumatic). Impaired occupational or
academic performance and changes in social
relationships are common manifestations of
adjustment disorder (APA, 2000). Research
suggests that individuals with the condition
are younger and more likely to be impul-
sive or to have a personality disorder than
those with certain other psychiatric illnesses
(Jones, Yates, Williams, Zhou, & Hardman,
1999). While the disorder is associated with
an increased risk of suicide behaviors, this
risk appears to be substantially lower than
that of other major psychiatric illnesses, such
as major depressive disorder (Casey, 2001).
Furthermore, suicidal ideation typically re-
solves rapidly following the dissolution of
the stressful event (Casey, 2001). Adjustment
disorder is further associated with substance
misuse and somatic complaints (APA, 2000;
Greenberg, Rosenfeld, & Ortega, 1995).
Adjustment disorders that develop into
more specific psychiatric disorders are re-
classified as such. For example, if the symp-
toms of an individual with adjustment
disorder with depressed mood crystallize
into a major depressive episode, then he or
she would be diagnosed with the appropri-
ate mood disorder (e.g., major depressive
disorder). While depressive episodes often
emerge from stressful life events, adjustment
disorder is generally less severe than depres-
sive illnesses (Casey, 2001). There is some
evidence suggesting that adjustment disor-
der with depressed mood is a distinct condi-
tion from more specific depressive disorders
(Jones et al., 1999). Considering the severity
of adjustment presentations that warrant
psychological or psychiatric attention (e.g.,
the presence of suicidal behaviors), however,
this distinction may not be clinically useful
(Casey, 2001). Furthermore, the lack of spe-
cific symptom profiles for adjustment disorder
can make distinguishing it from normal stress
reactions and problems of living difficult. The



individual’s cultural context is useful when
clarifying such presentations.

Prevalence

Adjustment disorder is quite common, par-
ticularly in primary care and general medi-
cal settings (Casey, 2001). As the disorder
can complicate medical illnesses (APA,
2000), addressing such issues is important.
In clinical settings, adult women are twice
as likely to be diagnosed with the disor-
der as their male counterparts, while it is
equally distributed among male and female
children and adolescents (APA, 2000). Jones
and colleagues (1999) found that female
outpatients were more likely to be diag-
nosed with a major depressive disorder or
dysthymic disorder than adjustment disor-
der with depressed mood or mixed anxiety
and depressed mood (73% vs. 57%). Preva-
lence rates vary depending on the popula-
tion examined and the assessment methods
employed. Adjustment disorder has been
diagnosed in 10% to 30% of outpatients
in mental health settings and up to 12%
in general hospital inpatients referred for
a psychological consultation (APA, 2000).
A study concerning psychiatric inpatients
found that 7.1% of the adults and 34.4%
of the adolescents had an adjustment dis-
order diagnosis (Greenberg et al., 1995).
Prevalence rates for community samples of
children, adolescents, and the elderly range
from 2% to 8% (APA, 2000). Despite these
rates, most large-scale epidemiological stud-
ies of psychiatric disorders have neglected
adjustment disorder (Casey, 2001).

Course

The diagnostic criteria for adjustment dis-
order state that the disturbance must occur
within 3 months of the onset of the stressor
and not persist longer than 6 months fol-
lowing its conclusion (APA, 2000). The di-
agnostic label, however, may be maintained
beyond 6 months if the stressor is chronic
or has enduring consequences. Research

Adjustment Disorder 3

suggests a good prognosis for adjustment
disorder. By definition, symptoms typically
resolve with the passage of time, but severe
symptoms (e.g., the individual is acutely
suicidal) may require intervention. While
the persistence of adjustment disorder or
its development into more severe condi-
tions may be more common in children and
adolescents, this may be due to comorbid
disorders or the possibility that the initial
presentation represented a subclinical mani-
festation of the more severe condition (APA,
2000).

Andreasen and Hoenk (1982) observed
individuals with adjustment disorder and
found that 79% of the adults and 57% of
the adolescents were well at 5-year follow-
up, with 8% and 13%, respectively having
an intervening problem. While most adults
who remained ill developed major depressive
disorder or alcoholism, adolescent illnesses
included schizophrenia, schizoaffective dis-
order, major depression, bipolar disorder,
antisocial personality disorder, and substance
abuse. The chronicity of the disorder and
the presence of behavioral symptoms were
the strongest predictors of major pathology
in the adolescent participants at follow-up
(Andreasen & Hoenk, 1982). Another study
found that both adult and adolescent inpa-
tients had shorter initial hospitalizations but
presented with more suicidal behaviors than
comparison psychiatric inpatients (Greenberg
et al., 1995). Although depressed mood and
mixed disturbance of emotions and conduct
were the most common subtypes applied at
admission, they did not predict length of the
stay or rehospitalization. Forty percent of
the inpatients did not maintain a diagnosis of
adjustment disorder at discharge (Greenberg
et al., 1995).

EDDIE ]. WRIGHT

See also

Classification of Depression
Diagnostic and Statistical Manual of
Mental Disorders
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Adolescent Depression

Adolescence is characterized by change. In-
deed change during this stage of life is so
ubiquitous, occurring across almost all pos-
sible domains from physical to interpersonal,
that the word adolescence is almost synony-
mous with change. Many of these changes
can be quite positive and usher in exciting
opportunities for growth and development.
Unfortunately, some of the changes in this
developmental period can be quite negative
and open the door for undesirable outcomes
and life course. One such negative change is
the dramatic increase in the probability of
developing clinical depression, a psychologi-
cal disorder characterized by low mood (or
irritability) accompanied by a variable set of
other symptoms (such as changes in appetite
and sleep, loss of concentration, guilt, and
suicidality) that persists for at least 2 weeks
and impairs functioning. While estimates
of childhood depression are quite low, with
only 1% to 3% of children under the age of
12 experiencing an episode of depression,
estimates of adolescent depression are quite
high, with approximately 20% of teens ex-
periencing an episode of major depression by
age 18. These percentages are actually much
higher when including adolescents who ex-
hibit significant symptoms of depression that

fall short of meeting the duration, frequency,
or severity criteria for a DSM diagnosis of
depression.

The likelihood of experiencing depres-
sion in adolescence is hardly inconsequen-
tial. While there is no opportune time to
experience depression, it may be particularly
disadvantageous during adolescence, a time
that calls for the negotiation of critical life
role transitions related to educational attain-
ment, entry into the workforce, family and
peer relationships, and romantic partner-
ship. Depression can arrest these processes
in their tracks and initiate a negative trajec-
tory from which it can be difficult to recover.
Longitudinal studies suggest that adolescent
depression is associated with a long-term
course characterized by recurrent depres-
sions and adverse outcomes across a number
of domains including other Axis I disorders
(especially substance use but also anxiety
and eating disorders), poor academic per-
formance, pregnancy, problematic peer and
family relations, and suicide.

The surge in depression in adolescence
is especially notable for girls and leads to
the well-known gender difference in adult
depression. Epidemiology studies have re-
ported female:male lifetime risk ratios rang-
ing from 1.7:1 to 2.4:1, and such ratios have
been found not just in the United States but
in numerous other countries as well. The
emergence of this difference begins sometime
between the ages of 11 and 13 and is rela-
tively firmly established by 15 years of age.
Therefore, any model of adolescent depres-
sion has to be able to explain the spike in
rates of depression for boys and girls, and
the much higher rate of depression in girls
(Hyde, Marzulis, & Abramson, 2008).

Prevailing models of depression are cast
within variants of a diathesis-stress frame-
work, a perspective that allows for a number
of different vulnerabilities (e.g., neurobio-
logic, genetic, cognitive, and environmen-
tal) to interact with discrete or chronic life
stressors (including those that occur early in
life, e.g., abuse, as well as those that occur
later, e.g., school transitions). The appeal of
diathesis-stress models lies in their ability



to unite two obvious classes of influence on
psychopathology—individual ~ vulnerability
and environmental adversity—and their abil-
ity to explain why some, but not all, people
become depressed in the face of the same en-
vironmental events or in the presence of the
same vulnerability. The fundamental prem-
ise of a diathesis-stress model is that both
the diathesis (also interchangeably referred
to as vulnerability) and stress are necessary
for the development of disorder; neither
one alone is sufficient (Monroe & Simons,
1991). Contemporary models also recognize
that vulnerabilities, life stress, and depres-
sion are not necessarily neatly independent.
Rather, the nature of the interrelationships
among these variables is likely reciprocal
and dynamic over time. For example, early
stress and adversity may result in subsequent
vulnerability. Further, depressive symptoms
themselves may generate negative life events
(e.g., irritability may lead to family conflict)
and/or may lead to the development of vul-
nerabilities (Hammen, 2005). In other words,
stressors can lead to vulnerabilities and vul-
nerabilities can lead to stressors over time to
produce depression.

We focus particularly on research that
recognizes and includes the unique develop-
mental features of adolescence (e.g., brain
development, peer and family context) rather
than simply applying a downward extension
of adult models of depression. This reflects
accumulating research that suggests there
are important differences between adoles-
cent and adult depression. Indeed, the pre-
vailing diagnostic system recognizes that the
symptom profile for depressed teens may be
different than for depressed adults, by allow-
ing irritability rather than sadness as the car-
dinal symptom. Adolescents with depression
are also more likely than adults to have a co-
morbid disorder, especially anxiety, and are
more likely to present with so-called atypi-
cal depression, characterized by increases,
rather than decreases, in sleeping and eat-
ing, and by somatic symptoms. Interestingly,
depressed adolescents are more likely to
continue to be reactive to the social environ-
ment but are also more likely than depressed

Adolescent Depression 5

adults to have suicidal ideation. In addition,
adolescent depression is typically the first de-
pression, whereas adult depression is often a
recurrence of depression. This latter distinc-
tion is important to consider, as it has been
observed that predictors of first onsets and
later episodes often appear to be quite differ-
ent. Finally, results from randomized clinical
trials of different treatments for adolescent
depression also indicate differences between
adolescent and adult depression in terms of
treatment response (Treatment for Adoles-
cents With Depression Study Team, 2004).

To understand the etiology of adolescent
depression, the following three questions are
considered: (a) what are the developmental
changes of adolescence that may confer vul-
nerability to depression; (b) what is the na-
ture of the life stress that interacts with these
vulnerabilities to produce depression; and (c)
how might these stressors and vulnerabilities
reciprocally influence one another? As we
address these questions here, it is important
to keep in mind not only the transactional
nature of these relationships, but also the no-
tion of equifinality, that is, the idea that many
different diathesis-stress pathways may result
in the same outcome (i.e., depression).

Puberty

The fact that the increase in depression co-
incides with the onset of puberty has led to
the speculation that hormonal changes are
involved. However, studies reveal only very
weak associations between gonadal hor-
mone changes and negative affect. Research
has also examined the neuropeptide oxyto-
cin, which is regulated by the female gonadal
hormones, estrogen and progesterone, and
consequently rises in adolescence. Oxytocin
plays an important role in affiliative behav-
ior and may explain the well-known increase
in desire for interpersonal connection among
adolescent girls. This desire for affiliation,
however, may come to constitute a vulner-
ability for depression. For example, female
teens may be sensitized to the disruption of
relationship bonds, a class of negative events
that has been shown to precede depression in
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teens (Monroe, Rohde, Seeley, & Lewinsohn,
1999) and is probably the most common
trigger for suicide in teens.

Others have examined pubertal timing and
found early-maturing girls have significantly
elevated rates of major depression compared
to girls who mature in synchrony with their
peers. Interestingly, pubertal timing does not
seem to make a difference for boys in rela-
tion to depression. Pubertal status (i.e., stage
of development within puberty) has also
been examined as a risk factor for depres-
sion, particularly for girls, with findings that
rates of depression rise after reaching Tanner
Stage III. It is important to note, however,
that while pubertal status has been shown to
predict depression in Caucasian girls, it does
not predict depression in African American
or Hispanic girls (Hayward, Gotlib, Schraed-
ley, & Litt, 1999). This suggests that one
must look at other factors operating in an
adolescent’s life to understand the effects of
puberty and its possible relationship to de-
pression (e.g., meaning of, and evaluation
of, puberty-linked changes; skills required to
deal with sexual attention).

Brain Development

Puberty-related physical changes are readily
visible. Other biologic changes in brain struc-
ture and function, while less observable, may
be more important for understanding adoles-
cent depression. It has been stated that “pu-
berty starts in the brain” (Davey, Yucel, &
Allen, 2008), when the hypothalamus begins
to release gonadotrophin-releasing hormone
and continues with important changes, partic-
ularly in the prefrontal cortex. These changes
include the selective elimination of unused
synapses and the increase in myelination, re-
sulting in a decrease in gray matter and an
increase in white matter, thereby making the
brain overall more efficient. This maturation of
the prefrontal cortex is reflected in significant
changes in cognitive functioning—the ability
to think in more logical and abstract terms, to
reflect on one’s own thoughts, to understand
the concept of extended time, and to antici-
pate the future. Davey and colleagues (2008)

argue that these emerging cognitive skills can
double as vulnerabilities for an adolescent,
as they also enable rumination, the genera-
tion of causal explanations (attributional
style) for negative events, and frustration
when anticipated rewards and goals are not
forthcoming.

Genetic Factors

The literature suggests that postpubertal de-
pression has a significant heritable compo-
nent, with novel genetic influences emerging
during this stage of development. Of note,
one of the strongest predictors of childhood
or adolescent depression is having one par-
ent with a diagnosis of depression (Beards-
lee, Versage, & Giastone, 1998). Familial
aggregation of depression has been exam-
ined through both top-down and bottom-
up methodologies. The former method has
found that children with a depressed parent
have a 5:1 odds ratio of risk relative to con-
trols and are approximately three times more
likely to experience depression within their
lifetime (Kaminski & Garber, 2002). The
latter method of analysis has found elevated
rates of depression in first-degree relatives of
depressed children. However, regardless of
this notable familial component, approxi-
mately one-third to one-half of teens develop
depression in the absence of any familial his-
tory of the disorder. Another line of research
that directly involves genetics has focused on
a specific polymorphism, the short allele of
the serotonin transporter gene (5S-HTTLP-R).
Partially replicating work done by Caspi and
colleagues (2003) with young adults, Eley
and colleagues (2004) found that this gene
was a marker for the development of depres-
sion for adolescent girls, but not boys, who
had experienced a recent negative life event.

Cognitive Factors

Cognitive factors have received considerable
attention as risk factors for depression. A
long list of cognitive factors, including attri-
butional or inferential style, perfectionism,



self-criticism, rumination, dysfunctional at-
titudes, and self-schema have all received at
least partial support as conferring vulner-
ability to the development of depression
(Abela & Hankin, 2008). There is also some
suggestion of a gender difference in at least
some of these cognitive factors (e.g., rumina-
tion), which might help to explain the higher
rates of depression in girls. It is important
to note that these cognitive factors most
likely follow developmental trajectories and
are likely to change in the weight they carry
in the development of depression. In other
words, the influence of cognitive factors on
depression may change as individuals age.
For example, it has been found that negative
attributional style interacts with life events
to predict depression in middle schoolers
(sixth to eighth graders), but not in younger
children (third to fifth graders). Although
subject to consideration of research atten-
tion, cognitive factors as diatheses for de-
pression have yet to be firmly established;
this may be in part due to pooling different
age groups, as well as to inconsistencies in
the measurement of these variables.

Life Stress

All  diathesis-stress models conceptualize
stress as playing an important role in the
development of depression. In adult samples
overall, it has been shown that most epi-
sodes of major depression are preceded by
negative life events. Interestingly, the con-
verse is not true; the majority of people do
not develop depression after a negative life
event (Hammen, 2005). However, although
stress is considered important in the develop-
ment of adolescent depression, the research
on adolescents in relation to life stress and
depression has lagged far behind that of
adults. There continues to be a wide range
of definitions, conceptualizations, and as-
sessment approaches to stress employed in
research investigating this developmental pe-
riod. Therefore, of the three major domains
of relevance—vulnerabilities, stressors, and
depression—the least is known about the
role of stress.
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For the purposes of this chapter, the defi-
nition offered by Grant, Compas, Thurm,
McMahon, and Gibson (2004) is adopted:
“environmental events or chronic condi-
tions that objectively threaten the physical
and/or psychological health or well being of
individuals of a particular age in a particu-
lar society” (p. 449). This definition argues
against the view of stress as being only what
is perceived as distressing, taxing, or beyond
one’s coping capabilities. Rather, percep-
tions or appraisals of events and responses to
events are seen as moderators of the impact
of stress and/or mediators of the relation-
ship between stressors and depression. This
view suggests that interviews that can pro-
vide relatively objective assessments of what
stressors have occurred, when they occurred,
and how threatening they were, given the au-
tobiographical circumstances of the adoles-
cents, are preferable to self-report checklists.
A review of the different studies purporting
to examine the role of stress in teen depres-
sion, however, reveals that 45% of the stud-
ies constructed their own measures of stress,
and fewer than 2% employed context-based
interviews (Grant et al., 2004). While ac-
knowledging the labor-intensive nature of
administering and rating these interviews,
lack of widespread use has likely prevented
the acquisition of new knowledge about this
important construct.

Environmental events may be especially
potent in adolescence, given the pervasive
social changes and role transitions that tran-
spire during this time period. Family dynam-
ics change as teens strive for more autonomy
and the importance of peer groups becomes
paramount. Not surprisingly, much attention
has been given to interpersonal relationships
and events such as family conflicts, peer re-
jection, bullying, relational aggression, and
relationship breakups. In addition to spe-
cific events, the themes of events have been
considered and have been shown to be im-
portant. In particular, the theme of loss, be
it the loss of a person through death or the
loss of a so-called cherished ideal (e.g., ideal
of parental unity and intact family lost when
parents divorce) or goal (e.g., school failure)
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appears to be especially salient. The number
and severity of events, as well as whether the
stressor is seen as dependent on the individu-
al’s own actions (e.g., a girl is dumped by her
peer group for betraying confidences) or in-
dependent of the individual’s behavior (e.g.,
a girl’s grandmother dies from cancer), have
been shown to be associated with increased
risk for depression. In general, greater and
more severe events, especially dependent
events, carry greater risk for subsequent de-
pression.

Events occurring early in life, such as child
abuse, maltreatment, and neglect, deserve
special mention. Brown, Cohen, Johnson,
and Smailes (1999) discovered a three- to
fourfold increase in the likelihood of devel-
oping adolescent depression in teens who
had experienced child abuse. In particular,
sexual abuse carries with it the most signifi-
cant risk of depression and suicide, indepen-
dent of the contextual risks that the literature
has identified to accompany abuse (e.g., low
parental involvement, low parental warmth,
low family income). The increased risk for
depression is especially notable in females: in
a mixed adolescent and young adult sample,
the odds ratio for depression in females who
had experienced childhood sexual abuse was
3:8 (Molnar, Bukar, & Kessler, 2001). In
addition to increasing risk for later depres-
sion, early adversity also appears to increase
risk for later adverse events and stressors,
especially interpersonal difficulties. Early
adversity, too, may result in greater psycho-
biological sensitivity to later stressors. The
pathways by which early adversity translates
into stress sensitization, subsequent stress-
ors, and depression are unknown at this time
but are the focus of considerable current re-
search. Our understanding of the pathways
to depression in adolescence is still incom-
plete. However, the lines of research high-
lighted in this chapter are quite promising. A
diathesis-stress perspective offers a potential
fruitful framework to view the dynamic inter-
relationships among genetics, puberty, brain
changes, cognitive factors, and stressors.

CaraA C. LEwis AND ANNE D. SIMONS
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Adolescent Depression:
Treatment

Given the high prevalence, negative sequelae,
and significant public health burden of ado-
lescent depression, a number of interven-
tions designed to treat this condition have
been developed and evaluated in randomized
controlled trials. Current treatments for de-
pressed adolescents include various psycho-
social interventions, pharmacotherapy, and
combination treatments (medication plus
psychotherapy).

Psychosocial Treatments

Several randomized controlled studies have
examined the efficacy of a variety of individ-
ual and group-based psychosocial interven-
tions for depressed adolescents. Based on the
available research, certain forms of psycho-
therapy appear to be an appropriate initial
treatment recommendation for adolescent
depression.

Cognitive behavioral therapy (CBT) fo-
cuses on the role of one’s thoughts and ac-
tions in becoming and remaining depressed.
CBT has been evaluated in the largest num-
ber of trials to date and has been shown to
be superior to wait-list control, and generally
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more efficacious than alternative psychoso-
cial treatments. Brent and colleagues (1997)
contrasted individual CBT, systemic behavior
family therapy, and individual nondirective
supportive therapy for adolescent depression.
Over the course of 12 to 16 weeks of acute
treatment, response rates were significantly
higher for CBT (60%) compared to either
active comparison condition (39% for sup-
portive therapy and 38% for family therapy),
although treatment differences faded during
the 2-year follow-up period. In the United
Kingdom, an initial study of brief CBT (ave-
raging six sessions) did not demonstrate supe-
riority to an active comparison (nonfocused
intervention), although a subsequent modifi-
cation of brief CBT was superior to a differ-
ent active comparison (relaxation training).

Peter Lewinsohn and colleagues found
that the group-administered Adolescent
Coping With Depression Course (CWD-A),
a 7-week, twice-weekly intervention, was
superior to a wait-list control condition.
Clarke, Rohde, Lewinsohn, Hops, and See-
ley (1999) conducted a larger replication of
this study (N = 96) with treatment extended
to 8 weeks and found similar results. In both
trials, recovery rates for two forms of the
CWD-A (one with just adolescents and the
second consisting of an identical group for
adolescents with a separate group for par-
ents) were superior to wait-list, with nonsig-
nificant differences between active treatments
(e.g., 67% of treated adolescents no longer
met criteria at posttreatment vs. 48% in
wait-list in the second trial). More recent
research with the CWD-A has included one
of the first randomized controlled trials of a
psychosocial intervention for depressed ado-
lescents with current comorbidity (conduct
disorder in that study) and the incremental
benefit of augmenting standard care in a
health maintenance organization (HMO)
with the CWD-A. Although this group CBT
resulted in greater reductions in depression
measures compared to an active control con-
dition, it did not confer a significant added
benefit over usual HMO care.

These studies show that, for the treatment
of depressed adolescents, CBT was superior
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to passive control or comparison conditions,
and superior acutely to some but not all active
comparison conditions. Follow-up assess-
ments indicate that the relative superiority
of CBT compared to other active interven-
tions was attributable to more rapid effects,
as other treatments “caught up” with CBT
during the follow-up period. Although ini-
tial meta-analyses reported large effect sizes
for CBT across studies (e.g., 0.97-1.27), the
most recent meta-analysis (Weisz, McCarty,
& Valeri, 2006) was far more sobering. Al-
though CBT for depression continued to
show a significant benefit for young people,
the effect sizes were significantly smaller
than those reported in earlier studies (mean
ES = .34), and CBT was not significantly
more effective than other psychotherapeutic
approaches.

Current research in CBT includes applica-
tions of the recent reconceptualization of be-
havioral activation (BA) for the treatment of
depressed adolescents. This approach focuses
on the specific role of avoidance in depres-
sion, relying heavily on an examination of
the consequences of depressotypic behaviors,
particularly those that serve to avoid immi-
nent distress at the cost of blocking access to
future positive reinforcement.

Another psychosocial intervention, in-
terpersonal psychotherapy for adolescents
(IPT-A), which was developed by Laura
Mufson and colleagues, is based on the
theory that interpersonal conflicts or transi-
tions maintain depression. IPT-A has been
evaluated in an initial pilot study looking
at pre-postchange, a randomized controlled
trial comparing it to clinical monitoring,
and an effectiveness study comparing IPT-A
to treatment as usual (TAU) in school-based
mental health clinics (Mufson et al., 2004),
finding that depressed adolescents receiving
IPT-A had significantly greater symptom re-
duction and improvement in overall func-
tioning, compared to those receiving TAU.
Most recently, IPT-A has been modified to be
delivered in a group format, but this version
of the intervention has not yet been empiri-
cally validated. Another version of IPT for
adolescents has been compared to CBT and

wait-list control in Puerto Rican adolescents
with major depression. The two active inter-
ventions were found to be comparable and
superior to wait-list control in reducing de-
pressive symptoms.

In addition to these individual and group-
based psychosocial interventions, Guy Dia-
mond and colleagues have developed and
begun evaluation of an attachment-based
family therapy for adolescent depression. This
family-based intervention appears promising
and suggests that forms of family therapy
warrant further attention for the treatment of
depressed adolescents.

Pharmacotherapy

The rationale for pharmacological treat-
ments of depression in adolescents is based
on data suggesting the continuity of ado-
lescent mood disorders with depressive dis-
orders in adults and the responsiveness
of depressive disorders in adults to a wide
range of antidepressant medications. While
earlier studies evaluating the efficacy of tri-
cyclic antidepressants provided no support
for their use as a first-line treatment, recent
findings for the serotonin-specific reuptake
inhibitors (SSRIs) are more promising. A
variety of medications (paroxetine, sertra-
line, citalopram) have been found to have at
least some degree of efficacy for depression,
although only fluoxetine has been approved
by the U.S. Food and Drug Administration
as both safe and effective for minors with
depression, based on data from a single-site
NIMH-funded trial (Emslie et al., 1997) and
a large, multisite, industry-sponsored trial.
Research by Emslie and colleagues also sug-
gests that continued fluoxetine treatment
may be effective in preventing depression
recurrence in child and adolescent patients
who initially responded to acute medica-
tion treatment, although no other published
controlled studies are available evaluating
the safety and efficacy of antidepressants be-
yond short-term acute treatment. The Treat-
ment for Adolescents With Depression Study
(TADS), described below, recently provided
very strong support for the effectiveness of



fluoxetine (Treatment for Adolescents With
Depression Study Team [TADST], 2004).

Significant controversy has arisen regard-
ing the safety of antidepressant therapy in
adolescents, and close monitoring of young
patients treated with antidepressant medica-
tions has been strongly suggested by both
regulatory agencies and professional orga-
nizations. In conclusion, the current evi-
dence-based treatment guidelines support
the careful use of antidepressants in children
and adolescents with significant mood disor-
ders, although it is clear that a minority of
patients suffer either nuisance or intolerable
side effects that limit the utility or acceptabil-
ity of pharmacotherapy.

Combination Therapies

The simultaneous emergence of (a) research
suggesting that even our most empirically
supported psychotherapies achieve smaller
treatment effects than had previously been
found, and (b) concerns regarding small, but
real, increases in suicidality in adolescents
treated with antidepressants has led to some
confusion and concern regarding the recom-
mended treatment for depressed adolescents.
The combination of pharmacotherapy and
psychotherapy may represent a choice that ad-
dresses the safety and efficacy concerns raised
by using either intervention modality alone.
TADS was the first published study to
look at combination of pharmacotherapy
and psychotherapy as compared to mono-
therapies for adolescent depression, and this
treatment package was found to be superior
when considering both costs and benefits.
The TADS project compared individual CBT,
fluoxetine, combination CBT-fluoxetine, and
a pill placebo with clinical management
in 439 adolescents with major depression.
TADS consisted of a 12-week acute treatment
phase (after which, adolescents receiving pills
only were unblinded), 6 weeks of graduated
maintenance treatment, 18 weeks of mainte-
nance treatment, and a one-year open follow-
up. Results from the acute phase of therapy
(TADST, 2004) used the Children’s Depres-
sion Rating Scale-Revised as the primary
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outcome and found a significant advantage
for combination treatment compared to pill
placebo (p =.001), which was not present for
either fluoxetine (p = .10) or CBT (p = .40)
monotherapies. Combined treatment also
was superior to fluoxetine (p = .02) and CBT
(p = .01); in addition, fluoxetine was superior
to CBT (p = .01). Using a dichotomous mea-
sure of recovery (Clinical Global Impression
Improvement score), rates of response were
71% for combination treatment, 61% for
fluoxetine, 43% for CBT, and 35% for pill
placebo. Regarding patient safety, the rates
of harm-related adverse events were 12% for
fluoxetine, 8% for combination therapy, 4%
for CBT, and 5% for pill placebo.

Although the acute phase results in TADS
were disappointing for CBT monotherapy,
data from the Week 36 follow-up suggest
that recovery rates for CBT monotherapy
caught up to the recovery rates for fluoxetine
and combination treatments, suggesting that
CBT requires more time to be effective. Rates
of response at Week 36 were 86% for combi-
nation therapy and 81% for both fluoxetine
and CBT monotherapies. In summary, the
TADS project found that treatment with ei-
ther fluoxetine monotherapy or in combina-
tion with CBT accelerated the response for
depression adolescents, and the addition of
CBT enhanced the safety of pharmacother-
apy. Balancing the benefits and risks of vari-
ous interventions, the combination treatment
appeared superior to either monotherapy as
a treatment for adolescents with moderate to
severe depression.

The other large trial of combination
therapy, the Treatment of SSRI-Resistant
Depression in Adolescents (TORDIA), was
a randomized controlled trial of a clinical
sample of 334 adolescents (ages 12-18) with
a primary diagnosis of major depression who
had not responded to an initial SSRI treat-
ment. Participants were randomized to 12
weeks of (a) a second, different SSRI (parox-
etine, citalopram, or fluoxetine); (b) a differ-
ent SSRI plus individual CBT; (c) venlafaxine;
or (d) venlafaxine plus CBT. At the end of
12 weeks, the combination of CBT plus ei-
ther medication resulted in a higher response
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rate than either medication monotherapy
(55% vs. 40%, p = .009). Differences across
the four treatment conditions on continu-
ous measures of depression change, suicidal
ideation, and harm-related events, however,
were nonsignificant.

Other, smaller studies comparing com-
bination treatments versus monotherapy
approaches have not found significant dif-
ferences. Greg Clarke and colleagues (1999)
found that the addition of a brief CBT inter-
vention (mean of five sessions) as an adjunct
to SSRI treatment delivered in an HMO failed
to improve outcomes for depressed adoles-
cents, although this may have been because
the group randomized to CBT received a
lower average medication dose. Glenn Melvin
and colleagues found no significant benefit
for combination therapy compared to either
CBT or pharmacotherapy monotherapy for
the treatment of mild-to-moderate depression
in adolescents. In that study, youths receiving
CBT monotherapy had a superior response
compared to those receiving pharmacother-
apy monotherapy, although this may have
been due to a relatively low dosage of sertra-
line. Ian Goodyer and colleagues recently re-
ported results from a British study comparing
treatment with a combination CBT and fluox-
etine to fluoxetine only in a study of depressed
adolescents. This study failed to replicate find-
ings from the TADS and TORDIA trials that
superior outcomes are obtained from combi-
nation treatment. One possible explanation
for the nonsignificant results could be that
the fluoxetine monotherapy protocol in the
Goodyer study actually included a number of
psychosocial ingredients (e.g., problem solv-
ing, focus on family and peer relationships),
which suggests that it may have been more
similar to combination treatment than to the
medication monotherapy protocols evaluated
in TADS or TORDIA.

Conclusions

Depression in adolescents is a serious public
health concern, with the costs including sig-
nificant lifetime morbidity and even mortality.
Fortunately, significant progress over the past

20 years has been made in the development
and evaluation of evidence-based interven-
tions for this population of vulnerable youths.
Research studies are now available that sup-
port the use of both psychosocial and pharma-
cological treatments, alone or in combination,
for adolescents with depressive illness. This
developing field, however, has not been with-
out controversy. Even the best-supported
psychotherapy interventions have not consis-
tently fared well in comparison to other active
interventions. Medication treatment studies
have not been universally positive, and in
some studies, SSRIs have been associated with
elevated rates of serious adverse events. From
a risk-benefit perspective, findings from the
most well-powered trials currently argue for
the adoption of a combination of SSRI medi-
cation and CBT as the best-practice treatment
of adolescent depression. Future research,
however, needs to address whether the posi-
tive effects of combination treatment are spe-
cific to CBT or could be obtained with other,
more broadly available forms of psychother-
apy, and the optimal method of disseminating
best-practice interventions to depressed ado-
lescents being treated in community settings.
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Affective Neuroscience

The term emotion most commonly denotes
thoughts and feelings that combine to gen-
erate a specific experiential state. With the
advent of modern functional neuroimaging.
it is now possible to examine neural activity
associated with the generation of emotional
experience. The importance of such studies
is, on the one hand, to uncover the functional
neuroanatomy of emotions, that is, to asso-
ciate emotional experiential states to spe-
cific brain substrates—mapping function to
structure. In addition, affective neuroscience
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allows an addressing of the fundamental rep-
resentational structures on which emotional
experience depends. This latter approach can
provide neural constraints on the traditional
theoretical models used to examine and un-
derstand emotional experience.

Structure of Emotions: Theory

For better or worse, affective neuroscience re-
search in humans is dominated by competing
models of the structure of emotions originat-
ing from behavioral investigations (Murphy,
Nimmo-Smith, & Lawrence, 2003). Basic
emotions models argue all humans are evo-
lutionarily endowed with a limited number
of discrete emotions that are specific adap-
tations for coping with particular situations
(e.g., anger, fear, sadness). Each basic emo-
tion is postulated to have a distinct facial
expression and pattern of peripheral physi-
ological response, as well as a dedicated
central nervous system representation. The
varieties of emotional experience can then
be understood as the recruitment of brain
regions supporting these distinct emotion
programs, as well as their combination to
promote complex emotional states. This
conception of emotion space has some di-
rect support from studies looking at stimu-
lus triggers with emotional value, such as
social signals of emotional states. For exam-
ple, the amygdala has been associated with
comprehension of fear expressions, and the
right anterior insula-caudate disgust (Mur-
phy et al., 2003).

Dimensional models, on the other hand,
maintain that distinct emotions are combina-
tions of lower-order underlying dimensions.
These dimensions can be related to hedonics
(positive or negative valence, either as bipolar
or separate unipolar dimensions), activation
or arousal (low vs. high, tense vs. energetic),
action tendencies (appetitive vs. defensive,
approach and withdrawal), or peripheral
nervous system representation and regula-
tion (sympathetic vs. parasympathetic). Dis-
tinct emotions that have unique verbal labels
and experiential correlates would then be
subserved by a smaller number of common
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neural systems that represent the dimension-
ality of all emotional experience. This con-
ception of emotion space has some direct
support from studies looking at experiential
states, such as finding that distinct regions of
the orbitofrontal cortices are related to the
subjective pleasantness and unpleasantness of
sensory experience (Anderson et al., 2003).

Comparing and Contrasting Basic
and Dimensional Models

The direct mapping of emotional functions
to brain structures, although intuitively ap-
pealing, has many complexities. To illustrate
some of these, I focus below on one of the
brain structures most consistently associated
with emotional functioning—the amygdala,
a complex of multiple subnuclei that in non-
human animals has been shown to play di-
verse roles. Numerous neuroimaging studies
have shown amygdala activity varies with
emotional experience in both healthy and
affect-disordered populations, suggesting a
central role in emotional phenomenology.
However, the precise contributions of the
amygdala remain a matter of ongoing study.
It has been argued that the amygdala may
play a specific role in fear and anxiety, sup-
porting a modular basic emotions model for
emotional experience. The amygdala has
also been characterized as supporting a more
dimensional role, related to overall nega-
tive affectivity, or more generally related to
the intensity or arousing and/or activating
nature of emotional experience (Anderson
et al.,, 2003; Murphy et al., 2003). The dif-
ficulty in separating these models of amyg-
dala function is highlighted by the fact that
fearful or anxiety-evoking stimuli result in
greater negative valence and experiential and
sympathetic arousal, as well as many other
variables, and as such amygdala recruitment
can reflect any of these correlated experien-
tial dimensions.

Studies in healthy samples that have
matched emotional valence and intensity
have shown the amygdala responds equally
to carefully titrated pleasant and unpleasant

experiences and correlates with the inten-
sity of experience, consistent with a more
primitive arousal response (Anderson et al.,
2003). However, this arousal dimension may
be tuned through normative or pathologi-
cal experience to represent enduring traits,
whereby the amygdala is hyperresponsive to
fear or negative affect, or even positive af-
fect. Manipulations of present valence focus
(to consider the positive or negative values of
objects) have been shown to tune the amyg-
dala to be responsive to more short term
negatively or positively valenced states (Cun-
ningham, Van Bavel, & Johnsen, 2008). This
online attentional shaping of amygdala re-
sponse may be interpreted as reflecting some
intrinsic valence dimensional representation,
rather than a valence tuning of a more primi-
tive amygdala arousal orienting response.

In contrast with the amygdala, the orbi-
tofrontal cortices (OFCs) appear to more
clearly support some form of pleasant and
unpleasant valence dimensions (Anderson
et al., 2003; Rolls, 2000). The OFCs are
highly plastic and represent the dynamics of
affective value, being less a representation
of the stimulus and more an internal repre-
sentation of changing values to the perceiver
(Rolls, 2000)—a prerequisite for ascribing
a valenced phenomenological state to brain
substrates. In particular, the more medial por-
tions of the OFCs have been associated with
pleasurable experiences, from basic pleas-
ant smells and tastes, to abstract monetary
reward, to looking at attractive individuals.
Whereas, more lateral OFC regions have been
associated with negative affective experience.
It has been argued on the basis of nonhuman
primate anatomical connectivity that the me-
dial and lateral OFCs represent largely inde-
pendent networks with greater intra- than
interregional connectivity (Rolls, 2000). Cor-
roborating functional imaging findings sug-
gests that valence is not neurally coded along
a single bipolar dimension but is subserved
by separate valence axes in the medial and
lateral OFCs (Anderson et al., 2003).

This medial-lateral pattern, however, has
not always been replicated using more complex
stimuli that may engage more sophisticated



cognitive and emotional appraisal processes.
Indeed, meta-analyses collapsing across stim-
ulus types do not clearly neurally demarcate
such valence axes (Murphy et al., 2003). It
may be that the brain does not support amo-
dal valence dimensions, being sensory or
stimulus specific, making the neural represen-
tation of emotional experience much higher
in dimensionality and complexity than previ-
ously thought. In addition, emotional valence
may better characterize linguistic conceptions
of emotional states rather than their underly-
ing neural bases. Emotions of similar negative
valence such as anger and disgust may evoke
different action tendencies (approach vs. with-
drawal) and autonomic response (sympathetic
vs. parasympathetic activation).

Neuropsychological Studies

Functional imaging research can demon-
strate correlations between regional activity
and emotional experience; however, these
findings are often misinterpreted to reflect a
causal relationship. Neural activity may rep-
resent any of diverse but correlated processes
associated with emotions. Thus, neuropsy-
chological studies remain critical to the study
of affective neuroscience. For example, con-
sidering the mounting neuroimaging evidence
associating the amygdala with emotional
experience, there is little direct evidence of
disordered emotional experience following
amygdala damage. Patients with amygdala
lesions provide reports of basic and valenced
states of similar magnitude, frequency, and
underlying covariance structure as healthy
controls and, when asked to relive emotions,
display remarkably intact emotional expres-
sions including fear (see Anderson & Phelps,
2002). By contrast, more evidence supports
the amygdala’s role in altering information
processing associated with emotional experi-
ence, including the emotional enhancement
of mnemonic and attentional processes.

Self and Emotion

As the concept of “self” is central to human
emotions, increased interest in the neural
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foundations of selfhood have important im-
plications for affective neuroscience. Altered
cortical midline activation, particularly in
the ventromedial prefrontal cortices (VMP-
FCs), has been associated with judgments of
self-relevance as well as appreciation of emo-
tional valence (Phan et al., 2004), ranging
from simple sensory to more complex and
abstract events. As this region receives con-
nections from all exteroceptive and intero-
ceptive modalities, it has been viewed as a
polymodal convergence zone (Rolls, 2000),
supporting the integration of external and
internal stimuli with judgments about their
value to the self. These VMPFC representa-
tions are in contrast to lateral prefrontal re-
gions that may support a more self-detached
and objective analysis of events. Another
important aspect of the self is how the af-
ferents from the body are represented in the
brain. Structural and functional imaging
research has linked right anterior insular
volume and activity with increased sensitiv-
ity to visceral awareness (Critchley, Wiens,
Rothstein, Ohman, & Dolan, 2004). In con-
junction with the somatosensory cortex, the
right mid and anterior insula enable a cor-
tical representation of feedback regarding
the exteroceptive somatic and interoceptive
physiologic condition of the body. The fu-
ture of affective neuroscience is to more fully
and precisely understand how these bodily
and conceptual bases of self interact, giving
rise to complex neural states that support
emotional experience.
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Age of Onset of Depression

There are several questions about when de-
pression first occurs whose answer requires
different research designs; for several, the
research has still to be done. Here we re-
view what is known about four key ques-
tions about the onset of depression: when
do depressive disorders first appear; at what
age are people most likely to experience the
onset of depression; what factors are asso-
ciated with early onset of depression; and
does early onset predict a worse course of
illness?

When Do Depressive Disorders
First Appear?

The idea that children could suffer from de-
pressive disorders is fairly recent. Until the
1970s it was believed that children were
cognitively unable to experience many of the
core symptoms of depression, such as hope-
lessness or feelings of worthlessness. Begin-
ning in the 1970s, empirical studies began
to establish that children and adults report
very similar depressive symptoms. Recently,

research on children as young as 2 years
old has shown that mothers report similar
syndromes even in the preschool years (An-
gold, Egger, & Carter, 2007). Epidemiologi-
cal studies in the past 2 decades have shown
that the population prevalence of depression
is low before puberty but rises to adult levels
in adolescent girls (Angold, Worthman, &
Costello, 2003). From adolescence on, prev-
alence rates are in the same range as those
seen in studies of adults.

But are child- and adult-onset depressions
cases of the same disorder? Even when the
same diagnostic criteria are used, might these
symptoms reflect different neurobiological
processes, just as symptoms such as fever or
fatigue can be epiphenomena of many differ-
ent underlying disorders? Some have argued
there is too little evidence to conclude that
childhood and adult depression are the same
disorder, and much neurobiological evidence
that they are different. One of the most im-
portant differences is response to tricyclic
antidepressant medication. Unlike adults,
children respond to tricyclics no better than
to placebos (Geller, Reising, Leonard, Rid-
dle, & Walsh, 1999). On the other hand,
depression is common in the adult relatives
of children who develop depression (War-
ner, Weissman, Mufson, & Wickramaratne,
1999), and childhood depression is a strong
predictor of adult depression (Reinherz,
Paradis, Giaconia, Stashwick, & Fitzmau-
rice, 2003). In short, it makes sense to treat
childhood, adolescent, and adult depression
as members of the same family until proven
different.

At What Age Are People Most
Likely to Experience the Onset
of Depression?

Cases of depression may be diagnosable as
early as 2 years of age, but the peak age at
onset is somewhat later, especially for girls.
Almost all epidemiological studies find that
the prevalence rate of depression is consider-
ably higher in adolescence than in childhood,
which suggests that many adolescent cases are



first-onset cases. In studies of adult samples
that ask about age at onset of first episode, in
people with a lifetime history of depression,
the median age tends to be around 30, with
an interquartile range of about 25 years.
This means that, assuming everyone lives to
age 75, half of those who ever had one or
more major depressive episodes would have
had their first episode by age 30, and half
of these would have had their first episode
by age 18 (Kessler, Berglund, Demler, Jin, &
Walters, 2005).

A problem with these estimates is that they
are based on retrospective recall of the onset
of depression by people of all ages, includ-
ing elderly people, who may have forgotten
how early their problems began. The recent
National Comorbidity Survey-Replication
estimates that around 20% of an adult sam-
ple aged 18 and older had suffered from de-
pression at some time in their lives (Kessler
et al., 2005). Several studies of samples aged
younger than 20 report similar rates. For ex-
ample, in one birth cohort followed to age 32,
over 50% of women and 30% of men had
experienced at least one episode of depression
(Moffitt et al., 2007). In another prospective
longitudinal study, 11% of young people had
experienced at least one episode by age 21.
Reports such as this suggest that the evidence
of older people may overestimate the peak
age at which depression begins.

What Factors Are Associated With
Early Onset of Depression?

The factor most widely publicized as predict-
ing early onset of depression is date of birth.
There is a widespread belief that, at least in
the second half of the 20th century, there has
been a dramatic fall in the age of onset of
depression, accompanied by an increase in
prevalence. However, a review of more than
30 studies published since the 1970s shows
no evidence for either increased prevalence
or earlier onset (Costello, Erkanli, & Angold,
2006).

There is more reliable evidence that co-
morbidity with other psychiatric disorders
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affects, and is affected by, the onset of depres-
sion. In the Great Smoky Mountains Study
(Costello, Angold, & Sweeney, 1999), the
mean age of onset of depression, in those
who developed the full disorder by age 16,
was 13.5 years (SD 2.1 years). The mean age
at onset was a full year earlier (12.8, SD 2.4)
in those who had a history of anxiety disor-
der than in those who did not (13.8, SD 1.8).
It was also earlier in girls, but not boys, with
oppositional disorder. Conversely, the mean
age at onset of oppositional disorder and sep-
aration anxiety disorder were later in youths
with a history of depression than in others
with the disorders, while the onset of gener-
alized anxiety disorder and attention deficit
hyperactivity disorder were earlier in those
with depression than in others with the dis-
orders. In summary, the onset of depression
may bring forward the emergence of some
other psychiatric disorders.

Although gender is well known to increase
the risk of onset of adolescent depression
(Angold et al., 2003), the same study showed
no difference in mean age at onset of depres-
sion by age 21. Family history of depression
has been linked to earlier onset, however.

Does Early Onset Predict a Worse
Course of Illness?

We lack the life-course longitudinal studies
that would answer this question properly.
There is evidence that, like adult-onset de-
pression, early depression is likely to be re-
current, although the National Comorbidity
Survey data suggest that, in both adolescents
and adults, the excess of women with depres-
sion applies only to first episodes; thereafter
the risk of recurrence is the same for both
sexes (Kessler, 2003).

Conclusions

This brief survey of the literature on age of
onset of depression concludes that (a) depres-
sion, as defined in the Diagnostic and Sta-
tistical Manual of Mental Disorders, fourth
edition (American Psychiatric Association,
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1994), can be diagnosed in children as young
as 2; (b) there are many similarities, although
some differences, when childhood- and adult-
onset depressions are compared; (c) at least
a quarter of people who experience depres-
sion during their lifetime had their first epi-
sode in childhood or adolescence; (d) the
evidence on whether more people are having
early-onset depression is equivocal; (e) the
presence of other psychiatric disorders may
increase the risk of early-onset depression;
(f) early onset is more common in children
from families with a history of depression;
(g) childhood-onset depression is as likely as
later-onset depression to be recurrent. Early-
onset depression is a serious public health
problem, not something that children will
“grow out of.”
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Amygdala

Location and Structure

The amygdala (Latin for “almond”) is an
oblong limbic brain region located in the
medial temporal lobe of reptiles and mam-
mals. The human amygdala is convention-
ally thought of as being bounded posteriorly
by the alveus of the hippocampus, ante-
riorly by the horn of the lateral ventricle,
inferiorly by white matter, and superiorly
by the subarachnoid space. It is bounded
laterally by periamygdaloid cortex adjacent
to white matter and medially by periamyg-
daloid cortex adjacent to the subarachnoid
space.

The amygdala represents a collection of
nuclei with different functions and structural
connectivity to different regions of the brain.
Its original definition incorporated what is
currently termed the basolateral complex of
the amygdala, including the lateral, basal, and
accessory basal nuclei. Subsequently, addi-
tional adjacent but structurally and function-
ally heterogenous nuclei, including the central,
medial, and cortical nuclei, have been in-
cluded. Increasingly, a notion of the amygdala



as extending even more superiorly toward the
rostral extent of the bed nucleus of the stria
terminalis has been embraced, having often
been described the “extended amygdala.”

Function and Connectivity

The amygdala, as a whole, is generally re-
garded as being important to recognizing
emotional aspects of information and gen-
erating emotional reactions (for reviews,
see Phelps, 2006; Zald, 2003). The different
subnuclei of the amygdala appear to subserve
different aspects of this overall functionality.
The basolateral region is often considered
the so-called input region of the amygdala,
which, given incoming connections from
sensory regions such as the thalamus, regions
associated with memory retrieval such as the
hippocampus, and higher associations in me-
dial cortical regions, computes the salience,
threat, or reward value of the stimulus. Out-
going connections to regions such as the orbi-
tofrontal cortex, hippocampus, and striatum
are hypothesized to influence subsequent
cognitive consequences (e.g., memory forma-
tion) or behaviors (e.g., approach/avoidance)
based on these computations. The basolat-
eral amygdala appears to disinhibit neurons
in the central nucleus via intra-amygdala
intercalated cell masses. The central nucleus
is often conceived of as the primary output
region of the amygdala, involved in generat-
ing emotional reactions such as autonomic
and cognitive aspects of fear and anxiety,
emotion-relevant attentional allocation, and
so forth, through connections to a variety of
cortical and subcortical regions, including re-
gions associated with autonomic regulation,
such as the hypothalamus, nucleus ambigu-
ous (which is involved in cardiac regulation),
and facial motor nucleus. Thus, in anatomic
studies, the amygdala is implicated as one of
the most widely connected brain structures,
having influences on, or being influenced by,
nearly every functionally important region of
the mammalian brain.

The amygdala has specifically been
shown to react to low-level perceptual
features associated with threatening or
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environmentally salient information, in-
cluding low-spatial-frequency stimuli, the
whites of eyes, and masked threat-related
stimuli presented too quickly for conscious
awareness. It also responds to higher-level
emotional stimuli such as emotional pic-
tures, films, personally relevant words, and
expected monetary loss. The amygdala ap-
pears to activate proportionally to the in-
tensity and arousal-content of emotional
stimuli and as a function of prestimulus
sad-mood priming. Thus, the amygdala has
been implicated in a wide variety of human
behaviors involved in emotional informa-
tion processing, including emotion rec-
ognition, generation, emotional memory,
emotional learning, the experience of sad-
ness, and rumination.

Inhibition of the amygdala by the cor-
tex has been described as a mechanism for
emotion regulation and has been observed
through both animal studies and human
neuroimaging. In particular, inhibitory
connections from the ventromedial pre-
frontal cortex (specifically the peri- and
subgenual regions of the cingulate cortex)
and orbital prefrontal cortex have been
hypothesized to serve this function (for
reviews, see M. L. Phillips, Ladouceur, &
Drevets, 2008).

Functional Role of the Amygdala
in Depression

Tonic Activity

Given the centrality of the amygdala in
emotional reactivity, a strong role for this
structure in the pathology of depression has
long been hypothesized and observed (for
reviews, see Davidson, Jackson, & Kalin,
2000; W. C. Drevets, 1999; W. C. Drevets,
Price, & Furey, 2008; Mayberg, 2003; M. L.
Phillips, Drevets, Rauch, & Lane, 2003;
Whalen, Shin, Somerville, McLean, & Kim,
2002). As the amygdala is involved in detec-
tion of emotional features of information,
observed increased tonic amygdala activity
in unipolar depression is hypothesized to
maintain negative affect, increase detection
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of emotional features in the environment,
and create a predisposition toward affec-
tively charged information processing. This
activity is observed not only during waking
but also in sleep. In support of the functional
importance of tonic amygdala activity in de-
pression, the severity of depression has been
associated with tonic amygdala activity.
Activity has been related to changes in the
neurochemical milieu of the amygdala in de-
pression (for review see W. C. Drevets, Price,
& Furey, 2008); decreased serotonin binding
and decreased mu-opioid binding potential
during sad mood have been specifically
implicated.

Reactivity

Increased amygdala reactivity is consistently
observed in depression, to low-level stimuli
such as faces, particularly those that are
remembered, and to unattended emotional
stimuli, suggesting that biases in amygdala
reactivity are associated with early, auto-
matic processing (for review consistent with
this perspective, see Leppanen, 2006). In-
creased and sustained amygdala activity are
often observed in depression in response to
higher-level emotional stimuli such as nega-
tive words and thoughts, even during at-
tempts at regulation of sad feelings. Increased
and sustained amygdala reactivity have been
associated with rumination and depressive
severity. Increased activity of the extended
amygdala during anticipation of aversive
events in depressed individuals further at-
tests to the potential role of this structure
in the phenomenology of cognitive biases
such as anticipation of negative outcomes.
Amygdala reactivity in depression appears to
be modulated by genes associated with sero-
tonin function.

Functional Connectivity

Increasingly, examinations of amygdala
function in depression acknowledge the im-
portance of the greater network of brain
function involved in the disorder. Thus,

data suggest that amygdala activity across
the hemispheres is more tightly coupled in
depression, but that functional connectivity
assessed via covariation with prefrontal regu-
latory regions is decreased in depressed indi-
viduals, particularly during mood regulation,
though these effects may differ as a function
of genetics and life stress.

Heterogeneity

Other research suggests considerable func-
tional heterogeneity in the role of the amyg-
dala in depression. For example, initial
studies suggest that amygdala reactivity to
emotional stimuli appears to be decreased
in depressed postpartum women and chil-
dren, and decreased in vulnerable youths
by the presence of a task compared to pas-
sive viewing. As depressed children display
increased amygdala activity for emotional
information they remember, a general pat-
tern of avoidance in childhood depression
may be present. Thus, further investiga-
tion into the functional heterogeneity and
causes of variation in amygdala function
in depression may be necessary. Addition-
ally similar patterns of increased amygdala
activity and reactivity have been observed
in a host of other related disorders such as
social anxiety disorder, suggesting a poten-
tial lack of specificity for observed effects,
though the presence of comorbid depres-
sion appears to be associated with de-
creased amygdala activity in posttraumatic
stress disorder.

Structure

The functional importance of the amygdala
in depression is echoed by data suggesting
that amygdala shape and volume are also
disrupted. The direction of effects in these
studies is mixed, though, with studies show-
ing increased, decreased, or no differences in
amygdala volume in depression. Heterogene-
ity in the ways amygdala volumes are quan-
tified (e.g., what boundaries are used for
tracing the amygdala on an MRI) has been



shown to moderate detection of group dif-
ferences and may thus contribute to the lack
of consistent results. Limited data suggest
that decreased amygdala volumes are related
to increased activity in response to emo-
tional information but decreased biases to-
ward remembering negative information in
depression.

Involvement in Treatment

Significant evidence suggests a role for the
amygdala in recovery from depression in
evidence-based treatments such as cogni-
tive therapy and antidepressant medications
(for review, see DeRubeis, Siegle, & Hollon,
2008). Recovery is associated with reduc-
tions of tonic amygdala activity, increased
functional coupling with prefrontal regions,
and decreased reactivity to low-level stimuli,
suggesting that amygdala function may be
an index of the depressive state. Yet, other
data suggest that upon induction of a de-
pressive state, amygdala activity in formally
depressed individuals serves roles seen in
depression, such as increasing a predispo-
sition to remember negative information,
consistent with a diathesis-stress interpreta-
tion of the role of the amygdala. Consistent
with this idea, depletion of serotonin in vul-
nerable individuals is also associated with
increased amygdala activity in response to
emotional stimuli. Furthermore, targeted in-
terventions such as stimulation of subgenual
cingulate regions with strong connectivity to
the amygdala appear to better target depres-
sive symptomatology than dorsal cingulate
regions without this connectivity. Yet, the
causal role of the amygdala in either the phe-
nomenology or treatment of depression may
be questioned in a report of a patient who
had depressed mood and responded to an-
tidepressant medications despite amygdala
lesions.

The extent to which structural volume
abnormalities resolve with treatment for
depression is unclear and may be depen-
dent on the modality. For example, an early
study suggested that volumes normalize
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with electroconvulsive therapy, but other
data have not found volumetric changes in
recovered individuals.

Increased amygdala activity in response
to cognitive and emotional stimuli appears
to positively predict recovery in depressed
individuals for treatments that target emo-
tional functioning such as cognitive therapy,
as well as interventions known to affect
limbic function partial sleep deprivation,
antidepressant medications, and unselected
treatments.

GREG SIEGLE
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Anaclitic and Introjective
Depression

Several investigators have noted marked lim-
itations in studying depression from the cate-
gorical symptom-based approach articulated
in the American Psychiatric Association’s
Diagnostic and Statistical Manual of Mental
Disorders (DSM-IV; 1994) and have instead
focused on differences in the experiences that
lead to depression—a more person-centered
rather than a disease- or symptom-centered
approach.

Symptoms of depression are quite hetero-
geneous and include psychological symp-
toms (e.g., mood change and pervasive
loss of energy and interest) and somatic or
neurovegative symptoms (e.g., loss of sleep
and appetite). This heterogeneity of symp-
toms has made it difficult to differentiate
meaningful subtypes of depression in both
clinical and nonclinical samples. Several
research teams (Arieti & Bemporad, 1978;
Beck, 1983; Blatt, 1974, 2004) over the
past three decades, however, have differen-
tiated subtypes of depression based not on
symptoms but on differences in personality
style and the life experiences that can lead
to depression. These research teams have

differentiated two major types of depres-
sion: a depression initiated by disruptions of
interpersonal relationships such as interper-
sonal loss and feelings of abandonment and
loneliness (an anaclitic or dependent [e.g.,
Blatt, 1974], sociotropic [Beck, 1983], or
dominant other [e.g., Arieti & Bemporad,
1978] depression) from a depression initi-
ated by disruptions of self-esteem, achieve-
ment, identity (an introjective or self-critical
le.g., Blatt, 1974; autonomous [Beck, 1983],
or dominant goal [e.g., Arieti & Bemporad,
1978] depression).

Extensive research with both clinical
and nonclinical samples (see summaries
in Blatt, 2004) demonstrates that these
two types of depression—a depression fo-
cused on interpersonal issues and one on
issues of self-esteem and self-worth—derive
from very different early life experiences,
are precipitated by different types of cur-
rent life events or stressors, have different
clinical expression, and are responsive to
different types of therapeutic intervention.
An anaclitic-dependent, sociotropic, or a
dominant-other type of depression that de-
rives primarily from neglectful and depriv-
ing parenting is precipitated primarily by
interpersonal stressors (e.g., experiences of
loss and abandonment); is expressed in leth-
argy, feelings of helplessness and loneliness,
somatic concerns and can involve suicidal
gestures; and is responsive primarily to sup-
portive types of therapeutic intervention.
An introjective-self-critical, autonomous
or a dominant-goal type of depression, in
contrast, that derives primarily from harsh,
punitive, judgmental parenting; is precipi-
tated primarily by experiences of failure
and criticism; is expressed in feelings of
hopelessness, failure, intense self-criticism,
and can involve serious suicidal risk; and
is responsive primarily to more intensive,
long-term, interpretive types of therapeutic
interventions.

Evaluation of therapeutic response in
long-term intensive treatment, in both inpa-
tient and outpatient settings, indicates that
anaclitic and introjective patients are differ-
entially responsive to supportive-expressive



psychotherapy and more intensive psycho-
analysis (Blatt & Shahar, 2004) and change in
different ways—in ways consistent with their
basic personality organization (Blatt & Ford,
1994). While introjective patients are more
responsive than anaclitic patients to intensive
long-term treatment, they are significantly
less responsive to brief manual-directed psy-
chotherapy and antidepressive medication
(e.g., Blatt & Zuroff, 2005).

Thus, a person-centered developmental
approach to depression has been valuable in
establishing a meaningful clinical distinction
that has led to fuller understanding of some
of the etiological factors that contribute to
depression, as well as some of the processes
involved in effective therapeutic intervention.

Extensive research has also been devoted
to describing individual differences in vul-
nerability to the two forms of depression.
Dependency is a personality dimension that
confers vulnerability to anaclitic depression;
self-criticism is a stable personality dimension
that confers vulnerability to introjective de-
pression (Blatt, 2004). The most widely used
measure of dependency and self-criticism is
the Depressive Experiences Questionnaire
(Blatt, D’Afflitti, & Quinlan, 1979), which
has been translated into over 15 languages
spoken in North America, South America,
Europe, the Middle East, and Asia.

Dependent and self-critical people differ
in terms of their fundamental motivations,
cognitions about themselves and others, pat-
terns of interpersonal relationships, and af-
fective experiences (Blatt, 2004). Individuals
with high levels of dependency have a greater
number of interpersonal goals involving af-
filiation and intimacy and fewer achieve-
ment and individualistic goals (Mongrain &
Zuroff, 1995); dependent individuals’ needs
for nurturance and affection come at the ex-
pense of their own individuation. Individuals
with high levels of self-criticism, in contrast,
endorse a greater number of achievement
goals, more self-presentation strivings, and
fewer interpersonal strivings (Mongrain &
Zuroff, 1995), indicating a relative disinter-
est in affiliative and warm exchanges with
others.
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Highly dependent individuals perceive
themselves as weak and wvulnerable, and
needing the support and guidance of oth-
ers. At the same time, they lack confidence
in the emotional availability of others, and
fear abandonment and the loss of supportive
relationships. Self-critical individuals report
negative representations of self and others,
including parents, friends, and romantic
partners. They are afraid of being rejected,
are not comfortable with closeness, and
do not feel they can rely on their partners
(Zuroff & Fitzpatrick, 19935). Their negative
models of self and others leave them distrust-
ful, guarded, and avoidant of intimacy, seek-
ing to protect themselves against anticipated
rejection and criticism.

High dependency is associated with a
mixed pattern of positive and negative inter-
personal experiences. Highly dependent indi-
viduals describe themselves as experiencing
more love and intimacy and having greater
social support (Priel & Shahar, 2000), but
not as more satisfied with their interactions
or relationships (Zuroff, Stotland, Sweetman,
Craig, & Koestner, 1995). The interpersonal
experiences associated with self-criticism are
consistently negative, with impairments re-
ported in peer relationships, romantic re-
lationships, child-rearing, and therapeutic
relationships. Associated with these impair-
ments are low levels of social support and
high levels of stress (Dunkley, Zuroff, &
Blankstein, 2003).

The characteristic emotional tones of in-
dividuals with high scores on dependency
and self-criticism also differ (Zuroff et al.,
1995). Self-criticism is associated with con-
sistently high levels of negative emotions and
consistently low levels of positive emotions.
Dependency is also associated with high lev-
els of negative emotions but is unrelated to
levels of positive emotions, suggesting that
positive emotions may fluctuate from low to
high in those with high levels of dependency.
In summary, highly dependent individuals
value and seek relatedness, fear its loss, and,
perhaps because of their fluctuating relation-
ships, experience considerable variations in
their emotional states. Self-critical individuals
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seek achievement and perfection rather than
relatedness, fear being hurt by others, and,
perhaps because of their impaired relatedness
with others, experience little positive affect
and much negative affect.

These findings about the nature of two
types of depressive experiences and the
characteristics of dependent and self-critical
individuals suggest that other forms of psy-
chopathology beyond depression, especially
the personality disorders, may be more fully
understood from a more person-centered ap-
proach in which psychopathology is under-
stood as exaggerated distorted preoccupation,
at different developmental levels, with issues
of interpersonal relatedness or issues of self-
definition. Thus, a person-centered approach
would facilitate further understanding of the
complex links between depression and per-
sonality disorders.

SIDNEY J. BLATT AND DavID C. ZUROFF
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Anger

The frequency with which anger is experienced
in adult depression may not be adequately
emphasized in current diagnostic criteria. In
the fourth edition of the Diagnostic and Sta-
tistical Manual of Mental Disorders (DSM-
IV; American Psychiatric Association [APA],
1994), sadness or “depressed mood” is the
only affective symptom explicitly included in
the diagnostic criteria for major depressive epi-
sode in adults. The subsequent revised edition
(DSM-IV-TR; APA, 2000) acknowledges that
irritable mood may contribute to a diagnosis
of depression in children and appear along-
side atypical features in adults. However, a
substantial number of individuals presenting
with major depressive disorder present with
clinically relevant levels of anger.

Anger and the Nosology
of Depression

Depressive syndromes characterized by
anger or hostility are commonly highlighted
in subtyping approaches to the classification
of depression. Sometime ago, for instance,
Paykel (1971) conducted a cluster analysis
of both inpatients and outpatients and found



four subgroupings of depression: psychotic,
anxious, hostile, and young mildly depressed
individuals with personality pathology. Simi-
larly, a cluster analysis by Overall, Hollister,
Johnson, and Pennington (1965) yielded
three subcategories of major depressive dis-
order, labeled the hostile, anxious, and re-
tarded depression types.

In 1990, Fava, Anderson, and Rosenbaum
(1990) first introduced the concept of “anger
attacks,” in patients diagnosed with major
depressive disorder. These anger attacks are
similar to panic attacks in their temporal
course and autonomic activation, but with-
out the intense fear and anxiety that accom-
panies panic. These attacks are not viewed
as ego-syntonic, rather, they are considered
uncharacteristic by the person having the at-
tacks. Several studies have been undertaken
since 1990 to explore major depressive dis-
order with anger attacks in terms of response
to antidepressant medications, physiological
correlates, and clinical presentation.

Some researchers have suggested that
anger in the context of unipolar major de-
pressive disorder signifies a bipolar spectrum
mood disturbance (e.g., Benazzi & Akiskal,
20035). In patients diagnosed with major de-
pressive disorder, anger is related to markers
of bipolar disorders, including younger age of
onset, bipolar family history, higher rates of
atypical depressive features, and hypomanic
symptoms. There is also evidence, however,
that depression with anger may be more
closely aligned with unipolar depression. For
example, antidepressant medications have
been found to reduce anger and hostility, and
individuals with major depressive disorder
plus anger seem no more likely than their
counterparts without anger attacks to expe-
rience a switch to bipolar T or II following
treatment with antidepressant medications.

Demographic, Personality,
Cognitive, and Biological
Correlates

Prevalence estimates of clinically relevant
levels of anger and hostility in samples of
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depressed individuals have ranged from
nearly one-fifth to over one-third. Anger
and hostility appear to be clinically relevant
in a large portion of both inpatients and
outpatients with major depressive disorder.
Patients with major depressive disorder plus
anger do not seem to differ in age compared
to those with major depressive disorder but
without anger attacks. Evidence suggests,
however, that those experiencing signifi-
cant irritability or hostility in the context
of depressive episodes tend to be younger
than those not experiencing irritability or
hostility.

Findings regarding gender differences in
hostile, angry, and irritable expressions of
depression have been mixed. Where gen-
der differences on a particular anger-related
construct are found in some research, other
research does not find these differences. De-
spite mixed findings regarding the relation-
ship of gender to anger in depression, some
have suggested that males tend to exhibit a
unique depressive syndrome marked by irri-
tability, anger, and low impulse control.

Little research has examined the person-
ality and cognitive correlates of anger in the
context of major depressive disorder. The
presence of anger attacks in major depressive
disorder may be indicative of Cluster B and/
or C Axis II pathology, and hostility is associ-
ated with low agreeableness and contentious-
ness. With regards to cognitive correlates,
depression has been associated more strongly
with cognitive as opposed to behavioral ex-
pressions of hostility. For example, depression
with hostility may be associated with external
and specific attributions for negative events.

Whereas research exploring the person-
ality and cognitive correlates of anger in
depression is sparse, studies examining the
biological correlates have been many. For
instance, research suggests that major de-
pressive disorder plus anger is associated
with hypofunctionality of the ventromedial
prefrontal cortex and insufficient inhibition
of amygdalar activity in anger inducing situ-
ations. In addition, dysregulated neurotrans-
mitter functioning is associated with anger in
depression. Diminished serotonergic activity
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has been linked to stable hostility and anger
attacks, elevated dopamine neurotransmis-
sion has been associated with anger attacks,
and low levels of GABA have been liked to
overt hostility in depression. Finally, a genetic
contribution to anger in depression is likely.
Research has suggested links between anger
in depression and polymorphisms in genes
implicated in serotonergic functioning, hy-
pothalamic-pituitary-adrenal axis function-
ing, and emotional reactivity (Wasserman,
Geijer, Sokolowski, Rozanov, & Wasserman,
2007).

Clinical Presentation and
Treatment Response

In general, hostility in the context of major
depressive disorder seems to carry negative
prognostic value, and is associated with
greater time spent ill. Compared with less
hostile forms, those experiencing major de-
pressive disorder and notable hostility may
experience greater obsessive worry, para-
noia, psychotic symptoms, and/or appetite
increase but also may experience fewer so-
matic symptoms. Although anger seems to
exhibit a positive correlation with depressive
symptom severity, research evidence is mixed
regarding anger as a predictor of suicidality.

Researchers have yet to explore the rela-
tive efficacy of any forms of psychotherapy
for depression with and without anger. Sev-
eral studies, however, have explored response
to pharmacological treatments. Research sug-
gests that monoamine oxidase inhibitors are
more effective than placebo in reducing hos-
tility in hostile depressed patients, whereas
evidence for the efficacy of tricyclics in these
patients is mixed. The treatment of depressed
outpatients with the serotonin reuptake in-
hibitors (SSRIs) has resulted in decreased
hostility as well as improvement in depres-
sive symptoms. Treatment with SSRIs also
seems effective in reducing anger attacks, but
it is unclear to what extent they are effective
in reducing depressive symptoms in those
with major depressive disorder plus anger.
Finally, hostile-depressed nonresponders to

antidepressant medication may respond when
switched to treatment with mood stabilizers,
but it is unclear whether mood stabilizers in
combination with antidepressants would be
beneficial in treating major depressive disor-
der with anger.

Conclusions

Anger in the context of depression seems to
be an important construct in need of further
exploration by researchers. Significant anger
and/or hostility is experienced by about one-
third of individuals presenting with an major
depressive disorder. Although depression with
anger seems to be related to certain personal-
ity features, biological correlates, and clinical
features, it is not yet clear whether depres-
sion with anger or major depressive disor-
der plus anger would be better classified as
a distinct subtype of major depressive disor-
der. Treatment research related to depression
with anger is sparse, especially with regards
to psychotherapy, but available evidence
suggests some efficacy of certain antidepres-
sant medications for reducing depressive
symptoms and anger in those with angry or
hostile depression.

It would be helpful for standard assess-
ments for unipolar depression to also assess
symptoms such as hostility and anger. How-
ever, there is little agreement in the literature
about how to best define and measure these
constructs. Anger, hostility, and irritability
are used interchangeably by some to describe
the same phenomena, whereas others reserve
anger to indicate the affective construct that is
distinct from, although related to, the cogni-
tive construct of hostility and the behavioral
construct of aggression. The lack of clarity in
definitions of and instruments used to mea-
sure these constructs has caused confusion
regarding the degree to which descriptions
of “hostile” and “angry” depression over-
lap, and represents a significant roadblock to
advancing our understanding of how anger
and hostility affect clinical presentation and
outcomes in depression with anger.

MELINDA A. GADDY
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