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Preface

Among the most serious difficulties that beset the field of psychiatry are
the stigma marking mental illness and all that is connected with it (from
its treatments and institutions to mental health workers and families of
people with mental illness), disunity within the profession, and the gaps
between findings of research and practice. These three sets of problems
are interconnected: the disregard of research findings contributes to the
persistence of differences in the orientation of psychiatric schools, and this
diminishes the profession’s capacity to speak out with one voice and to
demonstrate that most mental illnesses can be successfully treated and are
not substantially different from other diseases.

The diagnosis and treatment of depressive disorders illustrate the gaps
that exist between research evidence, clinical experience, and guidelines for
practice and quality assurance. Although clinicians, for example, feel that
there are significant difficulties in the application of research criteria to the
diagnosis of depression in people who suffer from a severe physical illness,
current classifications of mental disorders contain no provisions that would
make them easier to apply in such instances. Psychodynamic psychothera-
pies, the efficacy of which is not supported by empirical evidence, are still
widely used in many countries, whereas other forms of psychotherapy, for
which research evidence of effectiveness is available, remain unknown or
scarcely used. Many clinicians continue to believe that there are significant
differences in the effectiveness of antidepressant drugs, although research
tends to demonstrate that they are equivalent, and some claim that tricyclic
antidepressants are active when given in doses that are below the range that
research has proved to be effective.

Differences of opinion between skilled clinicians and discussions about
reasons for the gaps between research findings and practice are not reflected
in the current psychiatric literature. The experience of skilled clinicians
is only rarely published in psychiatric journals, while the best of scientific
evidence is only infrequently presented in a manner and in a place that would
make it immediately accessible to clinicians. Reports on clinical practice in
different countries — possibly enriching knowledge by providing a range
of experience and a powerful commentary on the applicability of research
findings in everyday work — are not easily found in accessible psychiatric



xvi PREFACE

literature. In the current era of promotion of evidence-based medicine,
these separations between research evidence, experience, and practice are a
dangerous anachronism.

The series Evidence and Experience in Psychiatry has been initiated as part
of the effort of the World Psychiatric Association to bridge the gaps within
psychiatry and between psychiatry and the rest of medicine. The series aims
to be the forum in which major issues for psychiatry and mental health care
will be discussed openly by psychiatrists from many countries and different
schools of thought. Each volume will cover a group of mental disorders, by
means of a set of systematic reviews of the research evidence, each followed
by a number of commentaries.

No publication can expect to cover everything, or to present all possible
views on a matter. The WPA series is not an exception to this rule. It is the
editors’ hope that the volumes will inform and stimulate further discussion,
attract attention to controversial issues, and help to recreate respect for clinical
experience and differences of opinion between psychiatrists in different parts
of the world, all united in their wish to find a consensus that will make it
possible to move psychiatry forward, and make it even more useful in
diminishing the burden of mental illnesses and the plight of the many
suffering from them.

Mario Maj
Norman Sartorius



CHAPTER

1
Diagnosis of Depressive Disorders:

A Review

Costas N. Stefanis1 and Nicholas C. Stefanis2

1University Mental Health Research Institute, Athens, Greece; 2University Mental Health
Research Institute and Department of Psychiatry, University of Athens, Greece

INTRODUCTION

Depression is a complex diagnostic construct, applied to individuals with
a particular set of symptoms among which the essential ingredients are a
depressed mood and a loss of interest [1–10]. The general issues surrounding
the diagnosis of depression will be briefly addressed as an introduction to
this chapter.

Issues on Nomenclature

Depression as a diagnostic and clinically meaningful term has a short
history. No one has claimed fame for coining it and, whoever he was,
might not feel justified in introducing it. It is a term widely used, not only
in psychopathology but also in economics, in meteorology, in life sciences
and in several other areas of human exercise. In psychiatry, it has been
used with variable meanings and over the years has gradually lost its
initial semantic value. All the varieties of emotional reactions to actual or
anticipated loss, all feelings of distress and sorrow arising from the adversities
and vicissitudes of life, have been associated with depression. The individual
today views depression as a part of life experience, an unavoidable condition
that everyone has to go through at least once in his or her lifetime, and
considers it subject to self-cure by will power. This attitude, by failing to
distinguish between transient dysphoric loss-related emotional states and
clinical depression leading to profound disturbance of mental and social
functioning, is both misleading and hazardous. In contrast to the normal
emotional responses to unwanted and stressful events, clinical depression is
a mental disorder which, due to its severity, its tendency to recur and its high

Depressive Disorders, Second Edition. Edited by Mario Maj and Norman Sartorius.
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2 DEPRESSIVE DISORDERS

cost for the individual and for society, is a medically significant condition
that needs to be diagnosed and properly treated.

Names and terms have to convey a distinct meaning applicable only or
principally to the things or the items they designate. This is not the case
with the term ‘‘depression’’. The proliferation of the term, with its use in
multiple contexts, has considerably reduced its diagnostic specificity and
its psychological meaning. The term ‘‘depressive disorders’’, denoting the
psychopathological nature of depression, may have lessened but has not
removed the confusion.

It is to be hoped that, in the near future, more appropriate terms will be
adopted that will satisfy taxonomic criteria based on single, psychologically
meaningful, parent terms from which the subordinate subtypes will derive.
‘‘Thymos’’ might be considered as an appropriate candidate parent term for
mood disorders in general and for depression (catathymia) in particular.

The elimination of the term ‘‘unipolar’’ from both DSM and ICD systems
is largely justified, mainly due to the observation that there are latent bipolar
cases occupying a significant part of the depressive spectrum. Patients
diagnosed as unipolars in one or several past depressive episodes may turn
out as bipolars even in late age, particularly if dysthymia preceded the major
depressive episodes.

Issues on Diagnosis and Classification

Depression, like many other mental disorders, is characterized by the pres-
ence of a number of symptoms which are changeable over time. These
symptoms cluster together in several combinations and they present an
infinite variability at the individual patient level. Grouping these symp-
toms and signs together, according to their shared features, is a necessary
step to understanding their psychopathological substrate, to uncovering
their underlying consistencies and eventually their common mechanisms, as
well as to accomplishing our clinical responsibility to predict their course
and effectively control them. Up to now no common causes for depressive
disorders are known that would allow for an etiologically based (true) classi-
fication. Neither are there any biological markers available, which would by
themselves reliably and validly secure a biologically based diagnostic clas-
sification. We have, therefore, to rely mainly on symptoms and the clinical
and familial characteristics of the patient in order to formulate a typological
diagnostic categorization. The assessment of symptoms, on the other hand,
is judgement-based, since there are no pathognomonic symptoms or cate-
gorical cut-off points on depression measurements that would adequately
define and diagnose a ‘‘case’’ of depression [1, 4, 7, 8, 11–13].

One of the major conceptual issues that has been haunting psychiatrists
since the middle of this century, and is still debated, is whether a categorical or
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a dimensional approach would better explain the nature of mood disorders.
In other words, whether to divide depressive disorders into a number of
autonomous, distinct and mutually exclusive categories or to assign them
to specified dimensions. The dispute has mainly centered in the past on
the question as to whether the distinction between endogenous and reactive
or neurotic and psychotic depression, including their variants, is valid or
whether all are part of a wide spectrum, in an uninterrupted symptom
continuum [11–18]. The dispute — albeit not as vigorous as in the past — has
not ceased up to this day. The pros and cons for each of the two approaches
have their advocates who, however, in contrast with their forerunners, are
not theorists but empirical researchers providing new methods and new data
in support of their views [19–28].

The introduction of operationally defined diagnostic criteria had an impact
on both camps. The merit of the categorical approach is that it is closer to the
way the human mind conceives nature, seeing it divided into distinct objects,
identifiable by the specific name attached to them. Physicians in particular are
more familiar with categories than with dimensionally defined constructs. If
depressive disorders and their subtypes were to be documented in the future
as existing in nature as separate entities with impermeable boundaries, it
would be a welcome development that would lead to a ‘‘true’’ and etiolog-
ically based diagnosis. Since, evidently, such developments are not readily
foreseeable, the categorical approach has still to rely on indirect methods
of reliability and validity measures, which up to now do not provide for a
sharp demarcation of the various types of depressive disorders. There is still
considerable overlap and the gray areas between even the major diagnostic
categories are large enough to include patients who qualify for multiple
allocations and for diagnostic hybridization. There is also a risk that, through
application of the operational criteria, a number of patients may not be eligible
for any of the categories and thus will remain ‘‘operationally’’ undefined.

The disadvantages of the rigid categorical approach are not sufficiently
offset by the dimensional (or spectrum) alternative, which, however, has
several merits, cardinal among them being its flexibility in application and its
capacity to include all ‘‘typical and atypical’’ cases. Moreover, by broadening
the diagnostic boundaries, the latter approach provides an evolutionary
perspective in our understanding of depressive disorders from temperament
(idiosyncrasis) to depressive personality, and from the subsyndromal and
the mild to the psychotic depressive episodes [29, 30].

Recently, two general population epidemiological studies have addressed
the issue. The first, based on data from the National Comorbidity Survey,
has shown that across the minor, major and severe categories of depression
(depending on the number of symptoms) there was a ‘‘monotonic’’ increase
for a number of indices (i.e. average number of episodes, impairment, comor-
bidity and parental psychopathology) [31]. The second study, extending a
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previous one in a population-based sample of female twins, yielded findings
which enabled the authors to conclude that there is little empirical support for
the DSM-IV requirement for 2-week duration, five symptoms and clinically
significant impairment to validate the syndromal autonomy of major depres-
sion with sharply defined boundaries. Most functions appeared continuous
across symptom, severity, duration and impairment measures. The authors
concluded that DSM-IV major depression may be a diagnostic construct
imposed on a continuum of depressive symptoms of varying severity and
duration [32].

Issues on Secondary or Comorbid Depression

The concept of primary-secondary depressive disorder was introduced by the
Washington University group in 1972, together with the formulation of diag-
nostic criteria which led to the development of the current operationalized
major diagnostic systems [18].

In the Washington group’s criteria the primary-secondary depression
distinction is entirely based on the temporal relationship of depression to
another psychiatric illness, especially schizophrenia and alcoholism. The
concept was later expanded to include physical illness and drug-related
conditions. It is, however, acknowledged that the concept of secondary
depression, if based only on temporal sequence, may not be easily validated.
Temporal sequences are complex and the succession of syndromes or illnesses
is often not clear, particularly if information relies on retrospective reporting.
The situation is further complicated when two individual distinct episodes
(depressive and non-depressive) have a concurrent (or difficult to discern)
onset of symptoms. The term ‘‘complicated depression’’ may not overcome
the definitional and practical diagnostic difficulties.

The introduction of multiaxial classification in current diagnostic systems
greatly facilitated the establishment of the comorbidity concept, which
progressively substituted the primary-secondary distinction. However,
comorbidity itself has its own definitional and practical shortcomings. Its
conceptual clarity is poor [33]. The term strictly refers to distinct disease
entities within a well-defined time-window and should not be loosely
applied — as it often is — to variously defined syndromal and subsyndromal
conditions, with an undetermined time relationship with the ‘‘comorbid’’
depression. Furthermore, the issue of nosological hierarchy is not resolved
by the comorbidity concept. Adherents of primary-secondary distinction
still argue that this is more appropriate than the comorbidity concept and
it does serve the clinician better, on the grounds that in the majority of
cases depression is preceded by another mental and/or physical illness
[34, 35]. Also to be considered is the possibility that what appears to
be a comorbid relationship of two discrete conditions may well be the
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polymorphic presentation of one single nosological entity [33]. Despite
theoretical and clinical limitations, the comorbidity concept has been tested
and proved particularly useful in psychiatric clinical studies [36] and
epidemiological investigations such as the Epidemiologic Catchment Area
(ECA) study [37, 38], the US National Comorbidity Survey [39], and the
WHO Study on Psychological Disorders in Primary Health Care [40, 41].

CLASSIFICATION OF DEPRESSIVE DISORDERS

Historical Background

From Hippocrates to Kraepelin

Descriptions of depression and depression-related mental disorders date
back to antiquity (Summerian and Egyptian documents date back to 2600 BC).
However, it was Hippocrates (460–370 BC) and his disciples who first studied
these conditions systematically and introduced the term ‘‘melancholia’’
to describe the symptoms and to provide a physiological explanation of
their origin. The Hippocratic School attempted to link the balance of the
postulated four humors (blood, yellow bile, black bile and phlegm) with
the temperament and personality, and the latter two with the propensity
to develop one of the four diseases (mania, melancholia, phrenitis and
paranoia). It is interesting that Hippocrates considered symptom duration as
a diagnostic criterion for melancholia by stating in one of his aphorisms (the
23rd) that ‘‘if sorrow persists, then it is melancholia’’.

Subsequent eminent authors of antiquity (Aretaeus of Capadokia, Galen
and others) continued using the term melancholia and elaborated further on
its symptomatology, its causation and its delineation from related disorders.
The essentials of the traditional views on melancholia were retained during
the middle ages and long after. The publication of Robert Burton’s Anatomy
of Melancholy in 1621, in addition to presenting an excellent description of a
sufferer’s feelings, provided an informative review of the prevailing concepts
on the nature of the illness at the time.

The term ‘‘melancholia’’ survived as the only specifier of morbid mood and
disposition until Kraepelin, at the end of the nineteenth century, introduced
the term ‘‘manic-depression’’ to separate nosologically mood disorders from
dementia praecox, known after Bleuler as schizophrenia.

From Kraepelin to DSM-IV and ICD-10

The eighth revision of the WHO International Classification of Diseases, Injuries
and Causes of Death (ICD-8) signaled the beginning of a systematic effort
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at an international level to develop a unified system of diagnosis and
classification of mental disorders. Despite improvements brought about in
the ninth revision (ICD-9), both these WHO systems limited their diagnostic
guidelines to narrative descriptions that did not particularly enhance the
diagnostic reliability of mental disorders.

This was also true for the first two editions of the American Psychiatric
Association’s (APA) Diagnostic and Statistical Manual of Mental Disorders,
which in addition to narrative presentation of symptoms attempted to asso-
ciate clinical features with psychopathological mechanisms. The advent of
DSM-III in 1980 marked the contemporary era in diagnosis and classification
of mental disorders. Every diagnostic category was given an operational
definition, strictly descriptive and ‘‘neutral’’, and this substantially increased
the diagnostic reliability. The subsequent revisions (DSM-IIIR and DSM-IV)
were based on the extensive experience derived from the application of
DSM-III. An additional feature of the latest edition (DSM-IV) [5] is that
it was initially designed to be compatible with the WHO’s tenth revision
(ICD-10) of the Classification of Mental and Behavioural Disorders [2, 3]. The
latter is structured in alphanumerical format and is the product of almost
10 year-long deliberations and extensive field trials [42].

Comparison of ICD-10 with DSM-IV

As shown in Table 1.1, ICD-10 and DSM-IV are basically similar in their
orientation, and despite their differences, mainly in terminology, may be
used interchangeably in clinical practice. They converge on the following
major features: (a) the previously dispersed depressive disorders are grouped
together under a common name signifying a unified syndromal entity;
(b) the term ‘‘affective disorders’’ is replaced by the term ‘‘mood disorders’’,
thus narrowing the depression’s boundaries by not subsuming anxiety
disorders under the same roof; (c) while the clear intraclass distinction
between bipolar and depressive disorders is retained, the term ‘‘unipolar’’ is
abandoned; (d) the diagnostic criteria are symptom-based, descriptive and
not explanatory; (e) symptom severity and recurrence are used as subtyping
and specifying criteria; (f) diagnostic threshold is determined by a constella-
tion of core and supplementary symptoms, which have to fulfill the number
and duration criteria in order to qualify for a distinct diagnostic entity;
(g) dysthymia is classified as a separate entity within the general frame of
depressive disorders.

CLINICAL PRESENTATION OF DEPRESSION

Depression signifies an affective experience (mood state), a complaint
(reported as a symptom) as well as a syndrome defined by operational



DIAGNOSIS OF DEPRESSIVE DISORDERS: A REVIEW 7

TABLE 1.1 Depressive disorders in ICD-10 and DSM-IV

ICD-10 DSM-IV (ICD-9-CM)

F32 Depressive episode (single) 296.2x Major depressive disorder,
single episode

F32.0 Mild depressive episode
.00 Without somatic syndrome
.01 With somatic syndrome With melancholic features

F32.1 Moderate depressive episode
.10 Without somatic syndrome
.11 With somatic syndrome With melancholic features

F32.2 Severe depressive episode
without psychotic
symptoms

F32.3 Severe depressive episode with
psychotic symptoms

F32.8 Other depressive episodes With catatonic/atypical
features

F32.9 Depressive episode, unspecified .20 Unspecified

F33 Recurrent depressive disorder 296.3x Major depressive disorder,
recurrent

F33.0 Recurrent depressive disorder,
current episode mild

.00 Without somatic syndrome

.01 With somatic syndrome With melancholic features
F33.1 Recurrent depressive disorder,

current episode moderate
.10 Without somatic syndrome
.11 With somatic syndrome With melancholic features

F33.2 Recurrent depressive disorder,
current episode severe
without psychotic
symptoms

F33.3 Recurrent depressive disorder,
current episode severe with
psychotic symptoms

F33.4 Recurrent depressive disorder,
currently in remission

F33.8 Other recurrent depressive
disorders

With catatonic/atypical
features

F33.9 Recurrent depressive disorder,
unspecified

.30 Unspecified

F34 Persistent mood (affective) disorders
F34.0 Cyclothymia 301.13 Cyclothymic disorder
F34.1 Dysthymia 300.4 Dysthymic disorder
F34.8 Other persistent mood (affective)

disorders
300.4 Dysthymic disorder with

atypical features
F34.9 Persistent mood (affective)

disorder, unspecified

continues overleaf



8 DEPRESSIVE DISORDERS

TABLE 1.1 (continued)

ICD-10 DSM-IV (ICD-9-CM)

F38 Other mood (affective) disorders
F38.0 Other single mood (affective)

disorders
.00 Mixed affective episode 296.0x Bipolar I disorder, single

mixed episode
.01 Mild
.02 Moderate
.03 Severe without

psychotic symptoms
.04 Severe with psychotic

symptoms
F38.1 Other recurrent mood (affective)

disorders
.10 Recurrent brief depressive

disorder
See Appendix B: Recurrent

brief depressive disorder
F38.8 Other specified mood (affective)

disorders
F39 Unspecified mood (affective) disorder 296.90 Mood disorders NOS

criteria. As an affective experience of sadness, it is common to all humans;
as a symptom, it is present in several mental and physical illnesses and, as a
syndrome, it is associated with specific mental and physical disorders.

The prototype of the syndromal entity of depressive disorders is the
depressive episode (DE) in ICD-10 and the corresponding major depressive
episode (MD) in DSM-IV. In both systems, it serves as the qualifying yardstick
for all the other forms of depression.

Depressive Episode — Major Depression

As shown in Table 1.1, both DE and MD are specified according to
their severity (mild, moderate, severe) and course (single or recurrent).
Furthermore, both systems share two fundamental features for identifying
depressive episodes: (a) a minimum number of typical and associated
symptoms; (b) a minimum duration of symptoms of 2 weeks. In DSM-
IV, but not in ICD-10, a third feature is added, that is the impairment in
important areas of functioning.

The symptom criteria for the DE according to ICD-10 are listed in Table 1.2.
The typical symptoms are depressed mood and lack of interest, pleasure and
energy. The typical symptoms are combined with the additional ones in many
patterns, each one of them determining the clinical picture of a depressive
episode at the individual’s level. Symptoms may not be stable during the
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TABLE 1.2 Depressive episode according to ICD-10

General criteria
ž The depressive episode should last for at least 2 weeks
ž No hypomanic or manic symptoms sufficient to meet the criteria for hypomanic

or manic episode at any time in the individual’s life
ž Not attributable to psychoactive substance use or to any organic mental disorder
Typical symptoms
ž Depressed mood to a degree that is definitely abnormal for the individual,

present for most of the day and almost every day, largely unresponsive to
circumstances, and sustained for at least 2 weeks

ž Loss of interest or pleasure in activities that are normally pleasurable
ž Decreased energy or increased fatigability
Additional symptoms
ž Loss of confidence or self-esteem
ž Unreasonable feelings of self-reproach or excessive and inappropriate guilt
ž Recurrent thoughts of death or suicide, or any suicidal behavior
ž Complaints or evidence of diminished ability to think or concentrate, such as

indecisiveness or vacillation
ž Bleak and pessimistic views of the future
ž Sleep disturbance of any type
ž Change in appetite (decrease or increase) with corresponding weight change

episode, and their change over time adds to the polymorphic presentation of
each particular depressed patient.

There is no one single pathognomonic symptom that in itself would identify
DE/MD depression and would allow its monothetic classification. However,
the symptoms listed in Table 1.2 and described more extensively below, are
considered as core symptoms which, if present in sufficient number and
duration, provide for a reliable and valid diagnosis of DE/MD as a distinct
psychopathological syndrome.

Depressed Mood

Depressed mood is the hallmark of all depressions, regardless of their
additional specifying features and of their intensity, duration and variation.
‘‘Depressio sine depressione’’ (a term proposed to signify depression masked
by somatic symptoms) does not exist. The depressed mood is always there,
it only needs to be elicited. It is therefore in the authors’ view inexplicable
why in both the DSM and the ICD criteria the depressed mood, instead of
being considered as essential, is recorded as an optional symptom.

Depressed mood is a sustained emotional state that is characterized
by sadness, low morale, misery, discouragement, hopelessness, emptiness,
unhappiness, distress, pessimism and other related affects that, if assessed in
isolation, cannot easily be delineated from the emotional states universally
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experienced by all human beings when faced with life’s adversities. However,
depressed mood differs in some aspects that would justify considering it not
only as quantitatively more intense than the normal emotional response but
also as a qualitatively distinct state that qualifies as a psychopathological
symptom.

The main differentiating features of the depressed mood from the non-
morbid emotional reaction of sadness are as follows. The intensity and the
depth of the pain become so unbearable that often the death wish provides
a comforting remedy. The sadness and the associated feelings pervade all
domains of personal life and impact on the individual’s social performance.
The depressed mood lasts long enough to be felt as an unalterable affective
state. It may occur spontaneously but, even if it has been triggered by a
life event, it evolves autonomously, dissociated from that event, and resists
being changed through reasoning or encouragement. It is associated with
cognitive and somatic symptoms (guilt, self-reproach, suicidal thoughts and
a variety of unpleasant and painful bodily sensations) that are not commonly
encountered in non-depressed mood states.

Anhedonia — Loss of Interest

Anhedonia and loss of interest are symptoms closely associated with the
depressed mood, varying in intensity along with the feeling of sadness.
Patients are unable to express emotions, even their own psychic pain. They
are unable to draw pleasure from previously enjoyable activities or to
preserve their interests and affections. In severe cases they disregard and
abandon most of the things they valued in life. Yet to a great extent they retain
insight of their own inability to experience and express normal emotions and
this intensifies their suffering.

Cognitive Disturbances

Difficulty in concentrating, negative thoughts, low self-esteem and self-
confidence, hopelessness, self-depreciation and self-reproach, a sense of
worthlessness and sinfulness, negative outlook on the world and suicidal
thoughts are some of the most common cognitive features accompanying the
depressed person’s state of feeling. If these thoughts are many, persistent
and not amenable to change by reason, they are regarded as delusions
and qualify for the diagnosis of mood-congruent (delusional-psychotic)
depression. When thoughts are discordant with the depressed mood, and
delusions of persecution, thought insertion, thought broadcasting and
other similar delusions predominate, then mood-incongruent (delusional-
psychotic) depression is diagnosed. Whether these cognitive disturbances
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result in depressed mood, as the cognitive theorists view it, or they are the
derivatives of the depressed mood state, is still a debatable issue of limited
interest to the practicing physician.

Psychomotor Disturbances

Psychomotor disturbances have the advantage of being readily observed
and even objectively measured. They include, on the one hand, agitation
(hyperactivity) and on the other, retardation (hypoactivity). Although
agitation, usually accompanied by anxiety, irritability and restlessness, is a
common symptom of depression, it lacks specificity. In contrast, retardation,
manifested as slowing of bodily movements, mask-like facial expression,
lengthening of reaction time to stimuli, increased speech paucity and, at its
extreme, as an inability to move or to be mentally and emotionally activated
(stupor), is considered a core symptom of depression. Their presence is
currently being used as a diagnostic symptom of the melancholic type of
depression in DSM-IV and the severe depression with somatic symptoms
in ICD-10.

Vegetative Symptoms

Vegetative symptoms constitute the most biologically rooted clinical features
of depressive disorders and are commonly used as reliable indicators of
severity (severe depression with somatic symptoms in ICD-10 and melan-
cholia in DSM-IV). They are manifested as profound disturbances in eating
(anorexia and weight loss, or the reverse, bulimia and weight gain), in sleep
(insomnia and/or hypersomnia), in sexual function (decreased sexual desire
or in a minority of cases the reverse), loss of vitality, motivation, energy and
capacity to respond positively to pleasant events. Additionally, concomi-
tant bodily sensations, usually diffuse pains, and complaints of fatigue and
physical discomfort are reported. Disturbances of biorhythms are frequent
and are considered as characteristic features of melancholia. They are mainly
manifested in sleep patterns, predominantly with early morning awakening.

Anxiety Symptoms

Although anxiety symptoms are essential for the diagnosis of anxiety disor-
ders, they are so frequently encountered in depression that they should also
be considered as an integral part of its clinical picture, particularly at the
primary care settings. In ICD-10, the admixture of anxiety and depressive
symptoms is listed as a distinct category under the term ‘‘mixed anxiety and
depressive disorders’’.
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Subtypes of DE/MD

The main criteria for subtyping DE/MD are basically quantitative (by
symptom number, duration and content specifiers). The following are
subtypes which are included in the current two major diagnostic systems
and are considered as fulfilling, to a varying degree, reliability and validity
criteria requirements.

Melancholia (Depression with Somatic Symptoms)

This subtype is listed as melancholia in DSM-IV and as severe depres-
sive episode with somatic symptoms in ICD-10. Melancholia is the oldest
diagnostic term used in psychiatry and is characterized by vegetative distur-
bances and other clinical features that indicate a profound dysfunction of
neurobiological mechanisms [7, 8, 10, 43]. The main features of its clinical
identity include psychomotor retardation or agitation, late insomnia, loss of
weight and appetite, anhedonia (lack of reactivity to pleasurable stimuli),
diurnal variation of mood and libido disturbances. The question is still raised,
however, whether this cluster of symptoms identifies a separate clinical entity
discrete from the other subtypes of MD or if it should be considered as a
variant of MD different only on severity measures, as inferred in the ICD-10
classification [27, 44].

DSM-IV includes as a distinguishing feature of melancholia a depressed
mood state that has a ‘‘distinct quality’’. It is felt as such by the melancholic
patient and not by non-melancholic or bereaved individuals. The ‘‘distinct
quality’’ notion is, however, challenged as lacking validity, and it has been
proposed that it should be deleted until its specificity for this depressive
subtype is established [45].

Support for the distinction of this subtype may derive from reports in the
literature indicating its stronger association with neurobiological markers
such as the response to the dexamethasone suppression test (DST) [46] and
the latency of rapid eye movement (REM) sleep [47]. In a recent study, in
which the question of diagnostic validity of melancholic MD was explored
in a population-based sample of female twins, it was concluded that it is a
valid subtype of MD with distinct clinical features and a particularly higher
familial liability to depressive illness. However, from a genetic perspective,
the difference is considered as quantitative (melancholia being more severe)
but not qualitative [48].

Depression with Psychotic Symptoms

This subtype of depression is listed as severe episode with psychotic
symptoms in ICD-10 and major depression with psychotic features
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(mood-congruent and mood-incongruent) in DSM-IV. It is also commonly
cited in the literature as psychotic or delusional depression. On the basis of
its presenting symptoms, it was found in the ECA study to cover 14% of all
major depressions, representing their most severe form [49].

Clinically this subtype is identified by the presence of delusions in conjunc-
tion with psychomotor disturbances, vegetative symptoms and occasional
hallucinations. Depending on the delusional content, distinction is made
between mood-congruent and mood-incongruent forms.

It has long been a controversial issue and is still debated whether delu-
sions and other psychotic features in depression denote a qualitatively
distinct psychopathological entity or merely manifest a greater severity of
the depressive disorder continuum [50].

Demographic and clinical characteristics (phenomenology, course and
prognosis), family history, treatment response and neurobiological markers
have been used as variables to validate the diagnostic autonomy of delu-
sional from non-delusional depression [3, 10, 49–51]. Findings derived from
the community survey of the ECA study indicated that delusional depres-
sion is different on a number of variables from other subtypes of MD, and
the differences are not accounted for by demographic factors, symptom
profile and severity [48]. The majority of studies have failed to substantiate a
clear and significant difference in many other variables [51, 52]. Some authors
reported higher association of delusional depression with a number of neuro-
biological markers (lower levels of serum dopamine-ˇ-hydroxylase (DBH)
and cerebrospinal fluid (CSF) 3-methoxy-4-hydroxyphenylglycol (MHPG);
higher cortisol non-suppression to DST and higher hospitalization rates) [53].
Whereas it may still be argued that the reported differences are at best
state indicators of greater severity rather than distinguishing nosological
markers [50], it should be noted that premorbid vulnerability factors for
delusional-psychotic depression have been identified [54] and that the homo-
geneity of type and content of delusions from episode to episode has been
reported by independent authors. These finding may to a certain degree
validate the categorization of delusional depression as a distinct subtype of
major depression and warrant further investigations [5, 7, 10, 55, 56].

The mood-incongruent psychotic major depression is still debated with
regard to its proper nosological placement. It may be close to schizoaffective
disorder as defined by Research Diagnostic Criteria (RDC), but it differs from
it in many other respects and particularly in premorbid social adjustment
variables. It seems that mood incongruent major depression has a boundary
problem and represents a largely heterogeneous clinical condition consisting
of different cases which resemble cases of other categories (major depression,
schizoaffective bipolar delusional states and even paranoid schizophrenia
with affective component) qualifying for placement in either or in both the
mood and delusional disorders [57].
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Atypical Depression

The specifying criteria for atypical depression, according to DSM-IV, are basi-
cally the reverse vegetative-somatic symptoms most commonly encountered
in typical melancholia (i.e. hypersomnia instead of insomnia, hyperphagia
and weight gain instead of anorexia and weight loss), while the mood is
responsive to actual or potential positive events. Excessive sensitivity to
rejection is also listed as a criterion. The symptoms have to predominate
in the past recent 2 weeks of an episode of major depression or during
the past 2 years of dysthymia. Although the validity of atypical depression
has been frequently challenged in the past [58], a recent review assessing
published studies on the subject and applying Kendell’s criteria for clin-
ical validity concluded that atypical depression complies with two out of
six validation criteria, the clinical description and the differential treat-
ment response, monoamine oxidase inhibitors being more effective than
tricyclics [59].

Recurrent Brief Depression (RBD)

According to ICD-10, to make the diagnosis of RBD, depression should have
occurred about once a month over the past year, and each episode should
have lasted less than 2 weeks (typically 2–3 days with complete recovery),
not having occurred only in relation to menstrual cycle and otherwise
fulfilling the symptom criteria for a mild, moderate or severe depressive
episode. The risk for manic episode is low and thus it may not fall into the
rapid-cycling form of bipolar disorder [2, 60, 61].

It has still to be clarified whether RBD represents a discrete form of
depressive disorder or one of the clinical variants of recurrent depressive
episodes. It is highly comorbid with anxiety disorders and its lifetime
prevalence in the community is reported to be as high as 10% [60].

Dysthymia

Dysthymia was introduced as a new diagnostic category of mood disorder
by DSM-III and was established in subsequent editions of the DSM and
in ICD-10. It includes several depressive conditions that share chronicity
as a common characteristic but otherwise are rather heterogeneous with
regard to their clinical presentation, neurobiological correlates and treatment
response [8, 10, 62, 63]. Most of the patients currently subsumed under the
term dysthymia were described in the past as having ‘‘depressive neurosis’’,
‘‘depressive personality’’, and ‘‘characterological depression’’. The patients
assigned to this category do not fulfill the criteria for recurrent depression, but
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in addition to depressive mood need to have at least two of the following:
poor appetite or overeating, insomnia or hypersomnia, low energy, low
self-esteem, poor concentration, inability to decide and hopelessness. The
symptoms have to last for at least 2 years, usually without remissions or
with occasional free intervals of a short duration (of a few days or weeks).
The patients, most of the time, present themselves as moody, sad, tired and
anhedonic, with feelings of inadequacy, but also often as demanding and
complaining, self-denigrating and at the same time reproachful to others. As a
consequence, dysthymics are not particularly sociable and their relationships
are neither stable nor empathetic.

In most cases, it is hard to define the correct time of onset of the disorder.
The patients themselves feel that it is a lifelong condition, embedded in
their existence since childhood. Although it may be diagnosed in late life,
the early onset is typical of dysthymia and for some authors the term
should be preserved only for cases with an early onset, either as a distinct
condition or as a chronic subthreshold mood or even a temperamental
state [64–66]. If MD precedes or co-occurs during the 2 or more years of
dysthymic symptomatology the diagnosis, according to DSM-IV, should
be MD only. If, however, MD is superimposed on dysthymia after its
2 years duration, both conditions are diagnosed separately (as dual diagnosis)
and according to some authors the term ‘‘double depression’’ should be
used [67].

TABLE 1.3 Dysthymia according to ICD-10

Criteria
ž At least 2 years of constant or constantly recurring depressed mood
ž Intervening periods of normal mood rarely last for longer than a few weeks; no

episodes of hypomania
ž None, or very few, of the individual episodes of depression within the 2-year

period should be sufficiently severe or long-lasting to meet the criteria for
recurrent mild depressive disorder

ž During at least some of the periods of depression, at least three of the symptoms
listed below should be present

Symptoms
ž Reduced energy or activity
ž Insomnia
ž Loss of self-confidence and feelings of inadequacy
ž Difficulty in concentrating
ž Frequent tearfulness
ž Loss of interest in or enjoyment of sex and other pleasurable activities
ž Feeling of hopelessness or despair
ž A perceived inability to cope with the routine responsibilities of everyday life
ž Pessimism about the future or brooding over the past
ž Social withdrawal
ž Reduced talkativeness
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Cyclothymia

Cyclothymia is characterized by persistent instability of mood and involves
symptoms of depression and elation, which are insufficient in severity
and pervasiveness to meet the full criteria of either manic or depres-
sive episodes. They pursue a chronic course for at least 2 years with
or without normothymic intervals, which if present — according to DSM-
IV — should not exceed the 2-month duration [5]. During the periods of
depression, in addition to depressed mood, at least three of the ICD-10
symptoms for depressive episode should be present (see Table 1.2) [2, 3].
Mood swings as a rule start in late teenage. Cyclothymia is a condi-
tion not easily recognizable and if it does not develop to a major mood
psychopathology, and especially bipolar disorder, usually does not attract
medical attention. However, it impairs social and occupational functioning
to a degree that depends on the intensity and the rate of change of the
symptoms in each particular individual. It is not clinically distinguished
from cycloid or cyclothymic personality disorders [68]. When mood insta-
bility pervades the whole of personal behaviour, the ensuing chaotic life
style closely resembles the clinical presentation of a borderline personality
disorder.

Cyclothymia, as a distinct entity separate from MD, does not correspond to
Schneider’s concept, which was synonymous to bipolar disorder. The current
concept, although still ill-defined, brings it closer to a subaffective chronic
state of mood fluctuations that is linked to personality disorders [29].

Other Depressive Types

Seasonal Depression

Seasonal depression is characterized by recurrent depressive episodes in
temporal relationship with a particular period of the year (regular onset in
fall or winter and offset usually in the spring). Full remission from depression
(or change to mania or hypomania) in the spring or somewhat later, and the
seasonal depressive episodes outnumbering the lifetime major depressive
episodes without seasonal pattern are two of the qualifying criteria for
inclusion in this disorder [69, 70].

Subsyndromal Depressive Symptoms (SSD)

Neither ICD-10 nor DSM-IV make any reference to SSD as a separate subtype
of depressive disorder. Whereas there are no established criteria for their
syndromal definition, recent studies have shown that they are a clinical entity,
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identifiable in general population surveys and frequently seen in primary
care settings [65]. This entity involves a cluster of symptoms that do not differ
from those of the MD but do not meet the full criteria of a depressive ‘‘case’’.
The symptoms are fewer than formally required, are not severe enough
and vary over time. Nevertheless, although subthreshold, the symptoms
have a disabling impact on the individual, seriously impairing his mental,
occupational and psychosocial functioning. They may precede or follow MD
and not infrequently they fill the intervals between the episodes [66, 71].

Although falling short of full-fledged depression, SSD are very close
to the mild depressive episode of ICD-10 and to many other conditions
which in the past were known as ‘‘neurotic’’ or ‘‘characterological’’. It has
been reported [64] that subthreshold depression does not significantly differ
in terms of sleep parameters, family history and follow-up course from
threshold depressive conditions, with the exception of the major (severe)
depressive episode with psychotic features [66]. On the basis of these obser-
vations, it has been postulated that SSD and the minor depression disorders
appear on a symptomatic continuum, with the other subtypes of syndromal
depressive illness representing an alternative form or different symptomatic
phase of the same parent illness [65].

Premenstrual Syndrome (PMS)

It is still debated whether symptoms which occur during the last week
of luteal phase and remit a few days after menses constitute a distinct
syndrome or are either part of or superimposed on other depressive and
mental disorders. DSM-IV [5, 10] lists the premenstrual syndrome among
those that may be a focus of attention, while ICD-10 [2, 3] does not attach
syndromal significance to premenstrual symptoms.

Epidemiological studies yield prevalence rates of 80% for mild to moderate
and 3–8% for severe premenstrual symptoms [72]. Among the many
symptoms, the most frequent are depressed mood, anxiety, irritability,
mood lability, tiredness, sleep and eating disturbances, and difficulty in
concentrating.

The PMS has first to be differentiated from the minor and mild emotional,
behavioral and somatic manifestations accompanying or forming part of the
normal biological function of menstruation, which should not be labeled as
psychopathological unless they are so severe and disabling that they meet the
criteria of a syndrome. Cross-sectionally the premenstrual symptoms closely
resemble symptoms of major depression and dysthymia. Differential diag-
nosis lies mainly on symptom duration and on premenstrual history. Other
conditions to be considered in differential diagnosis are bipolar disorder,
substance abuse, gynecological and endocrine disorders.
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In a recent study to validate the PMS and to explore its phenomeno-
logical and familial relationship with major depression, it was concluded
that premenstrual symptoms are substantially heritable, but the associated
genetic and environmental factors are not closely related to lifetime major
depression [73].

Depression and Menopause

The prevalence of depressive disorders does not seem to increase during
menopause [74]. However, further investigation may be needed [75].
Negative beliefs about menopause and experiencing a longer than usual
menopause are associated with an increased risk of developing a depressive
disorder.

Depressive Personality Disorder (DPD)

As already mentioned, Hippocrates had observed a particular type of temper-
ament or ‘‘crasis’’, the melancholic, associated with the secretion of black bile
from the liver. Galen elaborated on this personality type further in his treatise
of four types of temperament or ‘‘crasis’’. Kraepelin, and later Kretschmer,
early in this century, also recognized a distinct ‘‘depressive’’ temperament
prone to developing depression. An excellent phenomenological analysis
of the melancholic temperament was attempted by Tellenbach in his mono-
graph Melancholie [76]. DPD was represented in the first two editions of DSM,
but it was omitted from both DSM-III and DSM-III-R. In ICD-10 it is not
distinguished from dysthymia [2, 3]. The interest of clinical researchers in
affective temperamental disorders did not cease and amid controversy DPD
was readmitted in Appendix B of DSM-IV as a putative disorder for further
study [7, 29, 77]. DPD is defined in DSM-IV as a pervasive pattern of depres-
sive cognitions and behaviors beginning by early adulthood and fulfilling
five or more of seven criteria (variants of depressed mood, low self-esteem,
self-criticism, pessimism, negativistic and critical attitude toward others,
guilt feelings), the minor to negligible contribution of somatic symptoms
being a differentiating feature from dysthymia [5, 10].

The relationship of DPD with depressive disorders and particularly with
dysthymia, with which it shares chronicity and early life onset as well as a
number of common presenting symptoms, is the subject of ongoing clinical
research and vigorous debates.

In support of validation of DPD as a distinct, stable personality type
qualifying for a personality disorder status are results from a recent study
which showed that although it can be comorbid with dysthymia and MD
it can also occur in their absence (83% of the cases did not have early



DIAGNOSIS OF DEPRESSIVE DISORDERS: A REVIEW 19

onset dysthymia and 60% did not have current MD). Moreover, in a 1-year
follow-up, DPD proved to be a relatively stable condition [78].

Postnatal Depressive Disorders

These disorders present in three forms. The first is a transient anxiety-depres-
sive state known as postpartum blues that occurs a few days after delivery,
peaks within 10 days and subsides usually within 3 weeks after delivery.
About half of the mothers experience the blues in various degrees [4, 10, 79].
The symptoms are mild, not necessitating medical attention. Characteristic
symptoms include mild depressive mood, crying, fatigue. The second form
occurs in almost 10–15% of mothers [80], as a rule within the first month
after delivery. The symptoms do not essentially differ from the moderate
and severe non-psychotic DE/MD. They have a disrupting and long-term
effect on the personal and family life of the mother. The third, known as post-
partum depression with psychotic features, occurs in about one out of 1000
mothers. In this form of postnatal depression, the first month after delivery is
characterized, in addition to DE/MD symptomatology, by psychotic features
among which are delusional thoughts, mainly concerning the newborn, in
association with severe crying spells, guilt feelings, suicidal ideation and
occasionally with hallucinatory experiences [5, 79]. Differential diagnosis is
necessary from thyroid dysfunction and drug-induced syndromes.

ASSOCIATION WITH AND DIFFERENTIAL DIAGNOSIS
FROM NORMAL SADNESS AND OTHER MENTAL
DISORDERS

Normal Sadness

Depressed mood as an essential ingredient of pathological (morbid) depres-
sion has its equivalent in the emotional response of practically all normal
individuals when faced with losses, rejections and the adversities and
vicissitudes of life. Sadness, disappointment, downness, gloominess, discour-
agement, unhappiness, and even despair, are universal human experiences:
how different are these normal emotions from the clinically meaningful
mood changes of a depressed patient? Is there a line demarcating the normal
from abnormal feelings, or are the boundaries between the two blurred and
practically non-existent? The dimensionalists view the normal and depressed
mood as variations in intensity and duration rather than as distinctly delin-
eated, qualitatively different conditions. This is reflected in the operational
criteria for depressive disorders, in both ICD-10 and DSM-IV. A minimum
intensity (measured by the number of symptoms) and minimum duration of
symptoms are required to differentiate normal from abnormal mood states.
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The impact of depressed mood on social functioning, adopted by DSM-IV
as an additional criterion, may not be quantitatively as valid as the other
two criteria, since socio-cultural variables seem to interfere on the level of
the individual’s interpersonal relations and social functioning. The quantita-
tive approach is also reflected in the widely applied depression measuring
scales [81–83]. The qualitative approach, on the other hand, that views the
depressed mood as distinct from normal sadness with a different experiential
content, may be difficult to validate, since subjective feeling states can only
partially be communicated and objectively assessed.

The closeness of normal sadness to the depressed mood may explain why
so often depressed patients do not seek help until their condition deteriorates
and becomes unbearable. This also explains why depressives are not easily
recognized as suffering patients by their family members and friends. The
patients’ complaints about their painful feelings are often interpreted by
others as an excessive, but still normal distress, that they themselves had
already experienced in their lives.

In severe depression, it may not be difficult to delineate normal from
abnormal mood states. In addition to the mood disturbances, the distin-
guishing features commonly cited in the literature include impairments of
body functioning and vegetative symptoms (sleep, eating and sex distur-
bances), disinterest and lack of desire for performing the usual and expected
social roles, suicidal ideation and, in severe forms, mood-congruent delu-
sions [1]. In mild forms of depression, such symptoms are absent and
recognition of mood disturbances requires particular attention and diagnostic
skills. The following are useful guidelines.

In contrast with normal sadness, the depressed mood: (a) may not be
associated with a real adverse event, and if losses are reported, they
are grossly exaggerated, anticipated or imagined; (b) is extremely painful,
persistent and pervasive, resisting all attempts to change by encourage-
ment or reasoning; (c) is commonly associated with worthlessness, low
self-esteem, and sustained self-depreciation; (d) frequently escalates with
time and impacts on interpersonal relations and daily functioning; (e) is
associated with guilt feeling and death wishes; (f) involves, if severe enough,
somatic-vegetative symptoms and delusional ideation; (g) is more frequently
than in normal sadness associated with rhythm disturbances and hormonal
dysregulation.

On theoretical grounds, the ethological paradigms and Bowlby’s attach-
ment theory may be invoked to support the qualitative distinction between
normal and abnormal affects. It is postulated that depression as a normal
emotion serves an adaptational function, signaling danger and alerting the
individual and the fellow members of the group to meet it. In depressed
patients the adaptational qualities of the affect as a signaling and protective
psychological mechanism are apparently degraded [1].
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Worth mentioning are the theoretical approaches on the distinguishing
features between normal sadness, mourning and morbid depressed mood
developed by the psychoanalytic school that still follows Abraham’s and
Freud’s original psychodynamic formulations [84]. The German phenomeno-
logical school also contributed to the analysis of human emotions and their
pathological variants and has best been represented on the subject of depres-
sion by Tellenbach’s work on melancholia [76].

In the past few years an attempt has been made to explore the neural
substrate of those emotions of normal individuals which from the evolu-
tionary perspective are considered primary, serving survival needs and
adaptational functions. In this respect the positron emission tomography
(PET) studies are relevant. In one of the first PET studies [85] it was reported
that induced sadness evoked bilateral activation of the inferior orbito-frontal
cortex. In another study [86] it was shown that sadness and happiness
involve different neuronal networks. Finally, in a more recent study, it was
shown that in human emotions several brain regions are involved, but it
is possible to identify regions that distinguish between positive and nega-
tive emotions [87]. It is understood that at this stage it is premature to
rely on neuroimaging technology for differentiating normal from abnormal
emotions (sadness from depressed mood). Nevertheless, such findings may
be used as the experimental ground for exploring the boundaries between
normal and abnormal affective states.

Bereavement

Bereavement is generally considered a normal psychological reaction to loss
(death) of a loved one and involves a number of symptoms that are also
experienced by depressed patients. The differential features of a normal
grief and clinical depression concern the number and the severity of the
symptoms (being as a rule fewer and milder in the former) as well as their
duration (in bereavement, they decline in 2-months and should not last
for more than 6 months). The process of grieving following death includes
bewilderment and ‘‘numbness’’ (as immediate reactions), preoccupation
with the loved one, an urge to look back and inability to look forward,
low mood, restlessness, occasional despair, striving to recapture the image
of the lost one, disturbed sleep, loss of interest, lack of concentration and
mild guilt feelings [9]. According to DSM-IV, if the depression-like picture
is still present after 2 months and some symptoms not typical for ‘‘normal’’
grief (inappropriate guilt, preoccupation with worthlessness, psychomotor
slowing and hallucinatory experiences) are added, a depressive disorder
should be considered [5, 10].

Undoubtedly, bereavement is a highly stressful event and its contributing
role in triggering a depressive disorder should not be overlooked in clinical
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practice. High rates of MD following bereavement, ranging from 20% up to
over half of the cases 1 month after the loss and progressively decreasing in
subsequent months, have been reported by several authors [88]. It was also
reported that 50% of all widows and widowers meet the MD criteria during
the first year of bereavement [8, 9].

Equal significance should, however, be given to post-bereavement subsyn-
dromal depression, consisting of milder and fewer depressive symptoms
which nonetheless seriously affect the overall adjustment of the individual
and are good predictors of an increased risk for future major depressive
episodes [88].

Increased risk factors for post-bereavement depression are the traumatic
circumstances surrounding the death of the loved one as well as ambivalent
and dependent or interdependent attachment to the deceased person, and
insecure attachment to parents in childhood (particularly learned fear and
learned helplessness) [90].

Anxiety and Panic

The close association of depression with anxiety has long been recognized
by clinicians and clinical investigators and has initiated the vigorous and
persistent dispute between the ‘‘splitters’’ and the ‘‘lumpers’’, that is, between
those viewing depression and anxiety as two separate categorical entities
and those advocating the unitary hypothesis considering both as dimensions
of a single underlying disorder.

The intimate relationship between depression and anxiety is best reflected
in the overlap of depressive and anxiety items in the most widely used scales
for measuring severity of the two disorders [134]. The extent to which depres-
sion overlaps or co-occurs with anxiety has been amply demonstrated in
three major epidemiological studies: the ECA study [37, 38], the US National
Comorbidity Survey [39], and the WHO Study on Psychological Disorders
in Primary Health Care [41, 42]. According to the US National Comorbidity
Study results, the majority (61.8%) of the respondents with a lifetime history
of MD had at least one other DSM-III-R disorder before the onset of depres-
sion and in only 26% depression was not preceded or overlapped by any
other disorder. The 12-month comorbidity has also shown 51.8% of depressed
patients to have anxiety disorders. The calculated odds ratios (qualifying the
relative risk of an outcome between two exposure groups) in the study have
shown considerable variability across sites but strong association of lifetime
MD and specific anxiety disorders (generalized anxiety, panic, agoraphobia
and social phobia) [39]. The WHO study, although methodologically close but
not identical to the ECA and the US National Comorbidity studies, yielded
grossly similar results on depression-anxiety comorbidity [41]. In nearly half
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of the cases, depression and anxiety appeared at the same time. It was also
found that with an increasing number of depressive symptoms there was
an increasing number of anxiety symptoms. In a recent study in which the
results of an International Task Force on Affective and Anxiety Comorbidity
were reported, it was found that panic followed by social phobia was more
strongly associated with depression.

The overall evidence leaves no doubt that co-occurrence of depression and
anxiety is the rule rather than the exception, particularly in primary care
settings.

Schizophrenia

Depressive symptoms during the psychotic phase of schizophrenia, although
present, may not be detected due to the ‘‘masking’’ effect of the more
pronounced and overt psychotic symptoms. They are more evident and
easily recognized when they either precede or follow the psychotic phase
[4, 8]. When they precede the onset of psychotic symptoms, they are often
misdiagnosed as a true depressive episode [91]. A thorough psychiatric
examination as well as a close follow-up are recommended where the family
history and the presence of atypical symptoms raise the suspicion that the
depressive symptoms are actually the prodromal signs of an oncoming
psychotic episode. The frequent occurrence of a pre-psychotic depressive
phase has been variously conceptualized, but the predominant view is that it
is an integral part of the psychotic process rather than a discrete non-psychotic
condition that initiates the psychotic psychopathology [92].

Is not clear whether the depressive symptomatology that appears after
the remission of florid psychotic symptoms in a percentage of patients
represents a true depression or a mixture of symptoms, some residual of
the remitted psychosis (especially with negative symptoms), some related to
post-psychotic adjustment difficulties and others to neuroleptic medication.
The issue is controversial, but is of relevance to clinical practice, since false-
positive and false-negative diagnosis may lead to wrong treatment choices.
Post-psychotic depression has been adopted as a separate psychopathological
entity in ICD-10 [2, 3].

Somatization Disorder

All types of somatic (physical) symptomatology listed in ICD-10 and DSM-IV
as somatization disorder, somatoform disorder, undifferentiated somatoform
disorder, hypochondriacal disorder, and which share as a common denom-
inator the presence of somatic (bodily) complaints and symptoms in the
absence of a physical illness and not resulting from the direct effect of
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drug abuse or medication, bear a strong association with both depression
and anxiety.

Depending on the individual patients’ characteristics and their social
and cultural backgrounds, the bodily symptoms vary in number and type,
but commonly include bodily diffuse or ill-located pains and aches, chest
pressures as well as visceral symptoms related to the function of internal
organs. All symptoms are usually vague, unstable and inexplicable by
the results of the physical and laboratory examinations. The presence of
depressed mood is not infrequently masked by the somatizing patient;
however, it is rarely missed by an experienced clinical interviewer.

Adjustment Disorder (AD)

One of the subtypes of AD is the one with depressed mood. The main
features of AD, that is the development of significant emotional or behavioral
response to an identified psychological stress, are presented in association
with predominant depressive symptoms (crying spells, hopelessness and
distress). To qualify as AD the symptoms should appear in less than 3 months
following the psychosocial stressor. This subtype, like AD in general, has to be
distinguished from post-traumatic stress disorder (PTSD), which, however,
is a response to an exceptionally severe and threatening traumatic event that
results in several long-lasting adverse effects on the patient’s mental health
and social functioning.

Post-traumatic Stress Disorder (PTSD)

The differentiating features of this condition are the intense and/or protracted
response to a stressful event or situation of an exceptionally threatening or
catastrophic nature. A qualifying criterion is that the onset of the symptoms
should occur within the 6-month time frame following the stressful event.
Typical symptoms include hyperarousal, episodes of reliving the traumatic
experience, detachment, ‘‘numbness’’, maladaptive coping responses and
excessive use of alcohol and drugs [93]. A recent study, in which the ability
of experienced clinicians to differentiate PTSD from MD and generalized
anxiety disorder (GAD) was applied as a validating criterion, has shown that
the clinicians readily distinguished PTSD from the other two disorders [94].

ASSOCIATION WITH AND DIFFERENTIAL DIAGNOSIS
FROM MEDICAL ILLNESSES

Prevalence rates of depressive disorders among patients suffering from a
medical illness are considerable, from 22% to 33% [95], while it has been
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estimated that in the primary health setting the median prevalence rate for
depressive disorders is more than 10% [40].

It may be difficult to distinguish a primary from a secondary depression
occurring during or as a consequence of a physical disease or as a side effect
of various prescribed drugs. The mode of onset (acute), the symptomatology
(atypical for depression), the resistance to previous antidepressant treatment
and the positive laboratory findings for a non-depressive disorder should
always be considered in order not to miss a physical illness underlying or
occurring with depression [4, 8, 9, 34].

Depression in Neurological Illness

Epilepsy

As many as 20% of patients with temporal lobe epilepsy become moderately
or severely depressed [96] and this percentage is greatly increased (up to
62%) in patients with medically intractable complex partial seizures [34, 95].
Interictal depression is the most common. In general it is moderate to
severe, with a variety of symptoms including severe anxiety, obsessions,
aggressiveness, delusional and hallucinatory experiences [97, 98, 99].

Post-stroke

Depression is the most common post-stroke psychiatric condition. Predictors
include left anterior brain lesions and a previous history of psychiatric
and/or cerebrovascular disorder [99].

Parkinson’s Disease

An association between Parkinson’s disease (PD) and depression is now
well established, and about half of PD patients with depressive disorders
satisfy criteria for major depression, while slightly less than half qualify for
dysthymia [95, 99]. Recognized risk factors include female gender, bradyki-
nesia, gait instability and earlier age of onset of PD.

Multiple Sclerosis

Until recently, euphoria was thought to be a cardinal symptom of multiple
sclerosis but there is now general agreement that depressive disorder is the
most common affective disturbance in patients and it can coexist with the
first even undiagnosed signs of the illness [99].
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Degenerative Brain Disease

Depression is the most frequent psychiatric disorder associated with Hunt-
ington’s disease and can occur in up to 38% of patients. Suicide and deliberate
self-harm are reported to occur commonly and depressive symptoms can
appear before neurological signs [100].

Alzheimer’s Disease

The association of Alzheimer’s disease and depression will be dealt with
more extensively in a separate chapter of this book.

Depression in Cardiovascular Illness

Depressed patients are at significantly increased risk of developing ischemic
heart disease and/or hypertension, and the converse is also true [101–103].
High rates of comorbidity between cardiovascular disease and depression are
cited in the literature and pose serious diagnostic difficulties. Post-myocardial
infarction patients present full-blown depression in about 16–22% of cases.
Bodily complaints associated with depressive mood, such as chest pain and
palpitations, may lead to a misdiagnosis of heart disease [104].

Depression in Cancer Illness

The diagnosis of depression in a cancer presents a challenge. There is a
considerable overlap of cancer and depressive symptoms (loss of appetite,
weight loss, insomnia, loss of interest and loss of energy) [105]. Also, cancer
chemotherapeutics have been associated with depressive symptoms. The
cancer patient with a depressive disorder is likely to be preoccupied with the
illness, to develop feelings of worthlessness and guilt, with reliable differenti-
ating symptoms from the normal emotional reaction to the cancerous disease.
Recurrent thoughts of suicide are common in cancer patients but not as
intense as in severe depression. Risk factors for depressive disorder in cancer
include young age, female gender, active symptoms of the disease, presence
of uncontrolled pain, history of mood disorder and social isolation [95].

Depression in Endocrine Disorders

Hypothyroidism

Patients with overt, mild or subclinical hypothyroidism present more
commonly with cognitive impairment and depression. Depression has been
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estimated to occur in 40% of such patients. Psychiatric symptoms typically
begin with mental slowing, followed by a decline in short-term memory,
progressive dysphoria, affective lability and emotional withdrawal. Symp-
toms such as insomnia, decreased self-esteem and worthlessness are reported
to be more common in major depressive disorder [95]. When compared to
individuals with normal thyroid function, patients with subclinical hypothy-
roidism have been found in one study to have a significantly higher
frequency of lifetime depression, suggesting that subclinical hypothyroidism
may lower the threshold for the occurrence of depression [106]. Since
most depressives are not hypothyroid, there is no necessity for a routine
checking of thyroid function, unless they are under lithium prophylactic
treatment. Thyroid screening should be obtained in patients with treatment
refractory depression, as hypothyroidism may contribute to this condi-
tion [107]. The relationship of thyroid function and depression is reflected
in the thyroid-stimulating hormone (TSH) response to thyrotropin-releasing
hormone (TRH) (see neurobiological tests).

Hyperthyroidism

Although the most prevalent psychiatric manifestations in hyperthyroidism
are anxiety disorders [107], an atypical presentation of hyperthyroidism with
apathy and psychomotor retardation (apathetic hyperthyroidism) has been
observed and it can be mistaken for depressive disorder [108]. It appears
more frequently in elderly patients and is reported to be less responsive to
antidepressive medications.

Hyperparathyroidism

Depressed mood, lethargy, mental slowness, decreased attention and
memory may present as the initial signs of hyperparathyroidism. Depressed
or anxious mood is present in as many as one quarter of cases. The relationship
between symptom severity and serum calcium levels is still controversial.

Cushing’s Syndrome

Depressive disorders are found in over half the cases of patients with
Cushing’s syndrome. Irritability, depressed mood, fatigue, decreased libido,
anxiety, poor memory or concentration and agitation are the most frequently
seen symptoms. Suicidal ideation is not uncommon, and it is reported
that up to 10% of these patients may make a suicidal attempt. Manic
or hypomanic symptoms are seen occasionally during steroid treatment.
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Psychotic symptoms such as delusions and hallucinations occur only rarely.
When the syndrome occurs secondary to other causes, depressive symptoms
are far more common. It appears that a depressive mood secondary to
Cushing’s syndrome is intermittent rather than chronic and irritability is
reported to be heightened beyond what is typically found in major depression
[107, 109]. The onset of the affective symptoms has been reported to occur
both preceding and following the onset of the medical signs and symptoms
of Cushing’s disease. Depressive symptoms subside following successful
treatment of the endocrine disorder. Several symptoms are not dependent
on cortisol plasma levels [109, 110].

Depression in Metabolic Disorders

Addison’s Disease

Chronic adrenocortical insufficiency typically presents with depressed mood,
irritability, apathy, withdrawal, fatigue, and weakness. Concentration may
be weak and insomnia may occur. Almost all patients lose their appetite
and lose some weight. A depressive episode of gradual onset may be
very difficult to distinguish from chronic adrenocortical insufficiency and a
relative prominence of weakness and fatigue may alert one to an adrenal
cause [95, 109].

Diabetes Mellitus

Depression in patients with diabetes is common, with prevalence rates
ranging from 8.5 to 27.3% in controlled studies. The mechanisms (serum
glucose levels, cerebrovascular conglucation or psychological stress related
to the chronicity of the condition) which account for the high comorbidity
rates have to be determined [111].

Medication-induced Depression

Whilst the various aspects of depressive disorders and medical illnesses
are considered, the depressogenic effect of some prescribed medications in
clinical practice must not be forgotten. Strong associations or a cause–effect
relationship have been established for a relatively small number of drugs
(Table 1.4). The effects of other medications on mood are more likely to be at
the level of depressive symptoms rather than depressive disorders [95].

Although some early studies suggested an association between depressive
disorders and the use of oral contraceptives, this does not seem to hold true
in recent controlled double-blind studies [112, 113].
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TABLE 1.4 Depressogenic medications

Definite effect Possible effect

Reserpine Alpha-methyldopa
Withdrawal from amphetamines Beta-blockers
Phenobarbital Oral contraceptives
Steroids Clomiphene

Tamoxifene
Cimetidine
Acetazolamide

It has been observed that low cholesterol levels, caused either by diet or by
drugs, are associated with increased rates of death due to suicide or violence
[114–116]. The most plausible explanation is that lowered cholesterol levels
result in decreased serotoninergic activity in the brain [116]. Nonetheless,
this very interesting observation warrants further investigation.

Alcohol and Drugs

Alcoholism and Depression

The association between alcoholism and depression has long been docu-
mented in both clinical and epidemiological studies. The frequency of
occurrence of secondary MD in hospitalized alcoholics ranges between
8 and 53% in different studies using different assessment procedures on
different patient samples. An association — although not as strong — was
also documented in community surveys [117].

Drug abuse/dependence and Depression

Symptoms of anxiety and depression frequently appear during the intoxi-
cation and withdrawal phases of drug dependence and in that case they
are considered as part of the ‘‘substance abuse induced disorder’’ (with
predominant anxiety or depression symptoms). Symptoms meeting the full
criteria of depressive disorder, however, are encountered in drug depen-
dants while they are free from both the direct drug effect and withdrawal
symptoms. According to a number of recent studies in which structured
interviews were used and operational diagnostic criteria were applied, co-
occurrence of depression and drug abuse is much higher than expected in the
general population. The rates vary somewhat across studies in different sites,
but the overall figures of lifetime and recent prevalence of the two condi-
tions confirm their close association [117–120]. The subthreshold depressive
symptomatology was shown to have an equal or even higher impact than
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MD on a number of indices including number of suicidal attempts and
psychiatric hospitalizations [120].

The question as to which of the two conditions precedes the other and
might have a causative influence on the other is still open. Clinical and
epidemiological retrospective studies have shown that there is about an even
distribution of MD prior to and following the onset of drug use [118, 120].
This finding lends support to the hypothesis that in a percentage of drug
addicts the use of drugs is part of their self-medication behavior to combat
depression.

RECOGNITION AND DIAGNOSTIC PROCEDURES

Steps to Diagnosing Depressive Disorders — Conducting the
Interview

1. Make the patients feel relaxed and give them enough time to expand their
thoughts. Interview them by listening first to their complaints, and then,
by asking open-ended questions, try to elicit additional symptoms and
clarify the meaning and the severity of those already reported. Questions
should address all areas of the patient’s physical and mental health as
well as his or her occupational and social functioning.

2. If complaints and symptoms raise the suspicion of a depressive syndrome,
focus specifically on such symptoms as depressed mood, loss of energy,
sleep and eating disorders, tiredness, inexplicable somatic complaints
(vague diffuse pains, backaches, dizziness) self-depreciation, impaired
social functioning and concomitant others that may meet the symptom
operational criteria for a depressive disorder. Avoid direct and inap-
propriate questions such are ‘‘Are you depressed?’’, but pay attention
also to symptoms of depression manifest in the patient’s appearance
and movements. Try to gain the patient’s trust by showing concern
for his emotional distress. It is important that physicians acknowl-
edge the patient’s emotion at critical moments during the interview.
Do not undervalue patients’ distress nor argue against the rationale of
their symptoms. Instead be understanding and supportive of all their
complaints including their physical symptoms.

3. If symptom operational criteria for a depressive episode are met, proceed
with obtaining the patient’s reliable family and past personal history
(time of onset of current episode, past and current health problems)
and before reaching ICD-10 or DSM-IV diagnosis of depressive disorder
consider — and exclude — the possibility: (a) that the clinical picture may
be induced by a physical illness or another mental illness, by medication
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or substance use; and (b) that manic or submanic episodes have occurred
in the past, and the current depressive episode is part of a bipolar
disorder.

4. If the diagnosis of depressive disorder is reached, before designating the
clinical condition as major depression (DSM-IV) or depressive episode
(ICD-10) or their respective subtypes, the following have mainly to
be considered: (a) bereavement (closely associated with the death of a
loved person and lasting for less than 2 months); (b) dysthymia (depres-
sive symptomatology mild to moderate and lasting for more than
2 years); (c) adjustment disorder (depressive mood frequently mixed
with anxiety in response to identifiable severe psychosocial stressors
usually disrupting occupational and social functioning); (d) subthreshold
depressive syndrome (the number and severity of symptom criteria are
not met to qualify for major depression but are associated with occupa-
tional and emotional health impairment).

5. If only single and sporadic core symptoms of depression are detected
which are insufficient to define depression, do not dismiss them — put
them on record and watch their course closely.

Obstacles in the Recognition of Depression

Many studies have shown that over half of the patients with depression
seeking medical care in primary health facilities were not diagnosed as
such and were either misdiagnosed as suffering from a physical illness or
were considered as complainers about medically insignificant psychological
problems [40].

The symptoms initially presented to the physician, especially at the primary
care setting, are not usually the ones defined as operational criteria for
diagnosis in either the ICD-10 or the DSM-IV classification systems. In
fact, somatic presentation of depressive disorder is common and early in
the 1970s ‘‘masked depression’’ was the term to designate an underlying
clinical depression covered by somatic complaints. More than half of the
depressed patients in the WHO International Study presented with somatic
complaints from different organ systems [121]. The most common presenting
somatic complaints are inexplicable, vague and diffuse bodily pains and
sensations, sleep disturbance, dizziness, muscular tension, fatigue, anorexia
and gastrointestinal disturbances. The frequency and intensity of ‘‘masking’’
somatic symptoms depend on the patient’s personal characteristics, the
physician’s attitude and the setting’s characteristics.

Most likely to present with somatic symptoms are depressed patients who
lack psychological insight, are reluctant or unable to express their emotions
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verbally, are elderly, poorly educated and feel ashamed to acknowledge
psychological problems.

A frequent source of non-recognition or misdiagnosis of depression in
the primary care setting is the presence of a comorbid to depression phys-
ical illness. The symptoms of one condition often overlap with the other,
particularly when somatic manifestations prevail in the clinical presentation
of depression. The physician’s tendency on these occasions is to overlook
the depressive symptoms, considering them as a normal and appropriate
psychological reaction to the patient’s awareness of his physical ill-health.
This is more frequently the case with elderly patients. Such an attitude on
the part of the physician is generally attributed to lack of time for a thorough
insightful and empathetic interview of the patient on the one hand, and to
inadequate educational background in psychiatry during his or her medical
training on the other. The physician’s personality attribute, reflected in resis-
tance to dealing with the psychological aspects of the patient’s problem,
should also be considered [122].

Tacit collusion is a term [9] that has been used to illustrate the patient’s
and the physician’s attitudes as contributing factors to poor recognition rates
of depression in the primary care settings. It is a condition which is realized
when on the one hand, the depressed patient is hesitant or unable to express
his or her feelings and prefers to gain the physician’s considerate atten-
tion by presenting his or her physical complaints, and on the other hand,
the physician feels more comfortable talking of and looking for somatic
symptoms.

Depression, as already mentioned, co-occurs, precedes or follows other
mental disorders and physical illnesses. The terms comorbid, secondary and
complicated may be used in such cases, because in the majority of cases
temporal and clinical characteristics are not strongly discerned factors.

Diagnostic Instruments

Structured and semi-structured instruments aim at screening for psychiatric
disorders and making clinical diagnosis more accurate and objective. They
are based on preformed key questions pertinent to a specific topic or to the
whole of the patient’s psychopathology and are designed to be thorough
and reproducible. They also have to provide for scoring the information
obtained. Although useful, they should be considered as supplementary
to, and not a substitute for, the clinical interview. Three categories of
instruments are currently used in psychiatry: (a) screening instruments for
detecting the presence of psychiatric disorders; (b) diagnostic instruments
used to supplement or even to replace the clinical diagnostic interview;
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(c) severity measurement scales used to assess severity of previously
diagnosed conditions.

General Screening Instruments

The GHQ (General Health Questionnaire) is used in two stages, the first
including a self-reporting questionnaire on general health, well-being and
coping, and the second a clinical interview schedule for diagnosis according
to WHO ICD [123], to be administered by a physician.

General Diagnostic Instruments

The CIDI (Composite International Diagnostic Interview) was produced
jointly by WHO and ADAMHA (US Alcohol, Drug Abuse and Mental Health
Administration) and is designed to enable the user (trained interviewer, not
clinician) to arrive at a diagnosis according to both ICD-10 and DSM-III-R
criteria [124].

The PSE (Present State Examination) is a semi-structured interview
designed for use only by clinicians [125]. A computer program derived
from PSE (CATEGO) has been developed to facilitate diagnosis. A short
version of PSE has also been developed to be used as a screening diagnostic
instrument in population studies.

The SCAN (Schedules for Clinical Assessment in Neuropsychiatry) is
a semi-structured interview based on PSE, and is also the product of a
WHO–ADAMHA collaborative study. It was primarily designed for use
by clinicians, particularly psychiatrists, but may also be used by other
well-trained mental health professionals [126].

The SCID (Structured Clinical Interview for DSM-IIIR) was developed
along with DSM-IIIR after having been field-tested, to facilitate diagnosis
by clinicians according to DSM operational criteria. The clinician makes the
judgment as to whether each criterion is met and whether all criteria taken
together validate the clinical diagnosis [127].

Specific Instruments for Depression Screening

The CES-D (Center for Epidemiological Studies — Depressive Scale) is a
self-reporting 20-item scale intended mainly for epidemiological research in
general population surveys [128]. It was developed to detect and measure
depressive symptomatology in the community, has been used widely all
over the world, and has contributed greatly to depression ‘‘case identifi-
cation’’ in the community [129]. Indicatively, between 1993 and 1995, it
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was used in 120 published studies, second only to the Beck Depression
Inventory [130]. It is validated but still presents with some shortcomings
which, as recently reported, can be improved by applying special analytic
methods [131].

Specific Instruments for the Diagnosis of Depression

The SADD (Standardized Assessment of Depressive Disorders) records in a
standardized fashion the findings from clinical assessments of patient with
depressive disorders [121].

The SADS (Schedule for Affective Disorders and Schizophrenia) is highly
structured and detailed and therefore time-consuming, but scores very highly
on reliability. It is mainly used in research, but a later version, the SADS-C,
assessing only current psychopathology, may be used more widely even for
screening purposes in population studies [132].

Specific Instruments for Measuring the Severity of Depression

The depression rating scales were developed around the 1960s mainly to
objectively and accurately measure the changes brought about by the then
rapidly growing psychopharmacotherapy. Assessment of severity is made
by the number and intensity of the symptoms. The instruments have to be
specific, valid, sensitive and reliable.

There are two kinds of rating scales: the observer- and the self-reporting.
The former are more objective, including items observable in behavior that the
patient may not be able to rate. The latter are more appropriate in measuring
the patients’ experiences and their own perception about themselves. We
will include for comment those that have a long history behind them and are
adequately validated.

The HAM-D (Hamilton Rating Scale for Depression) is the most widely
used observer-reporting scale all over the world, particularly in clinical trials.
It requires special observation skills. It is biologically oriented, and somatic
symptoms weigh preferentially on the total score. Nonetheless, it rates highly
for anxiety symptoms [81, 133].

The BDI (Beck Depression Inventory) is a self-rating scale that detects
and rates preferentially cognitive aspects of depression with emphasis on
self-esteem. It has been widely and successfully tested for validity [82].

The MADRS (Montgomery–Åsberg Depression Rating Scale) is one of the
most user-friendly observer-rating scales. It includes a selected small number
of items, considered to be the core and most commonly encountered depres-
sive symptoms in clinical practice. It scores less high than HAM-D on somatic



DIAGNOSIS OF DEPRESSIVE DISORDERS: A REVIEW 35

items and its specificity for depression is well established and validated [83,
134, 135].

Biological Tests and Correlates

Currently no biological findings that could be used as reliable diagnostic
markers for depression are available. The potential areas from which such
markers might be derived and substantially contribute to diagnosing clin-
ical groups of depression with different etiologies are molecular genetics,
neuroimaging, neuroendocrinology and sleep studies. Despite the absence
of such markers of diagnostic value in clinical practice, it is worth including
in this chapter research findings which presently may only have a varying
degree of association with groups of depressives, but may signal exciting
discoveries in the near future.

Neuroendocrine Tests

The hypothalamic–pituitary–adrenocortical axis. The DST was the first, and is
to date the most studied, putative biological marker in research on depressive
disorders. In 1968 Carroll et al [136] showed that while depressed, patients
fail to suppress plasma cortisol. This led Carroll to claim that a positive DST
is a specific laboratory test for melancholia or severe forms of depression
[46]. Subsequent studies confirmed the high specificity vs. normal or non-
psychiatric controls (91%–93%) but not vs. dysthymic and other severe or
acute psychiatric disorders as well as vs. apparently healthy individuals
who had experienced a recent stressful event [137]. Moreover, high and
low cortisol suppressors were found not to differ in depressive symptoms
among participants in population studies [138]. However, cortisol secretion
was found to be related to temperament dimensions [139]. A recent meta-
analysis to determine the significance of differences in non-suppression
of cortisol across studies, indicated a highly significant probability that a
greater rate of cortisol non-suppression occurs in psychotic depression (64%
in psychotics and 41% in non-psychotic patients) and the authors concluded
that, among patients with major depression, those with psychotic depression
constitute a subtype that is most closely associated with non-suppression
of cortisol on the DST [53]. In another study the RDC ‘‘endogenous/non-
endogenous’’ dichotomy was validated by the DST [161]. Interestingly, an
enhanced negative feedback inhibition manifested by an exaggerated cortisol
response to dexamethasone was observed in patients with post-traumatic
stress disorder [140].

The adrenocorticotrophic hormone (ACTH) response to corticotropin
releasing factor (CRF) is also a focus of investigation. There is accumulating
evidence that the increased hypothalamic-pituitary drive reported in
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depression is primarily mediated by hypersecretion of CRF [141]. In some
studies, patients with major depression show increased levels of CSF CRF
as compared to matched controls or patients with schizophrenia [142, 143].
The elevation appears to be state-dependent, as CSF CRF levels normalize
upon successful treatment. Studies utilizing challenge tests indicate that
many depressed patients display a blunted ACTH response to exogenous
CRF administration as compared to matched controls, and in at least one
study this seems to be observed also in healthy subjects with a familial
loading for affective disorders [142, 144]. In one study [145], the sensitivity
of the DST/corticotropin-releasing hormone (CRH) test for MD was found
to be about 80% greatly exceeding that of the standard DST (1–2 mg of
dexamethasone), which has been reported to average about 44% in a meta-
analysis of the literature data. Since CRF is considered as one of the primary
mediators of stress responses, anxiety and fear, it is not surprising that
increased CRF and blunted response to ACTH have been observed in
stressful anxiety-ridden conditions [140].

The hypothalamic–pituitary–thyroid axis. Concerning the hypothalamic–pit-
uitary–thyroid axis, depressed patients have been reported to have:
(a) alterations in TSH response to the TRH; (b) an abnormally high rate
of antithyroid antibodies; and (c) elevated CSF TRH concentrations. Consis-
tently, a subgroup of depressive patients (about 30% or more) have a
decreased response of TSH, to TRH and a variable prolactin (PRL) response
[146, 147]. The blunted response persists in some patients after recovery and
is not connected with cortisol levels or DST response. Both T4 and TSH
response to TRH is reported to relate to the treatment outcome of depressed
patients [148]. The significance of the pituitary–thyroid axis abnormalities in
depression, however, still remains unclear.

The hypothalamic–pituitary–growth hormone system. The release of growth
hormone (GH) from the anterior pituitary is regulated by hypothalamic
peptides, especially GH-releasing hormone (GHRH) and somatostatin, which
in turn are controlled by the classic neurotransmitters and insulin-like growth
factor-1. Blunted GH response has been reported following administration of
insulin, L-dopa, d-amphetamine, clonidine and GHRH, but the findings are
equivocal [149]. The blunted GH secretion to clonidine is not only observed in
depression and panic attacks, but also in GAD and social phobia. However,
the abnormality is not observed in schizophrenia or obsessive-compulsive
disorder (OCD). On the other hand, some investigators have observed no
difference between depressed patients and controls in the clonidine/GH or
GHRH/GH challenges [149, 150]. In a recent study, an enhanced GH release
in response to pyridostigmine (PYD) in subjects with major depression (sensi-
tivity 63%), but not inpatients with schizophrenia, alcohol dependence and
panic, was reported [151]. Studies on GH nocturnal secretion in depressed
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patients yielded conflicting results. A marked decrease in depressed patients
was observed in some studies [152], while in others secretion did not differ
between patients and controls [153].

Serotonin (5-HT) tests. The implication of serotonin (5-HT) in depression is
based on many findings from a variety of sources, including the beneficial
effects of 5-HT reuptake inhibitors on depressive symptomatology. A number
of studies used a variety of 5-HT releasing agents, mainly fenfluramine, as a
challenge drug in order to probe the 5-HT functional state in the brain. The
response of 5-HT receptors to the 5-HT releasing agents is measured by PRL,
ACTH and cortisol secretion from the pituitary. The results of fenfluramine
studies are thus far inconsistent. Negative results were reported by some
investigators [154] and positive results by others [155, 156]. In a recent study
in which strict control measures were applied, results were consistent with
a blunted fenfluramine response. Moreover, the study indicated that the
clinical recovery from depression is not associated with normalization of
serotoninergic function [157].

Sleep Studies

Decreased sleep continuity, diminished slow wave sleep, altered distribution
of REM sleep, and most notably, short latency to the first REM sleep
period as well as lengthening of the duration of the first REM period, were
frequently observed in patients with major depression disorders, particularly
of the ‘‘endogenous’’ severe subtype [47, 158]. Claims of specificity of this
aberrant sleep pattern were not substantiated, since a similar pattern has
been observed in other psychiatric disorders, although not as frequently as
in depressed patients, even in those with subthreshold symptomatology [64].
Whether sleep pattern abnormalities, wherever they occur, are trait or state
markers is still an open question. Some sleep complaints seem to change
following therapeutic interventions and others do not [159]. A recent study
indicated that short REM latency and slow wave sleep latency are familial,
and polysomnographic abnormalities may precede the clinical manifestation
of depression and could be useful in identifying individuals at highest risk
for the disorder [160].

A strategy of interest is the utilization of more than one test in order to
enhance sensitivity. A recent study compared three laboratory measures in
a combined in- and outpatient sample of depressed patients [161]. DST non-
suppression occurred in 46% of patients with endogenous major depression,
in 15% with non-endogenous major depression, and in 56% with bipolar,
depressed phase disorder. A blunted TRH-TSH response occurred in 25%
of patients with endogenous major depression, 10% with non-endogenous
major depression, and 44% with bipolar, depressed phase disorder. Reduced
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REM latency was found in 65% of endogenous major depression, in 34% of
non-endogenous major depressions, and in 53% of bipolar, depressed phase
disorders. When the endogenous major depression and bipolar, depressed
phase groups were combined, 28% had no laboratory abnormality, whereas
8% evidenced all three. The study suggested among other things that:
(a) endogenous/non-endogenous unipolar groups are distinguished by all
three laboratory tests; and (b) sensitivity is greatest and specificity is lowest
for REM latency, followed by the DST and the TRH test.

Neuroimaging Studies

Neuroimaging technology is increasingly used in psychiatry in an attempt
to correlate clinical manifestations with neuroanatomical and neurophys-
iological findings. The clinical applications of the new methods of the
magnetic resonance imaging (MRI), PET, single photon emission computed
tomography (SPECT) and functional MRI (FMRI) has provided exciting
opportunities for exploring the neurobiological mechanisms underlying the
mental disorders. A number of structural imaging studies in depressed
patients revealed a variety of brain alterations in specific regions, the most
common being atrophy and deep white-matter lesions in areas of the basal
ganglia and prefrontal cortex. Although some of the findings indicate the
presence of brain atrophy in patients with late-onset depression, the pattern
of volumetric changes in these patients differs markedly from that observed
in patients with primary degenerative dementia [162].

Late-life depression is associated with increased subcortical white-matter
hyperintensities. There is some evidence that they are associated with a
poorer response to acute treatment and with poor outcome in elderly
depressed subjects [163].

MRI studies have also provided substantial evidence for state-dependent
adrenal gland enlargement (40–70%) occurring during an episode of major
depression [164]. Such an enlargement should not mislead the physician
into diagnosing Cushing’s syndrome, in which the enlargement is of greater
magnitude and there are other associated laboratory and clinical features
which differentiate it from depression.

Functional brain imaging techniques which permit non-invasive probing
of the brain are powerful and sensitive research tools for elucidating the
pathophysiology of depressive disorders. The application of these tech-
niques in depression research has produced several studies of resting
cerebral blood flow (CBF) and glucose metabolism in subjects imaged during
various phases of illness and treatment, as well as during sleep [165]. In the
majority of studies, decreased anterior paralimbic and cortical activity was
noted: it is reported in a review article that there were 36 studies between
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1984 and 1995 comparing CBF and metabolism in ‘‘primary’’ depression and,
despite differences in techniques and methods employed, they provided
evidence of prefrontal cortical deficits. Twenty-seven studies, including 419
patients, reported prefrontal decrease, while seven studies, including only
57 patients, reported increase. The magnetic resonance spectroscopy study
(MRS) has only recently been applied and, although interesting findings in
mood disorders have been reported, these still have to be replicated [166].

A recent PET study reported the localization of an area of abnormal
decreased activity in the prefrontal cortex ventral to the genu of the corpus
callosum in both familial bipolar and unipolar depressives. The differences
were irrespective of mood state and persisted during antidepressant treat-
ment. The decreased activity was attributed to the corresponding reduction
in cortical volume as measured by MRI [167, 168].

SUMMARY

Consistent Evidence

Despite advances, the diagnosis of depression lacks a solid scientific founda-
tion and still remains a symptom-based clinical exercise.

The clinical application of operationalized diagnostic criteria has resulted
in the delineation of phenomenologically more homogeneous groups and
has substantially improved the diagnostic reliability, but not to a satisfactory
level [10, 22, 24, 26, 28, 29, 32, 170]. Validity, however, remains meagre, relying
mainly on descriptive discriminant methods. There are no pathognomonic
symptoms or empirically validated cut-off scores that would cut depressive
psychopathology into its natural parts. Furthermore, there are no external
validating criteria, such as specific biological markers, that can be used for
categorical distinctions.

As a consequence, extensive clinical and epidemiological research
employing a progressively more sophisticated methodology has attempted
in the past years to fill the information gap. Out of the many findings,
the following seem to be consolidated and acquire particular significance
by introducing new perspectives in the understanding of depressive
disorders.

The boundaries drawn by the use of operational criteria between depres-
sive and adjacent disorders are blurred by overlapping symptoms. This is
reflected in the structure of the currently available measuring instruments,
in which a number of common items for anxiety and depression are included
and greatly influence the diagnosis and severity of both these conditions [127,
134]. It is also reflected in the high cross-sectional and lifetime comorbidity
of depression with anxiety, alcohol and drug abuse disorders as well as with
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a number of physical illnesses. The comorbidity rates with anxiety have been
shown to increase as a function of severity of depressive symptomatology
[25, 31, 35, 41]. In the great majority of cases, MD and depressive disorders in
general are preceded by other non-depressive mental disorders or by physical
illnesses. The long-term course of MD varies in symptom profile, symptom
level, and symptom duration and frequently alternates with the other types
of depression, dysthymic disorder, minor or subthreshold depression and,
in particular, brief recurrent depression [63–66].

Due to the above and to other patient- and physician-related factors,
depression is commonly underdiagnosed and/or misdiagnosed, particularly
in primary health care settings [40, 95, 122].

Incomplete Evidence

Whether the distinction of normal sadness and unhappiness from a depres-
sive mood is quantitative or qualitative remains an unresolved issue,
particularly if a distinction has to be made between severe reactions of
sadness and despair to vicissitudes of life on the one hand and mild but
clinically significant depression on the other [7, 8, 88, 89]. The recent findings
from functional brain imaging, showing brain activity correlates of transient
sadness should they be compared to patients’ responses during depressive
phases, might eventually provide a valid distinction between normal and
pathological emotions [86, 87].

The concept of dysthymia as a distinct type of depression, different
from MD, although formally established by both the current diagnostic
systems, remains controversial. Dysthymia is highly comorbid with MD
and as a rule precedes it by varying intervals. Furthermore, familial psychi-
atric history does not clearly delineate dysthymia from MD. In addition
to quantitative differences (fewer symptoms and longer duration), quali-
tative differences in symptom content have been invoked to support the
descriptive validity of the MD–dysthymia distinction. The evidence that
mood and cognitive symptoms are more characteristic of dysthymia, and
psychomotor and somatic symptoms more characteristic of MD, remains
uncertain, in view of the fact that a longitudinal change of symptoms is the
rule rather than the exception in both conditions. Moreover, even duration
may not be a solid discriminating criterion, since MD itself varies in duration,
not infrequently having a protracted course, and dysthymia is allowed by
the formal diagnostic criteria to have up to 2 months symptom-free inter-
vals. More importantly, reliability of clinical information is questionable
when it is based upon cross-sectional retrospective subjective reporting.
The recently introduced specifiers of dysthymia, that is the ‘‘early’’ and the
‘‘late’’ onset dysthymia, with presumably distinct clinical features, one being
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more ‘‘pure’’, more linked to character and more stable over time and the
other being more volatile, with more somatic symptoms and more likely to
progress towards MD, may restrict the heterogeneity of this condition, yet
the clinical relevance of this distinction in terms of prevention and treatment
has to be further documented by longitudinal naturalistic studies [4, 25,
62, 63, 67, 169].

Recurrent brief depression and minor depression are the two other depres-
sive types whose distinction from MD has to be further validated [60, 61].
Their boundaries within the diagnostic frame of depressive disorders are
fuzzy. Their association with MD and dysthymia is close and, apart from
their quantitative differences in the number of symptoms for minor depres-
sion and in the episode duration for brief recurrent depression, they share
with MD and dysthymia several other features [30, 31, 169]. Moreover, they
frequently alternate with each other and with MD and dysthymia. Symptoms
of minor depression usually precede the onset of MD and dysthymia, and
whether they represent the prodromal phase of these conditions is a subject
to be further investigated.

Several lines of evidence exist that support the subtyping of MD into
the clinical forms of melancholia and psychotic-delusional depression. Their
demarcation from the other subtypes is mainly based on their distinctive
clinical features, but is supported by their comparatively stronger association
with a number of laboratory findings indicating brain function disturbances
[27, 44, 45, 49, 50, 53, 56].

In general, the association of depressive disorders with a number of
biological variables is as yet neither necessary nor sufficient to reify the
clinical diagnosis. More specifically, a hormonal dysregulation manifested
by a variety of neuroendocrine tests (DST, CRF, TRH, etc.) has been found to
be closely associated with depression. However, according to the majority of
studies, the level of sensitivity and specificity is a state-dependent measure
of the severity rather than of the diagnostic type of depression [136, 149].

REM sleep polysomnographic abnormalities are consistently observed in
MD, but claims of their specificity have not been substantiated, since, as
subsequent studies have shown, they are also seen in subsyndromal affective
and other mental disorders [47, 158].

Recent systematic genetic studies have confirmed that there is a positive
familial homologous psychiatric history in a high percentage of depressed
patients. However, association and linkage studies have not as yet identified
a gene locus specific for depression. The consensus is that the depressive
disorders are a genetically heterogeneous group.

Promising neuroimaging findings have recently appeared suggesting
specific brain regional functional abnormalities in depressed patients. Further
studies are, however, needed to replicate these findings and establish their
relevance to clinical manifestations [166, 168].
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Areas Still Open to Research

The etiology and pathogenesis of depression is the major issue to be addressed
by future research in order to achieve a valid scientifically based diagnosis
of depression. Until this is accomplished, we have to rely on the increased
sophistication of our clinical strategies for the formulation of more objective
and clinically relevant diagnostic criteria. One of the main dilemmas that
researchers have to face in the immediate future is whether to continue
splitting depression into more and more diagnostic groups, by increasing
the number of exclusion criteria and adding more and more specifiers, or to
bring the groups together and view them as a single entity varying over time
on symptom pattern, level of severity, functional impairment and treatment
demands [7, 25, 30, 32].

Linked with this dilemma is the validation of melancholic temperament
(recently coded as depressive personality) as a separate entity, distinct
from early onset dysthymia, predisposing to clinical depression. An even
more challenging problem open to research is the effect — in the reverse
direction — of depressive symptomatology on depressive character forma-
tion [29, 77, 78].

In conclusion, we need to be reminded that what we are measuring and
classifying are not individual patients, but symptoms, clusters of symptoms,
syndromes and, at best, illnesses, none of them being material objects, but
concepts. The ultimate goal of the clinical investigator is to reach a diag-
nostic characterization that goes beyond the descriptive level and provides
construct validity that will not only increase the diagnostic confidence,
but will also ensure an empirically-based explanatory scheme. The clinician
should be aware that the operational criteria, by themselves or supplemented
by structured instruments and biological concomitants, cannot capture the
experiential uniqueness of the persons, and that it is this uniqueness that
he is bound to communicate with, in order to understand and effectively
treat them.

The physician is not treating diagnoses. He is treating symptoms and
ultimately the person who suffers from them. Diagnosis is a useful exercise
to the extent that it infers meaningful clinical distinctions, informs the
practitioner of the patient’s past psychiatric and familial history and helps
him to predict the clinical course and the response to treatment.
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Commentaries

1.1
Much Diversity, Many Categories, No Entities

Robert E. Kendell1

Their prevalence and chronicity, and the extensive suffering and disability
they produce, make depressive disorders one of the most important of
all human illnesses. Clinical depression is indeed, as Stefanis and Stefanis
observe in their opening paragraph, ‘‘a medically significant condition’’, but
it is far more than that. The Global Burden of Disease Study (conducted by
the Harvard School of Public Health for the World Health Organization —
WHO — and the World Bank) has shown that the burden it imposes on
individuals and societies throughout the world greatly exceeds that of
most other illnesses. Using ‘‘disability adjusted life years’’ (DALYs) as the
index of burden, unipolar major depression was, worldwide, the fourth
most important of all causes of disability and premature death, ahead of
ischaemic heart disease, cardiovascular disease, tuberculosis and AIDS. And
in the industrial world it ranked second only to ischaemic heart disease,
even though, in accordance with ICD-9 conventions, suicide was assessed
separately [1].

Stefanis and Stefanis’ authoritative and comprehensive description of
contemporary classifications of depressive disorders illustrates very clearly
both the unity and the diversity of depressive syndromes. All of them are
characterized by the presence of a core group of symptoms consisting of a
depressed mood, reduced energy and capacity for enjoyment, lowered self-
esteem, impaired concentration, disturbances of appetite, sleep and libido,
and a pessimistic view of the world and the future. Although none of the
individual elements of this cluster of symptoms is invariably present, the
syndrome occurs in every culture and in many different clinical contexts,
and forms the basis of what WHO’s ICD-10 calls a ‘‘depressive episode’’ and
the American Psychiatric Association’s DSM-IV calls ‘‘major depression’’.
Stefanis and Stefanis argue that ‘‘depressio sine depressione’’ does not exist,
that ‘‘the depressed mood is always there, it only needs to be elicited’’, and
that the decision by both WHO and the APA not to make depression of mood

1Royal College of Psychiatrists, 17 Belgrave Square, London SW1X 8PG, UK
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an essential feature of the syndrome is ‘‘unexplainable’’. The explanation is
surely that mood is a subjective experience, and that only the individual
concerned is entitled to make statements about it. A patient who persistently
denies that he or she feels sad, or miserable, or low, cannot be contradicted.
Yet every experienced psychiatrist has seen patients who look miserable,
possess most of the other symptoms of the depressive syndrome, and persis-
tently deny feeling sad or miserable. Whether this represents denial in a
psychoanalytic sense or simply an idiosyncratic understanding of the terms
used to denote a dysthymic mood, is immaterial. What matters is that in other
important respects, particularly treatment response and outcome, ‘‘depressio
sine depressione’’ behaves like ordinary depression with depression. It there-
fore seems preferable to accept the reality of ‘‘depressio sine depressione’’
rather than to assume that a psychiatrist is better able to make confident
statements about someone else’s mood than the individual himself.

Despite the ubiquity of the core symptoms of the depressive syndrome,
those symptoms may vary greatly in severity and chronicity, and may
coexist with a wide range of other psychiatric symptoms. And as this
variation in symptomatology is associated with substantial differences in
associated disability, in treatment response and in prognosis, we are forced
to distinguish several different types of depressive disorder — the multiple
ICD-10 and DSM-IV categories set out in Stefanis and Stefanis’ Table 1.1.
Unfortunately, none of these categories appears to be clearly demarcated from
its neighbours. They merge into one another and the boundaries between
them are in several cases explicitly arbitrary. Nor do we have evidence of
boundaries or ‘‘points of rarity’’ [2] between the depressive syndrome (ICD-
10’s depressive episode or DSM-IV’s major depression) and either normal
sadness or the symptoms of bereavement; between depressions and anxiety
states; or between psychotic depressions and schizophrenia. As recent large-
scale population-based surveys have shown, whatever putative boundary
one examines, the variation in symptomatology is continuous, and so far
neither discriminant functions, twin and family studies, neuroendocrine tests
or neuroimaging have come to our rescue.

In the 1960s and 1970s there were fierce controversies between psychiatrists
who were convinced that there were distinct types of depression, which it
was crucially important to distinguish, and others, of whom I confess I
was one, who argued that there were no natural boundaries, no entities,
and that variation in symptomatology was therefore better portrayed by
dimensions than by categories. As Stefanis and Stefanis say, most of the
heat of that controversy has now dissipated and an uneasy compromise
has been reached. We still use a categorical classification, but accept, ever
more explicitly, that the boundaries between our categories are imposed
by ourselves, and that despite many attempts we have failed to identify
discontinuities or ‘‘points of rarity’’ in nature.
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This failure should influence the assumptions we make about the aetiology
of depressive disorders. The evidence of family, twin and adoption studies
tells us that genetic factors play a major role. We have also identified several
important environmental risk factors, including the lack of a stable relation-
ship with a parental figure during childhood, stressful events of various
kinds, and a lack of social support. It seems likely that multiple genes,
each individually of relatively small effect, provide the genetic substrate
of depressive disorders, and that some of these genes are risk factors for
other psychiatric disorders as well. Different combinations of these genes,
interacting with a variety of different environmental risk factors, acting at
different stages of life probably underlie the rich complexity of depressive
disorders and explain our inability to distinguish one kind of depression
from another. It is likely, too, that we will be unable to develop a classifi-
cation of depressive disorders that is demonstrably superior to our present
classifications until we have identified these genes and are beginning to
understand how their products interact with the various environmental risk
factors.
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1.2
Categorical and Dimensional Perspectives of Depression

Jules Angst1

Stefanis and Stefanis’ paper on the diagnoses of depressive disorders stimu-
lates some thoughts on the current development of diagnostic classification
in general, and diagnoses of depression in particular. The development of
psychiatric classification over the past 20 years has been very fruitful, as
a consequence of the introduction by DSM-III of a more descriptive oper-
ationalized approach with specified diagnostic criteria. Nonetheless, some
redundant survivals of a problematic etiological classification of depressive
syndromes have remained, which is precisely what modern classification

1Zurich University Psychiatric Hospital, Lenggstrasse 31, 8029 Zurich, Switzerland
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sought to avoid. A first example is ‘‘adjustment disorders in response to
psychosocial stressors’’ with depressed mood and with mixed anxiety and
depressed mood under the diagnostic threshold of an Axis I mood disorder.
In a multiaxial perspective, a psychosocial stressor would clearly belong to
Axis IV, and depressive symptoms as subdiagnostic depression to Axis I. A
second example is bereavement (again following a psychosocial stressor),
where a 2-month criterion is totally arbitrary for the distinction between
‘‘normal’’ and ‘‘pathological’’. The point I would like to make is that both
categories are undesirable survivals even if they are built on plausible
hypotheses of causation.

A similar problem dealt with by Stefanis and Stefanis is the distinction
between primary and secondary, which also implies a causal connection, usually
defined by the often very uncertain sequence of the occurrence of the two
syndromes or disorders. An example is ‘‘medication-induced depression’’
without the evidence of controlled trials that the incidence is more frequent
than expected by chance. The same is true for the consequence of somatic
disorders (somatic depression), where we would need to prove, for instance,
by epidemiological or case control studies that co-occurrence is significantly
higher than expected by chance.

These examples raise the question of a causal relationship, which is
extremely difficult to prove. Unproven assumptions are at odds with the
philosophy of modern classification. A large representative population
survey on comorbidity carried out prospectively over many years could
provide the answers to many of these questions. The National Comorbidity
Survey of Kessler and colleagues [1], with its planned follow-up, is just such
a promising development. Cross-sectional investigations are insufficient in
face of memory artifacts, especially in depression.

An even more serious problem is the unjustified creation of artificial new
disorders based on the uncritical assumption that subgroups of depression
represent truly distinct categories. One example is dysthymia as a form of
chronic mild depression. We can observe chronic severe depression and
chronic mild depression. Why should chronic mild depression be any other
disorder than mild (minor) depression? Or indeed the reverse: why is
chronic major depression not a different disorder from major depression?
So far there is no proof that dysthymia or recurrent brief depression exist
as separate depressive entities. A consequence of this categorical approach
is diagnostic groups such as ‘‘double depression’’ or ‘‘triple depression’’.
I support the subdivision of depression according to criteria of severity,
course and recurrence, but without the assumption of true heterogeneity.
From a descriptive point of view, we are dealing with dimensional criteria
of severity (from mild through moderate to severe and psychotic), of length
(from brief spells of a few days to episodes lasting weeks, months or years)
and frequency (single, few recurrent or multiple manifestations up to rapid
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cycling). It is to be hoped that future development will find an even more
descriptive approach simplifying the classification by avoiding the creation
of artificial new disorders.

A much more complicated and difficult problem is psychiatric comorbidity,
defined as the association of two or more psychiatric ‘‘disorders’’. The
association rarely represents a truly separate disorder, as is the case with
the association of mania with depression in bipolar illness. But even in this
case we cannot be sure of being correct. Other examples are the association
of depression with anxiety, neurasthenia or hypochondria. Developmental
studies of childhood and adolescence show that early anxiety may precede
not only anxiety disorders but also depression, and it is common knowledge
that depression is highly associated with symptoms of anxiety; indeed, ICD-
10 created a diagnostic category of mixed anxiety and depressive disorders.

In addition, there is ample empirical evidence supporting a unidimen-
sional approach for depression [2] and a bidimensional one for anxiety and
depression [3, 4], suggestions which have not been taken seriously enough in
our nosology. The real obstacle is our inability to simultaneously think cate-
gorically and dimensionally; both ways are equally justified and useful. It is
to be expected that with better measurements of depression we will approach
a dimensional view even closer. The latter would consist not only of two-
dimensional analyses of the association between depression and anxiety,
or three-dimensional constructs between depression, mania and anxiety,
but include, in principle, all psychiatric syndromes (obsessive-compulsive,
phobic, paranoid, etc.). We are as yet a long way from such an empirically
founded multidimensional space, in which an individual can be located
as a point and described by a number of precise dimensional characteris-
tics. The multidimensional view would give new insights into ‘‘comorbidity’’
and would allow us to describe the development of an individual patient’s
psychiatric syndromes over a lifetime as a path in a multidimensional space.
This change of perspective would be paradigmatic; it could be a goal for the
next millennium.

In summary, this commentary is intended as a constructive contribution,
identifying unresolved problems and formulating hopes for a better future.
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1.3
Models of Classification of Depressive Disorders

Pierre Pichot1

Stefanis and Stefanis’ description of depressive disorders according to the
present state of knowledge raises, among other things, a basic issue: the
model or models best suited for their classification. As pointed out by
Stefanis and Stefanis, two models exist, the categorical and the dimen-
sional. The purpose of both is to condense the available information as
accurately as possible. In the categorical model, mutually exclusive classes
are defined by specific patterns of characteristics (usually symptoms). The
attribution of each subject to a given class is based on the fact that the
pattern presented is closer to the pattern defining that class than to any of
the other patterns. The model condenses the information by substituting this
attribution to a detailed description of the characteristics of the individual.
Although many patterns have been constituted on a priori grounds, in a
‘‘true’’ class the co-occurrence of the elements constituting the pattern must
have a higher frequency in the population than if their distributions were
independent. The pattern, if the elements are symptoms, is a syndrome. If the
syndrome is a ‘‘true’’ class, it implies the existence of a common pathogenic
mechanism, but may result from one or several causes. If the cause is known,
the term ‘‘disease’’ is usually substituted. The attribution of a subject is the
diagnostic procedure, the diagnosis comprising in one word a description
of all the subject’s characteristics. Opposed to this categorical model, tradi-
tionally used in medicine, which condenses the information by regrouping
subjects, the dimensional model aims at the same result by regrouping the
characteristics. On the basis of their covariation in the population, one or
several dimensions are determined, the number of dimensions being in any
case much smaller than the number of characteristics. Each characteristic
contributes a specific weight (saturation) to the definition of each dimension.
If a single dimension is used — for example a depressive one — each subject
is specified by his or her position along this dimension; in the case of a
multidimensional model, by his or her coordinates in the space determined
by the dimensions. Thus, if one uses the two dimensions ‘‘depression’’ and
‘‘anxiety’’, a given patient can be described as ‘‘high in depression’’ and ‘‘low
in anxiety’’ or, eventually, by a more precise quantitative specification of his
position (his dimensional profile). Use of the dimensional model is traditional
in psychology (hence the fact that most psychiatric rating scales, derived
from psychological techniques, provide dimensional measures), but has
only recently been introduced into psychiatry (descriptions of schizophrenic
symptomatology and of personality disorders). Statistical methods (factor
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analysis and cluster analysis) are available to empirically derive dimensional
and categorical models from the observed facts but cluster analysis is still
rarely used, the description of categorical patterns usually being based on
‘‘clinical experience’’. Leaving aside the depressions with known aetiology
(‘‘due to a medical condition’’), the classification of the depressive states
has almost always used the two models simultaneously. As early as 1851,
J.P. Falret, giving the first description of bipolar disorder, affirmed that it
was, because of the existence of manic and depressive phases in the same
subject, a ‘‘natural form’’ or, in modern terms, a ‘‘true’’ class according
to the categorical model. But he thought that the other depressions could
not be classified according to the same model. After Kraepelin’s synthesis,
psychiatry has again tended to dichotomize the depressive states, giving
way to a classification which found its most typical expression in the work of
Kurt Schneider, but which in fact dominated the scene until 1980. A special
type of depression was described. Possibly — but not always — associated
with mania, it constituted a well-defined class according to the categorical
model. It presented a specific pattern of symptoms, the main element being
the ‘‘vital’’ character of the depressive feeling experienced, radically different
from ‘‘normal’’ sadness. It was hypothesized that this class of depression had
endogenous causes. The remaining depressive states were in fact described
according to the dimensional model. They were just quantitative variations
resulting either from a deviation of personality (depressive personality) or
from an interplay between personality and stresses (reactive and neurotic
depressions). In both cases a continuity existed between the pathological state
and normality, typical of the dimensional model and not compatible with the
categorical one. By introducing a purely descriptive atheoretical approach,
DSM-III repudiated this dichotomy. Although affirming its adhesion to the
categorical model, it has practically destroyed the central categorical concept
of endogenous depression, because one of its criteria was a hypothetical
aetiological nature, and it has not even taken into consideration one of its
most typical symptomatic elements, the ‘‘vital’’ character of the depressive
feeling, because of its low interrater reliability. However, when considering
the chapter on mood disorders in DSM-IV, one cannot escape the impres-
sion of a return to the dual perspective. Bipolar disorder constitutes, as
proposed by Falret, the core category, a ‘‘true’’ class. The depressive disor-
ders which do not belong to it are then classified according to a descriptive
bidimensional model, the dimensions being related to the intensity and
the evolutive mode. Although, for example, dysthymia is presented as a
class, its definition is basically dimensional: low depressive intensity, chronic
evolution.

The present classification of depressive states should not be criticized due
to the coexistence of the two models. A similar situation exists in other
branches of medicine. The symptomatology associated with increased body
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temperature or with raised blood pressure can be conceptualized according
to the dimensional model. But one can also describe as ‘‘true’’ classes, in the
categorical perspective, specific syndromes or diseases in which increased
body temperature or raised blood pressure are elements of the specific
symptomatic pattern. The danger lies in the temptation to use a single
model, even if it does not apply to all known facts. The often criticized
progressive multiplication of diagnostic categories in successive editions of
the DSM is obviously the result of the — at least formal — absolute adhesion
to the categorical model. A purely dimensional description of depressive
states, such as the one proposed for schizophrenic symptomatology, would
be more economical, but probably insufficient to provide a comprehensive
classification. The choice of the most adequate model — or models — remains
a basic issue.

1.4
Flaws of Current Diagnosis of Depression

Herman M. van Praag1

Stefanis and Stefanis provide an excellent survey of current depression
diagnosis. Equally, it clearly reveals what I see as the failings of that system,
which I will briefly discuss.

Syndromal vagueness. One and the same diagnostic construct covers a variety
of syndromes. The reason is that, for a particular diagnosis, a fixed set of
symptoms is not required, just the presence of x out of a list of y symptoms,
no matter which ones. Moreover, lists of symptoms to choose from for
the various diagnoses often overlap considerably. For instance, only two
symptoms differentiate between major depression and dysthymia.

Consequently, if one studies, for example, the biological determinants, the
epidemiology or the pharmacotherapy of major depression or dysthymia,
it is totally unclear which syndrome has actually been scrutinized. Current
diagnostic practices treat depression as if symptomatological differences
were irrelevant, but obviously they are not [1].

Aetiological prudery. The DSM system does not include an aetiological axis.
The factor psychogenesis in particular is neglected. This factor comprises
two components: personality frailties and life events. More often than not,
mental (Axis I) disorders are accompanied by personality (Axis II) disorders

1Department of Psychiatry and Neuropsychology, Maastricht University, PO Box 616, 6200 MD
Maastricht, The Netherlands
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and preceded by life events. Both are in fact registered, but no statement or
hypothesis is required about their mutual relationship. Such a formulation,
however, is of crucial importance. For example, if Axis II diagnoses and
corresponding life events are considered to be causally related to the Axis I
disorder, research, particularly biological research, should shift its focus from
the Axis I to the Axis II disorder, and treatment efforts should at the very
least include the Axis II disorders.

Horizontalism. Symptoms are grouped horizontally as if they all had the
same diagnostic valency. However, they most probably have not. In all
likelihood some symptoms are the direct consequence of the neurobiological
substrate underlying the mental disorder, while others are its derivatives.
The first type, the primary symptoms, should be the focus of biological and
psychopharmacological research.

That this statement is not a pure chimera, is demonstrated by
the concept of stressor-precipitated, cortisol-induced, serotonin-related,
anxiety/aggression-driven depression (SeCA depression), a diagnostic
concept representing a ‘‘verticalized’’ symptom structure [2]. Disorders
in anxiety and aggression regulation are considered to be the primary
symptoms, and related to certain disturbances in the serotonin system. They
are both the precursor symptoms and the key symptoms that might trigger
disturbances in mood regulation, which then would lead to the development
of a depressive syndrome.

Lack of a third diagnostic tier. Today’s diagnoses provide (1) a categorical
rubric and (2) a characterization of the presenting symptomatology, albeit one
that is profoundly inexact. What is lacking is a third tier, the one I have called
the functional tier [3]. At that level the prevailing syndrome, or syndromes,
is dissected into its component parts, that is the psychological dysfunctions
the psychiatric disorder is composed of. For a number of reasons this third
diagnostic tier is of fundamental importance to psychiatry:

1. Psychological dysfunctions are more easily measured than syndromes
or nosological entities. Many of them can be assessed in a quantitative
manner, such as disturbances in information processing, memory, move-
ment, level of initiative and concentration. The domain of emotions is
not (yet) accessible to quantitative measurement but it can be assessed in
a much more refined way than is presently the case [4, 5].

2. Functional analysis provides insight into which components of the
psychological apparatus are dysfunctioning and which are functioning
within normal limits, while nosological and syndromal diagnoses do not,
or only to a very limited extent.

3. So far biological disturbances correlate much better with dysfunctioning
psychological domains than with syndromes or nosological entities. A
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case in point is the serotonergic dysfunctions ascertained in depression.
They appear not to be correlated with a particular syndromal or noso-
logical depression type, but with disorders in aggression and anxiety
regulation, across diagnoses.

Functional psychopathology could become to psychiatry what physiology
has been for medicine: the discipline providing an understanding of what the
deflections are in the psychological apparatus leading to a mental disorder.

Preoccupation with nosology. Mental pathology is considered to be
subdividable into discrete disorders, each characterized by a particular
symptomatology, course, outcome and causation and each separable from
the other. Nosological systems are rigid and inflexible. If an abnormal
mental state does not meet the preconceived criteria no diagnosis is possible.
Nosological systems thus boost the creation of new diagnostic categories.

A typical case in point is the group of mood disorders. In clinical practice
and in research the main DSM-certified categories, major depression and
dysthymia, do not suffice and therefore a great many new entities have been
added. They are now being studied each in their own right. Examples are such
categories as minor depression, subsyndromal depression, recurrent brief
depression, subaffective personality disorder and mixed anxiety depression
disorder [6–9].

Such categories are often introduced without very many validating studies;
yet they are being considered as if they were valid entities. The study of
undervalidated concepts runs a considerable risk of yielding invalid results
that are hard to reproduce.

‘‘Nosologo-mania’’, as I have called the avalanche of new diagnoses with
the introduction of and following the third edition of the DSM [10], magnifies
the problems of comorbidity. Most psychiatric patients seem to suffer from
a host of mental disorders. Two to three Axis I diagnoses and the same
number of Axis II diagnoses are the rule rather than the exception. The more
diagnoses available the greater the number per patient will be.

Comorbidity is a true crux of psychiatric research. As an illustration: one
studies a patient with depression, biologically, pharmacologically, epidemio-
logically or otherwise. A finding is made, but the patient happens to suffer in
addition from one or two other Axis I and three additional Axis II diagnoses.
What is the behavioural correlate of the finding: the depression or one of the
other diagnoses or components of these diagnoses? Answers are generally
not available. Most often the question is ignored. This situation is a true
invalidator of psychiatric research [11].

In psychiatry validation research should take precedence above any other
type of research. Moreover, the nosological doctrine should be put to the test
and critically examined as to its utility in psychiatry. Can mental pathology
really be systematized in discrete ‘‘packages’’ in which symptomatology,
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clinical course, outcome and causation are interconnected in a predictable
way? Or is the nosological doctrine to which psychiatry since Kraepelin has
firmly committed itself a fiction and a hindrance to progress? Alternative
disease models should be studied and, as I have proposed elsewhere, I
consider the reaction form model to be a serious competitor [12]. The
nosological doctrine is too debatable to be unquestioningly accepted.

In conclusion, accurate diagnosis is the very bedrock of psychiatric
research. The current diagnostic process shows serious flaws and under-
mines the validity of psychiatric research. In years to come we should strive
towards the following changes and additions:

1. Refined syndromal analysis.
2. The addition of a statement or hypothesis regarding the relationship

between the Axis I disorder and the complex Axis II disorder/traumatic
life events/stress.

3. (Research) efforts to rank psychopathological symptoms vertically in-
stead of horizontally.

4. The addition of a third (so-called functional) tier to the diagnostic process.
5. Rigorous validation of existing (DSM-accepted) diagnostic categories and

the utmost reserve in official acceptance of new diagnostic constructs.
6. Critical analysis of the applicability of the nosological classification

principle for mental disorders and testing of the heuristic value of
alternative disease models, particularly the reaction form model.

Thus, research psychopathologists can expect a demanding but fascinating
task in the next century.

REFERENCES

1. Van Praag H.M. (1998) Inflationary tendencies in judging the yield of depression
research. Neuropsychobiology, 37: 130–141.

2. Van Praag H.M. (1996) Faulty cortisol/serotonin interplay. Psychopathological
and biological characterisation of a new hypothetical depression subtype (SeCA
depression). Psychiatry Res., 65: 143–157.

3. Van Praag H.M. (1990) Two-tier diagnosing in psychiatry. Psychiatry Res., 34:
1–11.

4. Plutchik R., Kellerman H. (1989) The Measurement of Emotions, vol. 4, Academic
Press, New York.

5. de Vries M.W. (1992) The Experience of Psychopathology: Investigating Mental
Disorders in their Natural Settings, Cambridge University Press, Cambridge.

6. Sherbourne C.D., Wells K.B., Hays R.D., Rogers W., Burnam M.A., Judd L.L.
(1994) Subthreshold depression and depressive disorder: clinical characteristics
of general medical and mental health specialty outpatients. Am. J. Psychiatry,
151: 1777–1784.

7. Judd L.L., Akiskal H.S., Paulus M.P. (1997) The role and clinical significance
of subsyndromal depressive symptoms (SSD) in unipolar major depressive
disorder. J. Affect. Disord., 45: 5–18.



DIAGNOSIS OF DEPRESSIVE DISORDERS: COMMENTARIES 63

8. Angst J., Merikangas K.R., Scheidegger P., Wicki W. (1990) Recurrent brief
depression: a new subtype of affective disorder. J. Affect. Disord., 19: 37–38.

9. Herpertz S., Steinmeyer E.M., Sass H. (1998) On the conceptualisation of sub-
affective personality disorders. Eur. Psychiatry, 13: 9–17.

10. Van Praag H.M. (1995) Concerns about depression. Eur. Psychiatry, 10: 269–275.
11. Van Praag H.M. (1996) Comorbidity (psycho-)analyzed. Br. J. Psychiatry, 168:

129–134.
12. Van Praag H.M. (1997) Over the mainstream: diagnostic requirements for biolog-

ical psychiatric research. Psychiatry Res., 72: 201–212.

1.5
Approaches to Diagnosing Depression, and the Reciprocal

Relationship to Depression Research

Robert J. Boland1 and Martin B. Keller1

Stefanis and Stefanis’ discussion on diagnosing seems, at first, straight-
forward. Yet this discussion relies on many years of development and
controversy critical to the current system of nomenclature. Furthermore, this
has effected the design of randomized clinical trials.

As the authors point out, ‘‘depression’’ is both a disease, and part of
human experience. The controversies in distinguishing the two are often
viewed by researchers and clinicians as contesting medical versus psychoso-
cial approaches. These, in turn, derive from ‘‘mind–body’’ debates. The
medical model takes a categorical approach, with clear boundaries between
‘‘normal’’ and ‘‘diseased.’’ The psychosocial model imagines a continuum,
with subjective boundaries between the normal and abnormal.

This mind–body tension can be more philosophic than scientific. Both
approaches have their strengths and pitfalls. Applying the medical model
to depression runs the risk of overgeneralization; the psychosocial approach
risks vagueness — it becomes difficult to say what is, and what is not a
‘‘case.’’ This problem became apparent in the 1950s, when the American
Psychiatric Association attempted to evaluate psychiatric therapies. The
members, however, concluded that such an evaluation would be meaningless
without standardized approaches to diagnosis [1].

Much of the impetus for change resulted from the close association between
nosology and neuroscience. The improved somatic treatments for depression
(c. 1960–70) created a desire for better diagnostic specificity, to learn who
would best benefit from new treatments. Diagnostic vagueness would clearly
hold back such research.

1Department of Psychiatry and Human Behavior, Brown University, Butler Hospital, 345 Blackstone
Blvd., Providence, RI 02906, USA
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In response, several groups began developing empirical approaches to
psychiatric diagnosis. This included reliability research at the New York
State Psychiatric Institute, and validity research at Washington University
in St Louis. These two movements helped form the National Institutes of
Mental Health Collaborative Depression Study (CDS). Important instruments
developed by this group included the Research Diagnostic Criteria (RDC),
which was the immediate forerunner of DSM-III.

The results have been explosive. The major advances in our knowledge of
depression have resulted from changes in how we diagnose mood disorders
as much as from advances in biomedical technology.

An example of this can be seen in results from the CDS. Using the RDC,
we have learned about the natural course of depression. In the CDS, 70%
of the patients recovered from their index episode of depression within the
first year. However, for those patients not recovered within the first year,
the majority still had not recovered after 5 years [2]. This group made up
12% of the entire sample of depressed patients. After 10 years, 7% were still
chronically depressed [3], and 6% had not recovered by 15 years. Thus, the
longer a subject was depressed, the less likely he was to recover.

The CDS also found a high rate of recurrence: up to 40% by 2 years, 60%
after 5 years, 75% after 10 years, and 87% after 15 years [4]. This suggests that,
in contrast to rates of recovery (which level off after 5–10 years), individuals
continue to be at a high risk for recurrence, even after 10 years. Such a finding
was unanticipated.

Studies such as this have changed the way we view depression — rather
than as an acute event, depression is recognized as a potentially chronic
illness. A practical result of this change has been the addition of longitu-
dinal course modifiers to DSM-IV. Thus, research also reciprocally affects
diagnosis.

Improved diagnosis has also allowed for a better understanding of
depressive subgroups. For example, the concept of double depression was
only possible when we could reliably distinguish major depression from
dysthymia, and the two from seemingly similar conditions, such as major
depression with incomplete remission. Keller and colleagues found that
patients with double depression recovered more rapidly from episodes of
major depression than those with major depression alone [5]. However, this
recovery is not to a state of ‘‘normalcy,’’ but to one of dysthymia. Relapse
is also more frequent in patients with double depression than in those with
major depression alone. Such relationships are only understandable with
better diagnostic criteria.

Improved diagnostic techniques have shed light on more than pharmaco-
therapy. Standardized diagnosis, along with better instruments for measuring
stress and psychosocial functioning, has helped investigators to show the
efficacy of psychosocial treatments, such as cognitive-behavioral therapy. As
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such, we are now potentially able to ease the previous mind–body tensions,
and simultaneously to consider the role and importance of neurobiolog-
ical and environmental factors in depression, and bridge our conceptual
‘‘mind–body’’ gap. Ultimately, better diagnosis should help us abolish this
archaic notion, much as we eliminated ‘‘organic mood disorders’’ from DSM-
IV. Thus, nosology and neuroscience will continue to influence each other.
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1.6
The Practical Importance of Temporal Sequencing and

Secondary Depression

William Coryell1

Nearly all of the controversy concerning the classification of depressive
disorders reduces to three major issues, each of which Stefanis and Stefanis
discuss in some detail. The first concerns the point at which dysphoria and
associated cognitive and vegetative changes become pathological and the
second, the boundary between depressive disorders and other, nonaffective
disorders. Some consensus to both of these issues is prerequisite to progress in
the third area, the increase of within-group homogeneity through subtyping.

Clear resolution of the first issue is unlikely, however. The examples of
hypertension and obesity remind us that many thresholds used to define
given illnesses are, by necessity, arbitrary and shifting and that there are
few variables with which to empirically fix them. Kendler et al [1] took a

1Department of Psychiatry, University of Iowa, Psychiatry Research/Medical Education Building, Iowa
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particularly powerful approach to this question and showed that the heri-
tability of major depressive disorder (MDD) among female twins rose steadily
with the ‘‘index of caseness.’’ This index, derived elsewhere as a correlate
of the consistency with which subjects remembered lifetime episodes [2],
incorporated severity, persistence and resulting disability. The relationship
yielded no breakpoint and so recommended no threshold to separate the less
from the more heritable conditions. This is more of a concern to researchers
searching for genetic linkage than to clinicians, however. The same vari-
ables which correlate with heritability are also strongly associated with the
likelihood that an individual will seek treatment for an episode of MDD [3].

Of greater clinical relevance are the boundaries between depressive disor-
ders and those nonaffective illnesses which seem so often to coexist with them.
Here circumstances are complicated by the fact that the clinical phenomena
which define many of these other illnesses may also arise as epiphenomena
of depressive episodes. When they appear as such, though, they do not
connote the presence of an additional illness. For example, panic attacks,
when confined to depressive episodes, are not associated with increases
in risks for panic disorder among family members [4] nor do such panic
attacks predict the later development of panic symptoms outside of depres-
sive episodes [5]. Obsessions and compulsions which appear only within
depressive episodes are rarely followed by obsessions and compulsions
during periods of euthymia [5] and, similarly, delusions do not portend an
eventual, chronic psychosis unless they have occurred outside of depressive
episodes [6].

As Stefanis and Stefanis noted, much of the effort to increase homogeneity
through subclassification has focused on distinctions between MDD with
and without melancholia and between primary and secondary depression.
The latter rose from medical tradition and the observation that depressive
syndromes seemed to complicate various psychiatric disorders at much
higher than chance rates. A recent longitudinal study of a large, nonclin-
ical sample, showed, for example, that a history of any major nonaffective
disorder increased the risk for onset of MDD in the ensuing 6 years by three-
to four-fold [7].

Though many investigators have failed to find useful differences between
primary and secondary depression, a great number have. Findings which
are both replicated and practical include the greater likelihood that patients
with secondary depression will express suicidal behavior or ideas, will
remain symptomatic after hospitalizations, electroconvulsive therapy and
antidepressant therapy, and will relapse after recovery (reviewed in [8]).

Efforts to validate this distinction with biological measures have yielded
inconsistent results. Some, particularly those using the dexamethasone
suppression test, have been very supportive but others have not. Whether the
clinician accepts the distinction between primary and secondary depression
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as any more, or less, valid and useful than the officially recognized separation
of melancholic and nonmelancholic MDD, careful attention to the possibility
that a nonaffective disorder underlies a given case of MDD is extremely
important. In this writer’s long experience as attending on a University
Hospital inpatient unit, the most common factor in the chaotic courses and
apparent treatment resistance preceding admission has been the failure to
recognize other illnesses underlying depressive symptoms.

Just what these illnesses are should do much to shape the clinician’s
management of specific patients. For instance, because persistent alcohol
abuse markedly reduces the likelihood of recovery from MDD [9], the
clinician must first detect alcoholism and then direct treatment efforts at
the achievement of abstinence, often in the face of the patient’s efforts
to maintain treatment focus on depressive symptoms instead. Patients
with borderline personality disorder are often inappropriately treated for
psychotic features when they report intracranial voices, and for rapid cycling
bipolar illness when they display mood lability, irritability and reckless
behavior. Tricyclic antidepressants are unlikely to be helpful and benzodi-
azepines may markedly worsen affairs. These patients often improve when
the focus of treatment is shifted away from the pharmacological manage-
ment of depressive symptoms and toward the patient’s own control over
impulsiveness and anger.

Other illnesses likely to shape the course of depressive symptoms and effec-
tiveness of treatment include stimulant or opiate dependence, somatization
disorder, obsessive-compulsive disorder, antisocial personality disorder and
anorexia nervosa. While a careful history, and the interview of informants,
will often uncover important, pre-existing conditions, the following should
increase suspicion that another disorder underlies the depressive symptoms
for which the patient is seeking help. The inability to clearly identify an
episode onset is foremost among these. A simple question as to when the
patient last experienced two or more months without depressive symptoms
will reveal a chronic mood disorder in many patients. Even if further investi-
gation reveals no additional underlying disorder, knowledge that symptoms
are longstanding has powerful prognostic significance. In a similar vein, the
tendency of a patient to view depressive symptoms as characteristic of his or
her normal self is much more likely if the depression is secondary. Another
useful though rarely described feature of secondary depressive syndrome
is the tendency of individual depressive symptoms to abate and reappear
erratically, in poor temporal concordance with other symptoms.

Careful attention to whether other disorders do or do not coexist with a
depressive syndrome will make further subtyping of that syndrome more
meaningful. Reports of hallucinations are much less likely to indicate a
psychotic depression when a patient meets criteria for somatization disorder;
knowledge of ongoing stimulant abuse will put reverse vegetative symptoms
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in a different light; and an agitated depression will be managed differently
when extensive benzodiazepine dependence, and the likelihood of a with-
drawal state, is appreciated. In summary, the awareness that MDD is best
viewed as a syndrome of many possible etiologies will promote effective
clinical management regardless of flux in official classification systems.
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1.7
Depression: the Complexity of its Interface with Soft Bipolarity

Hagop S. Akiskal1

The last two decades have witnessed a great deal of research effort to
provide the clinician with reliable and valid approaches to diagnosis of
this protean illness, known from at least Hippocratic times. Much of this
effort pertains to patients who consult a psychiatrist. Despite the notable

1International Mood Center, University of California at San Diego, La Jolla, CA 92093-0603, USA
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progress made, especially the attempt to subtype the illness with respect to
differential treatment options, there is still a great deal of uncertainty about
how different subtypes of mood disorder are related to one another. My
commentary to Stefanis and Stefanis’ masterful review will focus on recent
provocative developments about the bipolar border of major depressive
disorder.

Of all the classificatory schemas for affective disorders, the unipolar–
bipolar distinction is the one that has the broadest consensus among both
researchers and clinicians. Stefanis and Stefanis wisely avoid the term
‘‘unipolar.’’ This caution is justified in as much as an increasing body of
research data has indicated the existence of a prevalent group of soft bipolar
disorders that occupy an intermediary position between the two poles.
Bipolar II, which is the prototype of soft bipolarity, has affinity to classic
manic depressive illness from a familial standpoint, but in some respects
resembles unipolar patients, especially from the point of view of anxiety
comorbidity. Unlike unipolars, these patients tend to cycle with antide-
pressants, hence the need for mood stabilizers. Their treatment is often a
nightmare, because treatments for anxiety disorders tend to destabilize the
course of these patients, and mood stabilizers may not always bring about
the necessary stabilization. Indeed, matters are complicated, because these
patients are temperamentally disinclined to any attempts to bring stabiliza-
tion to their habitual way of existing! Thus, a classification that ignores
the temperamental substrates of the special depressions and affective states
from which patients with bipolar II suffer, will not do justice to the thera-
peutic options available to these patients. In brief, as proposed by us, many
unipolar depressions (up to 50%) may have to be reclassified under the rubric
of pseudo-unipolar [1–3]. History of spontaneous hypomania is not always
easily obtained. In many patients, the bipolar nature of the depression is
made manifest for the first time during pharmacotherapy with antidepres-
sants; although the latter are not officially classified as bipolar, much of the
evidence favors their inclusion within a soft bipolar spectrum.

A recent study from Johns Hopkins [4] has shown that bipolar II with
a history of anxiety attacks might be a specific genetic form of affective
illness. Our research indicates that temperamental cyclothymia — measured
as traits of mood lability — represents the best longitudinal marker for
this disorder and should be incorporated into the diagnostic approach to
these patients. One of these studies was conducted as part of the National
Institute of Mental Health prospective study of depression [5], where this
temperament was the best predictor of the bipolar II outcome of patients
who were, at entry, unipolar. Another study, as part of the French multi-
center EPIDEP study, found that the best diagnostic correlate of bipolar II
was temperamental cyclothymia [3]; moreover, patient- and physician-rated
cyclothymia were highly correlated. This raises the possibility of developing
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a simple paper-and-pencil test for screening depression with the possibility
of subtyping it along soft bipolar lines. This is very important, not only in
psychiatry, where many of these patients fail repeated antidepressant trials,
but also in primary care, where this subtype is more prevalent than previously
thought [6]. Indeed, all so-called anxious depressions should be examined for
the possibility of a soft bipolar disorder; I am proposing that temperamental
measures might be the best approach in this much-needed precision.

Bipolar II patients with cyclothymic temperamental background may
exhibit a tempestuous life, often have a creative bent, but may also
exhibit socially undesirable behaviors because of their impulsivity. To
complicate matters, a more severe version of bipolar II disorder may
manifest as borderline personality. These patients will often require low-dose
neuroleptics in the long term, but will probably do best on anticonvulsants.
Atypical depression with reverse vegetative signs shares many of the
characteristics of bipolar II with borderline features. The overlap may be
as high as 70% [7].

The main point of this commentary is that many clinical subtypes in
the official classifications in existence seem to be separating disorders that
may have the same or overlapping diatheses. Soft bipolarity spans atypical
depression, panic and social phobic disorders, bipolar II, cyclothymic and
borderline personality disorders. I submit that when molecular genetics
delineates the fundamental substrates of these disorders, many phenotypes
currently listed as distinct disorders will probably come to be viewed as
variants of a related group of affective and temperamental dispositions.
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1.8
Contextualizing the Diagnosis of Depression

Juan E. Mezzich1 and Miguel R. Jorge2

We cannot but admire the clear and erudite review of the diagnosis and
classification of depression offered by Stefanis and Stefanis, drawing on
Costas Stefanis’ refined clinical investigational skills and on his international
experience as a leader of the World Psychiatric Association. After presenting a
masterful analysis of the literature on the nosology of depression, Stefanis and
Stefanis conclude that the clinician should be aware that operational criteria
by themselves or supplemented by structured instruments and associated
biological features cannot capture the experiential uniqueness of the person
and it is this uniqueness that he is bound to consider in order to understand
and treat effectively.

This commentary responds to Stefanis and Stefanis’ plea for attention
to the particularities and complexity of the depressive patient by briefly
discussing ways to contextualize the diagnosis of depression. We do this by
outlining critical aspects and levels of a comprehensive diagnostic model that
succinctly describes the clinical condition of the person experiencing depres-
sive disorders and that articulates the evaluational perspectives required to
accomplish the diagnostic task validly and competently.

First to be recognized is the nosological complexity of depression. This
makes it compelling to attend to the variety of forms to be depressed specified
in the Tenth Revision of the International Classification of Diseases and Health
Related Problems (ICD-10) [1] and its local versions or annotations such as
DSM-IV [2], the Chinese Classification of Mental Disorders, 2nd edition, revised
(CCMD-2-R) [3], and the Third Cuban Glossary of Psychiatry (GC-3) [4]. The
nosological map covers psychotic and non-psychotic depressive disorders,
episodic and persistent conditions, severe and milder cases. This nosology
also includes organic and substance-induced depressive disorders as well as
adjustment disorders with depressed mood.

This quick review reveals that the nosological matrix of depression is bio-
psychosocial and that both etiological and morphological factors decisively
inform the classification of depressive disorders. This is neither accidental
nor restricted to mental disorders. In fact, from its inauguration in 1893 to its
current Tenth Revision, the ICD displays the participation of both causation
and form as a key classificatory principle. This speaks of a fundamental
nosological complexity throughout the range of human illness that is to be

1Division of Psychiatric Epidemiology and International Center for Mental Health, Mount Sinai School
of Medicine of the City University of New York, Fifth Avenue and 100th Street, Box 1093, New York,
NY 10029-6574, USA
2Clinical Psychiatry Section, Paulista School of Medicine, Federal University of Sao Paulo, 740 Botucatu,
Sao Paulo 04023-900, Brazil



72 DEPRESSIVE DISORDERS

recognized and taken into account for both diagnostic understanding and
clinical action [5].

A second level of contextualization refers to the systematic description
of the patient’s entire clinical condition. This requires stratified attention
to the possibility and even the likelihood that several disorders (mental
and non-mental) may be found in the same individual. This brings up the
problematic issue of ‘‘comorbidity’’, which confronts us with the dilemma
between clearcut morbid plurality and the different faces (e.g. anxious and
depressive) of one morbid condition.

This contextualization also requires attention to the level of adaptive
functioning (or, alternatively, disabilities) of the depressed individual, a
point illustrated by the interest attracted by the emerging second edition
of the World Health Organization’s (WHO) International Classification of
Impairments, Disabilities and Handicaps. Careful assessment of functioning is
important to verify the presence and severity of illness (and to guard against
the trivialization of clinical assessment and care) as well as to guide the
planning and evaluation of acute treatment and rehabilitation.

Furthermore, the absence or presence and levels of psychosocial stressors
and supports can have an important role in the development and course
of depression. Also to be considered is the appraisal of quality of life,
a multidimensional and pre-eminently subjective concept that may range
from physical well-being to spiritual fulfillment.

Through the use of pertinent scales and typologies, a multiaxial formu-
lation may offer an encompassing and standardized appraisal of the key
parameters of a depressed patient’s condition. Implementation of a multi-
axial schema may enhance communication and sharing of professional
experience across town and across the world.

To complement and round up the standardized description furnished by a
multiaxial formulation, one may want to consider an appraisal that pointedly
looks at the particularities of the depressed person. Given the intricacy of the
required informational task, a descriptive statement using all the resources
of natural language seems advisable. Furthermore, the perspectives of the
clinician and of the patient (and his/her family) as well as the articulation and
resolution of these potentially discrepant perspectives need to be obtained.

An idiographic formulation along these lines is in fact a key component
(in addition to a standardized multiaxial formulation) of the comprehensive
diagnostic model underlying the International Guidelines for Diagnostic
Assessment (IGDA) being prepared by the Section on Classification and
Diagnostic Assessment of the World Psychiatric Association.

The above levels or components of a more comprehensive diagnostic
approach [6] seem to offer jointly not only a more valid understanding of the
patient’s condition and the bases for more effective treatment and prognosis,
but to incorporate an ethical dimension in diagnosis and clinical care by
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orienting these processes and tasks towards the promotion of health and
quality of life as understood and planned collaboratively by patient and
clinician.
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1.9
Age, Loss and the Diagnostic Boundaries of Depression

Sidney Zisook1

Stefanis and Stefanis’ comprehensive review covers all the major areas and
many of the key controversies regarding the diagnoses of depressive disor-
ders. In this commentary, I will expand or highlight additional diagnostic
issues in two areas: life cycle considerations and bereavement.

The ICD-10 and DSM-IV operationalize diagnostic criteria for major
depression that are particularly pertinent to young and mid-life adults, but
may be less helpful for the diagnosis of individuals at the extremes of age.
In older children and adolescents, for example, depression may not present
with the classical symptoms of dysphoria or anhedonia. Instead, irritability,
behavioral changes, social withdrawal, a change in school performance, an
excursion into alcohol or other drugs, and vague somatic complaints may be
the predominant manifestations [1]. Furthermore, when dysthymia or major
depression occurs for the first time in adolescence, it often is the forerunner
of a chronic or recurring illness that continues into adulthood, and may be

1Department of Psychiatry, University of California, San Diego, 9500 Gilman Drive, La Jolla, CA
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more likely than major depression beginning later in life to become a bipolar
disorder [2].

Depression in late life shares many features with depression beginning
in adolescence. As with the latter, such depressions tend to present with
irritability, behavioral changes, withdrawal, and somatic symptoms rather
than with dysphoria [3]. In addition, complaints of cognitive decline are quite
common, sometimes, as Stefanis and Stefanis report, blurring the distinction
between mood and cognitive disorders. As in adolescence, depressions in
late life may be more recognizable by relatives or caregivers than by the
patients themselves. Finally, in both adolescent and late life depressions,
each episode is more likely to be a part of a continuum throughout one’s
life than a single episode. When depression occurs for the first time in
late life, it is not infrequently closely associated with general medical and
neurological problems, structural brain abnormalities and chronicity [4].
Many of these patients have vascular depression, characterized by greater
overall cognitive impairment than patients with nonvascular depression,
more impaired fluency and naming, more retardation, less agitation and
insight, and fewer guilt feelings [5].

According to DSM-IV, if a major depressive syndrome begins after the
death of a loved one it is not considered a major depressive episode until
at least 2 months following the death; instead, it should be classified as
‘‘bereavement.’’ DSM-IV does make allowances for very severe major depres-
sive syndromes accompanied by feelings of worthlessness, psychomotor
retardation and suicidal ideation being considered depressive episodes even
within 2 months, but it rules out other, milder forms. Yet, recent data suggest
these depressive syndromes, so called ‘‘bereavement,’’ have all the clinical
characteristics of other major depressive episodes. They are more common
in individuals with past or family histories of major depression, tend to be
chronic and/or recurrent, interfere with social and occupational functioning,
are associated with impaired immunologic function, disrupt the resolution
of grief and may be associated with ongoing adjustment difficulties [6].

Furthermore, bereavement stands alone as a life event capable of negating
the diagnosis of major depression. Thus, for example, depression following
divorce, financial ruin, or the destruction of one’s home is depression. Why
should depression following this one life event, loss of a loved one, be
any different? Finally, depression is the only disorder negated by loss. If a
bereaved individual develops recurrent panic attacks and associated worries
after a death, the diagnosis of panic disorder is made (like depression, anxiety
disorders also may be precipitated by loss); or if severe, crushing, left-sided
chest pain occurs, no cardiologist would call it ‘‘bereavement’’ rather than
what it really is. Thus, it might be argued that ‘‘bereavement,’’ a throwback
to the outworn notion of ‘‘reactive’’ depression, should be eliminated from
DSM-V.
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That bereavement and depression have symptoms in common, such as
sadness and poor sleep, cannot be contested. But the same can be said
for depression and generalized anxiety disorder (initial insomnia and poor
concentration), depression and old age (poor sleep, poor appetite), depression
and cancer (fatigue and thoughts of death), and on and on. In none of these
cases, including grief, does the overlap mean a challenging differential
diagnosis should not be made, and in each case, a prompt and accurate
diagnosis of major depression can be literally life-saving.
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1.10
Depression Among Elderly and Postpartum Women

Paul S.F. Yip1 and Dominic T.S. Lee2

In this commentary on Stefanis and Stefanis’ review of depression we
should like to make comments on two specific topics: (1) the prevalence and
the recognition of depression among the elderly and its relationship with
suicide; (2) depression among childbearing women.

Suicide risk is high among depressed people [1]. Stefanis and Stefanis have
highlighted the problems of non-recognition or misdiagnosis of depression
at the primary care setting. This is particularly common in the presence of
a comorbid physical illness or if the physician has a tendency to overlook
depressive symptoms. The situation is particularly applicable to the Chinese

1Department of Statistics and Actuarial Science, University of Hong Kong, Pokfulam, Hong Kong
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elderly population. Hong Kong has one of the highest suicide rates among the
elderly in the world. For example, the recent suicide rate was 50 per 100 000
among elderly aged 75 or above, about four times above the population
average [2].

In a recent study, we found that 80% of the elderly (60 or over) who
committed suicide had severe or terminal illness and 24% had a history
of psychiatric treatment [3]. The chronic illnesses were strongly related to
the presence of depression among the suicide cases. Seeking treatment from
psychiatrists to deal with psychological problems is the exception rather than
the norm in Hong Kong. Also, elderly people tend to conceptualize mental
health problems as physical and this is especially true for the Chinese. It is
important for physicians at the primary care setting to recognize the clues of
depression and to provide a proper counselling service when the elderly seek
medical treatment, in view of the high risk of their committing suicide. It was
found that 40% of the suicide cases had consulted a doctor about their physical
illness within a month before committing suicide [3]. Physicians have to be
better trained in diagnosis and more alert about the high risk of suicide among
the sick elderly. At the very least physicians should warn family members
about the possibilities and make appropriate referral for the patients. It is
encouraging to see that more emphasis on doctor and patient communication
is included in the medical education curriculum in Hong Kong, such that
the mental state of patients (including depression) stands a better chance of
being diagnosed and recognized by physicians. It is suggested that the low
rate of recognition and inadequate treatment of mental disorders, especially
depression, could be one of the reasons explaining the high suicide rate in
the elderly Chinese community [4]. However, the prevalence of drug and
alcohol abuse among elderly suicide deaths in Hong Kong was less than
their Western counterparts [3].

Next, we should also like to supplement information on postpartum
depression. The occurrence of depression in the postpartum period has
attracted much attention and research. Postnatal depression affects 10–15%
of women in the early months of postpartum [5]. Apart from causing suffering
and distress to the mother at a time of anticipated joy, postnatal depression
undermines marital relationships and adversely affects the cognitive and
emotional development of the baby [6]. Despite the potential deleterious
consequences of postnatal depression and the opportunity for repeated
clinical contacts in the postpartum period, research shows that as many as
90% of postnatal depressions are undiagnosed and untreated.

In some countries, systematic screening programmes have been
implemented to improve the detection of postnatal depression. Self-report
questionnaires, such as the Edinburgh Postnatal Depression Scale (EPDS),
can be administered during the postpartum follow-up visits to identity
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individuals who have significant depressive symptomatology and hence
deserve further assessments [7, 8].

It is generally forgotten that as much as one third of postnatal depression
has onset in pregnancy and hence the term ‘‘postnatal depression’’ is,
strictly speaking, a misnomer, which potentially misleads clinical attention
away from the antepartum period. Unless we remember that ‘‘postnatal
depression’’ is actually ‘‘perinatal depression’’ and a significant proportion
of the so-called ‘‘postnatal depression’’ actually begins in pregnancy, the
opportunities to detect depression antepartum will remain forgotten. For
this reason, it is perhaps better to refer to depression occurring in the
postpartum period as ‘‘perinatal depression.’’
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1.11
Self-rating Depression Scales: Some Methodological Issues

Toshinori Kitamura1

As Stefanis and Stefanis have succinctly noted, depression is a clinical
condition with multiple manifestations, multiple subcategories, and possibly
multiple aetiologies. Self-report scales of depression are useful tools for
shedding light on these complexities of the disorder both in research and
practice. Stefanis and Stefanis have listed, among many others, a few very
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well-known and established instruments to measure depression. These scales
can reliably screen cases of depression and measure the severity of the
condition. They are cheap and less time-consuming and therefore are suitable
for epidemiological studies. They are provided with predetermined questions
so that comparison is easy even between different cultures. However, they
are not necessarily without shortcomings.

An important but much neglected issue of self-rating scales is their reduced
validity after repeated use. Self-rating scales are often used to measure the
temporal change of the condition. Kitamura et al [1] administered Zung’s
Self-Rating Depression Scale (SDS) [2] to the same women twice during
pregnancy and twice after childbirth. The SDS validity was measured in
terms of sensitivity and specificity using operationalized diagnoses made by
psychiatrists. The SDS sufficiently identified cases of depressive disorders
on the first occasion (the first trimester) but subsequently lost its validity.
In the same sample, the scores of the General Health Questionnaire (GHQ)
[3] lost significant differences between those women with and those without
minor psychiatric morbidity [4]. This was due to the fact that the GHQ score
decreased among the suffering women while the score of the non-suffering
women did not change. In the literature, we have found ample reports of
‘‘improvement’’ of questionnaire scores from the first test to the retest. This
was found in measures of neurotic symptoms [5], anxiety [6], depression [7],
and adjustment [8]. Reduced validity of a self-report when used repeatedly
is to be overcome in future studies.

Another methodological issue of self-report scales is the contrast between
positive and negative wordings of a questionnaire. The ‘‘usually’’ answer to
the question ‘‘Did you sleep well recently?’’ is equivalent to the ‘‘never’’ or
‘‘rarely’’ answer to the question ‘‘Do you have difficulty sleeping recently?’’
However, the impact that these two questions have on the cognition of the
subject may be different.

For example, the Center for Epidemiologic Studies Depression Scale (CES-
D) [9], a widely used self-rating measure of depression, contains four positive
affect items. Iwata et al reported that the Japanese responses to these positive
items were less affirmative than American responses [10]. They suggested
that the Japanese were more likely to suppress the expression of positive
affect. Therefore, they revised the CES-D so that all the positive items
were rewritten into negative wording. Japanese psychiatric patients with
dysphoric mood-related symptoms were compared with matched controls
in terms of responses to the original CES-D items and the negatively revised
items. Whereas there were no significant differences between the patient
and control groups in the scores of the positive items, significant differ-
ences appeared in the scores of the negatively revised items. Furthermore,
the internal consistency of the scale improved after the original positive
items were converted into the negative items [11]. These findings suggest
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that: (1) questions must be worded carefully; and (2) international and
transcultural comparison using a self-rating scale needs adjustment not only
in the cut-off point of the total score but also in the item-by-item comparison.
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1.12
Underdiagnosis of Depression: Its Impact on the Community

Ahmed Okasha1

The proper diagnosis of depression is of paramount importance, not
only because of the high prevalence of this condition in different patient

1Institute of Psychiatry, Ain Shams University, 3 Shawarby Street, Kasr El Nil, Cairo, Egypt
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populations, but also because it is associated with poor physical and social
functioning and significant impairment of everyday activities as well as an
increased number of disability days.

Mental disorders present a greater burden globally than cerebrovascular
and heart disease combined. Mental health problems account for more than
8% of the disability-adjusted life years lost [1]. It is estimated that depressive
disorders produce more than 17% of disability associated with mental health
problems worldwide. It is predicted that in the year 2020 depressive disorders
will be the second cause of disability amongst all medical disorders. The
comprehensive review by Stefanis and Stefanis emphasizes the meaning and
definition of the word depression. It can be a mood state of sadness common
to all humans, or a complaint (symptom) which is prevalent in several
psychiatric and medical disorders, as well as a syndrome or a disorder defined
by specific criteria listed in ICD-10 and DSM-IV. The common mistake in the
methodology of many studies is the misdifferentiation between depression as
a normal human mood, depressive symptoms and depressive disorder. This
may lead to different results concerning prevalence, sex ratio, risk factors,
and response to treatment.

Psychiatrists are aware that more than 80% of depressed patients are
treated by general practitioners or traditional healers and, in some studies,
specialists treat fewer than 5% of all patients with depressive disorders
[2]. Several studies confirm that primary care physicians do not make
the diagnosis of depressive disorders in more than half of patients who
satisfy the criteria for depressive disorder. The obstacles to recognition
and diagnosis are: (1) the stigma associated with diagnosis; (2) presentation
with somatic symptoms that mask the depression; (3) lack of training in
diagnosing depressive disorders.

There is no medical disorder which can impair the quality of life more than
depression. There was a belief that depression is more frequent in developed
than in developing countries, in urban areas more than in the rural, among
the rich more than in the poor. These assumptions are wrong and many
studies showed their invalidity. In an epidemiological study conducted in
Egypt, the prevalence of depressive disorders in the rural region was 19.7%,
whilst in the urban areas it was 11.4%. Adjustment disorder was the most
common category of depression in rural people, while dysthymic disorder
was the most frequent in urban dwellers [3]. What is usually met with in
daily clinical practice is a medical or a psychiatric comorbidity. Recognition
of this comorbidity has been facilitated by the introduction of multiaxial
classifications in ICD-10 and DSM-IV. This requires a thorough knowledge of
interactions between psychotropic and other drugs. Recognizing depression
associated with medical disorders will improve the quality of life of the
patient in spite of the persistence of medical disorder. Results of various
studies show that depressive disorders occur in 22–33% of hospitalized
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patients [4], in 38% of those with cancer [5], in 47% of those with stroke
[6], in 45% of those with myocardial infarction (7), and in 39% of those
with Parkinson’s disease [8]. Thus, underrecognizing, underdiagnosing and
undertreating depressive disorder is an ethical issue facing the medical
profession.

The ICD-10 diagnostic criteria for research contain 10 items, in contrast to
the 9 DSM-IV items (loss of self-esteem is separate from inappropriate guilt),
in diagnosing major depressive disorder. ICD-10 provides separate criteria
sets for each level of severity of a depressive episode: a threshold of 4 out
of 10 symptoms defines mild, 6 out of 10 defines moderate, and 8 out of 10
defines severe. Furthermore, the diagnostic algorithm differs by requiring
that there be at least 2 of the following 3 symptoms — depressed mood,
loss of interest and decreased energy — for mild and moderate depressive
episodes and all of them for severe depressive episodes. ICD-10 episodes
with psychotic features exclude Schneider’s first rank symptoms and bizarre
delusions. The ICD-10 criteria for research specify that there should be a
period of at least 2 months free from significant mood symptoms between
mood episodes, whereas DSM-IV criteria indicate an interval of at least 2
consecutive months in which full criteria for a major depressive episode are
not met. The American Psychiatric Association has produced a crossover
between the ICD-10 and DSM-IV, called the international version with
ICD-10 codes, which facilitates the diagnosis with the two systems.

The proper diagnosis of depression will lead to better management, which
is cost-effective, reducing the burden of disability and improving the quality
of life of millions of people. Awareness of primary care physicians, families,
patients and the general public in the detection of depressive disorders is the
pathway to a better life.
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1.13
Limited Options on Diagnosing Depression

Santosh K. Chaturvedi1

The diagnosis of depression has remained unsatisfactory and the limited
options force one to compromise on what is available and attempt to revise it
periodically. As pointed out in Stefanis and Stefanis’ review, one difficulty is
with the term ‘‘depression’’ itself. This term is used in the general day-to-day
conversations on any subject and is commonly misinterpreted. ‘‘Depression’’
sounds so simplistic that lay people feel they are as cognizant about this
disorder as the treating physician or psychiatrist. An alternative, scientific
term is needed to indicate that the disorder being diagnosed and treated is
not a simple or common ‘‘sadness,’’ but a specific morbid disorder which
requires careful management.

The lack of knowledge about the specific etiological factors has complicated
the issue of diagnosis and treatment. Till now, the diagnosis has been based on
counting the number of symptoms, and the treatment has been symptomatic.
The diagnosis also takes into account the duration of symptoms. Since one
has to wait for the minimum period of 2 weeks to arrive at a diagnosis of
major depression, and for a period of 2 years for a diagnosis of dysthymia,
the person has to suffer during this period, and there is no scope for early
intervention. If one noticed features of depression for a day or two and
intervened successfully to relieve depression, the skepticism and doubt
about the diagnosis would linger. What is so special about 14 days? On day
13 it is not depression, on day 15 it can be diagnosed as depression! In most
physical diseases, the treatment begins the moment the first symptoms are
noticed.

Somatic symptoms add to further confusion. The International Classification
of Diseases (ICD-10) classifies some types of depressive disorders as those
with somatic symptoms. Here somatic symptoms refer to loss of interest,
psychomotor retardation, marked loss of appetite, loss of weight, diurnal
variation, early morning awakening, and loss of libido. In many psychiatric
centers, somatic symptoms imply headache, chronic pain, fatigue, lethargy
and a number of other bodily symptoms which are termed ‘‘somatic.’’

1National Institute of Mental Health and Neurosciences, Bangalore 560 029, India
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Thus, this category of ICD-10 adds further to the prevailing confusion in
diagnosing and subtyping depressive disorders. Whereas a depressed patient
with a number of bodily or somatic symptoms without vegetative symptoms
will receive a diagnosis of depression without somatic symptoms, another
depressed patient without the bodily or physical symptoms is likely to
receive a diagnosis of depression with somatic symptoms if the vegetative
features are noted.

The presence of somatic symptoms further complicates diagnosing depres-
sive disorders in patients with medical illnesses such as cancer or those who
are elderly [1, 2]. It may be difficult to discern whether the somatic symptoms
are due to depression or to the underlying medical or physical disease [3].
Some methods have been used effectively to overcome this difficulty, such
as revising the number of criteria to be fulfilled [4], or substituting some of
the somatic symptoms with non-somatic ones [2]. The Hospital Anxiety and
Depression Scale (HADS) has proved to be an effective scale to detect depres-
sion and assess its severity in patients with medical or physical illnesses,
since it contains mainly cognitive and affective symptoms of depression and
anxiety [5].
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1.14
Diagnosis of Depressive Disorders: Taxonomical Systems and Clinical

Practice
Angel A. Otero Ojeda1

The lack of etiological knowledge and accurate markers to conceptualize and
identify the so-called depressive disorders (DD) has brought about a rather
arbitrary formulation of the diagnosis of these disorders.

1Department of Psychiatry, University of Havana, Cuba
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Even though the definition of depression has been always eluded in
contemporary taxonomic systems until ICD-9, it has been implicit that a
collapse of the patient’s affectivity and vitality lies at the basis of its clinical
expression.

Clinicians, assessing the current picture in the light of the patient’s
past-current existential environment, were the ones entitled to diagnose
depression and to select the adequate subcategory, according to its current
manifestations, background, and the (hypothetical) predominant mecha-
nism of production (endogenous dysfunction, current exogenous factors, or
morbid intrapsychic mechanisms and affective needs). This caused subjec-
tivism and a low level of diagnostic concordance, creating a taxonomic
structure based, in the best cases, on neither confirmed nor universally
accepted hypotheses, and on ambiguous, incomplete, contaminated and
partial truths suggested by a non-standardized practice of psychiatry.

Current diagnostic systems standardize diagnoses through objective guide-
lines, which are considered an interim solution until the discovery of
biological markers [1]. These systems, although being recognized as an
indispensable step to guide research on DD, have been criticized for the
following reasons:

1. Being designed to diagnose diseases or disorders (rather than patients)
and for research, they ignore many of the biopsychosocial aspects as well
as hypotheses and assertions of relative (probabilistic) or partial validity
which are indispensable in guiding medical actions (in actual patients)
and in mental health settings.

2. They lose, for the sake of objectivity, the contextual-integral assessment
of the patient, who is confined to his objective-generalizable symptoms.

3. They pay insufficient attention to cultural and age-related factors,
reflecting the way of expressing depression of average young adults
from a northwestern society. Variations imposed by age and culture to
DD are recorded elsewhere, therefore being out of diagnosis.

4. Being designed to diagnose a diseased subject at the secondary level
of care, they are not appropriate to meet the needs of a contemporary
psychiatry that changes its epicenter towards mental health commu-
nity care.

Fewer than half of the depressed patients attending health care services
(HCS) are adequately diagnosed. Figures several-fold higher of depressed
subjects do not attend or have no access to HCS. Approaching such a situation
requires a change of strategy for HCS; training general practitioners and
other professionals in these services on diagnosing depression is necessary
but is not enough. Working teams need to be expanded by the inclusion of
active community members who are not traditionally integrated in the HCS
(mental health multipliers), and to be provided with diagnostic instruments
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appropriate for identifying not only disorders, but also ‘‘people at risk’’ and
social dysfunctions.

Our research [2] confirms that the underdiagnosis of depression by general
practitioners is associated with: (1) insufficient knowledge of the concept,
atypical manifestations and frequency of depression; (2) use of interviews
excessively centered on somatic aspects; (3) lack of appropriate diagnostic
instruments; and (4) regarding depressive manifestations as natural conse-
quences of somatic diseases or life events.

The diagnostic results improved significantly when general practitioners
were provided with appropriate interviewing techniques and diagnostic
instruments, such as the ICD-10 primary care version and the Tetradimen-
sional Structural Questionnaire (CET-DE) [3].
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1.15
The Identification of Diagnostic Subtypes of Depressive Disorders

Nikolai Kornetov1

The clinical core of the modern diagnosis of depressive disorders (DD) is the
‘‘depressive episode’’ (DE) or ‘‘major depression’’ (MD), which can occur as
a single episode or be recurrent. DE is presented descriptively in ICD-10,
whereas MD is defined by operational criteria in DSM-IV. These diagnostic
categories are comparable, and include depression with or without psychotic
symptoms, with or without catatonic features, and with or without somatic
(melancholic) symptoms. Other subtypes of depression include subsyn-
dromal symptomatic depression [1] and specific conditions limited mostly by
temporal frameworks: recurrent brief depression, dysthymia, cyclothymia,
seasonal depression, premenstrual dysphoric disorders, postpartum and
menopausal depressions, and so on.

1Mental Health Research Institute of RAMSci, Department of Affective Disorders, 634014 Tomsk,
Russia
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An advantage of typological DD grouping is impartiality concerning
various hypotheses and theories of their origin. Previous quasi-etiological
dichotomies of DD into endogenous and psychogenic, psychotic and neurotic,
created diagnostic ‘‘niches’’, which hampered the integration of psychiatry
within general care. At the same time, it is necessary to take into account that
patients with DE/MD often present a family history of affective disorders,
melancholic symptoms, psychomotor retardation, circadian and circannual
rhythm changes, and show more substantial neurobiological alterations.
On the other hand, minor depressive types are more often associated with
precipitating psychosocial stressors, and have a less frequent family history
of DD and tendency to recurrence.

An ambiguity of current classifications is the use of the term ‘‘bereave-
ment’’. First, a situation of loss is often observed in major depressive episodes;
second, depressive symptoms when a loss has occurred are sometimes
prolonged and may develop into dysthymia; third, there is an increase in
vulnerability to illness and mortality for the first 2 years after a significant
loss [2–3].

In our department we conducted studies involving 217 inpatients with DD
occurring after a significant loss. These studies revealed several psychobi-
ological changes in neuroendocrine and immune systems: hypothalamic-
pituitary axis (HPA) activation, increase of plasma concentration of beta-
endorphin, reduction of thyroid secretion and significantly increased levels
of thyrotropic hormone; decreased levels of insulin; an imbalance of cellular
and humoral immunity. These changes were observed in patients with
depressive disturbances of various degrees of severity: 73.7% of the cases
did not meet the criteria for a depressive adaptive reaction according to
duration and severity. In 120 inpatients (females) having experienced the
loss of a parent (21.7%), a spouse (42.5%) or a child (35.8%), the criteria
were fulfilled for DE in 33.3% of cases, for bereavement in 35.0% of cases,
and for subsyndromal depression with unstable neurovegetative symptoms
in 31.7% of cases. In 40% of patients dysthymia was diagnosed catamnesti-
cally. Clinical-biological aspects of stress-induced depressions require further
attention.

Clinical observations show that in the presence of significant loss there
is frequently a reinforcement of morning dysphoria and terminal insomnia.
However, such states are only similar to circadian mood fluctuations. In
reality, they represent ‘‘pseudo-circadian’’ symptoms, the cause of which
comprises frequent nightmares associated with loss of the loved one, encoun-
tering him in dreams, or the presence of hypnopompic hallucinations when
waking up in the morning. These clinical facts are confirmed by ethno-
graphic data in the analysis of funeral rites among Slavs and the experiences
of widows (our own investigations).
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In fact, the co-occurrence of multiple genetic, constitutional and
neurobiological risk factors with personality, psychodynamic and social-
environmental factors of varying specificity is a clinical reality in DD. Their
interactions produce DD and give them their unique clinical polymorphism.
At the same time, clinical manifestations of DD have to be considered
within distinguished diagnostic subtypes unless something is changed in the
modern classification of depressive disorders. Initially, this approach seems
to be syndromological. However, this is no more than a myth. Kraepelin [4],
in the first page of the section of his textbook devoted to manic-depressive
insanity, wrote the following: ‘‘it is probable that a lot of subforms will
be created later or completely separate small groups will begin to detach
themselves. If this should happen, so the same symptoms which up to date
used to move into the foreground will serve as the standard’’. It is likely that
the founder of psychiatric nosology was not wrong in his prediction, and
that the DD subtype differentiation will continue.
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2
Pharmacological Treatment of

Depressive Disorders: A Review

Per Bech
Frederiksborg General Hospital, Hillerød, Denmark

INTRODUCTION

The term ‘‘antidepressants’’ was introduced in the 1950s, based on evidence
that imipramine reduced the symptoms of moderate to severe depression
without being a psychostimulant or a ‘‘happy pill’’. The development of the
first generation of antidepressants was based on either the chemical tricyclic
structure of imipramine (the various tricyclic antidepressants, TCAs) or the
mechanism of action (e.g. monoamino-oxidase inhibitors, MAOIs). Some
of the new-generation antidepressants have been developed strictly on the
basis of their mechanism of action (e.g. selective serotonin reuptake inhibitors,
SSRIs, or selective noradrenaline reuptake inhibitors, NARIs), whereas this is
only in part the case for other drugs (e.g. trazodone, nefazodone, mianserin
or mirtazapine).

Antidepressants vs. Psychostimulants

Most patients suffering from depressive illness feel that they have some kind
of ‘‘psychological stress’’. On the other hand, a certain degree of anxiety and
depression is to be expected and is perhaps even desirable among members
of a modern society that provides them with many schedules for their daily
life. This was discussed by Hinkle [1] when summarizing the concept of
stress after 50 years.

The most common complaints by persons seeking psychotherapy seem to
be stress-related symptoms such as anxiety and depression [2]. The chemical
substances often used as ‘‘anti-stress medication’’ are alcohol and related
psychoactive substances. However, these have the obvious disadvantage
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of impairing ability to carry out the many activities of modern daily life.
As emphasized by Hinkle, only tobacco provides a feeling of well-being
without creating drunkenness. However, both alcohol and tobacco create
dependency, and tobacco has the other great disadvantage of causing cancer
or myocardial infarction.

One of the best textbooks in clinical psychiatry from the early 1950s
[3] recommends ECT (electroconvulsive therapy) for severely depressed
patients hospitalized for their illness, and a combination of barbiturates
and amphetamine for milder forms of depressive illness. In 1955 Skottowe
[4] even recommended opium for moderate degrees of depression. It is
against this background that the work done by Kuhn [5] on the effect of
imipramine should be assessed. Kuhn showed that the effect of imipramine
was antidepressive rather than antipsychotic, to some extent similar to ECT.
The response was not immediate but had a delayed onset [6].

The evidence of the antidepressive effect of imipramine was described by
Kuhn [6] with the sole aid of clinical observations. There was no Hamilton
Depression Scale (HAM-D, [7]) and no computer with which to establish
statistical evidence, such as effect size or odds ratio test when compared
to a placebo. Kuhn’s clinical descriptions of the efficacy of imipramine in
moderate to severe depression have withstood the test of time.

However, after Kuhn’s first observations of depressed patients in 1956,
more than 3 years passed before imipramine was marketed. Resistance to
the term ‘‘antidepressant drugs’’ came both from psychiatrists, who consid-
ered depression as nothing but a reactive or ‘‘psychic’’ illness (i.e. time
and place but not drugs could be curative), and from the drug manufac-
turing company, that was afraid that imipramine might turn out to be an
amphetamine [8]. However, Kuhn had already shown that imipramine was
not a psychostimulant.

As discussed by Healy [8], it was probably the evidence of the thera-
peutic activity of another drug, iproniazid, that finally pushed the marketing
of imipramine as an antidepressant. At the beginning of the 1950s, Selzer
and Lurie [9] showed that the antitubercular drug isoniazid had what they
called an antidepressive effect. Another antitubercular drug, iproniazid, was
also shown to have this effect, which the authors referred to as a ‘‘psychic
energizing’’ effect [10]. At that time it was assumed that iproniazid but
not isoniazid was an MAOI. However, as stated by Sitsen [11] isoniazid is
a reversible inhibitor of monoamine-oxidase type A (RIMA), like moclobe-
mide, whereas iproniazid is an irreversible and unselective MAOI, like
phenelzine (Table 2.1).

While Kuhn was convinced that imipramine was an antidepressant, Loo-
mer et al [10] were convinced that iproniazid was a psychic energizer rather
than an antidepressant. However, today both classes of drugs are considered
as antidepressants, although the clinical profile is somewhat different.
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TABLE 2.1 Classification of antidepressants by mode of action

Monoamine-oxidase inhibitors (MAOIs) Original Most used
Unselective MAOIs Iproniazid Phenelzine
Selective reversible inhibitors of

monoamine-oxidase type A (RIMA)
Isoniazid Moclobemide

Monoamine reuptake inhibitors Unselective Selective
More serotonin than noradrenaline Clomipramine Venlafaxine
More noradrenaline than serotonin Imipramine

Amitriptyline
Desipramine
Nortriptyline

Selective serotonin reuptake inhibitors
(SSRIs)

Citalopram
Fluoxetine
Fluvoxamine
Paroxetine
Sertraline

Selective noradrenaline reuptake inhibitors
(NARIs)

Reboxetine

Serotonin receptor modulators (SRMs) Original Most used
With serotonin reuptake inhibition Trazodone Nefazodone
With alpha-2 adrenoreceptor inhibition Mianserin Mirtazapine

Chemical Structure vs. Mechanisms of Action

The antidepressive action of iproniazid was from the very first trials ascribed
to monoamine-oxidase inhibition, and its successors, such as phenelzine
and isocarboxazide, were introduced as MAOIs. Imipramine, however, was
not an MAOI and its antidepressive action was assumed to be through its
chemical structure. Thus, amitriptyline was developed from the tricyclic
structure of imipramine. The two drugs differ only in regard to one
nitrogen atom.

TCAs are monoamine reuptake inhibitors, that is they inhibit the reup-
take of both serotonin and noradrenaline in the brain synapses (Table 2.1).
Clomipramine is more a serotonin than a noradrenaline reuptake inhibitor
[12]. Desipramine and nortriptyline are metabolites of imipramine and
amitriptyline, respectively, and are rather selective noradrenaline reuptake
inhibitors.

The tetracyclic antidepressant maprotiline is a noradrenaline reuptake
inhibitor, whereas other tetracyclic antidepressants, such as mianserin
and mirtazapine, are neither MAOIs nor monoamine reuptake inhibitors.
They are, among other modes of action, serotonin 2A (5HT-2A) receptor
antagonists and alpha-2-blockers [13]. By blocking alpha-2 autoreceptors,
mirtazapine stimulates the serotonergic neurotransmission. Thus, mirtaza-
pine and nefazodone have both a 5HT-2A inhibition and serotonergic
neurotransmission stimulating activity, although the latter effect is achieved
by different pathways [14]. This class of antidepressants is called serotonin
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receptor modulators (SRMs) [15], although mirtazapine also has an effect on
noradrenaline [14].

The SSRIs seem to act on 5HT-1A receptors (‘‘serotonin 1A agonists’’) [14].
Nefazodone is both a 5HT-2A antagonist and a weak 5HT-1A agonist [14].
The NARIs in Table 2.1 are represented by reboxetine.

There are many other drugs on the market in various countries besides
those shown in Table 2.1. However, in the following discussion the focus
will mostly be on those antidepressants that are included in the table.

THE CLINICAL TARGET SYNDROME

With the release of the evidence-based classification system DSM-III [16], the
diagnosis of major depression became the target syndrome for antidepres-
sants. Clinical research with symptom rating scales such as the HAM-D from
1960 to 1980 had shown that around ten symptoms are often sufficient to
reflect the syndrome of acute depressive states [17]. The clinical syndrome
of depression described by Kuhn included the same depression-specific
symptoms as the HAM-D, as well as the nine symptoms of depression to be
considered for the diagnosis of major depression in DSM-III (Table 2.2).

Both DSM-IV [18] and ICD-10 [19] are in accordance with the DSM-III
diagnosis of major depression (Table 2.2). It has been argued that the current
editions of DSM and ICD are essentially attempts to standardize the Kraepelin
categories [20], which also applies to Kuhn’s and Hamilton’s syndromes of
depression. Table 2.3 shows the concordance between Kuhn, Hamilton and
DSM-IV/ICD-10 for the clinical target syndrome for antidepressants: major
depressive episode [21, 22].

Severity and Duration of Major Depressive
Episode (MDE)

Severity of symptoms in an episode of major depression is a key dimension
[23]. DSM-IV and ICD-10, as well as the HAM-D, use the term ‘‘psychotic
depression’’ to mean the most severe degree of the depressive syndrome
accompanied by either delusions or hallucinations. A major depressive
episode (MDE), therefore, may be with or without psychotic features. Further-
more, the psychotic features can be either mood-congruent (i.e. severe degree
of such symptoms as guilt or hypochondriasis) or mood-incongruent (i.e.
independent of the depression symptoms).

A major depressive episode may be with or without melancholia. The
terms ‘‘melancholic’’ as used in DSM-IV and ‘‘somatic’’ as used in ICD-10
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TABLE 2.2 Imipramine-responsive symptoms, DSM-IV major depression symptoms,
and the Hamilton depression symptoms

Symptoms responsive DSM-IV syndrome profile of Hamilton’s Depression
to imipramine major depression Scale (HAM-D-17)
(according to Kuhn, [5]) ŁDepression factor

(HAM-D-6)

Lack of vitality Psychomotor retardation RetardationŁ

Fatigue or loss of energy Somatic feelings, generalŁ

Diminished ability to
concentrate

Decreased social ability Diminished interest in social
activity

Work and interestsŁ

Anxiety Psychomotor agitation Anxiety, psychicŁ

Anxiety, somatic
Psychomotor agitation

Depressive affect Depressed mood Depressed moodŁ

Feelings of worthlessness or
guilt

Guilt feelingsŁ

Suicide ideas or plans Suicidal impulses
Somatic or vegetative

symptoms
Insomnia Insomnia (initial, middle,

late)
Decreased appetite, weight

loss
Decreased appetite,

weight loss
Hypochondriasis, sexual

disturbances, loss of
insight

TABLE 2.3 Relationship between the DSM-IV/ICD-10 categories
of major depression and the total severity score on HAM-D-17

DSM-IV/ICD-10 categories of Major Depressive HAM-D-17
Episode (MDE) Total scores

MDE with psychotic features 30 or higher
MDE with melancholic features 25–29
MDE without melancholic features 18 –24
Less than major depression:
— probably major depression
— dysthymia 13–17
— mixed anxiety-depression

refer to the classical concept of endogenous depression, characterized by a
‘‘distinct quality’’ of depressed mood (i.e. depressed mood is experienced
as distinctly different from the kind of feeling experienced after the death
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of a loved one), early morning awakening, regular worsening of depression
in the morning, marked psychomotor retardation or agitation, significant
anorexia or weight loss, and excessive or inappropriate guilt.

Patients with MDE without psychotic features typically have a score range
of 18–29 on the HAM-D, while patients with psychotic features have a
score of 30 or more [21] (see Table 2.3). The randomized clinical trials with
antidepressants performed after 1976 have used inclusion scores of 18 or
more on the HAM-D [24, 25].

Most trials with second-generation antidepressants have excluded patients
with bipolar disorder. Therefore, the evidence shows their antidepressive
effect on major depression, single or recurrent. The antidepressant bupro-
prion has not been included in this review, because as a reuptake inhibitor
of noradrenaline and dopamine its major indication is bipolar depression.

The duration of an MDE has a rather large dispersion, from less than
1 month to around 2 years, typically from 6 to 12 months. Kuhn showed that
in some patients who had responded to imipramine the treatment should be
continuous for 2 years.

Dysthymia and Minor Depression

Table 2.3 includes the diagnosis of dysthymia among the categories of
less than major depression. Patients with dysthymia in accordance with
both DSM-IV and ICD-10 have a chronic depression, that is a duration of
symptoms of at least 2 years. The symptomatology is fluctuating, but the
severity of depression is typically between 13 and 17 on HAM-D, as shown
in Table 2.3. Dysthymia equals the DSM-II diagnosis of depressive neurosis
in that it is a state of chronic, but mild depression.

The depressive symptoms in dysthymia and major depression are thus
covered by the HAM-D. Angst [26] has shown that dysthymia is often
superimposed by episodes of major depression (double depression). Most
pure dysthymia is seen in the elderly.

Table 2.3 also includes probable major depression (or minor depression) as
a category of less than major depression. Minor depression means an episode
of depression with a score between 13 and 17 on the HAM-D of non-chronic
nature, that is with a duration of less than 2 years.

Symptom Profile: Sedative vs. Activating Antidepressants

Factor-analytic studies with the HAM-D [25] have shown that the first factor
is a severity one whereas the second factor is a bipolar one, measuring anxiety
vs. retardation. As discussed elsewhere [21], the Kielholz classification system
for antidepressants includes a sedative-anxiolytic vs. an activating profile.
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The SRMs, especially mianserin and mirtazapine whose action is also
anti-histaminergic, are sedative-anxiolytic drugs. This is reflected in the
use of reference drugs when evaluating the antidepressive effects of new
drugs in patients with major depression. Thus, mirtazapine has typically
been compared to amitriptyline, whereas the SSRIs and moclobemide typi-
cally have been compared to imipramine, and reboxetine to imipramine or
desipramine.

TREATMENT OF AN EPISODE OF MAJOR DEPRESSION

Figure 2.1 shows the terminology of response, remission, relapse, and
recovery as introduced by Frank et al [27] and Kupfer [28]. With reference to
HAM-D, a response is defined as at least a 50% reduction of the pre-treatment
score, and a full remission as a score of 7 or less. According to the European
guidelines for antidepressants [29], the treatment of an episode of major
depression covers both a short- and a medium-term period. The short-term
treatment Kupfer [28] calls the acute therapy of depression. The duration of
the acute therapy is typically 6–8 weeks; the response will typically occur
after 4 weeks of therapy and full remission after 8 weeks. However, as shown
by Stassen and Angst [30], a 20–25% reduction of HAM-D will typically
occur after 2 weeks of therapy (early improvement, Figure 2.1).

The medium-term treatment typically lasts 6–12 months (Figure 2.1). If
the full remission after 8 weeks is sustained after the end of the treatment,

86420
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FIGURE 2.1 Terminology of the treatment of a major depressive episode of which
the short-term treatment is 8 weeks and the medium-term trial period is 44 weeks
Source: modified from Kupfer, 1991 [28]
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the patient has then recovered (i.e. has returned to the state of health prior
to the episode of major depression). The medium-term treatment is called
relapse prevention therapy because the depressive symptoms will develop
again if the treatment is stopped during this period, and is referred to by
Frank et al [27] as continuation therapy.

Long-term treatment is an interepisodic treatment to prevent the recurrence
of new episodes of major depression. It is a prophylactic or maintenance
therapy according to Frank et al [27].

EVIDENCE OF CLINICAL EFFECT OF
FIRST-GENERATION ANTIDEPRESSANTS

Evidence-based medicine refers to the outcome of randomized clinical trials
(RCTs). Evidence means empirical documentation. The use of placebo tablets
when evaluating the effect of pharmacological treatment in randomized
controlled trials was introduced in medicine at a time when the first-
generation antidepressants had already been found to be effective in open
trials. At that time, in the late 1950s or early 1960s, ECT was the only effective
reference treatment.

The first review that selectively included RCTs for measuring efficacy
of first-generation antidepressants was published by Morris and Beck [31].
All RCTs were pertinent to short-term treatment. Morris and Beck noticed
many intertrial differences, for example in the diagnostic assessment of
depression, in definition of response, in the nature of control treatment,
and in the statistical analysis. In the following, short-term trials have been
classified according to the setting in which they were conducted: inpatients
vs. outpatients. The first trial conducted in the setting of general practice (GP)
was published in 1970 [32]. As with the second-generation antidepressants, a
very limited number of trials have been performed in the GP setting, although
this is the setting from which more than 80% of the prescriptions come. The
term superior or inferior as outcome of an RCT in the following means
that the difference between two forms of treatment under investigation is of
statistical significance.

Comparison to ECT

In a series of clinical trials with HAM-D and global ratings in the early 1960s,
Robin et al in England found that ECT was superior to imipramine in severely
depressed inpatients and that imipramine was superior to phenelzine in
moderately depressed patients [33–35].

In a more comprehensive British study [36], which was a multicenter trial,
it was confirmed that ECT was superior to imipramine, while imipramine
was found superior to placebo, contrary to phenelzine.
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Most patients with psychotic depression do not respond even to high-
dose TCAs. However, combination therapy with neuroleptics such as
perphenazine seems to be useful [37].

Comparison to Placebo

Table 2.4 shows the antidepressive effect of MAOIs (phenelzine is the most
investigated one) and TCAs (imipramine most thoroughly investigated,
followed by amitriptyline). While Table 2.4 contains most of the RCTs for the
medium- and long-term treatment, only a few RCTs have been included for
short-term treatment, about which several meta-analyses are available [31,
56–60].

Concerning phenelzine, Paykel [38] reported that it was inferior to TCAs
in hospitalized patients and that it was no better than placebo. However, in
depressed outpatients phenelzine was found superior to placebo in short-
term treatment [40]. As shown in Table 2.4, phenelzine was better than
placebo in relapse prevention as well as in recurrence prevention trials
[40]. In medium-term relapse prevention trials it was found that phenelzine
was superior to placebo, while nortriptyline was no better [39]. The dose
of phenelzine in short- as well as medium- and long-term treatment was
between 45 and 90 mg daily.

As a non-selective MAOI, phenelzine provokes a so-called ‘‘cheese reac-
tion’’, that is a tyramine-related hypertensive crisis. The dietary restriction of
foods containing tyramine is considered too problematic for family doctors
and for at least 75% of psychiatrists [61].

Concerning imipramine, Table 2.4 shows most of the RCTs in the medium-
and long-term treatment. The most elegant of the RCTs is the one performed
by Frank et al [46], in which plasma levels of imipramine have been moni-
tored. It was shown that the dose which had proven effective in the short-term
treatment should also be used in medium- and long-term treatment. In the
medium-term study performed by Mindham et al [44] imipramine was not
found superior to placebo, probably because of the low dose. The trial by
Seager and Bird [43] was a post-ECT study. There was a high frequency
of relapse after ECT (around 50%) and imipramine was found significantly
better than placebo.

The first RCT in a GP setting was carried out by Porter in 1970 [32]. He
found that imipramine after 2 weeks of treatment had a response rate of 64%,
while placebo had a response rate of 58%. The difference was statistically
not significant, emphasizing the rather high placebo response in general
practice.

Placebo-controlled amitriptyline trials are few in hospitalized patients.
The examples shown in Table 2.4 for the outpatient studies are from the
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well-performed trial by Paykel et al [51] in the setting of family doctors.
Most antidepressants are prescribed by the family doctor, but the number
of trials is very limited. Paykel et al [51] showed that amitriptyline was
superior to placebo both in the group of patients with pre-treatment HAM-D
scores between 18 and 24 (corresponding to major depression, Table 2.3, and
illustrated in Figure 2.1) and with pre-treatment HAM-D scores between 13
and 17 (corresponding to probably major depression). In patients with lower
pre-treatment HAM-D scores, placebo was equal to amitriptyline.

The very comprehensive overview by Smith et al [56], comparing TCAs
with placebo in the setting of psychiatric care (inpatients or outpatients),
showed a response advantage of 15–20% in favour of TCAs. Thus, the
response rate was 64% for TCAs and 45% for placebo, which is similar to the
rates found by the British multicenter study [36]. This is in agreement with
other meta-analyses comparing TCAs with placebo [57–59].

The duration of RCTs with first-generation antidepressants was typically
4–5 weeks in the short-term evaluation against placebo. In terms of HAM-D,
the results were traditionally illustrated as shown in Figure 2.2. Thus, before
treatment the HAM-D score was typically around 25, and after 4–5 weeks of
treatment it was around 10 in the active therapy group (TCAs) and around 15
in the placebo group [60]. This difference of 5 points on HAM-D at endpoint
(i.e. after 5 weeks of treatment) between TCAs and placebo is still accepted
as a clinically significant difference. It equals the 15–20% advantage of TCAs
over placebo in short-term trials when response to treatment is measured as
a 50% reduction of HAM-D from pre-treatment to endpoint.

Part of the placebo effect in short-term trials has been explained by
Hamilton [62] as the therapeutic contrast effect. The treating doctor is often

Placebo

TCAs
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25
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0
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M
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FIGURE 2.2 The short-term outcome in terms of HAM-D scores in placebo-controlled
trials with TCAs. Notice that at endpoint (5 weeks of treatment) the difference between
TCAs and placebo is 5 points on the HAM-D. This has been accepted as a clinically
significant difference
Source: modified from Bech, 1978 [60]
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in doubt on how to rate some of the items on HAM-D. The doctor will
tend to give the patient a higher score at the beginning of treatment and a
lower score at the end on such ‘‘doubtful’’ items. Hamilton estimated that
up to 6 points of the placebo improvement is due to this therapeutic contrast
effect.

Within the TCAs, amitriptyline was considered a sedative-anxiolytic
antidepressant, whereas imipramine was considered to be an activating
antidepressant (e.g. [63]). The study by Hordern et al [63] is one of the
few trials in which the age of the patients has been associated with
antidepressive response. However, in so far as the patients’ age in the
study ranges from 18 to 70 years, this study is typical for the other RCTs
with first-generation antidepressants. Hordern et al subdivided their patients
into ‘‘young’’ (18–49 years), ‘‘middle-aged’’ (50–59 years) and ‘‘elderly’’
(60–70 years). They found no difference in antidepressive response between
the three groups. On the HAM-D, the only difference in symptom profile
was that the elderly patients scored higher on the item agitation, which
was confirmed by Stage [64]. Hordern’s study also included a 6-month
medium-term trial in which amitriptyline was shown to be superior to
imipramine.

The review by Gerson et al [24] shows that RCTs with antidepressants
in ‘‘aging’’ patients have been conducted with patients between 55 and
70 years of age rather than with patients between 70 and 85. Gerson
et al found very few trials with aging patients in which imipramine,
amitriptyline, and phenelzine had been investigated, but all RCTs with
these antidepressants showed that the active drug was superior to placebo.
The results summarized in Table 2.4 are in agreement with the conclu-
sions by Morris and Beck [31], namely that the TCAs are more effective
than placebo; in no trial was placebo found more effective than TCAs. In
outpatients also phenelzine is more effective than placebo. Finally, Morris
and Beck showed that in the depressive episode lithium is no better than
placebo.

EVIDENCE OF CLINICAL EFFECT OF NEW-GENERATION
ANTIDEPRESSANTS

With the introduction of the new generation of antidepressants in the 1980s,
the RCTs became more sophisticated. Thus, the DSM-III diagnosis of major
depression became more and more accepted and the HAM-D was used in
more than 90% of the trials.

Such methodological standardization has facilitated the use of meta-
analyses, which are a statistical tool to provide an objective summary of the
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various RCTs. This method takes into consideration the size of the RCTs
with a weighting to attach more importance to larger trials. However, one
problem with meta-analyses is the publication bias, that is negative results
may not have been published. Another problem is that many trials only
include data of patients who have completed at least 2 weeks of treatment
(protocol analysis), although the clinically most meaningful analysis is to
include all randomized patients (intention-to-treat analysis). One of the few
examples of a meta-analysis including both published and unpublished trials
with an intention-to-treat analysis is the citalopram vs. amitriptyline study
by Bech and Cialdella [65].

The use of other clinician-administered rating scales than HAM-D, such as
the Montgomery–Åsberg Scale (MADRS [66]) has not improved the RCTs but
rather made the prospective meta-analyses more difficult [67], because it is
often difficult to see which scale had been used as the primary outcome scale.

Among the meta-analyses on published RCTs comparing SSRIs with
TCAs in short-term treatment, the most appropriate was made by Anderson
and Tomenson in 1994 [68], whereas the most appropriate meta-analysis
on the medium- and long-term treatment with antidepressants has been
made by Loonen and Zwanikken [69]. The latter review concludes that in
continuation therapy (medium-term treatment) the antidepressant treatment
at the end of the treatment period should be discontinued very gradually
in order to evaluate relapsing symptoms. Withdrawal reactions after abrupt
discontinuation of SSRIs can induce a syndrome of dizziness, paraesthesia,
and headache [70].

The new-generation antidepressants have been approved by the regulators
on the basis of short-term trials against placebo. In general, the new drugs
have not been found superior to the first-generation drugs in the short-term
treatment, but they have been found safer. Only post-marketing trials have
focused on the patient’s own assessment of outcome — referred to as quality
of life [71]. The number of trials evaluating medium- or long-term outcome
has been rather limited.

Second-generation Antidepressants vs. Placebo

Table 2.5 shows examples of the placebo-controlled trials evaluating short-
term treatment, and all RCTs evaluating medium- and long-term treatment.

Among the new generation of antidepressants, only moclobemide has been
included from the MAOIs. From the class of monoamine reuptake inhibitors,
venlafaxine and the SSRIs have been included. Although rather selective,
desipramine and nortriptyline are first-generation antidepressants. On the
other hand, reboxetine is so new that there are no published medium- or
long-term trials.
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Bupropion was introduced in the US in 1989, but was temporarily removed
from the American market because of an unacceptable occurrence of seizures.
It was reintroduced with clearer guidelines for its prescription, and since
1997 a sustained release preparation has secured a more gradual dosage.
In contrast to the SSRIs, bupropion is only rarely associated with sexual
complaints, and as its main indication is bipolar depression it has not been
included in Table 2.5. From the class of SRMs, nefazodone and mirtazapine
have been included.

Nefazodone was introduced in 1995 and has a structural relationship to
trazodone, which has been on the US market since 1981. A review of the
antidepressive effect of trazodone by Schatzberg et al [96] showed it to be
as effective as amitriptyline or imipramine in inpatients as well as out-
patients. However, in Europe trazodone was found inferior to amitriptyline
in hospitalized patients [97].

Mirtazapine has recently been introduced both in the US and Europe and
has a structural relationship to mianserin, which has been on the European
market over two decades and whose EEG profile was shown by Itil et al [98]
to be similar to amitriptyline. The antidepressive effect of mianserin has been
shown to be inferior to that of amitriptyline in severe endogenous depression
[99]. In the GP setting, however, mianserin was found superior to placebo,
with an onset of action after 2 weeks [100]. In long-term treatment it was
found inferior to lithium [53].

Table 2.5 shows that placebo-controlled trials to evaluate the medium-
and long-term effects of moclobemide in major depression are lacking. The
short-term study by Angst et al [72] includes both in patients and outpatients.
However, the clearest advantage of moclobemide over placebo was seen in
patients with a pre-treatment HAM-D score of 28 or higher.

The class of SSRIs includes five drugs: citalopram, fluoxetine, fluvox-
amine, paroxetine, and sertraline, while the class of dual reuptake inhibitors,
the SNRIs (selective serotonin and noradrenaline reuptake inhibitors) only
includes venlafaxine.

At low doses, that is below 150 mg daily, venlafaxine predominantly
inhibits the reuptake of serotonin and should in principle be acting as an
SSRI. At higher doses, especially around 300 mg, the reuptake inhibition of
noradrenaline is significant. In the study by Rudolph et al [76], the increase of
the dosage in a range from 75 to 375 mg was associated with a greater anti-
depressive effect. In contrast to the SSRIs, venlafaxine shows a dose–response
relationship [101] which in some trials has also been reported for TCAs, for
example imipramine [102]. The dose for venlafaxine in the medium-term,
relapse prevention trial was around 175 mg daily. In the short-term treatment
of hospitalized patients with major depression, a venlafaxine dose of around
300 mg is needed, while the continuation dose might be around 175 mg
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daily, indicating that reuptake inhibition of serotonin is important for relapse
prevention.

The placebo-controlled trials with SSRIs, as shown in Table 2.5, support
the hypothesis that they are useful for relapse prevention (five trials showing
superiority to placebo) and for recurrence prevention (two trials showing
superiority to placebo). The dose used in the medium- and long-term trials
of the different SSRIs is similar to the dose effective in short-term trials. The
most appropriate dose for fluvoxamine in the short-term treatment of major
depression is 100 mg daily, as shown by Bech [21], and this is also the dose
of fluvoxamine in the long-term study by Terra and Montgomery [87].

The SRMs nefazodone and mirtazapine were both superior to placebo
in the medium-term relapse prevention trials, in a dose similar to that
found effective in short-term trials. However, the two mirtazapine trials with
inpatients (Table 2.5) showed only a marginal drug advantage over placebo.

Second-generation vs. First-generation Antidepressants in
Major Depression

In general, very few RCTs have been carried out to evaluate the relative
effects of second-generation vs. first-generation antidepressants in medium-
term treatment (Table 2.6). Moclobemide has a much safer profile than
phenelzine or isocarboxazide; in particular, it has no ‘‘cheese reaction’’.
However, compared to phenelzine or isocarboxazide, moclobemide seems to
be less effective in atypical depression [106]. In atypical depression, anxiety
is often the predominant feature, including states of phobias (see, e.g., [133]).
Controlled studies in patients with social phobia have shown that both
phenelzine [134] and moclobemide [135] are effective. The moclobemide
dose in the latter trial was 600 mg daily. However, Noyes et al [136] have
not been able to confirm the effect of moclobemide in social phobia when
compared to placebo. Even a moclobemide dose of 900 mg daily showed no
superiority to placebo. In the trials shown in Table 2.6, which indicate that
moclobemide is inferior to clomipramine in major depression, a dose less
than 600 mg daily was administered.

In elderly depressed patients (60–80 years of age), moclobemide has been
found equal to maprotiline and mianserin [137]. In a meta-analysis, Angst and
Stabl [138] showed that moclobemide was as effective as TCAs in younger
and elderly patients, using 65 as the cut-off age. However, it was found
inferior to nortriptyline in patients with major depression in the age range
60–90 years [105]. Finally, in the general practice setting, Kragh-Sørensen
et al [107] showed that moclobemide was equal to clomipramine, whereas
Beaumont et al [108] had found it inferior to dothiepin (a TCA), though only
marginally.
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Venlafaxine has been found to have an earlier onset of action than
imipramine in patients hospitalized for major depression when the venla-
faxine dose was escalated over 5 days, resulting in a daily dose of 375 mg
[109]. The imipramine dose was only 200 mg daily, that is lower than the
300 mg recommended by Simpson et al [102].

The SSRIs have been shown to differ from TCAs in severely depressed
inpatients [115]. No clear dose–response relationship has been found for the
SSRIs. Still, one of the most comprehensive fixed-dose studies with SSRIs [79]
found that only a dosage of 40 or 60 mg daily of citalopram was superior to
placebo on HAM-D. However, dosages of 10 and 20 mg daily were superior
to placebo on the depressive core symptoms on the HAM-D, that is the
depression factor HAM-D-6 (see Table 2.2), which has also been found valid
in meta-analyses of mirtazapine against placebo [94]. In other words, there
is a rather flat dose–response curve for the SSRIs.

Among the TCAs, amitriptyline and to some extent clomipramine, but not
imipramine, seemed to be superior to SSRIs in hospitalized patients with
major depression. However, when the Danish University Antidepressant
Group (DUAG) study [120] was reanalysed by using a 50% reduction of
HAM-D as outcome [122], 69% of the patients had responded to clomipramine
and 58% to citalopram. This difference was not statistically significant.

In the medium-term relapse prevention therapy, paroxetine was found
superior to imipramine [119]. Table 2.4 shows that Seager and Bird [43], but
not Mindham et al [44], found imipramine to be superior to placebo in relapse
prevention. The study by Seager and Bird was a post-ECT trial, like the study
by Lauritzen et al from 1996 [119], which showed that patients treated with
paroxetine had a 12% relapse rate over 6 months, whereas imipramine
had a 30% relapse rate. One trial has compared nefazodone with TCAs in
the short-term treatment of hospitalized patients with major depression,
while three trials compared mirtazapine to TCAs. No differences were found
in these trials, apart from the study by Bruijn et al [132], in which mirtazapine
was found inferior to imipramine. In that trial the imipramine dose was
optimal by blood level determinations, while the optimal effective dose for
mirtazapine in hospitalized patients is unknown. However, the amitriptyline
dose in the medium-term trial by Montgomery et al [95] was suboptimal
(140 mg daily) which might explain the superiority of mirtazapine (30 mg
daily) in that study.

The new selective noradrenaline reuptake inhibitor reboxetine has been
evaluated against desipramine in hospitalized patients with major depression
[139] and against imipramine in outpatients with major depression [140]. In
both trials reboxetine was found equal to the TCAs. However, in the latter
study, reboxetine was superior to imipramine when HAM-D was used, and
equal when the assessment was made by the MADRS.
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Other Second-generation Antidepressants vs. Fluoxetine in
Major Depression

Available RCTs comparing other second-generation antidepressants with
fluoxetine have usually found no difference in terms of efficacy. However,
venlafaxine has been found to be superior to fluoxetine in two trials
(Table 2.7). An inpatient trial by Clerc et al [145] compared 200 mg venlafaxine
with 40 mg fluoxetine daily, and the difference between the two drugs was
significant when measured on HAM-D after 4 weeks of treatment.

Moreover, mirtazapine has been found to be marginally superior to fluox-
etine in the study by Wheatley et al [156]. Outpatients as well as inpatients
were included in this study. The difference between mirtazapine and fluox-
etine was statistically significant after 3 and 4 weeks of treatment, but only
marginal at endpoint.

TREATMENT OF DYSTHYMIA AND MINOR DEPRESSION

In a recent review on antidepressant efficacy in the treatment of dysthymia
[157], it was concluded that many methodological problems are still unre-
solved in the clinical trials for reliably distinguishing between pure
dysthymia and double depression. Among the trials in which HAM-D
has been used with a separation of the diagnostic subgroups and with
imipramine and placebo as references, it has been shown that moclobemide
[158] and sertraline [159] were similar to imipramine and superior to placebo.
However, more reliable and valid trials are needed. Furthermore, very few
trials have evaluated the long-term outcome of antidepressants in dysthymia
[160, 161].

There have been very few RCTs to evaluate the various antidepressants in
minor depression or probable major depression. The most important trials
have been carried out by Paykel et al [51] showing in the setting of general
practice that amitriptyline was superior to placebo. In recent trials it has been
shown that paroxetine equals maprotiline [162] and that citalopram equals
imipramine [122].

ADVERSE DRUG REACTIONS

While the antidepressive efficacy of the first- and second-generation antide-
pressants is assessable in terms of response and remission on the HAM-D, no
internationally accepted scale for measuring the adverse reaction profile of
the different antidepressants has been developed. By adverse drug reactions
in this context we mean pharmacological, dose-related reactions, not the
idiosyncratic or allergic types.
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Compared to the first-generation MAOIs moclobemide is a very safe drug,
for example without any ‘‘cheese effect’’ and it is also safe when used in
anaesthesia [163].

When Kuhn demonstrated the antidepressive effect of imipramine, he
observed no major side effects. However, he later reported [164] that
imipramine, after it had been marketed in 1958, was associated with a
number of side effects when used at therapeutic doses in less severely
depressed outpatients. Imipramine and the other TCAs have anticholinergic
(dry mouth, constipation, urinary retention, somnolence, blurred vision),
antihistaminic (fatigue, somnolence, weight gain) or antiadrenergic (postural
hypotension and dizziness) side effects, which are common within the
therapeutic antidepressive dosage. These side effects of the TCAs have
particular relevance in older patients [165]. In overdose TCAs have a high
lethality risk because of their cardiovascular (quinidine-like) effect. The SSRIs
show such side effects as nausea, headache, tremor, increased perspiration,
and sexual dysfunction.

When comparing TCAs and SSRIs in meta-analyses based on RCTs in short-
term treatment, the discontinuation rates due to side effects in the two classes
of antidepressants are the focus of attention. Montgomery and Kasper [166]
showed, in their meta-analysis including 67 trials, that the discontinuation
rate due to side effects was 14% in patients treated with the SSRIs and 19% in
those treated with the TCAs. The difference, although not great, is statistically
significant. In a recent meta-analysis by Hotopf et al [167], it was confirmed
that fewer patients on SSRIs discontinued treatment because of side effects.
However, when the TCAs were subdivided into ‘‘old’’ (imipramine and
amitriptyline) and ‘‘newer’’ (nortriptyline and desipramine), the difference
in discontinuation rates between SSRIs and TCAs was only statistically
significant in relation to the ‘‘old’’ TCAs.

In a meta-analysis of adverse drug reactions in short-term trials
with citalopram against amitriptyline, the greatest difference at endpoint
concerned dry mouth, whose frequency was 27% in the amitriptyline group
vs. 3% in the citalopram group [65].

Another side effect of TCAs in medium- or long-term treatment is
weight gain. Paykel et al [168] showed that, in medium-term treatment with
amitriptyline, the mean weight increase was around 3 Kg, with a tendency to
an increased weight of 5% per year. In the 8-week study by Christiansen et al
[118] comparing paroxetine with amitriptyline, a significant weight increase
was seen only in the amitriptyline-treated patients. Of the second-generation
antidepressants, mianserin and mirtazapine also have weight gain as a
side effect.

In trials measuring behavioral toxicity in connection with cognitive and
psychomotor function, for example car-driving, it has been shown that TCAs
induce more impairments than SSRIs [169]. Toxicity in overdose has been
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compared in some studies, although such data obviously are retrospective in
nature. Cassidy and Henry [170] showed that amitriptyline and imipramine
had higher mortality than clomipramine, while mortality with mianserin
was rather low. The overdose toxicity of SSRIs seems very low or absent
[171]. However, fatal cases of overdoses with SSRIs plus moclobemide, or
clomipramine plus moclobemide, have been reported [172].

The first-generation antidepressants — both MAOIs and TCAs — have
been associated with sexual dysfunction, including decreased sexual
interest, erection failure, impaired ejaculation and impaired orgasm [173].
Although phenelzine induces more sexual dysfunction than imipramine
[174], moclobemide induces far fewer complaints [175].

All SSRIs can induce sexual dysfunction. Baldwin and Birtwistle [173] have
reviewed fluoxetine, showing that from the first reports in 1985 until 1995 the
percentage of sexual dysfunction increased from 5 to 30%, probably because
of a greater awareness of this side effect. Neither nefazodone nor mianserin
or mirtazapine have been associated with sexual dysfunction.

The evaluation of social functioning has not been systematically performed
in medium-term trials. In a short-term trial of 8 weeks, reboxetine compared
to fluoxetine showed no difference in outcome measured on HAM-D, but
it was superior on the Social Adaptation Self-evaluation Scale (SASS) [176].
As discussed elsewhere [177] quality of life assessments in medium- or
long-term trials with antidepressants are important.

COMBINATIONS BETWEEN ANTIDEPRESSANTS

The synergistic benefits of serotonin and noradrenaline reuptake inhibitors
in the acute treatment of major depression were first noticed by Nelson et al
in 1991 [178], in an open trial in which fluoxetine and desipramine were
combined. In this trial fluoxetine raised the blood levels of desipramine.

The combination of phenelzine or isocarboxazide with amitriptyline is
safe [179], while combinations of MAOIs with clomipramine or SSRIs or
venlafaxine can have a fatal outcome. The combination of mianserin with
isocarboxazide is safe [180].

Lithium augmentation trials are those in which lithium is added to an
antidepressant after 3–6 weeks in a short-term trial in non-responders. In a
placebo-controlled trial with amitriptyline, de Montigny et al [181] showed
a response rate of 100% in the amitriptyline-treated vs. only 20% in the
placebo-treated patients. In patients treated with fluoxetine [182] lithium
augmentation showed superiority to placebo augmentation, with a response
rate of 52 vs. 25%. Lithium augmentation with venlafaxine in an open
study by Hoencamp et al [183] showed a reduction on HAM-D but not a
response [112].



112 DEPRESSIVE DISORDERS

The combination of pindolol, a serotonin autoreceptor antagonist, with
SSRIs has induced a rapid onset of action in some trials, but not in others
[184]. Augmentation with mianserin in fluoxetine-resistant patients with
major depression is superior to continuation with fluoxetine alone [185],
which is in agreement with the study by Dam et al [186].

Augmentation with buspirone, a partial 5HT-1A agonist, in therapy-
resistant depressed patients has also been suggested [187, 188]. In mild
degrees but not severe forms of depression buspirone might itself have an
antidepressive effect [189]. One double-blind placebo-controlled trial with
buspirone has been carried out in patients resistant to SSRIs [190]. However,
a high placebo response was operating.

Augmentation as well as combination therapy have, of course,
pharmacokinetic implications. Thus, although the various SSRIs are rather
similar in their antidepressive effect, there are many pharmacokinetic
differences among them. Although all SSRIs inhibit CYP 2D6, paroxetine and
fluoxetine are the most potent [191]. Therefore, paroxetine and fluoxetine
have the potential for causing serious drug–drug interactions with some
CYP 2D6 substrates. For example, desipramine is a CYP 2D6 substrate,
which is why the blood level of desipramine raises when combined with
fluoxetine, as found by Nelson et al [178]. Fluvoxamine is a very potent
inhibitor of CYP 1A2, and several TCAs (amitriptyline, imipramine, and
clomipramine) are CYP 1A2 substrates. The doses of these TCAs should be
reduced by at least 50% when combined with fluvoxamine.

When combination therapy has been suggested, for example the use of
mianserin with phenelzine or isocarboxazide, and mianserin or mirtazapine
with fluoxetine, it has, among other things, been recommended because
pharmacokinetics have been considered safe.

Nefazodone is an inhibitor of CYP 3A4 particularly at a dose of 300 mg or
more daily. Among the CYP 3A4 substrates are alprazolam, diazepam, and
imipramine.

PROFILE OF ANTIDEPRESSANTS AND DOSAGE
RECOMMENDATIONS

Most RCTs with antidepressants have focused on short-term treatment,
although a substance is accepted as an antidepressant not only if it can
be shown to be more effective than placebo in short-term trials, but also
if it is effective in medium-term trials, corresponding to the total duration
of a major depressive episode [29], typically carried out in an outpatient
setting (although more than 80% of the patients with major depression are
treated in the GP setting). It is also a paradox that so few trials have been
carried out in the elderly between 75 and 90 years of age, as the benign
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safety profile of the second-generation antidepressants has special clinical
relevance for this group of patients [192].

The drug–placebo advantage in short-term trials is 15–20% when
measured as a 50% reduction of the HAM-D score from pre-treatment
(baseline) to endpoint, which equals a global assessment of very much and
much improvement. In their review of the first-generation antidepressants,
Smith et al [56] found the 15–20% drug advantage relatively low. The short-
term trials with second-generation antidepressants also have a 15–20%
advantage over placebo. However, in medium-term trials, the new-
generation antidepressants have a greater advantage over placebo. In fact,
the SSRIs have a relapse rate below 20% in the continuation treatment, while
placebo has a rate of 50%. The first-generation antidepressants have a relapse
rate closer to 30 than 20%. In the short-term trials comparing first- and
second-generation antidepressants, it is safety rather than antidepressive
efficacy that gives the new drugs their advantage. When comparing the
second-generation drugs with each other, the differences in efficacy are so
small that only large trials with around 300 patients in each group are needed
to show them, as discussed by Lader [193].

The advantage of second-generation antidepressants over placebo is there-
fore especially to be found in continuation therapy. This aspect should have
been considered by Medawar [194] when making attempts to downregulate
the clinical outcome of RCTs with antidepressants. The problem of clinical
vs. statistical significance of first-generation antidepressants in the short-
term trials is equal to other pharmacological treatments in medicine [195].
However, Medawar’s critical remarks concerning the quality of the journals
in which many of the RCTs have been published might be valid, although it
is not illogical that most RCTs are published in psychopharmacological jour-
nals. Nevertheless, the reliability of the outcome measures in the hand of the
treating psychiatrist is rarely shown and publication in general psychiatric
journals might have had some balancing influence in this respect.

Table 2.8 shows the profile and dosage recommendations of first-
generation antidepressants in major depression without psychotic features.
In patients with major depression with psychotic features ECT is still
recommended, although combination with antipsychotics in some cases is
sufficient [196]. However, in the medium-term post-ECT relapse prevention
period, an SSRI antidepressant should be used.

Table 2.9 shows the profile and dosage recommendations of second-
generation antidepressants in major depression. Venlafaxine and the SSRIs
are the best documented drugs for the treatment of a major depressive
episode (short- and medium-term). The SSRIs have also been shown to be
effective in the long-term therapy of recurrent major depression. In contrast,
the documentation pertaining to moclobemide and reboxetine is still very
limited in medium- and long-term treatment. The problem with venlafaxine
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TABLE 2.8 Profile and dosage recommendations of first-generation antidepressants
in major depression

Classes of antidepressants Profile Dosage

Monoamine-oxidase inhibitors
Phenelzine Outpatients in psychiatric setting

with chronic-like, atypical major
depression

Non-sedating 45–90 mg
Monoamine reuptake inhibitors

Clomipramine Psychiatric inpatients with severe
major depression

Short-term 50–150 mg
Non-sedating

Amitriptyline Psychiatric inpatients with severe
major depression

Especially agitated
Short- and medium-term 100–300 mg
Sedating

Imipramine Psychiatric outpatients with major
depression

Short-, medium- and long-term 100–300 mg
Non-sedating

and the SSRIs is sexual dysfunction. Combination therapy with nefazodone
or mirtazapine in this context may be recommended, but RCTs are still
needed to confirm this. In combination therapy, the various antidepressants
should be tested for their effect on the cytochrome 450 system in the liver;
for example the SSRIs differ considerably in this respect.

It has been outside the scope of this chapter to evaluate the choice and
duration of antidepressant treatment in bipolar disorders. Over 80% of
treatment of major depression is carried out in the GP setting, while bipolar
disorders are still mostly treated in the psychiatric practice setting.

Antidepressants with well-documented effects in major depression also
seem to be effective in double depression, that is the comorbidity of
dysthymia and a major depressive episode [161]. In pure dysthymia,
however, RCTs are still needed for both the old and new antidepressants. The
new-generation antidepressants are, because of their benign safety profile,
much more applicable in the GP setting and in elderly patients than the
first-generation ones.

The dosage shown in Table 2.9 is only tentative. In elderly depressed
patients, the lowest dose should be used in the first weeks of treatment.
All antidepressants shown in Table 2.9 are safe in overdose. The number
of dose-response studies with these antidepressants is as limited as is the
situation for the TCAs [102, 198]. In general, the studies with the SSRIs
have shown a flat dose-response pattern [e.g., 79, 199, 200]. However, for
venlafaxine a clearer linear dose-response curve seemed to emerge [76, 201],
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TABLE 2.9 Profile and dosage recommendations of second-generation antidepres-
sants in major depression

Classes of antidepressants Profile Dosage

Reversible inhibitors of monoamine-oxidase type A (RIMA)
Moclobemide Major depression in general practice

Short-term 300–600 mg
Non-sedating

Selective serotonin and noradrenaline reuptake inhibitors (SNRIs)
Venlafaxine Major depression in in/outpatients

and general practice
Short-term inpatients 225–375 mg
Short-term outpatients and 150–225 mg
Medium-term
Non-sedating

Selective serotonin reuptake inhibitors (SSRIs)
Citalopram Major depression outpatients/
Fluoxetine general practice 20–60 mg
Fluvoxamine Non-sedating 20–40 mg
Paroxetine 50–150 mg
Sertraline 20–50 mg

50–150 mg
Selective noradrenaline reuptake inhibitors (NARIs)

Reboxetine Major depression in in/outpatients 4–8 mg
Short-term
Non-sedating

Serotonin receptor modulators (SRMs)
Nefazodone Major depression in in/outpatients

Short-, medium-term 300–600 mg
Sedating (mild)

Mirtazapine Major depression in in/outpatients
Short-, medium-term 15–45 mg
Sedating

and a re-analysis of the citalopram study [202], using the HAM-D6 and a
specific serotonin side-effect scale to measure clinical outcome, showed a
clearer dose-response pattern also for this drug. Such studies showing linear
dose-response relationships are of importance in the debate of the specific
clinical effects of antidepressants [203]. The relationship between response
and dose-range indicated in Table 2.9 is therefore rather diffuse, perhaps
even curvilinear. Although the response to antidepressants is delayed, it is
important, as shown by Stassen et al [197], to assess an early improvement
(Figure 2.2). For the individual patient it is important to know when the
improvement will appear. The dosage found effective in short-term treatment
is often also the effective dose in medium- or long-term therapy.

Before the advent of antidepressants, Skottowe [3] stated that ‘‘The initial
psychiatric interview is always important, but in no group of illnesses is it of
greater importance as a first step in treatment than it is in the depressions.
The gentle elucidation of all the symptoms is of the highest importance.
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Let the patient see that the doctor is thoroughly familiar with the kind of
illness that confronts him; he knows the kind of feelings and thoughts that it
brings the patient. This in itself is a most reassuring step.’’ This observation
is still valid and the HAM-D interview covers the symptoms of major
depression. The second step is to let the patient be informed of the choice
of antidepressant with reference to the current knowledge as summarized
in this chapter. It is important thereafter to inform the patient when early
improvement can be expected, and when response, remission, and recovery
will take place. If the chosen antidepressant is not sufficient, combination
therapy should be considered as a rational pharmacotherapy based on the
mode of action in regard both to the wanted antidepressive effect and to the
side effects, such as nausea, agitation, sexual dysfunction or weight gain.
However, combined pharmacotherapy and psychotherapy should also be
considered when residual symptoms of depression appear [204]. The use of
patient-related scales for general psychological well-being during therapy
with antidepressants should be considered in monitoring outcome [71, 205].

SUMMARY

Consistent Evidence

In the treatment of major depression, there have been many more
RCTs of the TCAs than of the MAOIs. Among the TCAs, amitriptyline,
clomipramine and imipramine have been most frequently compared to
the new-generation antidepressants. As sedative antidepressants, the SRMs,
especially mirtazapine, have been found equal to amitriptyline. As a reuptake
inhibitor of both serotonin and noradrenaline, venlafaxine has been found
equal to clomipramine. The SSRIs have been found equal to imipramine,
while reboxetine as a NARI has been found equal to desipramine. With a more
benign side-effect profile than the TCAs, the new-generation antidepressants
have been found globally superior to the TCAs, especially in medium- or
long-term treatment, and in the treatment of elderly depressed patients.

In psychotic depression ECT is the most effective treatment. In atypical
depression with phobia, MAOIs such as phenelzine are still of importance.

Incomplete Evidence

The efficacy of reversible inhibitors of monoamine oxidase type A (RIMA)
such as moclobemide is uncertain both in major depression and in atypical
depression.

The efficacy of the new-generation antidepressants in pure dysthymia is
still uncertain, while in double depression (dysthymia superimposed with
major depression) these antidepressants probably are effective.
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In minor depression, the SSRIs seem effective, but the number of RCTs is
still limited.

Areas Still Open to Research

While the SSRIs, SNRIs and SRMs are very effective in medium- and long-
term treatment, RCTs evaluating reboxetine are still needed.

The new-generation antidepressants have not been found to have an earlier
onset of action than the first-generation antidepressants. The use of combi-
nation or augmentation treatment should be evaluated to a greater degree,
both in terms of early onset of action and in therapy-resistant depression.

In long-term treatment, side effects such as sexual disturbances and body
weight gain should be more strictly evaluated. Measurement of social
functioning and quality of life should be made by the use of patients’
own assessment, especially in medium- and long-term treatment.
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Commentaries

2.1
Antidepressants: Forty Years of Experience

Eugene S. Paykel1

Antidepressants of modern types have now been available for 40 years. They
are well established in the pharmacopoeia, and have a longer history than
many of the drugs used today elsewhere in medicine. They are products
of the controlled trial era, and their efficacy has been tested in a very large
number of randomized trials. The novelty has worn off. Now is a time to
draw some conclusions. In this commentary I will discuss a few selected
issues.

Prof. Bech correctly points out that overall efficacy of the antidepressants
is limited, with a 15–20% advantage over placebo. Part of this is due to
the good outcome often seen in placebo groups, which probably reflects
spontaneous remission and the benefits of non-specific therapeutic elements
inherent in psychiatric care, rather than being due to the placebo. The
drugs themselves also have limited effects in some patients. Incomplete
remission with residual symptoms and later relapse is also common [1]. It is
this limited overall advantage which makes it hard to detect differences in
efficacy between drugs and still mandates placebo-controlled trials for new
antidepressants.

The limited effects when different studies are pooled obscure insights
from more detailed examination of individual trials. Thus, in earlier years
the necessity for adequate length of acute treatment was not appreciated. Few
controlled trials under 4 weeks in duration show significant antidepressant
effects, and 6 weeks is better, although non-significant trends may occur
earlier.

A range of trials can also show the effective dose, particularly where dose-
ranging trials have not been conducted. This seems particularly important
for monoamine oxidase inhibitors (MAOIs). One reason for failure to find
efficacy for phenelzine in some major early inpatient studies was the use of

1Department of Psychiatry, University of Cambridge, Addenbrooke’s Hospital, Cambridge CB2 2QQ, UK
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low doses or short treatment periods. Moclobemide, although introduced
with a dose range of 150–600 mg daily, has only convincingly been shown
superior to placebo at doses of 450 mg and above. Many have expressed
doubts as to its efficacy. In my own clinical experience, it is a valuable
and comparatively safe drug, but only at doses of 600–900 mg daily, and
occasionally higher.

In an era of clinical guidelines, there is a need for good evidence as to
when antidepressants are indicated, particularly in the very common milder
depressions. Two studies [2, 3] have found a clear threshold of severity for
tricyclics, with superiority of drug over placebo starting around a total score
of 13 on the Hamilton Rating Scale for Depression. This corresponds to a
little below probable major depression.

In the UK and in most countries, the majority of antidepressant prescribing
is by non-psychiatrists, mostly in primary care. Even in the USA, with a highly
developed specialist system, a large amount of treatment of depression is by
non-psychiatrists [4].

In this setting, and also in psychiatric outpatient care, wider issues
about treatment delivery become important. Prescribing practices may be
suboptimal. The general public often views the use of medications for
psychological problems with suspicion [5], compared with positive attitudes
towards psychotherapy. Compliance with prescribed medication is often
poor. In recent years, therefore, educational programmes aimed towards
prescribers, such as the Götland programme, and clinical guidelines and
campaigns aimed towards the general public, such as the Defeat Depression
Campaign, have become important.

Pharmacological research produces new drugs: clinical trials reveal effec-
tive pharmacologies. Many years of research, during which a number of novel
antidepressants have appeared promising but then been found ineffective,
suggest a conclusion regarding modes of action. Forty years on, virtually all
the antidepressants available today can be seen as possessing actions which
potentiate neurotransmission by noradrenaline and/or serotonin.

There is a lesson here, but it is still too early to be sure what it
is. Either the fundamental systems subserving mood are mediated by
these neurotransmitters, or the major and very costly avenues of drug
development, and the animal screening tests involved, have had to become
too focused on the safer bets, at the expense of the unknown long shot.

We still need more antidepressants, to increase overall efficacy, speed
of response, and particularly to reach those patients not helped by the
current drugs. The best chances may still lie in drugs with novel actions.
At the time of writing there is considerable interest in a new substance P
antagonist, which has shown promise in an early trial, but further studies
are awaited.
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2.2
Targeting Antidepressant Treatment: The Evidence is Weak

Chris Thompson1

In any therapeutic area the choice of treatment depends on three factors. First
is the scientific evidence that one drug is superior to another in its efficacy or
tolerability. The combination of this evidence with the current pricing regimes
determines the cost-effectiveness of the different drugs. Second is the degree
to which your patients are similar to the patients in the clinical trials. This
will determine how much you can extrapolate from the scientific evidence
to your practice. Most studies of antidepressants have been carried out on
selected patients in secondary care, which creates problems for primary care
workers, or those who treat a wide range of comorbid conditions alongside
the depression. Third, and most important in the choice of an antidepressant
for an individual patient, are the attitudes and beliefs of the patient. Most
would prefer counselling, for which there is no evidence of effectiveness,
and 74% think antidepressants are addictive [1]. Since depression is often a
chronic illness, the patient may have had experience with antidepressants
in the past and may have a preference of his own. Doctors who take the
time to elicit the patients’ preferences and (where the evidence allows) treat
accordingly, gain outcomes. This probably has a greater effect than the detail
of the choice between drugs, or even perhaps between classes of drug.

There is good consensus about some aspects of prescribing antidepressants
[2, 3]. Several guidelines concur about the diagnostic indications for

1University of Southampton, Royal South Hants Hospital, Brinton’s Terrace, Southampton, SO14 0YG,
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antidepressants and the need for correct dosage and duration of treatment
[4]. Treatment should be for depressive episode (ICD-10 mild, moderate
or severe), in full therapeutic dose, and that dose should be continued for
4–6 months after recovery from a first episode, and for 5 years if there
has been a history of recurrence. Schulberg et al [5] and Katon et al [6] in
randomized controlled trials (RCTs) have shown that adequate treatment
according to the US Agency for Health Care Policy and Research (AHCPR)
guidelines gives a clinical outcome that is superior to the usual treatment.

The evidence is weak for clinically important differences between drugs
within a class, but there clearly are significant differences between classes,
particularly the selective serotonin reuptake inhibitors (SSRIs) and the
tricyclics. They have different dosage schedules (tricyclics have to be titrated
up to a known therapeutic dose while SSRIs can be started at a therapeutic
dose). They have different side effects (tricyclics have a range of receptor
blocking actions while SSRIs induce nausea and headache). They have
different costs (tricyclics are much cheaper to prescribe). Finally they have
different toxicities (SSRIs have a much broader therapeutic index).

Most of the other commonly used antidepressants, on the other hand, have
a wide range of chemical structures, pharmacological actions, toxicities,
dosing schedules and adverse effects. Only one, lofepramine, is at all
commonly prescribed, having been identified as a possibly cost-effective
alternative to the SSRIs, with a low toxicity in overdose and a lower burden
of side effects than the tricyclics.

There is little consensus about the merits of different classes of drug as first
line treatment. Meta-analyses suggest that SSRIs and tricyclics are of roughly
equal efficacy when the latter are given in full dose [7, 8], but this does
not necessarily indicate equal effectiveness in routine practice, for which
pragmatic trials in representative patients would be required.

It is clear that major depressive disorder responds to antidepressants
better than to a placebo in the short term (up to 8 weeks). Are there patients
within that category who respond best or patients outside the category
who also respond? In other words, how should we target treatment in
clinical practice? In fact a wide range of other ‘‘neurotic disorders’’ also
respond to the SSRIs, suggesting that careful identification of those with
major depressive disorder may not be necessary. However, very few studies
have adequately addressed this question in the primary care setting where
most prescribing takes place. Paykel et al [9] reported that only the severity
of depression predicted the differences between amitriptyline and placebo.
Those with probable major depressive disorder responded but those with
minor depression did not. There is clearly room for many more studies on
this question, since this pivotal study was small, of short duration, used
amitriptyline in a dose that is rarely used in practice, and reported only
efficacy, not tolerability.
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2.3
The Selection of the Antidepressant in Clinical Practice

Sheldon H. Preskorn1

There are over 25 different antidepressants marketed worldwide. These
agents can be grouped into eight classes as defined by their putative
mechanism of action [1]. They range from agents with an apparently
single mechanism of action mediating their antidepressant efficacy, such as
serotonin selective reuptake inhibitors (SSRIs) (e.g. citalopram and sertraline)
and norepinephrine selective reuptake inhibitors (e.g. desipramine and
reboxetine) to agents with multiple mechanisms of action (e.g. amitriptyline).

Such a mechanistically based classificatory system can help the prescriber
in four specific ways. First, it can be used to anticipate and understand
the pharmacological effects that these drugs will produce in most patients.
Second, it can facilitate the selection of a specific agent for a patient with a
specific symptom cluster (e.g. insomnia and anorexia versus hypersomnia

1Department of Psychiatry, University of Kansas Medical School, Wichita, KS 67214-2878, USA
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and hyperphagia). Third, it can be used to anticipate pharmacodynamically
mediated drug–drug interactions. Fourth, it can aid the prescriber in selecting
an alternative antidepressant for a patient who has not benefited from a trial
of a first drug.

This last issue is particularly problematic since only a small percentage of
patients specifically respond to any single antidepressant. Specific
antidepressant response is based on clinical trial data and refers to the
percentage of patients who respond on the antidepressant minus the
percentage who respond on the parallel placebo control. In general,
specific antidepressant response is 15–25% (e.g. 60% response rate on the
antidepressant vs. 35–45% response rate on the parallel placebo arm).

For this reason, one of the most pressing needs in clinical psycho-
pharmacology relative to antidepressants is what to do when the first
antidepressant selected has failed to treat the patient adequately. A survey
done in clinical practice found that the majority of primary care and
psychiatric physicians choose one of the SSRIs as their antidepressant of
first choice, presumably because of their safety and good tolerability along
with adequate antidepressant efficacy. While this choice is understandable,
most physicians also switch patients who have not benefited from one SSRI
to a second and even a third SSRI. This pattern of drug selection does not
make intuitive sense since these antidepressants appear to have the same
mechanism mediating antidepressant response [2]. Yet, rigorous clinical data
supporting or refuting this practice are not available.

A study is now ongoing that should help to answer this question. This
study is comparing, with a double-blind, parallel prospective design, the
relative efficacy of citalopram versus venlafaxine in patients who have
not benefited adequately from a previous trial of an SSRI other than
citalopram. The hypothesis is that treatment with venlafaxine, due to its
apparent dual mechanism of action, will produce superior antidepressant
efficacy in comparison to citalopram in patients who have previously
not responded to serotonin uptake inhibition as a mechanism capable of
mediating antidepressant response [3].

Several other double-blind crossover studies have indeed indicated that a
sizable percentage of patients who do not respond to an antidepressant with
one mechanism of action will respond when switched to an antidepressant
with a different mechanism of action [4].

Another serious limitation for the practicing psychiatrist is the nature of
patients selected for most antidepressant clinical trials which support a new
drug application to drug regulatory agencies. These limitations stem from the
inclusion and exclusion criteria used in such studies. These typically exclude
patients with depressive episodes that have lasted more than 2 years, have
not been responsive to two adequate trials of two different antidepressants,
or are not severe enough to require hospitalization. Patients are also typically
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excluded if they have concomitant psychotic symptoms or suicidal thoughts,
meet criteria for more than one psychiatric syndrome, or have abused alcohol
or used illicit drugs within the past 24 months. Patients are also excluded if
they are medically unstable, are on other psychotropic medications, or are
on any medication which has not been given at a stable dose for at least
3 months. For these reasons, only a small percentage of patients seen by a
private practice psychiatrist would actually be eligible for most clinical trials
for most antidepressants. Yet, this same physician must extrapolate from
results in this rarefied patient population to the patient he/she must treat in
everyday practice.

Physicians, particularly psychiatrists, need more rigorous information
on the effectiveness of different antidepressants in the patients that they
actually treat, including effectiveness in patients who have not benefited
from a previous trial of an antidepressant. The World Psychiatric Association
and similar such bodies can be important advocates to encourage companies
which market antidepressants to conduct studies which will aid the prescriber
in selecting a given antidepressant for a specific patient situation.

REFERENCES
1. Catterson M., Preskorn S.H., Bremner J.D., Dessain E.C. (1996) Double-blind

crossover study of mirtazapine, amitriptyline and placebo in patients with major
depression. Presented at the 36th Annual Meeting of the American Psychiatric
Association, New York, 7 May.

2. Preskorn S.H. (1999) Outpatient Management of Depression, 2nd edn, Professional
Communications, Caddo, Oklahoma.

3. Preskorn S.H. (1998) Recent dose-effect studies regarding antidepressants. In
European Cooperation in the Field of Scientific and Technical Research (Eds L.P. Balant,
J. Benitez, S.G. Dahl, L.F. Gram, R.M. Pinder, W.Z. Potter), pp. 45–61, European
Commission, Brussels.

4. Thase M.E., Rush A.J. (1995) Treatment-resistant depression. In Psychopharma-
cology: The Fourth Generation of Progress (Eds F.E. Bloom, O.J. Kupfer), pp.
1081–1097, Raven Press, New York.

2.4
Gender and Antidepressant Response

Alan F. Schatzberg1 and Susan G. Kornstein2

The past decade has witnessed the rapid growth of antidepressant therapy,
with a host of new antidepressants available for treating patients with

1Department of Psychiatry and Behavioral Sciences, Stanford University School of Medicine, Stanford,
CA 94305-5717, USA
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depressive disorders. Prof. Bech’s review highlights several of these advances
and concludes that the major advantages of the newer antidepressants
for acute therapy lie more with their better side-effect profiles than with
enhanced efficacy. This argument has been made by a number of others.
Although it seems reasonable on the surface, it is at some variance with
the marked public acceptance and success enjoyed by the newer agents,
particularly the selective serotonin reuptake inhibitors (SSRI). These agents
have been heralded by so many patients and treaters that it is hard to believe
the many studies that do not support superior efficacy over the tricyclic
antidepressants (TCAs).

Recent data suggest the situation is far more complex and that efficacy
between older and newer agents may indeed not be equivalent in both men
and women patients, particularly those with chronic major depression, major
depression with dysthymia (so-called double depression), or dysthymic
disorder. A recent review and meta-analysis of the TCA literature indicates
that in some 15 studies that have explored gender the TCAs proved
significantly more effective in men than in women [1]. This poorer efficacy
in women suggests that a potentially large group of undertreated female
patients existed when the SSRIs were initially introduced in the late 1980s.

In our recent collaborative study of patients with either chronic major
depression or so-called ‘‘double depression,’’ we observed a significant effect
of gender on acute antidepressant response to treatment with imipramine
or sertraline [2]. In this large study of 635 cases, patients were initially
treated for 12 weeks with imipramine or sertraline under double-blind
conditions [3]. Maximum doses were 300 mg/day and 200 mg/day for
imipramine and sertraline respectively. Men responded significantly better
to treatment with imipramine than they did to sertraline. In contrast, women
responded significantly better to sertraline than to imipramine. Moreover,
the preferential response in women to the SSRI was primarily found in
premenopausal women. Postmenopausal women responded equally to both
drugs — that is imipramine was relatively more effective in older than in
younger women [2]. These data do indeed suggest a possible interaction
between hormonal status and SSRI response.

In this study, nonresponders were crossed over to the other drug. Women
who failed to respond to imipramine did well when switched over to
sertraline, providing further evidence of preferential responsivity to SSRIs in
chronically depressed women.

In another study of some 400 patients, Yonkers et al [6] reported that women
with dysthymia significantly more often responded to sertraline than they
did to imipramine or placebo. These data again suggest differential responses
to TCAs vs. sertraline in chronically depressed women. In addition, Steiner
et al [5], reviewing the paroxetine trials data base, reported that women
responded better to paroxetine than they did to imipramine.
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Many previous studies have not reported differential responses to
medication based on gender. One possibility is that gender was not explored.
More likely, however, is that a confluence of factors may have played a role in
others not making this observation. First, for many years in the US, women of
child-bearing age were routinely excluded from investigational drug trials.
This situation has changed in recent years, in part due to legislation. Thus,
older previous studies often included primarily postmenopausal women
which would have lessened the likelihood of making such observations.
Second, the findings on sertraline were derived from relatively large-scale
studies (of 400 and 600 patients each). Thus, previous studies may also not
have had sufficient power to detect differences. Third, the observations may
be more likely to be found in chronically depressed patients, that had not
been commonly studied previously. Last, this differential responsivity may
not be true for all SSRIs. A meta-analysis of the possible effect for gender on
fluoxetine response did not observe this effect, although menopausal status
was not taken into account in this analysis [4].

Thus, recent studies indicate that the conclusions that the newer
antidepressants — particularly the SSRIs — are not particularly more
effective than the TCAs may be misleading. They may have potential greater
efficacy in chronically depressed premenopausal women. Further studies
are required to determine whether this is true of all SSRIs and whether this
differential response is seen in women whose depressions are of shorter
duration.
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2.5
Validity of Atypical Depression: Evidence Provided by Pharmacological

Dissection
Frederic M. Quitkin1

The focus of this commentary is atypical depression, a recently recognized
depressive subtype with heuristic and clinical implications. Recently reported
data add support to the hypothesis that atypical depression is a categorically
distinct subtype of depression. Evidence supporting the validity of a depres-
sive subgroup with reversed vegetative symptoms was first proposed by the
Columbia group [1–6]. This work focused on the increased responsivity of
atypical depressives to monoamine oxidase inhibitors (MAOIs) compared
to tricyclic antidepressants (TCAs). This led to the inclusion of atypical
depression as a parenthetical modifier in DSM-IV [7].

Subsequently, in a prospective epidemiological study of female twins,
Kendler et al [8] also supported a categorical distinction for atypical de-
pressives. They used latent class analysis and identified three depressive
subtypes — mild typical, atypical, and severe typical depression. Subjects
with atypical depression were characterized by reversed vegetative depres-
sive symptoms (overeating and oversleeping). These groups differed on
many validating criteria, supporting a categorical distinction.

The Columbia group has done a series of studies comparing placebo,
imipramine and phenelzine in atypical depressives [1–5]. A patient was
considered to be an atypical depressive if he met DSM-III criteria for major
depressive disorder or dysthymia and had two of four associated features.
The associated features are overeating, oversleeping, pathological rejection
sensitivity and leaden paralysis (feeling one’s limbs are weighted down).
In a series of four studies, atypical depressives had a superior response on
phenelzine compared to imipramine and placebo [5]. Since no other prospec-
tive study had demonstrated the superiority of an MAOI to a TCA, these
studies support the validity of atypical depression as a distinct depressive
subgroup.

Adherents to a dimensional view attribute observed differences in depres-
sive subtypes to severity. If atypical depression were mild melancholia, a
robust TCA response would be expected. Our work supported a categorical
distinction between severe typical (melancholic) and atypical depression
since the poor TCA response of the latter is inconsistent with a dimensional
view. Could other factors interfere with these patients’ ability to benefit from
drug treatment? Chronicity or maladaptive character traits (superimposed
on mild melancholia) did not seem to preclude TCA responsivity and explain

1New York State Psychiatric Institute, 722 West 168th Street, New York 10032, USA
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the low TCA improvement rate, because the high MAOI improvement rate
is consistent with a drug-responsive group. Because the 44% TCA response
rate was observed in 147 subjects with atypical depression, the confidence
limits (95% confidence interval, 35–54) are narrow and a good approxi-
mation of what exists in the population. A preliminary family study also
supports the distinction between atypical depression and melancholia [6].
Most prior discussion of the binary, versus the unitary, view of depression
focused on patients with psychotic and melancholic symptoms, that is, are
mood congruent delusions sufficient for inclusion in a particular categorical
type? [9]. Of particular interest is that these current studies offer a nosolog-
ical distinction of patients formerly considered in the neurotic pole of the
distribution, where categorical difference seemed unlikely.

In summary, the salient aspects of the subtypes defined by Kendler et al,
using latent class analysis (in a female population sample of twins), are
strikingly similar to the subtypes that we have identified using psychophar-
macologic dissection (in male and female treatment seekers). The similar
outcome in men and women in our studies suggests the findings by Kendler
et al in women may also be applicable to men. The work of Kendler et al
adds further support to including atypical as a parenthetical modifier of
major depression in DSM-IV. Both sets of data support the possibility of
categorically distinct subtypes.

Although phenelzine, a non-selective MAOI, was clearly demonstrated to
have a beneficial response in this patient group, because of side effects its
widespread use is unlikely. Unfortunately, at present there are no controlled
studies demonstrating a robust response of one of the second generation
drugs in this patient group.
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2.6
Increasing Our Understanding of the Working Mechanism of

Antidepressants

Johan A. den Boer1

During the last two decades, a number of different research strategies,
including investigations in postmortem tissue, neuroendocrine studies, and
neuroimaging studies, have refined our understanding of the underlying
biological correlates of depression. During the same period a large number
of agents with different pharmacological profiles have been developed which
exert antidepressant actions.

Antidepressants play a major role in the treatment of major depression.
Per Bech has described the developments in antidepressant therapy in a lucid
and comprehensive way. The clinician will find this chapter a useful update
of differences between older and second generation antidepressants in terms
of clinical efficacy, side-effect profile and safety. It is interesting to see that
the pendulum swings from broad-spectrum pharmacological profiles to high
degrees of selectivity and recently, with the introduction of dual action antide-
pressants, back to a broader pharmacological profile with a reduced propen-
sity for disabling side effects such as impotence and toxicity at higher dosages.
There is, mainly due to the publication of recent meta-analyses, an ongoing
debate concerning the differential efficacy of dual action versus selective
monoamine reuptake inhibitors. The recently introduced dual action antide-
pressants venlafaxine and mirtazapine in particular have been compared to
SSRIs. It is of great interest to see that both venlafaxine and mirtazapine were
found to be more efficacious compared to fluoxetine [1, 2]. More recently,
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mirtazapine has been studied in two double-blind comparative trials versus
paroxetine and citalopram. Compared with citalopram, mirtazapine showed
a significantly greater improvement in depressive symptoms on three efficacy
measures at week 2 of treatment. Compared with paroxetine, mirtazapine
was significantly better only at week 1. More patients were responding
to treatment with mirtazapine than to paroxetine at all time points, and
the difference reached statistical significance at weeks of 1 and 4. In both
studies patients on mirtazapine had fewer SSRI-associated side effects such as
headaches, nausea and sweating. In addition, no differences were observed
between the drugs in the number of patients experiencing somnolence [3].

What is rather surprising is that data on the other dual action antide-
pressant milnacipran have not been included in Bech’s review, whereas
milnacipran has been studied in several well-designed studies and has been
marketed in Portugal and France. Milnacipran also has proven superior
to SSRIs in some, but not all studies, and was found to be ineffective in
therapy-resistant depression [4].

A topic which has received considerable attention at many recent interna-
tional conferences and is also touched upon in Bech’s review, is the degree to
which augmentation strategies using pindolol as add-on to treatment with
SSRIs may enhance the onset of antidepressant response in patients suffering
from major depression. The idea behind this strategy is that 5-HT release
induced by SSRIs is augmented by co-administration of a 5-HT1A autore-
ceptor antagonist. Several studies using different SSRIs such as fluoxetine,
paroxetine and citalopram have in the meantime been published indicating
(although it is not unequivocal) that pindolol addition may indeed in some
(as yet undefined) patients improve the latency and efficacy of SSRIs. It has
been suggested that the large variability in the treatment response seen in
these studies reflects 5-HT1A genetic polymorphism [5], allelic variants of the
5-HT transporter [6] or factors related to differences in patients’ characteris-
tics [7, 8]. Interestingly, a recent study failed to find any efficacy of pindolol
addition to fluvoxamine in panic disorder patients [9]. This might hint at
differences between major depression and panic disorder at the level of the
5-HT1A receptor.
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2.7
Are the First Generation Monoamine Reuptake Inhibitors Still Needed in

the Treatment of Major Depressive Episode?

Annette Gjerris1

With the toxicity and side effects of tricyclic antidepressants (TCAs) and
monoamine oxidase inhibitors (MAOIs) in mind, I think that most patients
and psychiatrists would prefer to stop using these drugs. However, what is
myth, what is reality and what is a matter of interpretation of data when it
comes to evaluation of the efficacy of the new generation of antidepressants?
Per Bech, through a very comprehensive review of the literature, enables
the reader to evaluate results from a large number of randomized clinical
trials (RCTs) and against this background to try to answer the question put
forward in the title of this commentary.

One controversial point is whether it is meaningful to distinguish between
efficacy in the treatment of inpatients and outpatients, when they are all
classified as suffering from a major depressive episode (MDE). In other
words, are the two groups clinically similar or are we dealing with two
different groups although they fulfil the same inclusion criteria except for
status with regard to hospitalization? Bech demonstrates that the key issue
of major depression is the severity of the depression. Thus, it appears that
subjects treated in an outpatient setting primarily comprise patients with
MDE without melancholic features, with a score on the Hamilton Rating

1Department of Psychiatry, Gentofte University Hospital, Niels Andersensvej 65, 2900 Hellerup,
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scale for Depression, 17-item version (HAM-D 17) of 18–24, whereas patients
treated in an inpatient setting primarily comprise the group of patients with
MDE with melancholic or psychotic features HAM-D 17 D 25 or higher).
With this in mind, it seems easier to understand the results showing that in
6 out of 15 randomized clinical trials TCAs are found more effective than
SSRIs in the treatment of MDE in inpatients.

The benefits of the second generation antidepressants compared with the
first generation ones with regard to toxicity and side effects are obvious,
although, as stated by Prof. Bech, a number of the new drugs do have some
of the same side effects connected with the first generation drugs, such as
weight gain, sexual dysfunction and sedation. Thus, while first and second
generation antidepressants are apparently comparable with regard to efficacy
in treatment of outpatients with major depression, the groups do differ from
each other to some extent with regard to side effects and definitely with
regard to toxicity.

Combination therapies may be dangerous and surprisingly little is known
about drug interactions. Very little documentation is required by the regu-
latory authorities about this issue when the applications for registrations
are evaluated. Psychiatrists are often very creative when a patient does not
respond satisfactorily to the treatment given, and therefore feel tempted to
turn to ‘‘add-on treatment’’. It is, therefore, recommended that the regu-
latory authorities in the future pay much more attention to the matter of
drug interaction. Furthermore, it should be stressed that recommendations
of combination therapies in therapy-resistant depressed patients are often
based on studies comprising rather small numbers of patients. When it comes
to combinations between second generation antidepressants, no systematic
data from research programmes seem to be available.

The review by Bech is extremely useful, and I fully agree with him on most
of the conclusions given. However, when it comes to replacement of TCAs
with second generation antidepressants, I still think that convincing data
are missing, showing the efficacy of SSRIs in the treatment of severe MDE,
maybe defined by HAM-D D 25 or higher or by the presence of somatic or
psychotic features.

With regard to the second generation antidepressants, I would reserve the
SSRIs as well as the other drugs to the short-term treatment of outpatients
or patients with a Hamilton score below 25 without somatic or psychotic
features. The SSRIs seem furthermore to be useful for medium-term therapy
and for prevention of recurrences. Concerning venlafaxine, it seems in many
ways to be equivalent to the SSRIs, and to be useful in medium-term treatment
as well. Reboxetine and nefazadone still need to show their efficacy outside
the acute treatment.

In other words, second generation antidepressants may appear to be proper
alternatives to the classic antidepressants in the treatment of moderate MDE
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in outpatients, and in the prevention of relapses or recurrences. However, it is
still to be proven whether this goes for all second generation antidepressants
or only for subgroups and whether they are as potent as the classic drugs.

2.8
Antidepressants in Broader Context

Cyril Höschl1

The whole psychosocial context of mental disorders significantly changed
after the introduction of psychopharmacology [1, 2] into clinical practice in
the middle of this century. In parallel with increasing knowledge of the phar-
macodynamics of major psychotropic drugs, attempts to find an alternative
treatment and/or explanation of psychotropic effectiveness have continued.
New non-pharmacological therapeutic modalities have been shown to be
effective, for example cognitive-behavioral [3, 4] and light [5] therapy. The
social situation of psychiatric patients in many countries changed hand in
hand with the increased emphasis on human rights in the 1970s. Thus, in
psychopharmacotherapy, the emphasis was moved from efficacy onto safety.
This is also reflected in evidence-based summaries of the efficacy and safety
of older vs. newer drugs.

There is currently a trend to transform custodial psychiatric care toward
more community-based service. This also necessitates developing drugs with
higher compliance and safety. On the other hand, the need for treatment
of pharmacoresistant depression has become more important in inpatient
facilities. The change of one antidepressant for another, their combination or
augmentation with lithium, with thyroid hormones (for review see [6]), with
pindolol [7] or with other drugs (e.g. buspirone [8]) has been recommended
to overcome resistance. In bipolar depression, calcium channel blockers
have also been studied (for review, see [9]). Verapamil has been superior to
placebo in the treatment of mania in a double-blind study, but failed in the
treatment of depressive episode [10]. Serious attempts to develop practically
useful treatment guidelines have recently been made [11].

Besides antidepressants, anticonvulsants [12], herbal remedies (Hypericum
perforatum [13]), acupuncture, exercise, sleep deprivation, and other
complementary therapies have also been successfully used in the
treatment of depression, although the evidence of efficacy is rather
scarce [14]. Despite the ‘‘monoaminergic dogma,’’ there are still other
pharmacological approaches to target depression. Dysregulation of the

1Prague Psychiatric Center, Ústavni 91, 181 03 Prague 8-Bohnice, Czech Republic
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hypothalamo–pituitary–adrenocortical axis resulting in hypercortisolemia
is characteristic of major depression [15]. This observation led to attempts to
treat depression with either other steroids or with glucocorticoid inhibitors
such as metyrapone (for review see [16]). These treatments, however, have
not been routinely adopted.

In the search for distinct mechanisms of antidepressant activity, a signifi-
cant breakthrough has been achieved recently (for a review and new research
see [17]). It has been demonstrated that substance P-preferring neurokinin-1
(NK1) receptors are highly expressed in brain regions that are critical for
the regulation of affective behavior. Higher concentrations of substance P
were found in the cerebrospinal fluid of depressed patients. Established
antidepressant drugs cause down-regulation of substance P biosynthesis.
Substance P antagonists inhibit vocalizations evoked in guinea pig pups
by transient maternal separation. Furthermore, the substance P antagonist
MK-869 is an efficacious and well-tolerated antidepressant in patients with
major depressive disorder. As substance P antagonists do not significantly
interfere with monoaminergic metabolism, a novel mechanism of antidepres-
sant activity is being postulated. The possibility that alterations in substance
P or NK1 receptors are primarily involved in the pathogenesis of depression
requires further investigation.

Advances in molecular biology have also shed a new light on mechanisms
of activity of established antidepressants. Long-term treatment with antide-
pressants results in sustained activation of intracellular signal transduction
pathways. Activation of protein-kinase A and its translocation into the
nucleus leads to higher expression and activity of cAMP-response element
binding protein (CREB), which seems to be a common post-receptor place of
action of antidepressants. These changes are in relation to higher expression
of brain derived neurotropic factor (BDNF). Up-regulation of neurotropic
factors increases the activity and survival of neurons in several brain regions
and plays an important role in synaptic remodulation [18].

It is stimulating to read of current achievements in psychopharmacology,
its perspectives and practical implications, in the larger context of recent
progress in neuroscience.
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2.9
Antidepressants for Better Quality of Life

Siegfried Kasper1

Antidepressant pharmacotherapy revolutionized treatment in both unipolar
and bipolar depression. Whereas the first antidepressants were found by

1Department of General Psychiatry, University of Vienna, Währinger Gürtel 18–20, A-1090 Vienna,
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chance, their successful usage stimulated further basic research programs
with the aim of finding more specifically acting antidepressants with a distinct
mechanism of action. Together with non-pharmacological, biologically based
antidepressant treatment modalities, such as electroconvulsive treatment,
therapeutic sleep deprivation, light therapy and transcranial magnetic stim-
ulation, a line of antidepressant treatment modalities emerged for the benefit
of our patients (see [1] for a review).

Whereas first generation antidepressants (tricyclics and MAO inhibitors)
were associated with burdensome side effects, the class of selective serotonin
reuptake inhibitors (SSRIs) first exhibited a favourable side-effect profile,
which opened the way for effective pharmacotherapy for the necessary
long-term treatment in depression (see [2] for a review). Since depression
should be considered as a lifelong disorder, in the same way as hyperten-
sion or diabetes mellitus, the SSRIs revolutionized treatment, in the sense
that antidepressants could be used in the necessary dosage for long-term
treatment. Contrastingly, patients were not willing to take first generation
antidepressants in the right dosage for much longer than the acute phase
and therefore exposed themselves to a higher risk of relapse. Fortunately the
same successful strategy, a favourable side-effect profile, has been followed
for the antidepressants introduced after the SSRIs.

Newer antidepressants are often described with short abbreviations
related to their pharmacodynamic properties (RIMA D reversible inhibitors
of monoamine oxidase A; NaSSA D nonadrenaline serotonin specific
antidepressants; SNRIs D serotonin noradrenaline reuptake inhibitors;
NRI D noradrenaline reuptake inhibitors; DAS D dual serotonergic anti-
depressants). Of course, these abbreviations are used by the pharmaceutical
industry for marketing purposes, but they also help the clinician to
understand the efficacy and most importantly the side-effect profile. For
instance, it is on a very practical everyday level necessary to know that
the combination of two SSRIs does not make any sense, since the same
mechanism of action is involved. Contrastingly, the combination of an SSRI
with a noradrenergic reuptake inhibitor makes sense for the clinician, since
a better efficacy can be expected in certain patient groups. Furthermore,
pharmacokinetic properties which make it necessary to know the interaction
profile are more and more considered in everyday clinical practice, in order
to avoid troublesome side effects. Taking together the long-term perspective
of depressive illness, and the pharmacodynamic and pharmacokinetic
properties of the antidepressants considered to be beneficial for our patients,
it is evident that the choice of medication should be ‘‘side-effect guided’’ on
the basis of individual assessment of our patients.

Whereas psychiatrists 20–30 years ago did not really have a documented
rationale for pharmacotherapy of depression, there is now solid evidence of
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biological disturbances in depression. However, these documented distur-
bances do not rule out the fact that acute or chronic life events are substantial
factors at the beginning or during the course of depression. The necessity
of combining a pharmacotherapeutic with a psychotherapeutic approach is
therefore evident in order to maximize the treatment outcome. The question
then emerges which sort of psychotherapy should be used, since such a range
of pharmacotherapeutic modalities are available. The first and probably the
best psychotherapy in the sense of supportive psychotherapy is to know
about the nature of the disorder in the acute and long-term perspective and
the possible influences of life events and pharmacotherapy. This seems to be
so obvious, but its complexity and the necessity of integrating new research
findings into each therapist’s own level of experience are often underesti-
mated. The best antidepressant, whatsoever it might be, does not work in the
necessary long-term perspective if this integrative viewpoint is forgotten or
considered to be of lower priority.
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2.10
Would Rational Polypharmacy Improve Quality of Life?

Santosh K. Chaturvedi1

A number of the antidepressants reviewed by Prof. Bech, especially the
newer ones, are not available in India, and possibly many other countries.
This in effect means that the majority of depressed patients in the world
are treated using traditional tricyclic antidepressants (TCAs) and perhaps
a couple of selective serotonin reuptake inhibitors (SSRIs). Treatment of
depressed patients in India is usually accomplished using TCAs such as
imipramine or amitriptyline in general, dothiepin or doxepin for those with
cardiac or physical problems, and SSRIs such as fluoxetine and sertra-
line. Other antidepressants used sometimes include amoxapine, mianserin,
trazodone, amineptine and tianeptine. The review is silent on these latter
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drugs. A number of antidepressants currently popular in the West, such
as nefazodone, bupropion, venlafaxine, moclobemide, maprotiline, citalo-
pram, fluvoxamine, lofepramine and paroxetine, are not yet available for
Indian psychiatrists to treat their depressed patients. Mirtazapine is currently
undergoing a trial. Electroconvulsive therapy (ECT) is still a popular, safe and
cost-effective method available for treatment of those with severe depression,
or depression with psychotic symptoms.

Bech’s review also indicates that most studies have focused on adult
males; there are few studies on the elderly (75 years and over) and studies
on women are conspicuous by their lack. This is a strange situation, since
major depression is at least twice as common in women than in men, and, to
treat depressed women, guidelines provided by trials done on men are used!
There are no studies to indicate that data obtained on men can be generalized
safely to women.

The evidence provided by the review confirms the general view held by
most practising psychiatrists that, by and large, most antidepressants are
equally effective, but their safety and side-effect profiles differ. The choice
of the antidepressant would therefore depend on three factors. Firstly, the
cost factor: the cheapest TCAs are imipramine and amitriptyline. Fluoxetine
preparations were expensive until some months back, after which the prices
crashed because of the price war among the pharmaceutical companies.
Secondly, the availability factor: as mentioned above, a number of the newer
antidepressants are not yet available. Thirdly, the choice depends on the
side-effect profile, as emphasized by the review. Keeping these three factors
in mind, the first line of treatment is using TCAs in those who cannot
afford the other drugs, and fluoxetine in those who can afford it. For milder
depressions, and those with anxiety symptoms, alprazolam is still quite
popular, especially among general practitioners.

Another lacuna which becomes obvious is the lack of studies on quality of
life (QOL) of patients on antidepressant medications. QOL may be compro-
mized by adverse drug reactions such as weight gain, nausea, constipation,
sexual dysfunction, agitation, orthostatic hypotension, dry mouth and other
anti-cholinergic side effects.

Bech’s review also underscores information on the clinical predictors of
response to antidepressants, that is, who will and who will not respond
to a given antidepressant drug. What is now known is that several clinical
features of depression are not particularly helpful in making this distinction,
and these have fallen out of diagnostic utility in the 1990s. They include
biological — non-biological, endogenous — reactive, melancholic — neurotic,
acute — chronic, familial — non-familial and others [1].

Another important issue in the treatment of depression is related to the
severity of depression. Though most studies reviewed have focused on
depression of at least moderate severity or those with a high score on the
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Hamilton Depression Scale, patients with mild depression, or those with
subthreshold symptoms or syndrome, and those with a duration shorter
than 2 weeks (necessary for making a diagnosis of depressive disorder) also
suffer unnecessarily and have a poor QOL. There is a need to study these
groups of patients as well.

To sum up, there is a need for more studies or trials on the elderly, on
women, medium- and long-term treatment, fixed dose vs. variable doses,
combination of TCAs and SSRIs, or combination with other psychotropics.
Whereas the search is on for new products which are safe and effective,
the focus obviously is on the QOL of the patients, and whether this might
be achieved with rational polypharmacy, using a combination of available
products, needs to be addressed.
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2.11
Compliance Issues and the Efficacy of Antidepressants

Koen Demyttenaere1

The depressive condition, with its cognitive deficit, helplessness, poor
motivation and withdrawal, leads to forgetfulness and passive non-
compliance. Disturbing beliefs about antidepressants often result in active
non-compliance: you only take antidepressants when you feel depressed
and not when you feel better; you need to give your body some rest from
antidepressants once in a while or otherwise you become dependent on the
medication; you feel you are being controlled by these drugs, and so on [1].
Such passive and active non-compliance makes 50% of depressed patients
prematurely discontinue treatment within 10 weeks [2].

The fact that compliance problems are often overlooked when discussing
treatment with antidepressant drugs is probably due to several causes.
Firstly, measuring compliance is difficult: simple methods are not accurate
and accurate methods are not simple. Self-reporting, diaries and pill counts
are unreliable: in a study comparing self-reporting with electronic moni-
toring [3], it was shown that 67% of patients overestimated their compliance;
in another study [4], diaries, pill counts and electronic monitoring gave a

1University Hospitals Gasthuisberg, Department of Psychiatry, Herestraat 49, B-3000 Leuven, Belgium
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compliance rate of respectively 94.1, 91.5 and 78.5%. Given the prevalence of
the use of pill counts as the predominant tool on which researchers depend
to document compliance with study drugs, it can be suggested that this
practice should be re-evaluated. Blood sampling is not a solution, since
compliance is lower on days further away from clinic visits than on days
just before or just after clinic visits [5]. Secondly, doctors are particularly
inaccurate in predicting the level of compliance in their patients: a recent
study investigating compliance with antidepressant drugs in general prac-
tice demonstrated that 32% of the patients dropped out within 6 weeks and
in 63% of cases this was unknown to their doctor [2]. Doctors are usually
quite convinced that ‘‘their’’ patients demonstrate a high fidelity to ‘‘their’’
treatment and the topic is not addressed.

On the other hand, compliance issues have become a major promotional
strategy in the pharmaceutical industry, where the whole problem of non-
compliance is most often reduced to differences in side-effect profiles. We
demonstrated earlier that male sex, severe adverse events and younger age
significantly predicted the risk of becoming a dropout within the first 5 weeks
of treatment, but afterwards, adverse events were no longer predictive.
Adverse events were also not predictive for another compliance measure,
that is the number of days with a correct intake [6].

The clinical importance of compliance and non-compliance is obvious.
Taking longer drug holidays can result in discontinuation symptoms, partic-
ularly with antidepressants with a shorter half-life [7–9]. Taking extra
doses of antidepressants can result in an increased incidence of adverse
events again threatening compliance. The most important clinical aspect
of non-compliance during the acute, continuation or maintenance phase
is impaired efficacy: non-response, (pseudo)resistance and (pseudo)loss of
efficacy. The return of depressive symptoms during maintenance antide-
pressant treatment (full-dose treatment and not lithium alone) occurs in
9–33% of patients [10]: possible explanations for this ‘‘perplexing clinical
problem’’ suggested in Bech’s review are loss of placebo effect, pharmaco-
logic tolerance, increase in disease severity, change in disease pathogenesis,
the accumulation of a detrimental metabolite, unrecognized rapid cycling,
and prophylactic inefficacy. The possibility of impaired compliance was not
mentioned. In another study [11], 83% of patients who relapsed on fluoxetine
20 mg/day did respond to an increase in dose up to 40 mg/day: the authors
‘‘believe that patients may develop tolerance to SSRIs through poorly under-
stood mechanisms’’. Again the possibility that relapse was due to irregular
pill intake (skipping of doses) and subsequent response to at least a higher
pill intake (at least one pill per day) was not mentioned.

In conclusion, non-compliance seems to be the rule rather than the
exception and side effects are only a partial explanation for this human
behaviour. Addressing the cognitions and representations on the nature
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of the depressive illness, of the aetiology and of taking psychotropics
within a confident doctor–patient relationship is probably the most effective
compliance-enhancing strategy.
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2.12
The Parallel Need for Medicine-based Evidence

David S. Baldwin1

We live in an era of ‘‘evidence-based medicine’’. As most psychiatrists know,
this starts by asking clear clinical questions; when considering treatment, it
continues by becoming familiar with the results of randomized controlled

1Department of Psychiatry, University of Southampton, Royal South Hants Hospital, Brinton’s Terrace,
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trials (RCTs) identified by systematic literature review (whenever possible
coupled with meta-analysis of the findings); and concludes by applying this
knowledge to the clinical conundrum that caused the question to be asked.
But is this process in itself sufficient to produce meaningful decisions when
treating individual depressed patients [1]?

Prof. Bech provides a characteristically clear and comprehensive review
of the pharmacological treatment of depression, derived mainly from the
findings of RCTs. I believe there are many other sources of evidence that
are required to guide practice when treating depressed patients. Of course,
RCTs are essential for establishing the relative efficacy and tolerability of
antidepressants. However, it seems to me that the patients recruited into
RCTs are a highly selective sample, unrepresentative of the total population
of depressed patients seen by psychiatrists, and certainly dissimilar from the
patients seen by general practitioners.

RCTs have other problems. By reporting group mean differences in treat-
ment response, much potentially useful clinical data is lost: it would be
helpful to identify patients who did especially well with one treatment, or
notably poorly with another, so that individual treatment decisions could be
‘‘tailored’’ more effectively. Finally, the lack of a generally accepted rating
scale for estimating the side-effect burden precludes accurate comparison of
the tolerability of differing antidepressant drugs.

Typically, depressed patients are excluded from participating in pharma-
cological treatment studies through having the ‘‘wrong’’ kind of depression;
by the presence of psychotic symptoms or high suicide risk; when there has
been a poor response to previous treatment; by coexisting physical illness,
mental or personality disorder; or when there is a need for concomitant
medication.

In the Mood Disorders Service in Southampton, these factors together
exclude the majority of patients from potentially participating in psychophar-
macological treatment studies. For example, most have not derived any
lasting benefit from two previous antidepressant treatments, even before
referral. We see many patients with bipolar depression, ‘‘double’’ depression,
seasonal affective disorder or recurrent brief depression; and psychological
comorbidity and physical ill-health appear to be the rule. Put simply, the
results of most RCTs do not apply to our clinical population.

So, the findings of RCTs are not enough. What about systematic reviews?
The value of systematic reviews and meta-analytic techniques is limited by
differences in trial design that can interfere with meaningful comparison of
the results of treatment studies; without quality control, by the inclusion of
poorly designed trials that may obscure the results from studies of good
methodology; and sometimes by publication bias, that reduces the likelihood
of ‘‘negative’’ studies making a timely appearance in scientific journals. Most
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investigators have been involved in treatment studies that have yet to see the
light of day, five years after closure.

As such, other forms of clinical evidence also need to be examined,
when considering the likely value of treatment. As noted by Prof. Bech,
the antidepressant effects of imipramine were established through the
detailed observations by Roland Kuhn in a sample of only 40 patients.
These other sources could therefore include the reports of extensive case
series of depressed patients treated openly in standard clinical practice, but
followed systematically [2].

When considering the side effects of treatment, case series reveal valuable
information: who would have anticipated that selective serotonin reuptake
inhibitors (SSRIs) could cause treatment-emergent sexual dysfunction so
frequently? [3]. We should also harness the insights offered by patient self-
help organisations, such as Depression Alliance, which regularly surveys
its membership, on the effectiveness and acceptability of old and new
antidepressant treatments. By tapping these additional sources of informa-
tion, traditional measures of clinical response would be complemented by
patient-based data on recovery of social and occupational function, and
improvement in quality of life.

Other potential sources include the analysis of prescribing patterns in
primary care, which repeatedly demonstrate that older tricyclic antidepres-
sants are used at subtherapeutic doses [4]; and through post-marketing
surveillance, such as the prescription-event monitoring service conducted in
parts of the United Kingdom, which demonstrates significant differences in
the side-effect profiles of SSRIs, not apparent in clinical trials [5]. In addition,
pharmacoeconomic evaluations of naturalistic practice reveal complex and
often surprising findings [6].

Before concluding, a series of questions might be pertinent. Why are so
few pharmacological studies conducted in primary care, the arena in which
the vast majority of depressed patients are seen? Why is it that inclusion
and exclusion criteria for studies in patients with bipolar depression are so
narrow, that recruitment is so arduous, and the resulting ‘‘evidence base’’
so limited? Why has it been so difficult to develop a widely used side-effect
rating scale? Why are patient-rated measures used less often than observer
rating scales, and why are the findings of these patient measures reported
even less frequently?

Depression is a common and often disabling condition, for which many
pharmacological and psychological treatments are available. It is also noto-
riously undertreated. If we are going to treat more patients, and for longer,
then it is imperative to consider all the potential sources of clinical informa-
tion when making decisions with our patients. We need ‘‘medicine-based
evidence’’, too!
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2.13
What is a Lot of Antidepressants for so Few Criteria of Choice?

Frédéric Rouillon1

There are three levels of choice in the treatment of a depressive episode:
(1) whether to use or not to use an antidepressant; (2) to select the appropriate
antidepressant; (3) to choose other therapeutic strategies in the event of drug
resistance.

As regards the first level, as underlined in Prof. Bech’s paper, the drug
advantage over placebo is relatively low (15–20%) in short-term trials, both
for first and for second generation antidepressants. Around 50% of depressed
patients in fact have a good response to placebo. Thus it may be reasonable
to treat some depressions without drugs. Unfortunately, it is difficult to
know which patients will have a clear benefit with antidepressants or with
psychotherapy.

Concerning the second level of choice, the great majority of double-blind
studies comparing two antidepressants did not find statistical differences
in efficacy. Therefore, it is difficult to make the best choice of first line
prescription. Except in the case of contraindications of some products,
psychiatrists have only empirical knowledge to choose between a tricyclic
antidepressant (TCA), a selective serotonin reuptake inhibitor (SSRI), a

1Department of Psychiatry, Hospital A. Chenevier, 40 rue de Mesly, 94000 Creteil, France
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monoamine oxidase inhibitor (MAOI) or another class of drug. We usually
rely on clinical subtypes of depression (presence of agitation or retardation,
severity, atypical depression, presence of impulsivity, and so on), or on the
response to an antidepressant in a previous episode, or on the benefit/risk
ratio. But none of these criteria has been scientifically established. Even the
conclusions of meta-analyses of studies comparing TCAs and SSRIs did
not clarify the advantages of one class over the other. Double-blind studies
generally compare efficacy and tolerance between groups, but rarely try to
identify predictive factors of response. Thus there is no scientific basis on
which to make a good choice for a patient according to his socio-demographic,
clinical or biological characteristics.

In the event of drug resistance, a new choice has to be made. After a
prescription has proved unsuccessful, at an appropriate dosage and with a
sufficient treatment duration, the antidepressant must be changed. Good clin-
ical practices recommend choosing a product of another class. But the validity
of this strategy has never been clearly proved. After two or three failures,
other treatments can be proposed: augmentation treatment (e.g. lithium
adjunction) or electroconvulsive therapy, or cognitive psychotherapy, or
hormonal association, or sleep deprivation, or light-therapy. But there are no
convincing data on which to build up a decisional model to hierarchize the
choices.

After Kraepelin, we know that the mean duration of a depressive episode
is more or less 6 months. Therefore the maintenance treatment must be as
long as the natural length of depression. After an acute phase of 2 months,
treatment aimed at preventing relapse must last 6 months.

Recurrent depressive disorders can be treated by long-term use of antide-
pressants. Double-blind studies of antidepressants versus placebo report a
recurrence rate of 20% with active drugs and of 40–50% with placebo. Some
patients benefit from being treated with antidepressants and others stay in
remission without pharmacological treatment. Therefore it would be very
useful to be able to identify patients with high risk of recurrence to distin-
guish those who would really benefit from taking antidepressants for a long
time. Moreover, one question remains unclear: ‘‘How long should treatment
last?’’ Double-blind prophylactic studies generally last 2 years. After this
period the physician and the patient might wish to discuss the pros and cons
of a trial without medication.

In conclusion, antidepressants were introduced 45 years ago, and around
50 products have been and/or are being marketed. Nevertheless, despite
numerous studies, it is surprising that the choice of antidepressant is still
more empirical than rational. Moreover, not every clinician can be equally
familiar with the wide variety of treatments which are available for depressed
patients. Therefore psychiatrists and general practitioners need clear recom-
mendations to make the best choice for each patient. Moreover, they must
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know the criteria of severity and frequency of recurrent depression which
are needed to continue the antidepressive treatment for a prolonged period
of time, or in some cases indefinitely.

2.14
Depression and its Treatment: a General Health Problem

Ahmed Okasha1

Depressive disorders are amongst the most common health problems in
any community. They are usually underrecognized, underdiagnosed and
undertreated.

The selective serotonin reuptake inhibitors (SSRIs) are actually not selec-
tive, as they act on the six subtypes of serotonin receptors. Although they may
have the same efficacy in treating depressive disorders, however, the diversity
of their chemical structure may imply different clinical profiles, side effects
and targeted symptoms. It seems that most clinicians agree with Per Bech that
acute treatment of depression requires a period of 6–8 weeks, although we
observed a reduction of Hamilton Rating Scale score by 20–25% in 2 weeks.
The continuation treatment (relapse prevention) should be maintained for
6–12 months, preferably with the same therapeutic dose. This may limit the
use of tricyclics (TCAs) or other antidepressants, as non-compliance will be
evident because of the side effects. The maintenance therapy (recurrence
prevention) can be for many years, depending on certain recognized criteria.

In particular, long-term maintenance treatment is recommended for:
(1) patients who have experienced three or more episodes of depressive
disorder; (2) those who have had two episodes of major depressive plus
one of the following: family history of bipolar disorder or recurrent major
depression; history of recurrence within 1 year after previously effective
medication was discontinued; early onset (before the age of 20) of the first
episode; sudden, severe or life-threatening episodes in the past 3 years. The
presence of residual symptoms without full remission indicates a strong
tendency for relapse and medication should be continued.

I believe that response of psychotic depression to antidepressants (ADs)
is more or less like a placebo response, while its response to neurolep-
tics (NLs) is about 40%. However, the combination of ADs and NLs may
reach 60%, while electroconvulsive therapy (ECT) has the best response,
of 80–90%. It is clear in Bech’s discussion that although 80% of depressed
patients go to general practitioners, the majority will have mild or moderate
depressions, as shown by their response to imipramine (64%) and placebo

1Institute of Psychiatry, Ain Shams University, 3 Shawarby Street, Kasr El Nil, Cairo, Egypt
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(58%) with a non-significant difference [1], although it seems that the doses
were subtherapeutic and the duration was only 2 weeks.

There is no scientific evidence that the new ADs are superior to older
ones in treating depressive disorders, but they may have another clinical
spectrum in diverse psychiatric disorders. However, there is evidence that
they are safer and subsequently allow a better quality of life, which is the
actual measure for health and the sense of well-being. Unfortunately, the
number of trials for medium- and long-term outcome using the new ADs has
been rather limited. It seems that bupropion is more used and available in the
USA than in other countries, especially developing ones. It is recommended
for bipolar depression, because there is less possibility of manic shifts, apart
from fewer side effects than other new ADs. Low doses of venlafaxine, that
is 150 mg/day, will act as a SSRI, while in doses of 300 mg/day it can be a
noradrenaline reuptake inhibitor, thus it has this quality of dose–response
relationship, in contrast to SSRIs.

The discontinuation of ADs and the occurrence of withdrawal symptoms
is part of our daily clinical practice. It was observed that 14% of patients
on SSRIs will discontinue the drug because of side effects, as compared
to 19% on TCAs, but the latter produce more cognitive and psychomotor
impairment [2]. Sexual dysfunction occurs frequently with SSRIs (20–25%),
and less with TCAs (12–15%), while it is less than 1% with trazodone,
moclobemide, venlafaxine, nefazodone and mirtazapine [3].

Prof. Bech draws the useful conclusion that venlafaxine can replace
clomipramine, and mirtazapine can replace amitriptyline. The role of cyto-
chome enzymes is worth mentioning, since the dose of amitriptyline,
imipramine and clomipramine should be reduced by 50% if we use fluvox-
amine, because of the inhibition of CYP IA2, and the same applies to
desipramine used in association with paroxetine and fluoxetine because of
the inhibition of CYP 2D6.

It seems that venlafaxine and SSRIs are the best-documented group of
drugs for the short- and medium-term treatment of a major depressive
disorder. The SSRIs have also been shown to be effective in the long-term
therapy of recurrent major depression. The problem with these two drugs
is sexual dysfunction. Combination therapy of nefazodone or mirtazapine
in this context may be recommended, but research controlled trials are still
needed.

In the future, our choice of an AD or a combination of ADs will be based on
thorough knowledge of the mode of action, drug–drug interactions and the
influence of cytochrome enzymes, and the profile of side effects. A rational
pharmacotherapy is to be abreast of evidence-based scientific approaches.

We should be aware, when training physicians in the management of
depressive disorders, that the majority of unipolar depressives will be seen
by general practitioners, while most bipolars will be seen by psychiatrists.
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The recent population-based studies of TCA use make it clear that subop-
timal use is the norm rather than the exception. The study of Isomesta et al [4]
found that 71% of prescriptions of TCAs were below 75 mg daily. In contrast,
virtually 100% of patients treated with SSRIs receive an effective dose [5].
There seems to be little point in stubbornly clinging to treatments which,
despite their familiarity, are used ineffectively and subtherapeutically. This
may lead to increased risk of chronic depression, suicide and lesser quality
of life [6]. The continued use of TCAs as firstline treatment for depression
must be called into question.
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2.15
Antidepressant Drugs: The Indian Experience

R. Srinivasa Murthy1

The Indian experience with antidepressants, in terms of indications,
effectiveness, duration of treatment, long-term outcome, is very limited.
Currently, only a limited number of tricyclic antidepressants are
available (imipramine, amitriptyline, clomipramine, doxepin, nortriptyline,
trimipramine and dothiepin) [1]. The other drugs that are available are
trazodone, mianserin, tianepine, amineptine, and among selective serotonin
reuptake inhibitors (SSRIs), fluoxetine. In addition, lithium is available. Other

1National Institute of Mental Health, Department of Psychiatry and Neuroscience, Post Bag 2900,
Bangalore 56002-9, India
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drugs mentioned in the table in Prof. Bech’s review are not available. In view
of this, our experience, until about 5 years ago, was largely with the tricyclic
antidepressants.

In terms of evidence for the clinical effect of the antidepressants, all the
studies done in India have been limited to short-term efficacy. These studies
have been mostly for purposes of registration and have not covered periods
longer than 4–6 weeks. Though professionals have suggested that trials
should last at least 12 weeks, such studies are not available. There are no
clinical trials evaluating medium- or long-term outcome with any of the
drugs.

Another area of great importance is the utility of antidepressants at the
primary health care level. Though the majority of patients are treated by
primary care doctors, because of the limited mental health manpower no
studies have been done to understand the practice as well as the effectiveness
of antidepressants when used at the level of primary care [1]. This is especially
important as recent studies have shown that depression is the most common
mental disorder at the level of the community as well as the primary care
settings [2,3]. Currently, in contrast to the Western reports, the use of very
long-term maintenance drugs in patients with depression is limited by the
lack of clinical trials as well as the unwillingness of patients to continue drugs
when they are not having active symptoms. The available evidence is only in
relation to lithium in bipolar disorder. There is a need for long-term studies
of the value of maintenance treatment with the different antidepressants.
An interesting point about the cost of the different antidepressants is that,
because of current trade practices, the various drugs are all available at
about the same cost. However, this will change again with the new trade
agreements: the latest antidepressants may not be easily available, because
of cost factors, for use in developing countries. It is for this reason that
mental health professionals have to develop both evidence and experience
concerning the choice of antidepressants, their dosage, the duration of
treatment and its cost-effectiveness. For this purpose the systematic efforts
of the Western countries will be of value.
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INTRODUCTION

The Therapies

‘‘Psychotherapy’’ has different objectives, including improved adherence to
medication (or other disease management procedures), symptom reduction
or attainment of symptom remission, reduction of disability (e.g. improved
marital/occupational functioning), prevention of relapses/recurrences, or
prevention or delay of the onset/progression of depressive conditions [1].
This review evaluates the evidence for efficacy and indications of psychoed-
ucational problem-solving, interpersonal, cognitive, behavioral, marital, and
psychodynamic therapies for depressive disorders in attaining these goals.

General clinical management includes explaining the diagnosis, prog-
nosis, and treatment options. Psychoeducation may be seen as a more
extensive/intensive effort at providing information about the longer-term
management, including more about the benefits and side effects of treatment
options. Problem-solving therapy may be viewed as an extension of clinical
management or a formal therapy itself, since most clinicians help in resolving
daily problems as part of general care.

Formal psychotherapies may also be used to reduce symptoms or restore
function. Therapies designed to reduce symptoms acutely include inter-
personal (IPT), cognitive (CT), behavioral (BT), marital (MT), and brief
psychodynamic (BPD) psychotherapies. These therapies address inter-
mediate variables (e.g. disrupted interpersonal relationships, negative
automatic thinking) that theoretically account for the depressive symptoms.

Depressive Disorders, Second Edition. Edited by Mario Maj and Norman Sartorius.
 2002 John Wiley & Sons Ltd. ISBN: 0-470-84965-7
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Others (behavioral-marital) also focus on the disability (marital distress) as
well as depressive symptoms.

Recently, therapies to address specific populations (e.g. adolescents [2])
or types of depression (e.g. [3]) have been developed. Therapies that focus
largely on functional disability due to depression (e.g. rehabilitative or voca-
tional interventions) — while often used clinically — have not been subjected
to randomized controlled trials (RCTs).

Finally, whether or not full symptom remission and functional restoration
is accomplished, psychotherapy may also aim at prophylaxis (e.g. changing
schemas/beliefs for cognitive therapy to prevent/delay new episodes) [4].
There is growing evidence that continuation/maintenance phase therapy
may help to delay relapses/recurrences [5, 6]. In sum, both the aims and
types of therapy change in the course of managing depression.

The Depressions

The depressive disorders considered in this review are major depressive
disorder (MDD), dysthymic disorder (DD), depression not otherwise speci-
fied (D-NOS), and depressions associated with (not physiologically caused
by) general medical conditions (GMCs) as defined by the Diagnostic and
Statistical Manual of Mental Disorders, Fourth Edition (DSM-IV [7]) or the
International Classification of Diseases, Tenth Revision (ICD-10 [8]). D-NOS
refers to a significant level of depressive symptoms that cause functional
impairment/distress and do not meet criteria for DD or MDD. D-NOS
symptom levels may occur autonomously, be residual of, or may herald the
onset of, DD or MDD. Substantial functional disability is associated with
D-NOS [9], yet we found no RCTs focused exclusively on this condition.

Finally, when depressive symptoms (e.g. DD, MDD, or D-NOS) co-occur
with GMCs (e.g. myocardial infarction (MI), stroke, diabetes, etc.), a wors-
ened prognosis of the GMC and more functional impairment is found as
compared to GMCs without depression [10]. This increased morbidity, and
often mortality, makes these depressions important targets for psychotherapy
treatment and research.

THE EVIDENCE

This review addresses several practical questions. Does the therapy have effi-
cacy in attaining specific goals (e.g. improved adherence, reduced symptoms,
preventing recurrence)? Does it add to benefits obtained with antidepres-
sant medications alone in attaining these goals? Which patients and which
depressions preferentially benefit?

To compile efficacy studies, we conducted literature reviews by using
specific key words to specify the type of therapy and type of depression,
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as well as searching for psychotherapies in general. This chapter relies on
definitive reviews and meta-analyses by others, and on large pivotal trials to
weigh the evidence.

RCTs that compare the therapy to either a waiting list (WL), a ‘‘placebo’’
(PLA), or another active, established treatment control give the best evidence
as to efficacy — even though these trials cannot be double-blinded (a single-
blind with independent evaluators is possible). While what constitutes
a ‘‘placebo’’ for psychotherapy remains controversial, if different RCTs
agree as to comparative efficacy, one is reassured. Less convincing are
open, consecutive, uncontrolled case series which may suggest — but cannot
conclude — there is efficacy.

Reports to determine for whom the treatment is effective rely heavily on
post hoc analyses of efficacy trials to explore relationships between baseline
characteristics and outcomes. While useful in generating hypotheses, this
method is inconclusive without subsequent prospective trials to establish
actual clinical utility (e.g. randomize patients with and without the indicator
to treatment to determine the degree to which the indicator is associated
with a better/worse outcome). Further, the available studies report only
correlations and do not report the performance of the indicator (e.g. specificity
or sensitivity) [11].

The degree to which results from research trials generalize to routine
care with the same therapy is not clear [12]. Several features distinguish
research studies and routine care application (e.g. manuals vs. no manuals,
less comorbidly ill research populations, different therapists, different time
limits, different system incentives, etc.).

While we must be cautious about generalizing from research to routine
care, we must not disregard the value of evidence to inform practice.
Consequently, policy-makers, system administrators, and purchasers of care
cannot either totally ignore or exclusively rely upon research evidence.
For example, several forms of therapy are in common use (e.g. process
groups, Gestalt, or experiential therapies), yet they have not been evaluated
formally for efficacy. They may or may not be quite effective. On the
other hand, in most cases, patients/families are likely best served initially
by treatments with established efficacy/safety before pursuing less well-
documented approaches.

CLINICAL MANAGEMENT/PSYCHOEDUCATION

Medication Adherence

Basco and Rush [13] reviewed the evidence for the efficacy of patient
education for patients with mood disorders. Several positive RCTs found that
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informed vs. noninformed patients with MDD evidenced greater medication
adherence.

Most studies [14–25] have found that patient education was associated
with greater medication compliance, using various methods to define
compliance (e.g. patient self-report, medication blood levels, discontinu-
ation from treatment, and appointment attendance). One RCT (n D 120)
compared informational nonspecific groups and no information groups [26].
Both information groups had greater compliance than the no information
group, suggesting that time with patients and information improve adher-
ence. That patient education also increases knowledge [27] and improves
attitudes toward illness or treatment has been found repeatedly, even at
5-month follow-up independent of diagnosis [e.g. 28, 29].

In sum, largely consistent evidence indicates that educating patients about
the nature of the illness, treatment options, medication side effects, and
expected outcome, increases knowledge, improves attitudes, and enhances
medication adherence.

Bibliotherapy (BBT)

BBT provides psychoeducation in a practical, time-efficient manner. Both
clinically and statistically significantly more improvements in symptom
severity were found with cognitive BBT than with WL. These gains were
maintained at 3-month follow-up [30]. Treatment involved reading the book
Feeling Good [31], and emphasized a self-help approach to treating depression
with minimal staff involvement. The effect was large in that the Hamilton
Rating Scale for Depression (HAM-D) [32, 33] score decreased from 20.2 to
9.6 for BBT as compared to 19.6 to 19.0 for controls. Two previous trials
of BBT also report significant benefits [34, 35]. Individuals in these studies,
however, were recruited by media announcements, suffered milder (i.e. 21-
item HAM-D score ½10) forms of depression, were not formally evaluated for
either Axis I or Axis II disorders, and could be taking medication during the
trial. While this evidence does not recommend BBT alone for self-identified,
more severely ill patients, it does suggest BBT helps in milder depressions
and consequently may be a useful part of general clinical management.

Problem-solving Therapy (PST)

One can consider PST as clinical management, because most depressed
patients ask for and are given brief counselling by primary care (PC) prac-
titioners. PST has been evaluated in PC settings. Catalan et al [36] randomly
allocated patients with major affective disorder to brief problem-solving
and counselling or to routine medication treatment by general practitioners
(GPs). At end of treatment and 6-month follow-up, the PST group had
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improved as much as the medication-treated group. A recent study compared
a GP-provided PST, amitriptyline (AMI), and PLA delivered to PC patients
with MDD. AMI and PST were equally effective and superior to PLA [37].

Arean et al [38] randomly assigned 75 patients with MDD over age 55
who scored ½18 on the HAM-D and ½20 on the Beck Depression Inven-
tory (BDI) [4] to one of three conditions: social problem-solving (PST) [39],
reminiscence therapy (RemT), or WL. PST and RemT (provided in 12 weekly
group sessions) significantly reduced depressive symptoms compared to WL.
PST participants experienced slightly less depression than those in RemT.
More PST than RemT participants were classified as improved or remitted at
post-treatment and at 3-month follow-up. Most WL patients (90%) still met
criteria for MDD at the end of treatment compared to 70% for RemT and 39%
for PST. These findings are consistent with other trials of PST in nonelderly
and older adults [40–42].

In summary, PST appears effective in several trials of PC patients. Whether
PST adds to medication benefits is not known.

Stress Management for Depression with GMCs

McEwen and Stellar [43] related stress and disease processes to provide
a theoretical basis for using psychological interventions to treat those
with GMCs and ongoing stress. When both GMCs and psychopathology
co-occurred, a substantial increase in disability was found. A large epidemi-
ological study has found that age, female gender, and less than a high
school education were related to incident disability [44]. Significant age- and
gender-adjusted associations were observed between incident disability
and antecedent alcohol abuse and dependence (odds ratio D 2.5; 95% confi-
dence interval (CI) D 1.5–4.2), MDD (odds ratio D 4.2; CI D 2.2–8.3), and
phobia (odds ratio D 1.9; CI D 1.3–2.8). The adjusted odds ratio for the
joint effect of depression and chronic GMCs on incident disability was 17.0
(CI D 6.9–41.7), which was not related to the type of chronic GMC. Thus,
strategies that reduce depression or other psychopathology should reduce
disability from a variety of GMCs.

In fact, patients with psychological distress and GMCs have been the focus
of several studies and reviews of supportive/educational treatment [45–49].
A recent review [50] revealed that in patients with cardiovascular disease
some stress management/behavior counseling programs reduce the risk
of recurrent cardiovascular events [51, 52], or increase 5-year survival
rates [53–55].

Frazer-Smith and Prince [54] conducted a randomized, controlled trial of
stress monitoring and intervention in 453 male post-myocardial infarction
(MI) patients, using the General Health Questionnaire (GHQ) [56] to monitor
patients. Whenever GHQ scores rose above a critical level, patients received
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various stress reduction interventions. The monitored group (n D 229) had a
greater decline in stress levels, similar rates and durations of rehospitaliza-
tion, fewer cardiac deaths (4.4 vs. 8.9%), and fewer deaths from all causes
(9.8 vs. 5.2%) than controls (n D 224). The 5-year follow-up found signifi-
cant reductions in cardiac mortality (p D 0.006) and acute MI recurrences
(p D 0.004) among highly stressed patients [54]. Thus, post-MI patients with
high stress benefited from the monitoring/intervention program.

On the other hand, other psychosocial treatment studies [57, 58] have
found no apparent benefit to patients or an even worse outcome for
women compared to usual care [59]. Clearly, more studies of antidepres-
sant psychosocial interventions in patients with various GMCs — not just
cardiovascular disease — are needed to determine if they lower morbidity or
mortality.

INTERPERSONAL THERAPY (IPT)

Major Depressive Disorder

IPT [60] is based on the theories of Adolf Meyer, Henry Stack Sullivan,
and Frida Fromm-Reichman, that focus upon the interpersonal and familial
factors in the development of psychopathology. IPT targets pathological
grief, role transitions, role disputes, and interpersonal deficits. Standard IPT
acute treatment includes 16–20 sessions. IPT has been adapted to depressed
adolescents [61] and evaluated prospectively in depressed HIV-positive
patients [62]. It has been subjected to several large acute phase RCTs in
nonpsychotic outpatients with MDD in both psychiatric [63–67] and PC [68]
settings. A number of reviews [12, 69–71] and meta-analyses [46, 72, 73]
are available.

In prospective comparative outcome trials, Jarrett and Rush [70] found
IPT to be superior to nonscheduled treatment [64], and no different from
antidepressant medication [64, 65], CT [65], or PLA plus clinical management
(CM) [65]. The Depression Guideline Panel [46] found IPT to provide a 52.3%
response rate based on Elkin et al [65].

In Elkin et al [65], patients were randomly assigned to CT, IPT, imipramine
(IMI) plus CM, or PLA plus CM, each lasting 16 weeks with experienced
trained therapists conducting each treatment. The dropout rates were 23%
(IPT), 32% (CBT), 33% (IMI-CM), and 40% (PLA-CM). Follow-up was
conducted at 6, 12, and 18 months after completion of the acute phase [74].

The intent-to-treat (ITT) sample (n D 239) revealed no significant differ-
ences between therapies or between therapies and IMI-CM. Recovery was
defined as a 17-item HAM-D score �6 or a BDI score �9. Using the HAM-
D definition, patients with IMI-CM (42%) or IPT (43%) were significantly
more likely to recover than those with PLA-CM (21%). CT (36%) was not
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significantly different than any other treatment cell. Using a BDI score �9,
all cells were equal.

A secondary analysis based on baseline severity (more depressed: HAM-
D score ½20 or a Global Assessment of Functioning (GAF [7]) score �50)
revealed no differences between the four groups for the less depressed [65].
However, better outcomes were found with IMI-CM than PLA-CM and
some significant differences between IPT and PLA-CM were found for the
more severely symptomatic. Patients receiving either IMI-CM or IPT were
significantly more likely to recover than those in PLA-CM. Outcomes
were generally intermediate between IMI-CM and IPT, and higher than
PLA-CM, although none of the comparisons with CT were significant.

A more recent random regression analysis also found equivalence of all
interventions for the less depressed, but better differentiated among therapies
for the more depressed [75]. With HAM-D and BDI scores as outcomes,
IMI-CM and IPT were equally effective for these patients; IMI-CM more
effective than CT and than PLA-CM. IPT tended (p < 0.08) toward greater
efficacy than PLA-CM; CT was no more effective than PLA-CM. With Global
Assessment Scale (GAS [76]) scores to declare recovery, a different pattern
emerged: IMI-CM was more effective than the other three interventions,
which were equal. Roth et al [12] suggest that for the less-depressed, minimal
support or counseling is active and effective, but IPT or IMI-CM may be
preferred for the more severely depressed.

The Sheffield project compared prescriptive psychotherapy — analogous to
CT — and psychodynamic-interpersonal therapy — analogous to IPT [66, 67].
We place this study among those evaluating IPT because the theoretical orien-
tation of these therapies is very similar to IPT or CT, though the specific
procedures [4, 60] were not followed exactly in either cell. Since initial
symptom severity and different treatment durations were of interest, 50%
were assigned to each psychotherapy, dispensed in either 8 or 16 sessions,
and patients were stratified into low (BDI score of 16–20), moderate (BDI
score of 21–26), or high (BDI score ½27) baseline symptom severity (i.e.
12 cells based on symptom severity, therapy type, and treatment duration)
(n D 120).

Both therapies were equally effective; each was associated with equally
rapid responses. Equal results were obtained for all three baseline severity
levels, although an interaction between baseline symptom severity and
duration was found. Those with mild–moderate depression fared equally
well in either 8 or 16 weeks. Those with severe depressions had significantly
better outcomes with 16 as opposed to 8 weeks of therapy.

While acute phase outcomes revealed no benefit of 16 vs. 8 sessions for
the mild-to-moderately symptomatic, justifying longer therapy only for the
more severely ill, the 1-year follow-up (n D 117) found a trend favouring
the maintenance of gains with 16 sessions of CT as compared to the other
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three treatment conditions [67]. There were no differences in outcomes or
maintenance of gains between CT and IPT, and no interaction between initial
symptom severity and therapy duration. Overall, patients with greater
initial symptom severity had greater symptom levels during the naturalistic
follow-up.

In a smaller analogous study (n D 36) in routine care, Barkham et al [77]
allocated patients to the same two therapies for 8 or 16 sessions. Those with
16 sessions fared significantly better than those with 8 sessions. Post-therapy
gains were similar to Shapiro et al [66], but at 3-month follow-up patients
began to lose the gains. The severity by duration interaction previously
noted [66] was not found, likely due to small sample sizes [77].

Taken together, these two studies indicate that both therapies are equally
effective and equally rapid in onset of action. Also, 16, as opposed to 8,
sessions are effective because longer duration appears associated with better
longer-term outcomes in the more severely ill, and longer durations may be
needed in ‘‘routine care’’.

Primary Care (PC)

In an RCT conducted in PC, Schulberg and colleagues [68] assigned patients
with MDD to nortriptyline (NT) (n D 91), IPT (n D 93), or usual care (UC)
(n D 92). They found by 8 months that UC patients scored 13.1 on the 17-item
HAM-D compared to 9.3 for IPT and 9.0 for NT (ITT sample). With a HAM-D
score �7 to define remission, 48% in NT, 46% in IPT, but only 18% of UC
attained remission (ITT sample) by 8 months. Thus, both active treatments
were equal and superior to UC.

Adolescents

An open trial in 14 depressed adolescents treated for 12 weeks with IPT
(most with MDD) found HAM-D scores to drop from 17.8 to 2.1 by
week 12, which suggests an RCT with IPT for depressed adolescents is
needed [61].

Dysthymic Disorder (DD)

No RCTs of DD were found. Mason et al [78] described a small series
(n D 9) of patients with dysthymia treated with IPT; 5 patients responded to
time-limited treatment. Markowitz [79] subsequently described an enlarged
series of 17 patients in which 11 (65%) achieved a final HAM-D score �8 by
week 16.
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Depression with GMCs

Markowitz et al [62] treated HIV-positive, depressed outpatients with
16 weeks of IPT in an RCT, comparing it to supportive therapy (n D
16/group). Differential improvement for IPT was shown by mid-treatment,
which persisted at termination. Specifically, end of treatment HAM-D scores
had dropped from 19.8 (baseline) to 6.4 for IPT, compared to 20.7 (baseline)
to 11.9 for supportive therapy. BDI scores showed similar results. These
preliminary data have recently been replicated and extended to show
significantly greater improvement on depressive measures in HIV-infected
patients treated with IPT alone (n D 24) and IPT plus IMI (n D 26) over
those treated with supportive psychotherapy alone (n D 24) or cognitive-
behavioral therapy alone (n D 27) (ITT sample). Similar results were also
evident in the completers only subsample [80]. Since therapy contact time
was identical for these treatments, this study provides evidence of the
specific effect of a particular therapy (i.e. not all psychotherapies are
equal).

Indications

Several post hoc analyses with data from prospective efficacy trials [65–67]
have been reported [77, 81, 82]. Sotsky et al [82] found that lower baseline
symptom severity was associated with better response to all treatments and
that six variables predicted outcome across all treatments: social dysfunction,
cognitive dysfunction, expectation of improvement, endogenous symptoms,
double depression, and duration of the index episode. The combination of
lower social dysfunction and a relatively greater symptom severity predicted
better response within the IPT group. Lower cognitive dysfunction was asso-
ciated with better response both to CT and to IMI. Greater symptom severity,
more functional impairment, and higher work dysfunction predicted better
response to IMI. Atypical symptoms, including oversleeping and overeating,
were associated with poorer responses to IMI-CM and significantly better
responses to CT; IPT response was not affected by reverse neurovegetative
features. Thus, different treatments are affecting different persons differen-
tially. However, baseline correlates of response seemingly are insufficiently
specific to be clinically useful in selecting one as opposed to another treatment
for a patient.

In a separate analysis [83], personality pathology was associated with
poorer responses to IPT and IMI-CM, but not CT. Similar findings were
obtained in the Sheffield trial [81]. Patients with cluster C personality dis-
orders (PD) (27/114) had greater baseline symptom severity than others,
and for IPT they were still more severely ill at post-treatment and at 1-year
follow-up. The presence of PD did not affect outcome for CT.
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COGNITIVE THERAPY (CT)

Major Depressive Disorder (MDD)

CT (sometimes also referred to as cognitive behavioral therapy or CBT)
is classically a time-limited (16–20 session, 12–16 week) directive therapy
designed to reduce symptoms by countering patients’ negative view of
self, world, and future, and to prevent or delay relapses/recurrences by
changing schemas or beliefs [4]. CT derives its model from ego-psychological,
behavioral, and psychoanalytic sources. First, the rationale of treatment
and steps involved in change are described. Then, early sessions focus on
identifying and reality-testing negative automatic thoughts (using either
cognitive or behavioral tasks). Patients learn to monitor and reevaluate their
thinking for logical errors and consider alternative views. By mid-therapy,
beliefs that are the basis for evaluating diverse situations are identified and
challenged, shifting the focus to relapse/recurrence prevention.

CT has been subjected to several large RCTs [65, 84–86], as well as
several meta-analyses [46, 87–89]. Various summary reviews [12, 90, 91] have
used different criteria to include/exclude particular studies. For example,
psychotherapy alone was not excluded from Steinbrueck et al [90] and Conte
[91], while Dobson [87] and Nietzel and Russell [88] included only studies
with outcomes assessed by the BDI. Roth et al [12] judged Robinson et al [89]
as providing the most comprehensive meta-analysis, including a wide range
of studies, multiple outcome domains, and more diverse forms of therapy.
Robinson et al [89] reviewed 39 studies with outcomes by BDI, and evaluated
clinical significance. They found that CT shifted the average patient from
2.4 standard deviations above the mean for the general population to 0.8
standard deviations above the mean (i.e. a large clinical effect).

The Depression Guideline Panel [46] meta-analysis estimated response
rates based on ITT samples (not on author reports, which often rely on
completer samples) to find an overall response to CT (12 trials) of 46.6%.
CT was 9.4% more effective than PLA-CM, and 15.3% more effective than
medication based on three studies. Jarrett and Rush [70] detailed these RCTs.
CT was generally more effective than WL (8 of 10 studies), equally effective
to nonspecific therapy (2 of 2 studies), more effective than behavior therapy
(BT) (1 of 5 studies), equally effective to BT (4 of 5 studies), equally effective
to IPT (1 study), more effective than brief psychodynamic therapy (BPD) in
2 of 4 studies and equally effective in 2 of 4 studies. CT was more effective
than pharmacotherapy in 2 of 7 studies, and equally effective in 5 others.
They concluded that CT exceeded the effect of WL, was usually not different
from other therapies or from pharmacotherapy, with some exceptions due
either to inadequate pharmacotherapy or entering less severe depressions
for which pharmacotherapy is not expected to be effective.
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A recent meta-analysis of 65 studies of CT for depression tried to control
for potential investigator bias [92]. Even with researcher allegiance taken into
account, Dobson’s [87] meta-analytic results (i.e. CT was at least as effective
as pharmacotherapy for depression with some evidence for its superiority
taking all studies together) were upheld. Conversely, Gelder [93] noted that
Dobson [87] found eight studies in which CT was at least as effective as antide-
pressant medication, but criticized them for lacking a PLA control — noting
that CT was less effective than IMI-CM [65, 75]. He concluded that medication
with CM was as effective as CT but was easier to administer.

In addition to the above reviews/meta-analyses, a number of individual
trials deserve comment. The original trial [94] found CT to exceed IMI (acute
treatment) for outpatients with MDD, but was rightly criticized because IMI
was tapered by the end of the acute phase, and could have been subject to
the ‘‘Lourdes Effect’’.

Two subsequent British studies found CT to be effective [84, 95]. Blackburn
et al [84] engaged both hospital clinic and GP outpatients in a random
assignment to CT or pharmacotherapy (doctors’ choice) or the combination.
For GP patients, CT was more effective than pharmacotherapy, while hospital
clinic outpatients responded equally well to all three treatments; a trend
favoured combined treatment. In a family practice setting, Teasdale et al [95]
found that CT, when added to UC, resulted in significantly better outcomes
than UC alone.

Murphy and colleagues [85] conducted an RCT in psychiatric clinic out-
patients with MDD, comparing CT alone, NT alone, CT plus PLA, or CT plus
NT. All treatments equally reduced symptoms acutely. CT plus NT did not
exceed either treatment alone.

Elkin et al [65] compared CT, IPT, PLA, and IMI. This three-site study
entered 239 moderately–severely depressed outpatients, of which 40% had
been depressed <6 months. CT was no different than other treatments,
including IMI-CM (ITT sample). Based on recovery (defined as a HAM-D
score �6 or a BDI score �9), CT was no different than IPT, IMI-CM, or
PLA-CM. Khan et al [96] have also found that antidepressant medication was
equal to placebo in patients with a current episode �6 months.

A recent reanalysis [97] of Elkin et al [65] underscores the importance of
site/treatment/severity interactions. Data revealed at one site CT did as well
as IMI-CM and better than PLA-CM with the severely depressed; notably,
the same site was rated as having conducted CT the best. At another site,
data favored either IPT or IMI-CM over both CT and PLA-CM (the latter two
being equal) [75].

While secondary analyses have found all four treatments equal in the less
severely ill, for the more depressed CT did not differ from IPT or IMI-CM
or PLA-CM. In a random regression analysis, Elkin et al [75] found IMI-
CM more effective than CT (and than PLA-CM), and CT tended to be
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(p < 0.08) less effective than IPT, and no more effective than PLA-CM.
While this post hoc exploratory analysis suggests that initial symptom
severity is important in treatment selection, other studies have not been as
confirmatory [66, 86, 98].

Hollon and colleagues [86, 98] randomly assigned 107 moderately–sever-
ely depressed outpatients (all BDI scores ½20) to one of four treatments.
In three conditions, patients received 12 weeks of acute treatment: IMI plus
CM, CT, or CT plus IMI. In the fourth condition, patients received an initial
12 weeks of IMI-CM and an additional 12 months of IMI-CM. Experienced
therapists provided 20 CT sessions over 12 weeks.

Attrition rates, while high (64/107 completed acute phase), were no
different between groups. All three treatments were of equal efficacy after
acute treatment (taking the two IMI-CM cells together), with a trend toward
better outcomes for CT plus IMI. No differential response depending on
baseline severity was found — possibly due to small samples.

Another definitive study (n D 120) [66] described above, randomly assig-
ned to either an analog of CT or psychodynamic-interpersonal therapy for
either 8 or 16 sessions. Therapies were equal. Baseline symptom severity was
not predictive of acute response for those with mild–moderate depression,
but those with more severe depressions had significantly better outcomes
with 16 as opposed to 8 sessions.

Two large RCTs from Germany compared CBT with pharmacotherapy [99,
100]. The first study [101] compared CBT, AMI, and the combination (COMB),
in both in- and outpatients. AMI was given (fixed dose D 150 mg/day for
8 weeks) with CM (3 times/week for 20–30 minutes) in individual sessions
(n D 24) over 8 weeks (3 times weekly for 50–60 minutes). The CBT included
both behavioral and cognitive techniques [102]. A naturalistic (treatments
uncontrolled) 1-year follow-up was also conducted.

Patients had either MDD (80.4%) without melancholia or DD (19.6%);
116 were outpatients and 75 were inpatients. All three treatments were
equally effective during acute phase, although inpatients were more severely
depressed than outpatients, both at baseline and at the end of the acute phase.
Using a BDI score �9 and a HAM-D score �9 to define response (a definition
closer to remission than response), response rates were 30% for AMI, 33% for
CBT, and 39% for COMB (inpatients), and 36% for AMI, 43% for CBT, and
53% for COMB (outpatients). Of note is that these rates seem to be based on
completers only. A 1-year follow-up of patients who had received CBT alone
or the COMB revealed a lower depression symptom severity than for those
receiving AMI only in the acute phase.

The second RCT focused on patients with MDD and melancholic features
(by DSM-III-R) who received AMI (150 mg/day) (n D 80) or COMB (AMI
plus CBT in 24 sessions) (n D 75), as either in- or outpatients for 8 weeks [103].
Patients scored at least 20 on the BDI and the HAM-D to enter; 70% had
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recurrent MDD. Response (as defined above) rates (outpatients) were 55%
for AMI and 75% for COMB. For inpatients, response rates were 67% (AMI)
and 66% (COMB) (apparently based on completers). Both treatments were
equally effective. Acute gains were retained at 1-year follow-up. Initial
symptom severity was not related to outcome in either RCT.

A more recent RCT compared CT, desipramine (DMI), and applied relax-
ation (AR) in PC MDD outpatients [104]. DMI was given in therapeutic doses
with plasma level monitoring. Both therapies (20 sessions in 16 weeks) were
superior to DMI. Remission rates (final BDI score �9) (ITT sample) were 82%
for CT, 73% for AR, and 29% for DMI.

Group CT has also been shown to be effective [105, 106]. CT treatment
of geriatric patients with MDD has been the subject of several positive
RCTs [107–110] (see Depression Guideline Panel [46]).

Inpatients/Severe Depression

CT has been adapted to inpatients [111, 112]. Roth et al [12] recently reviewed
results of several trials with severely depressed patients. In an open trial of
16 unmedicated inpatients with MDD using CT alone 5 times a week for up
to 4 weeks (patients averaged 13 sessions), Thase et al [113] found that 81%
responded (defined as a 50% reduction in HAM-D score and a final HAM-D
score �10).

In an expanded case series, unmedicated outpatients (n D 110) or inpa-
tients (n D 32) received 20 sessions of CT over 20 weeks (outpatients) or over
4 weeks (inpatients) [114–116]. HAM-D scores were significantly reduced in
both samples, but higher initial depression severity scores were associated
with poorer response rates, an effect most marked if the initial HAM-D was
½20.

Bowers [117] compared NT alone, relaxation in combination with NT, or
CBT and NT in 30 inpatients (combined with usual hospital milieu; therapy
consisted of 12 group sessions) to find, in this moderately–severely depressed
group, that all groups improved, but patients receiving CBT or relaxation
had significantly fewer depressive symptoms and negative cognitions than
those on medication alone. Patients receiving CT were less likely to be judged
depressed at discharge than any other treatment conditions. When recovery
was defined (HAM-D score �6), 8 of 10 patients in CT compared to 1 of 10
or 2 of 10 in relaxation or medication alone, respectively, were found.

Miller and colleagues [118] treated 47 patients with standard hospital care
milieu (medication plus clinical management), CT plus standard care, or
social skills training plus standard care. Therapies were conducted daily
while patients were hospitalized and continued weekly following discharge.
All therapies led to significant gains on various measures. Patients receiving
either added treatment tended to be declared responders more often at
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discharge, a trend that reached significance with further outpatient treatment.
The differential dropout rate (41% from standard treatment, 31% from CT,
and 14% from social skills) suggests caution when interpreting these results.

Primary Care (PC)

Five RCTs have been conducted in PC [37, 84, 95, 119, 120], which generally
support the efficacy of CT for patients with MDD in PC settings (see [71] for
a review).

Blackburn et al [84] found CT and CT combined with pharmacotherapy
both superior to pharmacotherapy alone in depressed PC outpatients,
although the medication response was low. Teasdale et al [95] found PC
patients receiving CT improved more than those receiving UC, but by
3-months post-therapy the two groups were equal. Ross and Scott [119]
found group CT superior to UC and CT patients maintained improvements
at 3, 6, and 12 months later. Scott and Freeman [120] found pharmacotherapy,
CT, and social work counseling superior to UC. Mynors-Wallis et al [37] found
6 sessions of PST (which approximates a portion of CT) exceeded PLA and
equaled AMI in acute phase treatment.

Children/Adolescents

CT has been adapted to depressed children and adolescents [3, 121–123]. A
recent systematic review [124] of six RCTs [122, 125–129] of subjects aged
8–19 revealed a higher remission rate (62%) for CT than for controls (36%),
with a pooled odds ratio of 3.2 (Cl D 1.9 to 5.2). The authors note a variable
quality in the trials, and a focus on less severely symptomatic patients.

Brent et al [122] applied individual CBT, systemic behavior family therapy
(SBFT), or individual nondirective supportive therapy (NST) in an RCT of
107 adolescent outpatients with MDD. At treatment end, CBT was associated
with a lower incidence of MDD (17.1%) than NST (42.4%), and a higher
remission rate (64.7%) (absence of MDD and at least three consecutive BDI
scores <9) than did SBFT (37.9%) or NST (39.4%). CBT resulted in more rapid
relief in interviewer-rated depression than either other treatment.

In a controlled trial of 53 child and adolescent patients with either MDD
or minor depression (8%), Wood et al [128] compared CT to RT for 5–8
treatment sessions. Treatment consisted of a cognitive component based on
Beck et al [4], a social problem-solving component, and a symptom-focused
component (e.g. sleep hygiene, activity scheduling). CT was more effective
than relaxation on depression and overall outcome.

Other positive RCTs include Kahn and colleagues [130], Reynolds and
Coates [131] and Butler et al [132]. The latter compared cognitive restructuring
with role play, attention placebo, and no treatment control in fifth and sixth
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graders using self-reported depressive symptoms. Role playing and cognitive
restructuring improved depression and related constructs compared to both
control conditions.

Kahn et al [130] compared a CBT intervention, RT (progressive muscle
relaxation), and self-monitoring intervention to WL in 68 moderately depres-
sed middle school students. The CBT focused on acquisition of self-control,
problem-solving, and social skills. The CBT and RT included 12 50-minute
sessions over 6–8 weeks (group format with a single therapist). All treatments
were effective at decreasing depression and increasing self-esteem at post-test
and 1-month follow-up.

Vostanis et al [127] compared CBT with a controlled, nonfocused interven-
tion treatment in a 2-cell RCT (n D 28 in each). There were no group
differences (87% of CBT subjects and 75% of controls no longer had a
depressive disorder) at the end of an average of 6 sessions (over 3.5 months)
or at follow-up.

Dysthymic Disorder (DD)/Depression, Not Otherwise
Specified (D-NOS)

Markowitz [133] reviewed seven studies (largely open trials) to find a median
response rate of 41% for CT given to DD patients ([134] [n D 5]; [135] [n D 12];
[136] [n D 6]; [137] [n D 10]; and [138] [n D 15]).

Gonzales et al [139] (n D 113) provided 12 2-hour individual or ‘‘psycho-
educational’’ sessions over 2 months (with 6-month follow-ups) to find
more improvement with MDD (75% recovery criterion) than with chronic
intermittent depression (43%) or double depression (27%).

De Jong et al [140] treated 30 unmedicated DD inpatients over 3 months
with the combination of activities scheduling, social competence training,
and cognitive restructuring, resulting in a higher response rate (60%) than
with cognitive restructuring alone (30%) or WL (10%). Response was defined
as a BDI score �14 or a ½50% reduction of pre-treatment BDI scores.

Depression with GMCs

Both cognitive and behavioral interventions have been found to improve
well-being in a variety of GMCs, including cardiovascular illness, chronic
pain, AIDS, cancer, and asthma [141, 142]. However, few studies use CT to
reduce depression coexisting with GMCs [142]. Larcombe and Wilson [143],
in a controlled study, showed CBT to improve depression in patients with
multiple sclerosis. Kelly et al [144] demonstrated the effectiveness of group
CBT and social support for depressed HIV-infected patients.

Recently, Miranda and Muñoz [145] compared a CBT prevention course
to a no-intervention control in minor depression. The course was associated
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with greater depressive and somatic symptom reduction than controls, and
symptomatic improvement was maintained at 1-year follow-up. Interven-
tion patients missed fewer medical appointments during the year following
treatment, but the number of medical visits was no different between the
two groups.

Indications

Several post hoc analyses have tried to relate baseline features to response
to CT. In a combined sample of 110 outpatients (20 sessions over 16 weeks)
and 32 inpatients (20 sessions over 4 weeks) with MDD, treated with
CT alone, nonresponse was associated with unemployment, higher pre-
treatment symptom severity, and abnormal sleep electroencephalograms
(EEGs) [116]. Chronicity was associated with poorer outcomes in male
outpatients, whereas high dysfunctional attitude scores were associated with
(trend) poorer outcomes only in women. Among inpatients, male gender,
diagnostic comorbidity, and elevated urinary-free cortisol levels were asso-
ciated with poorer outcomes. Whether indicators of poor response to CT are
predictors of good response to pharmacotherapy is unclear.

Beutler et al [146] compared 63 patients with MDD treated with group CT,
focused expressive therapy (FET), or supportive self-directed (SSD) therapy.
This study hypothesized a priori that various coping styles would relate
to response. Externalizing as opposed to internalizing depressed patients
improved more with CT, while internalizing patients improved more with
SSD. Highly defensive patients improved more in SSD than either FET or
CT; low defensive patients improved more with CT than SSD. Apparently,
different patients are responding to different therapies, consistent with
the notion that each therapy contains active ingredients. Whether these
predictions are sufficiently predictive for clinical use is unclear.

While the National Institute of Mental Health (NIMH) trial [65, 75] found
initial symptom severity predictive of differential acute response, Hollon
et al [86] (using the same criteria) as well as others [66, 147] have found
no differential effect of CT or IMI on patients defined by baseline severity
(see also [148]). Craighead and colleagues [149] concluded that with too few
severely ill patients, along with inconsistent results across sites/studies,
baseline symptom severity was not strongly related to treatment selection
(e.g. CT versus IMI-CM).

Blatt et al [150] reanalysed the Elkin et al [65] data and divided people
into those with a need for approval (sociotropy) and those with high
perfectionism, using the baseline Dysfunctional Attitude Scale (DAS) [151].
DAS perfectionism was consistently negatively related to outcome in all four
treatments (CT, IPT, IMI, or PLA). Sotsky et al [82] reported that lower DAS
scores predicted more favorable outcomes, especially in IMI-CM and CBT
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from the same study. Jacobson et al [152] did not find baseline DAS predictive
of CT response/nonresponse in MDD. In a small study (n D 25), Zettle and
Harring [153] did not find sociotropy or autonomy relating to outcome with
CT in an individual versus group format (most patients did well on both
treatments), but sample sizes may have been too small.

Blatt et al [154] found that the quality of the therapeutic relationship
(reported by patients early in treatment) contributed significantly to the
prediction of therapeutic gain, especially for the moderately perfectionistic.
Jones and Pulos [155] also found the quality of the relationship significantly
related to outcome for both psychodynamic therapy and CBT. Similarly,
Burns and Nolen-Hoeksema [156] found that therapist empathy (rated by
clients at end of treatment) was negatively associated with dropping out of
CBT for depression and positively associated with outcome. Similar findings
regarding the important role of therapeutic alliance have also been reported
from the NIMH Treatment of Depression Collaborative Study [157].

Patience et al [158] evaluated the effect of personality on outcome to the
four treatments in Scott and Freeman [120]. Those with a PD had slightly
higher baseline HAM-D scores (19.6 vs. 16.8), and lower recovery rates (end
of treatment HAM-D score <7) (47%) after 16 weeks of treatment than those
without PD (67%). Those without a PD were functioning better in several
domains of social functioning than those with a PD at the end of treatment,
but no differences in function or symptoms were noted at 18-month follow-
up. Shea et al [83] found that comorbid PD was predictive of poor response,
except for CT. Simons and Thase [159] have also found no effect on PD or CT
response (n D 59). Thus, as suggested, CT may be preferred for depressed
people with PD [149].

Is the failure to respond to medication an indication for CT and vice versa?
Few studies have directly addressed this question. Stewart et al [160] treated
a group of patients with largely MDD or DD with 16 weekly CT sessions.
The 53% nonresponders were randomly assigned to IMI (up to 300 mg/day)
or PLA for 6 weeks. All five assigned to IMI responded, but none responded
to PLA.

British investigators have presented data from two open trials of combined
medication and CT on chronically (½2 years) depressed inpatients who had
previously failed to respond to standard antidepressants. Pharmacotherapy
included phenelzine, L-tryptophan, and lithium. Barker et al [161] found that
11 of 20 patients randomly assigned to either pharmacotherapy alone or
combined treatment with CT over 12 weeks (twice weekly for 3 weeks
followed by 9 weekly sessions) responded (½50% reduction in HAM-
D). No evidence for additional benefit from CT was found. In a similar
population, Scott [162] treated 8 patients with 12 weeks of a combined
pharmacotherapy/CT approach (as described above) and compared them
to 16 patients offered a more intensive and prolonged CBT package and
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pharmacotherapy. Greater symptom reductions occurred with the exten-
sive/intensive program than with standard care.

BEHAVIORAL THERAPY (BT)

Major Depressive Disorder (MDD)

The theoretical models that underpin BT rest on learning theory (functional
analysis) and/or social learning theory [163, 164]. BT aims to elevate mood
by ameliorating the covarying target responses or by changing the low rate
of response contingent to positive reinforcements, which, in turn, may result
from reduced availability of reinforcers, skills deficit, or reduced potency.

The first step in BT is usually a functional analysis by which
clinicians determine the functional relationship between behaviors and the
environment. They identify antecedents and consequences that surround and
presumably control specific depressive behaviors. Detailed descriptions of BT
approaches include activity scheduling [165], self-control techniques [166],
social skills training [167], behavioral marital therapy [168], and stress
management [165]. Some variations of BT also include problem-solving [42]
in this grouping. Lewinsohn et al [165] have developed a treatment manual
entitled The Coping with Depression Course, which outlines strategies often
used in BT for depressed patients. BT has been used to treat MDD and DD in
adults and MDD in adolescents [123].

The Depression Guideline Panel [46] meta-analysis of BT alone revealed a
55.3% response rate (ITT sample) in 10 studies. Jarrett and Rush [70] detailed
the individual studies. BT exceeded WL in 7 of 8 trials [40, 42, 169–173]. Only
Usaf and Kavanaugh [174] found no difference between WL and BT, while
Brown and Lewinsohn [170] found no difference between BT and nonspecific
therapy, and McLean and Hakstian [175] reported no difference between BT
and RT. Nonsignificant differences between CT and BT were reported by
Beach and O’Leary [169], Gallagher and Thompson [176], Jacobson et al [177],
Rabin et al [178] and Thompson et al [173] and BT exceeded BPD [173, 176,
179]. Miller et al [118] found no difference between BT and pharmacotherapy.
Both McLean and Hakstian [175] and Steuer et al [107] found that BT reduced
symptoms more than BPD based on the BDI but not on the HAM-D. One
study found that BT reduced depressive symptoms less than CT, but only
for depressed wives without concomitant marital discord [177].

Recently, van den Hout et al [180] reported a 12-week self-control therapy
(SCT) program [166] for depressed day-treatment patients. SCT was added
to UC, and 25 patients were assigned either to the combination of UC plus
SCT or UC only. UC included structured group therapy, nonverbal forms of
therapy, physical exercise, social skills training, and occupational therapy.
Medications were also used as needed. Most patients had MDD, but some had
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DD. At post-test, patients receiving SCT showed significant improvement
in self-control, self-esteem, depression, depressed mood, and frequency and
potential enjoyment of pleasant events compared to controls, with significant
differences on 5 of 6 measures. The positive benefits were maintained at 13-
week follow-up, though most group differences were no longer significant.

Adolescents

As noted above, a recent systematic review revealed six RCTs, most of
which employed a behavioral-cognitive [165] or cognitive [4] approach in
depressed adolescents [124]. The 62% response rate with treatment versus
36% with controls argues strongly for acute phase efficacy, though the quality
of the studies was mixed. Using ITT samples, 129 of 218 remitted (no longer
met criteria) vs. 75 of 82 in controls (odds ratio D 2.2; CI D 1.4–3.5).

Other reviews also found quite positive results for Lewinsohn et al’s [165]
approach either in symptomatic outpatients or in adolescents with some
symptoms or who are at risk for depression [123].

In a large, definitive trial, Clarke et al [181] identified 150 adolescents
with some depressive symptoms (but without a formal disorder) and
randomized one half to The Coping with Depression Course (CWDC) (15
sessions) [165]. A significant benefit was found (survival analysis) at 12-
month follow-up, with 14.5% in CWDC and 25.7% in the control group
developing a major affective disorder.

Depressed adolescents (58 of 66 with MDD; 8 with DD) were treated with
BT, in which two forms of short-term group therapy were used: social skills
training (SST) or therapeutic support group [182]. The latter was associated
with significantly greater reductions in depression and increases in self-
concept than SST, but differences were not present at 9 months of follow-up.
Subjects were not assigned randomly; however, SST and support groups
were run alternately each for 12 weeks (5 with social support groups and 5
with SST groups).

Stark et al [183] compared self-control, behavioral problem-solving, and
WL in 29 4th–6th graders with moderate depression. Self-control consisted of
self-evaluation, self-monitoring, self-reinforcement, and attribution retrain-
ing. Behavior problem-solving consisted of training to recognize and
self-monitoring pleasant events. Twelve 45–50-minute group sessions were
delivered over 5 weeks. At post-test, both treatment groups exceeded
controls on improvements in depressive and anxious symptoms, which
were maintained at 5-week follow-up.

Indications

Several investigations have tried to determine the relationship between
pre-treatment symptom severity and response to BT [184–186]. Pre-treatment
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severity was not generally predictive of response. Kendall and Morris [187]
suggested that parental involvement was critical to response for depressed
adolescents, although decisive empirical evidence developed prospectively
is not readily available [123].

Taylor and McLean [188] attempted to discriminate between those who
recovered and sustained the recovery and those who were unremitted in
a prior RCT [175] to find (regardless of treatment type) that patients with
longer index episodes, those with higher pre-treatment BDI scores, and those
with higher neuroticism were less likely to attain sustained full remission.
Notably, gender, marital status, and family history of depression (predictors
of vulnerability to depression) did not distinguish the groups. Further,
no single treatment was more effective than any other based on baseline
symptom severity [185].

MARITAL THERAPY (MT)

Jacobson et al [177] note several reasons to expect that MT (also referred to as
behavioral marital therapy or BMT) is effective for depression: spouses
of depressed individuals might have a facilitative effect on treatment
outcome [189]; depression and marital satisfaction are inversely related [190];
disruptions in close relationships often precipitate depression [191]; marital
distress predicts depressive relapse following recovery [192]; the degree
to which marital satisfaction improves with therapy is inversely related to
relapse [193]; a close confiding relationship with a spouse buffers otherwise
depressogenic life events [194].

BMT conceptualizes depression as an interpersonal context such that
both members of the marital dyad are included in therapy. The treatment
program (20 sessions) has been detailed [168, 195]. Treatment initially focuses
on behavioral exchange and then moves on to training in communication and
problem-solving. In the latter, couples are taught to resolve conflicts around
issues such as finance, sex, affection, parenting, and intimacy. The tech-
niques and theoretical base are both cognitive and behavioral in nature. The
latter include behavioral rehearsal and contingency management; cognitive
techniques include reframing and other cognitive restructuring techniques.
Socratic questioning and hypothesis development and testing, typical of Beck
et al’s CT [4], are not used.

Major Depressive Disorder (MDD)

Reviews [196, 197] have revealed 17 clinical trials indicating efficacy for BMT.
Jacobson et al [177] compared CT (n D 20), BMT (n D 19), and the combination
of both BMT and CT (n D 21) (COMB), to reduce depression (in the wife) and
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enhance marital satisfaction. Based on a definition of recovery (BDI score � 9),
71.4% of the distressed CT treated individuals recovered, compared to 84.6%
of the nondistressed CT treated individuals. For BMT, 87.5% of the distressed
individuals recovered compared to 54.5% of the nondistressed individuals.
For the COMB, 37.0% of the distressed and 69.2% of the nondistressed
individuals recovered.

BMT was less effective than CT for depression in maritally nondistressed
couples, but for maritally distressed couples BMT and CT were equal.
Only BMT had a significant positive impact on relationship satisfaction
in depressed couples, whereas COMB was the only treatment to enhance
marital satisfaction of nondistressed couples. Follow-ups after 6 and 12
months revealed low (0–15%) and equivalent relapse rates for all three
groups [198].

Study limitations include the fact that an unknown number of subjects,
initially taking antidepressant medication and who refused to discontinue,
were excluded. Response rates included only completers (i.e. ITT analyses
not conducted). Treatment consisted of 20 sessions of BMT or CT, but only 20
reported total sessions for COMB (i.e. 10 for CT and 10 for BMT), so COMB
was half dose of each treatment.

O’Leary and Beach [199] also evaluated married couples complaining of
both depression in the wife and marital discord. Random assignment to BMT,
CT, or WL revealed both active treatments to be equally effective in alleviating
depression. Only BMT was successful in enhancing marital satisfaction. This
study suggests that BMT is effective in improving marriages, but efficacy
appears related to the couples’ distress levels [199].

BRIEF PSYCHODYNAMIC PSYCHOTHERAPY (BPD)

The premise of BPD is that depressive symptoms remit as patients learn new
methods to cope with inner conflicts. Several different approaches to BPD
include those of Malan [200, 201], Mann [202] and Wolberg [203]. Specific
treatment manuals have been developed [204, 205].

Few clinical trials of BPD have been conducted on homogeneous samples
of depressed individuals, perhaps because psychodynamically-oriented ther-
apists do not view criterion-based psychiatric diagnosis as a useful way to
group patients. Further, most trials that contain BPD use it as a type of
nonspecific control in efficacy trials of BT or CT conducted by advocates
of those two treatments.

Major Depressive Disorder (MDD)

Crits-Christoph [72] reviewed these studies, although he also included IPT
trials. Both the Depression Guideline Panel [46] and Jarrett and Rush [70]
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found BPD to exceed WL in 1 of 1 study, and not to differ from BT in 3 of
5 studies [173, 176, 179], but to be less effective than BT in 2 of 5 studies.
In a comparison of CT, BPD was equal in 2 of 4 studies [173, 176], but less
effective in 2 of 4 studies [107, 206].

A recent meta-analysis of BPD [73] included citations previously reviewed
and summarized [72, 207]. Two analyses [72, 73] included IPT [75, 173, 208]
with BPD, and did not restrict their meta-analysis to depression. Svartberg
and Stiles [207] found CBT produced a significantly larger effect size than
BPD, while Anderson and Lambert [73] concluded that BPD achieved a
moderate effect size relative to no treatment, a small effect size relative
to minimal treatment, and no differential effect relative to other formal
treatments. The effect sizes in their review were somewhat lower than Crits-
Christoph [72], who used only studies that included manuals, experienced
therapists trained in BPD, and specific outcome measures.

McLean and Hakstian [175], like Steuer et al [107], found BT significantly
more effective than BPD in symptom reduction. However, Hersen et al [209]
found no difference between BPD plus PLA and SST plus PLA in depressive
symptom reduction.

The Depression Guideline Panel [46] meta-analysis (6 studies) of RCTs
revealed numerically smaller response rate (34.8%) for BPD than for BT
(55.3%), CT (46.6%), or IPT (52.3%). On the other hand, the Sheffield
studies [66, 67] found psychodynamic-IPT (more akin to IPT) equal to CT.

Other Depressions

No RCTs of BPD for DD, D-NOS, or depression associated with GMCs were
found.

Indications

Diguer and colleagues [210] found that depressed patients with a comorbid
PD had more severe psychiatric disturbances at intake, at termination of
BPD, and at follow-up. While patients improved and maintained their gains
at follow-up, those with a comorbid PD did not improve as much as those
without a PD. These findings are consistent with others [211–213]. Thus, like
most other forms of therapies, comorbid PD and depression is associated
with poorer acute response to BPD.

CONTINUATION/MAINTENANCE THERAPIES IN
MAJOR DEPRESSIVE DISORDER (MDD)

Acute treatment is only the first phase in managing depression with
medication, which must be continued to prevent a return of the episode
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(relapse) or new episodes (recurrences) [46]. For psychotherapy, two ques-
tions must be addressed: (1) are there enduring effects of therapy once
discontinued? (2) does continuing therapy (and at what dose?) result in
better outcomes than if treatment is discontinued following acute or continu-
ation phases? Most studies to address either question have focused on MDD
in adult or geriatric patients treated with either IPT or CT.

Studies of the first question provide therapy and another treatment acutely,
then discontinue both and measure longer-term outcomes once each treat-
ment is stopped (i.e. do benefits follow the end of active therapy?). These
studies, however, have often been flawed by naturalistic follow-ups (i.e.
further treatment is uncontrolled) in which patients may receive medication
or therapy from other sources once the research treatments are discontinued.

To address the second question, randomization occurs at the end of
treatment — subjects assigned either to continue or discontinue therapy. One
asks whether gains made by acute treatment continue preferentially for those
who continue therapy as opposed to those who do not.

Interpersonal Psychotherapy (IPT)

In the NIMH follow-up study [74], only 20% of the original sample and 24%
of patients with follow-up data met criteria for recovery with no relapse in
their 18-month follow-up after acute treatment with CT, IPT, PLA-CM, or
IMI-CM, if it resulted in ½8 weeks of minimal or no symptoms following
end of treatment. At 6-month follow-up, nonrelapse rates were 30% (14 of 46)
in CT, 26% (14 of 53) for IPT, 19% (9 of 48) for IMI plus CM, and 20% (10
of 51) for PLA. At 18 months, nonrelapse rates were 24, 23, 16, and 16%,
respectively. While these data are based on naturalistic follow-up (treatment
was uncontrolled), they suggest no differential benefit in terms of prevention
of relapse/recurrence for IPT or CT over other treatments.

Maintenance IPT has been evaluated in two pivotal RCTs with recurrent
MDD [6, 214]. Adult patients [6] were randomly assigned to one of five
maintenance treatments: IMI, PLA, IPT plus IMI, IPT alone, and IPT plus
PLA. A clear advantage for medication (whether used alone or in combination
with IPT) was found. IPT alone did not differ in efficacy from IPT combined
with PLA, though maintenance IPT cells exceeded PLA. This definitive
study provides strong evidence for the benefit obtained with IPT and the
even greater benefit obtained with IMI (whether alone or combined with
IPT). It argues against using a combination of IMI and IPT in maintenance
treatment, at least in classically recurrent depressions with full interepisode
recovery.

The recent geriatric study [214] is a PLA-controlled maintenance phase
RCT with 187 elderly patients with nonpsychotic MDD (average age D 67),
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who were initially treated acutely and then with 4 months of continuation
using both IPT and NT. Thereafter, those successfully completing were
randomly assigned to 1 of 4 maintenance treatments (monthly for 3 years):
NT, PLA, IPT plus PLA, or both IPT and NT. Survival function analyses
revealed that all three treatments were significantly better than PLA. Recur-
rence rates were 20% (CI D 4–36) for NT plus IPT; 43% (CI D 25–61) for NT;
64% (CI D 45–83) for IPT plus PLA; and 90% (CI D 79–100) for PLA. NT
plus IPT was superior to IPT plus PLA; a trend (p D 0.06) favored NT plus
IPT over NT alone. Patients aged 70 or older had higher and more rapid rates
of recurrences than those aged 60–69.

Cognitive Therapy (CT)

Several studies have followed patients after response to acute phase CT and
relapse/recurrence rates range from 0 to 50% [119, 206, 215–220].

Kovacs et al [217] found that relapse was lower after CT than after medi-
cation, both of which were discontinued after acute response (follow-up
uncontrolled). In their 2-year follow-up, Blackburn et al [147] found relapse
to be more frequent after CT than after medication though medication was
uncontrolled, and CT was provided both acutely and 6 months following
acute phase CT. Simons et al [218] compared CT, NT, and the combination
over a 12-month follow-up, to find lower relapse rates for those receiving CT
acutely than for those who did not (follow-up uncontrolled).

As noted above, Shea et al [74] found no differential effect for those
receiving CT as compared to other treatments. Evans et al [98] provided 2-
year post-treatment follow-up data on MDD outpatients successfully treated
acutely with IMI, CT, or the COMB. Recall that half the patients initially
treated with IMI alone continued the medication for the first year of follow-
up, whereas the other half discontinued it at the end of acute treatment.
A total of 10 patients received medication acutely without continuation
treatment, 11 received medication in both acute and continuation phases, 10
received CT only acutely, and 13 received CT and IMI acutely, both of which
were discontinued after acute treatment.

Patients treated with CT acutely — whether alone or combined with
IMI — evidenced less than one half the relapse rate of patients who received
only medication acutely without continuation medication. The relapse rate
for those receiving CT acutely did not differ from that of patients who received
medication in both acute and continuation phases. Medication continuation
(32% relapse) was superior to medication in acute phase only (50% relapse).
For acute CT alone, the relapse rate was 21%; it was 15% for COMB.
Relapse rates for patients receiving CT (either alone or in combination with
medication) was 18%. Most relapses with CT occurred later (mean survival
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times D 17.4 š 1.2 months) than those following medication discontinuation
(3.3 š 0.4 months). However, only 44 of the 64 patients completing treatment
were followed-up, which demands caution in interpreting results. Relapse
predictors included greater neuroticism, more hopelessness, more previous
therapists, and more residual depression at end of acute treatment. No
predictors differentiated the four treatment conditions.

Shapiro et al [67] followed 103 of the 117 completer patients for 1 year.
Recovery was declared if a patient had at least 4 months of no symptoms (i.e.
BDI score �9). Relapse was declared if the BDI score was ½15 during a period
of remission (before recovery), while recurrence was declared if the BDI score
was ½15 after recovery. Of 103 patients, 52% were treatment responders; 57%
maintained their gains, 32% partially maintained gains, and 22% suffered
a relapse or recurrence. Thus, 29% of patients who entered the trial were
asymptomatic throughout the 1-year follow-up — a figure comparable to
Shea et al [74]. No differences in outcomes or maintenance of gains were
found between CT and IPT. No relations between baseline symptom severity
and short- or long-term outcome were found, except that patients who were
more depressed at baseline tended not to maintain their gains regardless
of the treatment type or number of sessions. Those patients who received 8
sessions of IPT were doing less well at 1 year on all measures. There was a
nonsignificant trend toward better maintenance of gains with 16 sessions of
CT compared to the three other treatment cells (i.e. 8 or 16 weeks of IPT or
8 sessions of CT). A more prolonged exposure to CT, while equivalent to 8
sessions in terms of symptom reduction, seemingly has a better longer-term
outcome, a finding consistent with Jarrett et al [5].

In one report, acute phase CT responders continued to receive continuation
CT either alone or combined with pharmacotherapy [147]. After 6 months
of continuation CT, fewer patients who had received CT, whether alone or
in combination, had relapsed compared to the medication only group (but
medication was uncontrolled after the acute phase). Relapse rates were 6%
and 0% vs. 30%, respectively. Over the 2-year naturalistic follow-up, the
cumulative proportion of recurrences for patients treated acutely with CT
alone was 23%, 21% for CT plus medication, and 78% for medication.

Blackburn and Moore [221] reported relapse/recurrence rates after 24
months of maintenance CT which was preceded by CT or medication
in the acute phase. Groups were defined based on treatments during
acute and follow-up phases, and medication choice was left to clinician
discretion. Group 1 (n D 26) received medication in acute and follow-up.
Group 2 (n D 22) received medication in acute followed by CT in follow-up.
Group 3 (n D 27) received CT in acute followed by CT in follow-up. Acute
phase medication consisted of an equivalent of 100 mg/day of AMI (for
tricyclics), 45 mg/day of phenelzine (for monoamine-oxidase inhibitors),
and 20 mg/day of fluoxetine (for selective serotonin reuptake inhibitors).
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Medication management was conducted by consultants, registrars, or GPs
seeing patients every 3 weeks for about 30 minutes. The study required at
least 50 mg/day of AMI (or equivalent), 30 mg of phenelzine (or equiv-
alent), or 20 mg of fluoxetine (or equivalent) during maintenance. Note
that medication doses in either acute or follow-up may have been inade-
quate.

All three groups benefited equally throughout acute treatment (HAM-D
totals decreased from 20 to 10–13). During the 2-year follow-up (treatment
provided throughout), all three groups continued to gain slightly in overall
symptom reduction. The relapse/recurrence rates were 31% for those main-
tained on medication (4 of 13), 36% for those switched from medication to
CT during follow-up (5 of 14), and 24% for those treated with CT acutely and
in follow-up (4 of 17).

Jarrett et al [5] further addressed whether continuing CT provided greater
benefit than discontinuing it following acute response to CT treatment in
two pilot studies in outpatients with MDD. In study 1, responders to acute
CT were followed monthly. Study 2 provided 10 sessions of continuation
CT to acute CT responders over 8 months. Follow-up treatments were fully
controlled in both studies.

Relapse/recurrence rates for those without continuation CT were 40.4%
(6 months), 50.3% (12 months), 66.9% (18 months), and 73.5% (24 months),
as compared to those who received continuation CT at 20.0% for 6 months,
27.3% for 12 months, and 36.4% at 18 months and at 24 months (survival
analysis).

In a naturalistic, 1-year follow-up (n D 48 with MDD) of responders to
16 weeks of CT, 32% had relapsed/recurred [219]. Correlates of relapse
included prior depressive episodes, more depressive symptoms, and higher
dysfunctional attitudes at baseline, slower acute treatment response, and
being unmarried. Patients who fully recovered at end of acute CT (HAM-D
score <6) were significantly less likely to relapse (9%) than the partially
recovered (52%). These findings and others indicate that full symptom
remission should be the aim of treatment because, when not attained,
patients are at greater risk for relapse [222].

A recent pilot study suggests the potential value of continuation CT in
depressed adolescents [223]. Continuation CT was provided to 17 patients
who remitted from MDD for 6 months and then compared to historical
controls (n D 12) with only acute treatment to remission. Continuation CT
had a lower relapse rate (20%) than controls (50%).

Wilson et al [110] examined the effects of CT as an adjunct to acute and
maintenance treatment with lithium in reducing depression in a 1-year
follow-up of elderly patients with MDD. During acute and continuation
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phases, 17 of 31 patients received CT along with medication. During 1-year
medication maintenance, subjects entered a double-blind, placebo-controlled
study of low-dose lithium. Those who had received CT had significantly
reduced HAM-D scores during maintenance phase.

In a small study, 48 patients with MDD were randomized to brief CT plus
UC or UC only [224]. More subjects (n D 15) recovered with CT plus UC
than with UC (n D 8). When neuroticism scores were controlled, reductions
in BDI and HAM-D scores favored CT throughout the 12-month follow-up.
Trends favoring CT at follow-up weeks 7, 19, 32, and 58 attained significance
at weeks 7 and 58 when controlling for premorbid neuroticism. While treat-
ment was uncontrolled during follow-up, these findings are comparable to
Evans et al [98] (i.e. acute CT is associated with a better follow-up course than
no acute CT).

Indications

Few people have searched for ways to identify individuals who benefit over
the longer term from CT, IPT, or other therapies. Frank et al [225] searched for
predictors of benefit for maintenance IPT in their trial. They found the quality
of IPT was clinically and statistically significantly related to the average length
of the well interval. Higher quality IPT was associated with longer survival
times. Those rated above the median quality ratings survived almost 2 years,
while those below it survived <5 months. This important finding indicates
that the quality/nature of the therapy itself relates to outcome. It is possible,
however, that individuals with more complex depressions, or ‘‘neurotic’’
styles, lead therapists to deviate from recommended IPT, thereby reducing
IPT ‘‘quality,’’ yet these patients may have a worse prognosis anyway. Thus,
whether the relationship between the quality of IPT and outcome is causal
remains uncertain. Yet, the benefits associated with IPT are not attributable
to the nonspecific effects since therapist time was equivalent in higher and
lower quality IPT.

Hayes et al [226] conducted a retrospective data analysis on 30 depressed
outpatients treated in Hollon et al [86]. While all therapists maintained
primarily cognitive focus, those that addressed interpersonal and develop-
mental domains were associated with improvement, and the developmental
focus predicted a better longer-term recovery and better functioning over the
24-month naturalistic follow-up.

PREVENTING THE ONSET OF DEPRESSION
Logically, it should be possible to identify people at risk for depression and
intervene psychologically to reduce their vulnerability toward precipitation
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of depressive episodes by stressful life events [194]. On the other hand,
little research has focused on this potentially very important area (for recent
reviews, see [124, 227]).

Lewinsohn et al [181, 228] were the first to identify, implement, and eval-
uate an intervention program aimed at preventing the onset of depression in
depressed adolescents. These studies focused on depressed adolescents who
had already developed some evidence of the condition based on an elevated
depression symptom severity rating score (see previous discussions of BT
above).

Most recently, Beardslee and colleagues [229, 230] have designed an inter-
vention to decrease the impact of risk factors on developing depression in not
yet symptomatic children and adolescents, by promoting resilience-related
behaviors and attitudes — enhancing parental and family functioning — in
hopes of preventing the onset of depressions [231–234]. The intervention,
consistent with a developmental perspective aimed at ages 8–15 years,
is family-centered because of the effects of depression on cognitive [235],
interpersonal [236] and marital/family function [237], and used by diverse
practitioners.

An extensive review [230] notes that pilot studies of this intervention
reveal it to be safe and feasible, with promising results based on assessment
of parents in small samples [233]. The effects in parents appear to persist
over time [238]. Greater benefits are associated with clinician-facilitated
intervention rather than a lecture didactic format [234].

The 18-month follow-up on 37 families revealed sustained effects of the
intervention, favouring the clinician-facilitated intervention (more positive
self-report and assessor-rated changes in parents) [229]. A large prospective
study to determine whether this intervention prevents or delays depression
in at-risk offspring is ongoing.

DOES PSYCHOTHERAPY ADD TO THE BENEFITS
OBTAINED WITH ANTIDEPRESSANT MEDICATION?

While the combination of medication and psychotherapy is often
recommended on clinical grounds for MDD [239], RCT evidence is not yet
convincing [12, 46, 239–241]. An extensive review [89] found no advantage
of the combination contrasted with either psychotherapy alone or medication
alone, as did the Depression Guideline Panel [46], Wexler and Cicchetti [242]
and Manning et al [243]. Thase [240] conducted a meta-analysis that included
595 depressed outpatients treated with either CBT or IPT alone, or IPT in
combination with antidepressants. Among the less severe, single episode
patients, the combination strategy had only a modest advantage (¾10%) over
the psychotherapies alone. By contrast, among the patients with more severe,
recurrent depression, combined treatment produced a large and clinically
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meaningful advantage (¾30%). Major studies included Blackburn et al [84],
Hersen et al [209], Murphy et al [85] and Beck et al [244]. Psychological
treatments combined with medication have included CT, BT, BPD, and
IPT. One study found that the combination of IPT and medication resulted
in better social adjustment 1 year after acute treatment as compared to
medication alone [64].

All studies of this issue can be criticized, because they were not conducted
in populations defined a priori to be especially likely to benefit from the
combination. For example, the Depression Guideline Panel [46] suggested
that patients most likely to benefit from combination were those with chronic
or complex depressions (i.e. those with comorbid Axis I, Axis II, or GMC),
but no RCT specific to this population is available. Secondly, all combination
studies to date have used depression-targeted brief psychotherapies (IPT,
BT, or CT), not less focused personality-targeted approaches, for which the
combination may be especially useful. Finally, most studies have focused
on the short-term symptomatic effects of the combination, yet combination
treatment may add to medication effects in terms of improved function and
delayed relapse in the longer run [241].

A large, multi-site RCT comparing CBT vs. nefazodone alone vs. the
combination in acute, continuation and maintenance phase treatment is
currently ongoing (Keller and colleagues, personal communication). This
will be the first study to target the proper population to gauge the acute or
longer-term effects of combined treatment.

Another clinically logical role for therapy is with patients who have
responded but not remitted with medication only [46]. Fava and asso-
ciates have recently conducted such studies [245–248]. In the initial studies
[245, 246], 40 patients with MDD who had responded to medication, but who
still had residual symptoms, were randomly assigned to receive either CT
or CM. Antidepressants were tapered to discontinue in both groups. Those
receiving CT had a lower relapse rate (15%) over 2-year follow-up than those
in CM (35%), and lower relapse rates (35 vs. 70%) at 4-year and 6-year (50 vs.
75%) follow-up [248]. Whether the findings can be attributed causally to CT
per se or to removal of residual symptoms associated with CT is not clear.
Other evidence indicates that patients with residual symptoms fare more
poorly in the long run (increased relapse/recurrence) than those without
such symptoms [98, 222, 249, 250].

Recently, the same group [247, 248] engaged patients with recurrent MDD
comparable to the Frank et al [6] population. CT for residual symptoms
was supplemented with relapse prevention strategies. In the trial 40 MDD
patients, once successfully treated with antidepressant medications, were
randomly assigned to either this CT or CM. During the 20-week experimental
period, antidepressants were tapered to discontinue. Residual symptoms
were preferentially benefited by the CT versus CM during the 2-year
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follow-up, during which treatment was fully controlled. Relapse/recurrence
rates were lower with CT (10%) than CM (80%). Since this study replicates
and extends prior work, it establishes an important role for therapy, specifi-
cally CT, in the attainment of symptom remission in medication responders
with residual symptoms.

SUMMARY

The efficacy of depression-targeted, time-limited psychotherapies as acute
phase treatments for mild-to-moderately depressed outpatients with MDD
is clear. It is often equal to medication, and may be preferred in milder,
uncomplicated, nonchronic cases. PST or BBT also appear efficacious in this
population. Maintenance treatments appear beneficial but are exceeded by
medication. However, converting medication responders into remitters with
psychotherapy seems an effective approach.

CT is effective in depressed adolescents. The depressed elderly do as
well with IPT, CT, or BT as other adults. What is missing is an ability to
match patients to a particular treatment to decide who is benefited by the
combination of medication and psychotherapy, and if benefits are obtained
acutely, how long should the therapy be continued and for whom. Another
major practical question is whether or not these therapies can be used
in routine clinical care with equivalently good outcomes to those obtained in
research settings.

Consistent Evidence

Clinical management/psychoeducation clearly increases medication adher-
ence in MDD. Cognitive therapy, interpersonal psychotherapy, and behavior
therapy have equal acute phase efficacy in adult outpatients with nonpsy-
chotic MDD. Cognitive therapy, interpersonal psychotherapy, and behavior
therapy at least equal and may exceed the acute phase efficacy of brief
psychodynamic therapy. Cognitive therapy, behavior therapy, or interper-
sonal psychotherapy equal (but far less often exceed) the acute phase efficacy
of medications in outpatients with MDD. The combination of an acute phase
symptom-targeted therapy combined with antidepressant medication does
not exceed the effects of either treatment alone.

Several predictors of poorer acute phase outcomes are not specific to a
particular therapy, but are predictive of poorer outcomes across nearly all
therapies including medication. They include, most persuasively, comorbid
personality disorders, longer duration of the index episode, and some-
times being unmarried or responding later as opposed to earlier in acute
treatment.
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Maintenance phase interpersonal psychotherapy (for those treated
with interpersonal psychotherapy plus medication in acute and continua-
tion phases) exceeds placebo in two trials, but medication provided
greater maintenance prophylaxis than interpersonal psychotherapy alone.
Other maintenance phase trials suggest efficacy for cognitive therapy.

Depressed patients who respond but do not remit with medication benefit
both symptomatically and prognostically from cognitive therapy to remove
residual symptoms compared to others given only clinical management.

Both cognitive therapy and behavior therapy have acute phase efficacy in
depressed adolescents. Elderly adults appear to respond as well to main-
tenance phase interpersonal psychotherapy, acute phase cognitive therapy,
and acute phase behavior therapy as nonelderly adults with MDD.

The rationale to treat depressions associated with (but not physiologically
caused by) general medical conditions is strong. Problem-solving therapy in
depressed primary care or less severely ill outpatients has efficacy against
waiting list and is comparable to other active treatments.

Behavioral-marital therapy is an effective acute phase treatment, and
effectively improves marital relations in the maritally distressed.

Incomplete Evidence

Acute phase interpersonal psychotherapy may improve longer-term social
adjustment. Cognitive therapy and behavior therapy may exceed the acute
phase effects of brief psychodynamic therapy.

Indicators as to which depressed patients benefit more or less from each
psychotherapy appear insufficiently powerful to be recommended in routine
clinical care.

Acute phase cognitive therapy, once discontinued, delays relapses/recur-
rences as compared to acute phase medication, if it is discontinued, but
several trials are flawed.

Moderately strong evidence suggests that providing 6–8 months of contin-
uation phase cognitive therapy (behavior therapy, brief psychodynamic
therapy, and interpersonal psychotherapy have not been systematically
studied) to acute phase cognitive therapy responders may be associated with
delayed or reduced relapse rates as compared to providing only acute phase
cognitive therapy.

Depressed patients who fail to respond to a depression-targeted psycho-
therapy may respond to antidepressant medication.

Areas Still Open to Research

The following questions remain to be answered: Do patients with more
chronic/complex depressions preferentially benefit from the combination of
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medication and psychotherapy? What is the longer-term efficacy (continu-
ation/maintenance phases) for cognitive therapy? What is the efficacy of
interpersonal psychotherapy in depressed adolescents? Do patients who fail
(or cannot tolerate) an antidepressant medication respond to psychotherapy?
Does psychotherapy aimed at depression associated with general medical
conditions reduce morbidity or mortality? How effective is it compared to
medication? Does psychotherapy to prevent depressions in at-risk individ-
uals (those who have never been ill) or to prevent/delay the evolution from
D-NOS to MDD have efficacy? What is the efficacy of cognitive therapy, inter-
personal psychotherapy, behavior therapy or brief psychodynamic therapy
in dysthymic disorder or D-NOS? Is brief psychodynamic therapy less
effective than cognitive therapy or behavior therapy in the acute phase for
MDD? Where does psychotherapy fit into an overall depression management
program (e.g. is psychotherapy effective if medications fail or cannot be toler-
ated)? Is computer-assisted (or telephone-assisted) therapy effective? What is
the efficacy of psychotherapies for depressed children? What is the efficacy of
continuation or maintenance phase therapy for depressed adolescents? Can
we develop, implement, and evaluate a widely disseminated ‘‘depression
inoculation’’ program using a public health approach? What is the compar-
ative cost-effectiveness of psychotherapy, medication, or the combination in
routine primary care and psychiatric clinic settings? Do the therapies used in
routine clinical care produce equivalent outcomes to those found in research
settings?
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Psychologie. Forschung ünd Praxis, 25: 130–145.

102. Hautzinger M., Stark R., Treiber R. (1989) Kognitive Verhaltenstherapie bei Depres-
sionen. Psychologie Verlag Union, Weinheim.

103. de Jong-Meyer R., Hautzinger M., Rudolf G.A., Strauss W. (1996) The effec-
tiveness of antidepressants and cognitive behaviour therapy in patients with
endogenous depression: results of analyses of variance on main and secondary
outcome measures. Zeitschrift für Klinische Psychologie. Forschung ünd Praxis, 25:
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Commentaries

3.1
Latest Developments in Psychotherapy for Depression

Myrna M. Weissman1

This volume sponsored by the World Psychiatric Association, including
the excellent review by Rush and Thase, is timely. Epidemiologic studies,
conducted across diverse cultures, show clearly the variation in rates for
major depression, but consistency of age of onset, symptom patterns,
risk factors and comorbidity worldwide, suggesting that standardized
treatments with established efficacy also have worldwide applicability [1].
Psychotherapy, while of increasing interest globally, is declining as a treat-
ment in the United States. A recent study of visits to psychiatrists over the
last decade (1985–1995), showed a significant decrease in psychotherapy
and an increase in psychotropic medication [2]. The mean duration of visits
has gone down and the number of visits which were 10 minutes or less has
increased. Shortening of visits was most evident in the patients previously
identified as users of psychotherapy.

The decline in psychotherapy in the United States is primarily motivated
by economics. The vast majority of Americans receive mental health care
under insurance plans that closely monitor the course of treatment, set limits
on length and require authorization for further visits. Under the pressure of
managed care, which considers pharmacotherapy a less expensive option,
fewer patients are being treated with talking therapies. Yet surveys show
that 70% of adults with depression say that they want psychotherapy. Many
depressed patients need alternatives and adjuncts to pharmacotherapy,
because they are unable or unwilling to take medication. The population at
greatest risk for depression worldwide, women of childbearing years, are
often reluctant to take medication during pregnancy and lactations. Most
depressed patients have social and interpersonal problems closely associated
with their symptoms. Thus, there is a tension between what the public seems
to want and what is being provided in the United States. By contrast, outside

1Division of Clinical & Genetic Epidemiology, College of Physicians and Surgeons of Columbia University and
New York State Psychiatric Institute, 1051 Riverside Drive, New York, NY 10032, USA
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the United States there is a growing interest in psychotherapy. For example
in Canada, general practitioners are learning psychotherapy and a few have
psychotherapy subspecialties. Requests for training psychotherapists in the
newer brief psychotherapies come from all over the world.

The psychotherapy pendulum has swung and will likely rebound. As
managed care itself changes, and as access to psychotherapy is choked, there
is likely to be a resurgence of psychotherapy in the United States. Those
psychotherapies that survive and grow are likely to be those with empir-
ical support. There is already a shaking out of psychotherapy candidates.
Evidence-based approaches will increasingly separate therapies of tested
efficacy from those reliant solely on belief.

Rush and Thase’s review comes at a good time. John Markowitz, in New
York, and I have just completed a revision of the methods and evidence for
interpersonal psychotherapy (IPT), a treatment developed for depression by
my late husband Gerald L. Klerman, and appropriately described in their
review [3]. As part of our IPT update we gathered all the adaptations and
efficacy data on IPT, much of it still in press. I will mention a few of the
developments below.

Because of our strong belief that patients should be informed about the
treatment they receive and should be able to make informed choices about
options, a patient book has been developed for IPT, which describes the
process of therapy and provides guides to facilitating the process. Two
independently conducted clinical trials of IPT have been completed with
depressed adolescents, a 12-week comparison of IPT to clinical management
(n D 48) and a 12-week comparison of IPT, CBT and wait list control in Puerto
Rico (n D 71). Both studies showed the efficacy of IPT in reducing symptoms
of depression.

As the next step, a school-based effectiveness study of IPT for depressed
adolescents has just been initiated by Mufson in New York. Controlled
clinical trial studies of depressed pregnant adolescents are ongoing by
Gillies in Toronto; of depressed pregnant women by Spinelli in New York; of
postpartum depression by Stuart in Iowa. A controlled clinical trial of IPT and
social rhythm therapy as adjunct treatment to medication for bipolar disorder
is underway by Frank in Pittsburgh; a clinical trial of IPT compared to an SSRI
for dysthymia is being conducted by Markowitz in New York. Our group
is testing the efficacy of IPT for depressed mothers bringing their children
for treatment of depression. In a separate trial we are testing the efficacy of
IPT delivered over the telephone for depressed mothers unwilling or unable
to come for treatment in person. Finally, Browne and Steiner in Hamilton,
Canada, are studying 700 primary care patients with depressive symptoms
treated with sertraline, IPT or the combination for up to 3 months. The
preliminary follow-up results show the superiority of sertraline either alone
or in combination with IPT in symptom reduction. However, patients who
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received IPT either alone or in combination with sertraline had economically
important containment of, or reduction in, expenditures in use of health
and social services and lower expenditures for those on social assistance.
This study demonstrates the complexity of determining cost-effectiveness of
treatment.

This brief review of recent studies of IPT most likely can be surpassed
in number by ongoing studies of cognitive therapy which is more widely
known. Despite the practice trends in the United States, studies to determine
the efficacy and effectiveness of psychotherapy for depression are continuing.
Rush and Thase’s scholarly review of evidence-based psychotherapy for
depression will be an important guide and stimulus to similar investigations
worldwide.
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3.2
Indications and Planning of Psychotherapies: ‘‘Much Ado about

Nothing’’?

Bruce E. Wampold1

Rush and Thase have presented a thorough review of the literature related
to the psychotherapeutic treatment of depression. Several conclusions, based
on what Rush and Thase referred to as ‘‘consistent evidence,’’ or ‘‘incomplete
evidence,’’ were presented. The goal underlying these conclusions is to be
able to specify a particular psychotherapy for a particular disorder, a laudable
goal but one which does not seem to be scientifically justified.

The medical model assumes that mental disorders can be diagnosed
reliably and that the underlying mechanisms responsible for the constellation
of symptoms can be identified. Moreover, the model assumes that one or a

1Department of Counseling Psychology, University of Wisconsin –Madison, 1000 Bascom Mall,
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few treatments of a disorder will be effective because the specific ingredients
in those treatments directly affect the underlying mechanism and thus are
palliative. However, whether or not a medical model is the optimal way
to conceptualize psychotherapeutic treatments is an empirical question for
which much evidence has been collected.

An alternative model that explains the effectiveness of psychotherapy is a
meaning model, such as the one proposed by Frank and Frank [1]. According
to them, all psychotherapeutic treatments intended to be therapeutic, based
on sound principles, will be effective because they share common compo-
nents, including (1) an emotionally charged, confiding relationship with a
helping person (i.e. the therapist); (2) a healing setting, in which the patient
presents to a professional, who the patient believes can provide help and
who is entrusted to work on his or her behalf; (3) a rationale or conceptual
scheme that provides a plausible explanation for the patient’s symptoms and
prescribes a procedure for resolving them; and (4) the active participation of
both patient and therapist.

Although the medical model has the trappings of a scientific endeavor,
the research evidence appears to support a meaning model. This empirical
evidence will be briefly summarized here, particularly as it is related to the
treatment of depression.

The assumption that psychotherapeutic treatments are effective because
the specific ingredients in the treatments alter the underlying mechanism of
a disorder results in several predictions, none of which has much empirical
support. The first prediction is that some psychotherapies would be more
effective (i.e. the ones with more potent specific ingredients) than would
others. However, meta-analyses have confirmed that all psychotherapies
intended to be therapeutic are equally effective [2]. This result appears
to be generalizable to the treatment of depression, as indicated by meta-
analyses [3], the most comprehensive psychotherapy clinical trial [4], and
the conclusions of Rush and Thase, who note the general equivalence
of the cognitive, interpersonal, and behavioral classes of psychotherapy
treatments.

A second prediction of the medical model is that evidence should
exist that the specific ingredients of a treatment are necessary to produce
effects. However, when the components of cognitive-behavioral treatment for
depression (the most widely tested and accepted treatment for depression)
are systematically eliminated, the treatment remains effective [5].

A third prediction of the medical model is that adherence to protocols of
treatments proven to be effective would be related to outcomes, whereas
allegiance to the treatment would be irrelevant. The empirical evidence is the
opposite. Adherence to protocols does not seem to be related to outcome [6],
whereas allegiance to the treatment, as predicted by the meaning model, is
related to outcome [3].
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A fourth prediction of the medical model is that treatment differences
should be larger than therapist differences. That is, the variance in outcomes
should be determined by the differences in the treatments provided to
patients rather than by the therapists who deliver the treatments. However,
in all studies that examine therapist effects, these effects are an order of
magnitude greater than treatment effects [6]. Clearly, the skill of the therapist
delivering the treatment is more important than adherence to the protocol or
the particular treatment offered.

A fifth prediction of the medical model is that common factors, such as
the working alliance, would be marginally related to outcome. However,
the working alliance and outcome are strongly related across various thera-
pies [7], a pattern seen in treatments of depression as well [8].

It appears that the empirical evidence supports a meaning model of
psychotherapy and thus the treatment specificity implicit in Rush and
Thase’s review is unjustified. My research [2, 6] and clinical experience indi-
cate that it is important that depressed patients have access to psychotherapy
and that they have the freedom to choose, from a set of legitimate ther-
apies, the one that they believe will be effective, and that attention be
given to the competence of the therapist, regardless of the type of therapy
delivered.
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3.3
The State of Antidepressant Psychotherapy: Growing Strengths, Still

Unanswered Questions
John C. Markowitz1

Rush and Thase make key clinical points in reviewing the psychotherapy
and combined treatment of unipolar depression.

Several treatments have demonstrated efficacy for mood disorders. Al-
though pharmacotherapy is best tested, there is now strong evidence for
interpersonal psychotherapy (IPT) and cognitive and behavioral therapies as
acute treatments from adolescence to old age, and some data for lengthier
treatment. Neither patients nor therapists should yield to depressive despair,
as there are good grounds for therapeutic optimism.

A disparity exists between research on psychotherapy of depression and
its general clinical practice. The best researched and empirically supported
therapies are not necessarily those most prescribed. IPT until recently was
available only in research settings, although the number of trained clini-
cians is growing. Conversely, psychodynamic psychotherapy, still the most
widely practiced psychotherapy in the United States, has unfortunately
little validation as an antidepressant treatment. Research on psychody-
namic psychotherapy is desperately needed to validate the treatment many
practitioners are providing.

Differential therapeutics [1] — the crucial question of which treatment
works best for which patients — remains in its infancy. Rush and Thase
mention, with appropriate caveats, potentially important predictive vari-
ables, but much remains unknown. Nonetheless, the day has passed when
a therapist could indiscriminately prescribe one treatment for all patients.
Contemporary clinicians should know what works, and when to prescribe a
particular treatment for a particular patient.

We know most about acute therapy, far less about long-term treatment.
Continuation and maintenance psychotherapy studies are scarce. Rush and
Thase indicate that we know little about optimal dosing of psychotherapy
(ideal number of sessions and duration) for acute and ongoing treatment, and
about duration of effects of treatments. Medication often stops working when
the prescription ends. Psychotherapy may have greater enduring benefits,
even if it is not the ‘‘cure’’ for depression some theorists had hoped. Research
is needed to ascertain how long psychotherapeutic effects endure, and for
which patients.

Even simple psychoeducational talking or reading can aid depressed
patients in conjunction with pharmacotherapy. This is not what we ordinarily
think of as psychotherapy, and it is interesting that Rush and Thase make

1Cornell University Medical College, 445 East 68th Street, Suite 3N, New York, NY 10021, USA
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this their initial definition of psychotherapy. But the point is valuable: at
minimum, even when not doing a formal psychotherapy, pharmacologists
can augment the effect of medication by listening to, talking to, informing
and reassuring their patients.

A few additional interpersonal references to Rush and Thase’s hefty
bibliography. A controlled, not yet published trial showed that IPT [2]
reduced symptoms of depressed adolescents more than a ‘‘clinical moni-
toring’’ control (n D 24 per group) [3]. Conjoint IPT might be listed among
marital therapies [4]. The section on continuation psychotherapy might have
mentioned the original IPT study [5]. Steiner et al [6] recently concluded
a large (n > 700) community study in Canada, comparing IPT, sertraline,
and combined treatment of dysthymic disorder, finding high response rates
across treatments: 51% of IPT subjects improved, albeit significantly less
than the 63% for sertraline and 62% for combined treatment. On follow-
up, IPT was associated with significant economic savings in direct use of
health care and social services, making combined treatment as efficacious as,
but less costly than, sertraline. At Cornell, an efficacy study is comparing
IPT, sertraline, supportive therapy, and combined treatment for dysthymic
disorder [7].

Two aspects of the Frank et al [8] maintenance study for recurrent depres-
sion mentioned by Rush and Thase deserve emphasis. Although it is tempting
to read it as a medication versus psychotherapy competition, all patients
initially received combined treatment during the acute and continuation
phases. In the 3-year maintenance phase, maintenance IPT — the only tested
antidepressant maintenance psychotherapy to date — was delivered, as in
Reynolds et al’s geriatric study [9], at low, once-monthly doses. By contrast,
imipramine was given at its highest ever maintenance dosage.

Combined pharmaco-psychotherapy for depression has never fared worse
than monotherapy. Many psychiatrists combine antidepressant treatments,
particularly for more complex patients. In my experience, combined treat-
ment is often optimal for chronic and severe depressions. Medication and
psychotherapy may use different mechanisms: the former may best prevent
symptom recurrence, while the latter can help patients manage their lives
and address obstacles that might precipitate future episodes. I agree with
Rush and Thase on the need for further study of targeted use of combined
treatment, more studies of medically ill depressed patients, and most of their
other recommendations.
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3.4
Research on Hot-house Psychotherapy

T. Byram Karasu1

Rush and Thase have done a scholarly work on gathering data on efficacy
and effectiveness studies of psychotherapies in the treatment of depres-
sion. They acknowledge that the lack of evidence of effectiveness of some
therapies (i.e. psychoanalytical) should not be interpreted as their lack of
effectiveness. Ironically, the term ‘‘psychotherapy’’ originally was applied
to this ‘‘unstudied’’ modality, which still is the largest practice form in the
Western world. Now, over 100 practices call themselves psychotherapy. The
authors’ review includes only the evidence-based approaches. They found
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that time-limited therapies are effective in the acute phase of mild to moderate
depressed outpatients. One of their own major questions is whether these
therapies can be used in routine clinical care with equivalent good outcomes
to those obtained in a research setting.

My not-so-humble answer is No. It has been tried for decades. Parloff’s [1]
longstanding concerns about bridging the gap between clinicians and
researchers are expressed in his overall view that ‘‘psychotherapy appears to
have everything going for it, except . . . credibility.’’ Psychotherapy is a field
that does not lend itself to scientific methodology. Einstein [2] exalted the
theoretical route to truth expressed in mathematical equations, which subse-
quently could be tested by actual experiences in the field. In psychotherapy,
the study of intersubjective experience, direct inferences could better come
from the reality of genuine encounters. In this paradigm, an n D 1 design is the
only one that matters, and is unreplicable. As Laing [3] says, science means
knowledge adequate to its subject. The virtuosity of the researchers trying
to fit psychotherapy to scientific research only clouds their methodological
lenses.

What Parloff [4] said in 1975 still holds, that psychotherapy research can
never deliver unequivocal conclusions. This is because, regardless of how
it is homogenized, psychotherapy is not a simple stimulus that produces
a simple response; it is a highly complex set of interactions between two
people. The communication between patient and therapist is never linear, but
omnidirectional. It is cumulatively spiral, mediated by both directions and
compounded with a multiplicity of silent influences. It is normless, unless
the patient is also given a manual — a script — to follow (as is the therapist).

One of the most vexing dilemmas of the field still remains: to what extent
psychotherapy can be considered a precise science, defined by such criteria
as measurability, replicability, and empirical validation. And if so grounded,
would that practice still be called psychotherapy? Psychotherapy’s inclusion
into medical practice as a treatment modality has contaminated its very nature
and set up the psychotherapists for potential duplicities. Psychotherapy is
a sediment of artful education on subjective matters. It is an interpretive
discipline, not a natural science. It has no fixed presumed endpoints. The
relations between therapist and patient are formless and improvisational.
It is not even interpersonal, but transpersonal. Attempts at articulation of
such transubjective experience, says Fierman [5], is like trying ‘‘to decipher
a melody from the grooves’’ of two records.

Even the time-limited therapies have found out that psychotherapy is
timeless. They increased their sessions from 8–12, to 15–40. It has been said
that if they try harder, they may discover psychoanalysis. There is now a
cognitive maintenance therapy. So, are we one day going to see a paper
entitled, ‘‘Cognitive therapy, terminable or interminable?’’ Shortening the
gestation periods changes the delivery. What constitutes practice under the
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umbrella of psychotherapy is its abortive variations, which are not fully
alive. There is no microwave equivalent to full gestation. Clinical issues are
issues for the lifespan, not phases of life, says Stern [6].

All these therapies should stop calling themselves psychotherapy. They
do not deal with the ‘‘psych.’’ They are part of the appropriate, legitimate
clinical care of patients. They are therapies. The involvement of the spouse
in the care of a patient, and providing cognitive and emotional guidance,
should be part of the clinical routine for depressed as well as for all other
disorders. Researchers colluding with funding agencies, and clinicians with
insurance companies are ultimately misleading, demoralizing and frustrating
for everyone involved. It is a waste of money, energy and intellectual
resources, perpetuating the perennial question of whether psychotherapy is
effective or not — which has become a burden for some, a business for others.
Psychotherapy is not researchable any more than the relationship between
friends, lovers, parents and children is researchable. This is even more so,
because psychotherapy has elements of all these relationships and also none
of them. Therefore, as Jaspers [7] concluded, a terra firma is never established
and ‘‘the thing,’’ itself, always escapes.
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3.5
Psychotherapy for Depression: Are Additional Controlled Trials Still

Warranted?
Carlo Perris1

Rush and Thase provide a definitive review of the efficacy of psychotherapy
in patients with a depressive disorder, which greatly expands an earlier

1Svenska Institutet för Kognitiv Psykoterapi, Dalag 9A, 1tr, Sabbatsbergs sjukhus, Box 6041, 113 82
Stockholm, Sweden



PSYCHOTHERAPIES FOR DEPRESSIVE DISORDERS: COMMENTARIES 217

one compiled by the present author for the World Health Organization,
and later published in a condensed form [1]. Comparing the present one
with earlier reviews, there is reason to be impressed by the amount of
research that has accumulated in a short span of time. Rush has been
among the first in reporting a controlled trial of cognitive therapy (CT) and
pharmacotherapy in depressed outpatients [2]. As the present review clearly
shows, the conclusions reached more than two decades ago, concerning the
efficacy of CT for depression, have been repeatedly confirmed.

Even though Rush and Thase have mostly focused on reports published
in English, there is no reason to expect that a perusal of articles in other
languages would evidence contradictory results able to influence their
conclusions in a substantial way.

At least three additional randomized controlled trials (RCTs), however,
are worth mentioning, all concerning a comparison of CT with fluoxe-
tine [3–5]. Most earlier trials of psychotherapy versus pharmacotherapy
have comprized the more traditional antidepressants, hence, it is worth
emphasising that equivalence of efficacy of CT and drugs also applies to the
new selective serotonin reuptake inhibitors (SSRIs).

Rush and Thase’s review is as thorough as possible, covering what-
ever might be relevant in terms of efficacy. Consequently, I will focus my
commentary on future research needs.

Almost all the trials reported so far have utilized the same measures— Beck
Depression Inventory (BDI) and Hamilton Rating Scale for Depression
(HAM-D) — for assessing efficacy, hence focusing on reduction/elimination
of symptoms. Those trials have undoubtedly succeeded in documenting
the efficacy of especially CT and interpersonal therapy (IPT) in terms of
symptom reduction/elimination in patients of various ages, with various
types of depression, and in different settings.

It is well known that all listed antidepressant drugs can claim, on the
basis of published controlled trials, an efficacy in about 60–70% patients
recruited with almost one third of them showing no superior response to
drugs than to placebo. When it comes to psychotherapy, however, there
seems to be an overzealous ambition to not be satisfied with less than 100%
success.

In a Zeitgeist of economical constraints, there is a fertile ground for the
continued conviction that drugs represent the treatment of choice for depres-
sion unless there is any severe contraindication to their use. Accordingly,
psychotherapy research has been directed toward exploring equivalence of
effect. This despite the fact that the use of antidepressants, especially in less
stringently defined depression and in young children, is highly controversial,
and, probably, untenable from an ethical point of view. On the other hand,
there is evidence that CT is both clinically effective and, compared with the
new SSRIs, competitively cost-effective. A trial of CT versus fluoxetine [5], in
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fact, showed that fluoxetine alone may result in 33% higher expected costs
compared with CT, whereas combination treatment had 23% higher costs
than CT alone.

Approximately half of depressed individuals who are in treatment receive
care in the general medical setting. The practice guidelines of the US Depart-
ment of Health and Human Services, repeatedly quoted by Rush and Thase,
assume that treatment in primary care (PC) will largely rely on pharma-
cotherapy. This is understandable if no innovative models of PC provision
are emphasized as a necessary development. An RCT of brief CT for major
depression in PC [6], however, has shown that the addition of brief CT to
‘‘treatment as usual’’ resulted at the end of the acute phase in significantly
more subjects meeting recovery criteria compared with the control group, and
that gains were maintained throughout the 12 months of follow-up. Strate-
gies for a further development and implementation of similar approaches
should have the highest priority.

Further RCTs of a traditional type which tend to stereotypy, to add
to the plenitude of evidence already at hand concerning the efficacy of
psychotherapy in depression, are hardly longer warranted, however sophis-
ticated they might be. Ultimately, the more sophisticated these trials become,
the more limited value they have for the treatment of the individual case in
real life.

Funds allocated to trials of a traditional type should, instead, be more
profitably allotted to search for answers to other types of questions than
the efficacy of psychotherapy. The time is now ripe, in fact, for a move to
research on effectiveness. Such a move, however, must necessarily imply the
planning of more complex research designs in which quality of life, social
role performance, costs, use of health services, and both patient and provider
satisfaction are assessed besides the elimination of symptoms. A further
important field of research should concern carefully planned investigations
of to what extent early interventions, similar to those which have been
developed for psychotic patients, might be both feasible and effective for
patients with vulnerability for depressive conditions.
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3.6
Depression: The Evidence for What Works and What Doesn’t

John S. McIntyre1

John Rush and Michael Thase, two of the world’s leading experts on affective
disorders, have produced a comprehensive and scholarly review of the
research evidence related to the psychotherapeutic treatment of depression.
Results of research trials, ‘‘especially randomized controlled trials (RCTs),’’
are presented in a clear and systematic manner.

The review is not in itself a guideline for treatment. As the authors
point out, ‘‘several features distinguish research studies and routine care
application.’’ One of the major distinguishing and confounding realities is
the issue of comorbidities. Consistent with Kessler’s survey [1], a report from
the American Psychiatric Association’s Practice Research Network (PRN)
noted that 57% of the patients studied had at least two Axis I diagnoses
and 39% had an Axis II diagnosis [2]. In many of the RCTs, patients with
comorbidities are excluded or not considered. There is clear evidence that
these comorbidities influence the efficacy results. For example, as noted by
Rush and Thase, Shea et al [3] and Hardy et al [4] reported that personality
pathology was associated with poorer responses of depressed patients to
some therapies but not to others. Hence, the generalizability of the results of
the RCTs to the patient population at large must be done cautiously.

At the same time, as Rush and Thase stress, ‘‘we must not disregard the
value of evidence to inform practice.’’ Their work will be very useful in
the development of practice guidelines, which also require evidence based
on clinical wisdom and consensus and, in addition, must include strategies
for the integration and staging of the interventions. Complementing these
randomized clinical trials are data obtained from practice-based research
networks, which provide a mechanism to study patients, treatments, and

1Department of Psychiatry & Behavioral Health, Unity Health System, 81 Lake Avenue, Rochester, NY
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outcomes in typical clinical settings [5]. The American Psychiatric Associ-
ation’s PRN is a national research initiative that currently consists of 750
psychiatrists and within 2 years will engage 1000 practicing psychiatrists in
collaborative clinical and services research. In these frontline practices, there
are crucial clinical questions that are not answered by generalizations from
clinical trials but may be addressed by data from the PRN.

The therapies reviewed by Rush and Thase include clinical man-
agement/psychoeducation, interpersonal psychotherapy (ITP), cognitive
therapy (CT), behavior therapy (BT), marital therapy (MT), brief
psychodynamic therapy (BPT) and continuation/maintenance therapies.

The section on clinical management includes medication adherence
strategies, bibliotherapy, problem-solving therapy and stress management,
especially for patients with general medical conditions. This is an area which
is crucial for clinicians, because it provides a substrate upon which other
specific psychotherapies and somatic therapies are added. In each of the
American Psychiatric Association’s Practice Guidelines these approaches
are integrated in a section entitled ‘‘Psychiatric Management’’ [6]. Central
to these interventions is the establishment of a good therapeutic alliance.
Luborsky et al [7] and Safran [8] have ‘‘demonstrated’’ the importance of the
therapeutic alliance in achieving good outcomes, but these are not controlled
trials. Of course, designing RCTs to address this issue is extremely difficult.

The evidence seems clear that ITP, CT, BT, and BPT have demonstrated
efficacy for the treatment of the acute phase of mild to moderate major
depressive disorder, and the results for all these depression-targeted, short-
term psychotherapies appear equal to results for medication. However,
these beneficial results are not lasting. Klerman and Weissman note that the
percentage of patients who ‘‘remained well over the 18-month follow-up
was disappointingly low, ranging from 19% to 30%’’ [9]. For maintenance
treatment, medication seems more effective.

Although psychodynamic psychotherapy has been extensively studied,
there are few RCTs [10]. A recent excellent text by Cameron et al reviews
guidelines for the psychotherapies and includes the empirical basis for these
treatments [11].

As Rush and Thase point out, it is not clear which patients may respond
better to which therapies and how long the treatment should continue in
order to minimize the possibility of a recurrence. There are very few data
concerning the efficacy of psychotherapies for children who are depressed,
and for adolescents relatively few data for the continuation or maintenance
phase.

Clearly, as documented by Rush and Thase, we have learned much about
what works and what doesn’t in the treatment of depression, but much more
needs to be done.
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3.7
Psychotherapy of Depression: Research and Practice

Robert Michels1

Rush and Thase conclude that in research settings some psychotherapies
are effective in reducing symptoms in the acute phase treatment of mild to
moderate major depression disorder.

The evidence does not allow them to conclude that other psychotherapies
are less effective or to evaluate the relative efficacy of medication compared
to psychotherapy (although for acute symptom-targeted therapy, they find
no value in combining medication and psychotherapy, currently probably
the most common regimen in American psychiatry).

They alert us that the evidence is less clear if we consider other depressive
disorders, broader measures, longer term outcomes, prophylaxis, or factors

1Department of Psychiatry, New York Hospital — Cornell Medical Center, 418 E. 71 Street, New York,
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which might predict which patient will benefit from which treatment. They
also point out that efficacy in a research setting is different from effectiveness
in routine clinical care.

Most depressed patients never receive appropriate treatment. They are
not recognized, if recognized not correctly diagnosed, and if diagnosed
not appropriately treated. They often have comorbid problems — medical
conditions, personality disorders, or substance abuse — and the treatment
of depression, particularly mild, subsyndromal or dysthymic depression, is
only one component of the treatment of the patient. The clinician’s question
is not ‘‘Is psychotherapy A an effective treatment for disorder B?’’ but rather
‘‘What is the best way to treat this patient who is depressed along with a
number of other problems? Does the research literature help?’’

The answer is mixed. Virtually every patient with a major depressive
disorder, and probably most other depressive conditions, has a good chance
of benefiting from treatment. Both medication and psychotherapy can be
helpful. However, we know little about predictors regarding which treat-
ment is most effective in which domain of outcome or for which patient.
Although combined treatments fail to show an advantage for short-term
symptom improvement, broader measures of outcome, longer follow-up,
considerations of comorbidity, and the absence of any indication of a nega-
tive interaction have all made combined treatment popular, at least for those
not preoccupied with cost control.

Specific psychotherapies based upon a theoretical model of depression
have received more research attention than the more prevalent, more vaguely
defined therapies. This research generally demonstrates efficacy for the
psychotherapy being studied, but little evidence to suggest that this efficacy
has any relationship to the specific characteristics of the particular therapy.
No one could fault a clinician who uses one of the tested therapies, but the data
might fail to convince clinicians who prefer alternative therapies. Further-
more, unlike medication, ‘‘pure’’ psychotherapy is uncommon in the ‘‘real
world,’’ and mixtures and combinations are the rule rather than the exception.
The optimal role of outcome research on psychotherapy may be different
from that of the outcome research on drugs. One expects that the drug
studied by the investigator is the same as the drug used in the clinic and that
the clinician should follow the investigator’s protocol. In contrast, clinicians
generally borrow principles and strategies from several psychotherapies and
modify and integrate them as they use them with patients.

We might conclude that it is probably good if the psychotherapist of a
depressed patient recognizes that the patient is depressed, includes discus-
sion of symptoms, problems, behavior patterns, beliefs and attitudes that are
part of the depressive syndrome, and tries not to aggravate the depression
by psychotherapeutic strategies that lead to self-disapproval and guilt. These
principles are embodied in the several specific therapies that have been
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demonstrated to be efficacious in the treatment of depression, but are not
universals in all psychotherapy.

We might further conclude that it would be valuable to study common
therapeutic principles used by clinicians in order to see how they influence
outcome, and for which groups of patients they are most valuable. For
example, good clinicians are uncertain about the value of directly confronting
early resistances as opposed to accepting and accommodating to them,
exploring the premorbid precursors of depressive patterns, as opposed to
emphasizing the precipitant of the episode, and so on. Clinicians would
translate research on such general strategies into clinical use far more readily
than they would learn entirely new treatments.

One important lesson not emphasized by Rush and Thase is that treatments
are not effective if patients do not ‘‘adhere’’ to them. Thus, the several classes
of antidepressant drugs differ primarily not in their relative efficacy, but in
their relative tendency to encourage adherence, and therefore effectiveness.
The same may be true of psychotherapies and drug–psychotherapy combi-
nations. The primary differential therapeutic issue in the psychotherapy of
depression may not be which treatment is most efficacious, but rather which
is most likely to encourage adherence.

In one passage Rush and Thase discuss the classic problem of specific
vs. nonspecific effects of psychotherapy. They note that patients with
‘‘higher quality’’ interpersonal psychotherapy (IPT) do better than those
with ‘‘lower quality,’’ and that since therapist time was equivalent in high
and low quality, the benefits could not be attributed to nonspecific effects.
However, this does not follow. Difficult patients may deskill therapists from
following what may be an irrelevant manual while at the same time they fail
to respond to the nonspecific aspects of therapy, or they may deskill thera-
pists in the unmeasured nonspecific as well as the measured specific aspects
of the treatment. The question of specific vs. nonspecific effect remains.

Rush and Thase have done an immense service by reviewing our current
state of knowledge, clarifying what is not known and what future directions
would be helpful.

3.8
Nosology vs. Personality Directed Psychotherapy and the Gap Between

Research and Practice
Christoph Mundt1

Randomized trials with different modes of psychotherapy which are compa-
red to each other, to waiting or to placebo conditions follow the model

1Psychiatric Department, University of Heidelberg, Vosstrasse 4, 69115 Heidelberg, Germany
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of methodologically high-standard drug trials which are used as entrance
tickets to the market for a new substance. In the future the same criteria
will be applied to those forms of psychotherapy which the national health
insurances are asked to pay for. Thus, the entrance to the market needs the
evidence for efficacy proven by rigorous standards. However, the higher
the standards of a trial, the better the acceptance of the results, but the
more artificial the therapeutic procedures, the wider the gap to real practice.
Manualized therapeutic interventions with an adherence measurement make
major changes of the setting impossible. This may be necessary though,
for example, to correct initial misconstructions of pathogenetic foci or to
incorporate new views on a problem which emerges from the running
psychotherapy. The methodologically rigorous randomized trials, although
able to ascertain the efficacy of a therapy on a basic level, may be inadequate
to evaluate the more complex procedures in naturalistic clinical settings
which make use of a variety of salutogenetic mechanisms at any one time.
Hence more clear-cut, simple, and short-term psychotherapeutic procedures
will have advantages in randomized trials over more complex therapies.

Furthermore, help-seeking behaviour and prejudices concerning drug
vs. psychotherapy [1] cause sampling artifacts in randomized trials, because
those patients who contact health care agencies with clear preferences for one
or the other therapeutic pathway must be excluded. Those patients, however,
often go through a help-seeking procedure in natural settings until they find
a therapist who meets their demands. The mutual positive motivation and
the emerging agreement on a joint focus for psychotherapy, in turn, is a
positive predictor for the outcome. The more or less equity of cognitive (CT),
behavioural (BT) and brief psychodynamic (BDP) psychotherapies and the
ceiling effect of the combination of psychotherapies with medication may
open some space for personal choice between patient and therapist.

Nevertheless, there are some minor differential effects of psychothera-
pies, for example, better outcome for social dysfunction with interpersonal
psychotherapy (IPT) [2]. Such differential efficiency raises the question
whether the nosological categorization of patients for the purpose of
psychotherapy-indication should be replaced or at least complemented by a
categorization which isolates pathogenetic mechanisms which can be specif-
ically matched to psychotherapeutic tools. Also the fact that evidence is
poor concerning the efficacy of psychotherapies for very severely retarded
depression, psychotic depression, or depression with very deeply altered
affect raises the question how to specify the target of psychotherapy within
the overall psychopathology.

This can be attempted with regard to the quantity and quality of psycho-
pathological elements. Such attempts have been made, for example, by
specifying the targets as social adaptation, personality attitudes, hopeless-
ness, and intrapunitiveness. Such a procedure would pose the question
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whether, for example, retardation is a more suitable target for psychotherapy
or for medication or whether automatic negative cognitions with internal
locus of control are more accessible through cognitive psychotherapy or
through self-directed psychotherapies. Obviously the answer to this ques-
tion needs both taking into account the extent of the psychopathological
particulars and their being embedded in the whole of mentation. Retarda-
tion, for example, may be accessible through activation therapy up to a certain
degree, but not at the extent of a depressive stupor, whereas this extreme end
of retardation usually responds well to electroconvulsive therapy. Activating
medication which is clearly efficacious in severely retarded patients, on the
other hand, can cause agitation in some cases without improving mood and
cognitions. Besides the dimensional quantitative aspect of psychopatholog-
ical elements, the interaction between different psychopathological realms of
dysfunction should be looked at in order to better understand both improve-
ment and adverse effects of psychotherapy. Using one lever — be it activation,
cognition, reward experience, re-establishing anaclitic dependency — can
pull the whole system up to improvement but can also lead to adverse effects.
In such a case, activation, cognitive restructuring, and the elevation of mood
do not proceed at the same pace. We observed such adverse effects in cogni-
tively rigid and deeply depressed patients, who presented increased feelings
of insufficiency under activation therapy with emerging delusions of guilt.

Psychotherapy needs a focus and hence these elements of psychopathology
need teasing apart. What is needed in addition to the nosological categoriza-
tion is a dimensional quantification of those psychopathological elements
which respond to specific psychotherapeutic tools. Of special interest are
the degree of insight and accessibility to such a psychopathological area of
dysfunction by patients’ will and motivation and the degree and direction of
the mutual influence of such elements.

As a consequence, this approach would imply the make-up of the
premorbid personality, which in many studies is looked at merely in terms
of personality disorder comorbidity. A more functional view which also
analyses personalities which cannot be categorized as personality disorder
could deliver a perspective of how to choose the right psychotherapeutic
tool for the right psychopathological target at the most adequate stage of
the illness, that is to compose a succession of specific therapeutic steps. The
personality feature of perfectionism may serve as an example to illustrate
this line of argument. Perfectionism has been shown to have specific impact
on the course of depression, probably implying specific interactions with
the severity of depression and the social environment [3]. Empirically based
functional personality concepts, such as the typus melancholicus personality,
suggest therapeutic change of attitudes which are linked to depressogenic
dysfunctions if a mismatch between those personality features and the social
environment occurs.



226 DEPRESSIVE DISORDERS

One possible way of pursuing this track is the process-analysis of
psychotherapy, by which interactions between personality attitudes, psycho-
pathological elements of dysfunctions, and response to therapy modules at
a defined stage of the therapy can be examined.
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3.9
The Sequential Use of Pharmacotherapy and Psychotherapy in

Depressive Disorders

Giovanni A. Fava1

Rush and Thase have discussed the very limited evidence suggesting a
beneficial effect of the combination of medication and psychotherapy in
depression. This is probably due to the fact that the two types of treatment
are generally provided at the same time. Administration of treatment
in sequential order has been mainly limited to instances of treatment
resistance. Cognitive-behavioral strategies have been successful in the
management of drug-resistant major depressive disorders [1], to the same
extent that imipramine was found to be effective after unsuccessful cognitive
therapy of depression [2]. This literature suggests that a trial of a different
modality of treatment should be performed before labeling an episode of
major depression as ‘‘refractory’’ or ‘‘treatment-resistant.’’ Only when both
psychotherapeutic and pharmacological approaches have been used in a
sequential order, is it justified to define depression as refractory.

The arbitrary nature of the clinical and research decisions along a response
continuum that may range from refractory depression to full remission
via partial remission is not frequently acknowledged [3, 4]. Treatment of

1Affective Disorders Program, Department of Psychology, University of Bologna, Viale Berti Pichat 5,
40127 Bologna, Italy
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depression by pharmacological means is likely to leave a substantial amount
of residual symptomatology in most of the patients [3, 4]. The treatment
patients tend to receive appears to be inadequate, or simply partial, even
in specialized settings [3]. Using an observer-rated scale — Paykel’s Clinical
Interview for Depression [5] — that was found to be a suitable and sensitive
instrument for detecting subclinical symptomatology [3], only about 10%
of patients with major depression successfully treated with antidepressant
drugs and judged to be fully remitted had no residual symptoms [6]. These
findings were replicated recently [7]. The presence of residual symptoms after
completion of drug or psychotherapeutic treatment has been correlated with
poor long-term outcome [3, 4]. Further, some residual symptoms of major
depression may progress to become prodromal symptoms of relapse [8]. This
led to the development of a sequential strategy based on the use of phar-
macotherapy in the acute phase of depression and of cognitive-behavioral
therapy in its residual phase [6]. The preliminary results of this strategy, both
in primary major depressive disorder [9, 10] and in recurrent depression [11]
appear to be promising in terms of differential relapse rate. This challenges
the assumption that therapeutic strategies that are effective in the short
term are the most suitable for long-term treatment and requires a concep-
tual shift from current maintenance or continuation strategies [12]. There is
limited awareness that current techniques of treating depression are geared
to acute situations more than to residual phases of illness. Ryff and Singer [13]
suggested that the absence of well-being creates conditions of vulnerability to
possible future adversities and that the route of recovery lies not exclusively
in alleviating the negative, but in engendering the positive. A specific, well-
being-enhancing psychotherapeutic strategy (well-being therapy) has been
developed [14] and two preliminary studies appear to be promising [11, 15].
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3.10
Integrating Psychotherapies in Clinical Practice

Raymundo Macı́as1

Three basic points constitute the standpoint for my commentary. Firstly,
the idea that human beings are the basis for all our professional efforts.
They are an integrative bio-psycho-social unit and we treat sick people, not
illnesses. Nevertheless, we have to move permanently from the principle of
uniqueness or singularity to the principle of universality, to see what one
shares with others, and to use our knowledge of many particular cases to try
to generalize for the benefit of all.

Secondly, we have developed our own general concept of psychotherapy,
after some 40 years of clinical practice. It is the use of different psychological
techniques, by a professional, to heal or help in the process of healing,
relieving or soothing emotional pain, anxiety and/or depression, to reduce,
alleviate and solve symptoms and problems and, if possible, to restore
functioning, thus facilitating the growth and development of patients or
persons in need of help, or at least to be able to console or comfort them in
their suffering.

1Instituto de la Familia, Jalisco # 8, Tizapán, México, D.F. 01080
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Thus, psychotherapy is a human encounter. We might paraphrase Franz
Alexander’s ‘‘emotional corrective experience’’ and, integrating other ap-
proaches, say it is ‘‘a human reparative, reconstructive, growth and healing
experience’’, in which both sides — patients and therapists — benefit.

Thirdly, a basic belief that theories, methods and techniques should be in
the service of the patients, not the patients in the service of any of the former,
being used to demonstrate that a particular approach is better than another,
at any rate not if doing so deprives patients of the benefits they might obtain
from more comprehensive treatment. In this light we will add our voice to
those who question the use of only ‘‘placebo’’ or ‘‘no treatment’’ at all in
control groups that could have benefited from some kind of treatment, just to
have more ‘‘rigorous’’ data and prove significant evidence for one particular
approach in comparison to another.

We consider, from our clinician and teacher standpoint, rather than
from that of a researcher, that a good treatment plan, including all neces-
sary resources for the benefit of the patient, should be tailored to each
particular case.

On the other hand, we totally agree with Rush and Thase’s comment, in
their extremely well-documented and exhaustive review, that though we
should be cautious in generalizing from research data to common clinical
practice, the value of evidence for informing practice must not be overlooked,
and therefore, those responsible for policymaking and administrating health
systems, while they should not rely exclusively on research evidence, should
certainly not ignore it. We should also consider other forms of therapy, such as
Gestalt, systemic, experiential or process groups, which are used frequently
and claim good results, yet have no formal control studies to evaluate their
efficacy. Yet, generally speaking, clinical populations are usually best served
by first using treatment methods with proven efficacy/safety.

Sorrow and depressive mood have been regarded as the characteristics
of depression in the traditional approach, for almost 30 years; the cognitive
process of the depressive patient, previously considered as a consequence
of the affective disturbance, is now seen as the main element. Furthermore,
Beck’s cognitive model of depressive vulnerability offers an explanation of
why some patients develop a major depressive episode after a significant loss
or setback, while other people do not. Individual differences in personality
determine the types of latent depressive beliefs which are present and as
a consequence the types of stressing events that are prone to trigger a
depressive episode. Through the development of this theory and approach,
numerous questionnaires and evaluation scales have been designed, so taken
together this model and these instruments designed more specifically to deal
with depressive disorders constitute a standing option for treatment.

Different studies report that cognitive therapy reduces depressive
symptoms during the acute phase in the less severe cases as much as
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antidepressants, yet both combined offer better results. In our experience
it is within the field of psychiatry that this can be done, whereas at the
primary care level, a great number of depressive problems could be dealt
with by general practitioners and family physicians using antidepressants,
supportive therapy and a psychoeducational approach to the patient and the
family. The importance of a family approach has to be stressed, particularly
in dealing with elderly patients, because considering the recursive processes
that occur in the family, quite frequently the loss of status of the elder adds
to other significant psychological losses the patient might have already expe-
rienced, and dealing with a deeply depressed member of the family might
become an important stressor to the whole system, sometimes generating
intense negative feelings of rejection or aggression that reinforce the whole
situation. The same dynamics might not apply only to the depressed elders.

There are some points that Rush and Thase present in their summary
as consistent evidence that coincide entirely with our extensive clinical
experience, particularly within the institutional mental health program
of the social security system in Mexico. The main points are: that good
clinical management by the family physician as well as by the specialist
using a psychoeducational approach increases medication adherence in
the depressed patients and also reduces or delays relapses; that different
psychotherapies (cognitive, interpersonal, behavioral) have equal acute
phase efficacy in adult nonpsychotic depressed outpatients; that some predic-
tors of poor outcome are not specific to a particular model but are relevant
to almost all therapies including medication; that elderly adults appear
to respond as well to maintenance and acute phase psychotherapies as
nonelderly adults with major depression; and that treating depressions
associated with general medical conditions is extremely important.

3.11
Building on the Foundations: Where Next in Therapeutic Outcome

Research?
John C. Nemiah1

In their review of the recent literature concerning the treatment of depressive
disorders, Rush and Thase have accomplished a monumental task. From
their survey of the reports of randomized controlled trials of a variety of
biological and psychological treatment modalities in patients with major
depressive disorders, they provide strong evidence for the effectiveness of

1Department of Psychiatry, Dartmouth– Hitchcock Medical Center, One Medical Center Drive, Lebanon,
New Hampshire 03756, USA
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such therapeutic interventions. The treatment of depression works — a fact
that, as Rush and Thase demonstrate, is amply documented by scientific data.

Although a variety of treatment modalities have been examined in experi-
mental investigations, three forms of psychological therapy — interpersonal
psychotherapy (IPT), cognitive therapy (CT), and behavioral therapy (BT) —
have been the particular focus of extensive study. Indeed, as Rush and Thase
point out, there has been a sufficiently extensive investigation of these three
forms of treatment to provide conclusive evidence not only that they are
consistently effective in their own right, but that they achieve therapeutic
results that are on a par with those produced by antidepressant medications.
That finding is of major clinical significance and underscores the importance
of including psychotherapeutic modalities as a major component of the
clinical management of patients with depressive disorders.

It should further be recognized that the same body of evidence pointing to
the therapeutic effectiveness of IPT, CT, and BT also indicates that all three
of those modalities have ‘‘equal efficacy’’ in the treatment of the acute phase
of non-psychotic major depressive disorders. Here, again, research provides
us with an encouragingly positive conclusion about the clinical value of the
psychotherapies in treating depression. At the same time, however, it reveals
a curious finding that warrants the following further considerations.

To begin with, we should note that each of these three forms of psycholog-
ical treatment is based on distinctly different conceptions of the mechanism of
production of depressive symptoms, and each arrives at distinctly different
therapeutic goals and procedures based on those different conceptual formu-
lations. For example, interpersonal psychotherapy is concerned primarily
with exploring and resolving patients’ conflicts in their interpersonal rela-
tionships, whereas cognitive therapy focuses on detecting and changing
pathogenic beliefs. Behavioral therapy, on the other hand, shifts the focus of
attention away from patients’ subjective experiences to the delineation and
eradication of pathological patterns of learned behavior.

Each of these conceptual models makes sense. Each provides the clini-
cian with a useful and logical explanation of the pathogenesis of patients’
symptoms. And each supplies a rationale for a therapeutic approach that
has been demonstrated to be highly effective. However, a logical problem is
posed by the fact that those same outcome studies also demonstrate that all
three treatment modalities are equally effective. No matter which conceptual
model of pathogenesis is held or which form of treatment based on it is
applied to the clinical management of depressed patients, they recover in
equal numbers. It makes no difference, apparently, how we conceive of our
patients’ illnesses or what techniques we use to treat them. Our patients get
well with equal facility.

Here is indeed a curious conclusion that not only leaves us with a super-
fluity of hypotheses but finds us lacking sufficient data to enable us to judge
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their relative validity as explanatory models or guides to treatment. Occam’s
razor is clearly called for to simplify our hypotheses. For example, we might
postulate that, despite their apparent differences, the three forms of treatment
share a common set of features that explains their therapeutic effectiveness.
Perhaps, regardless of individual differences in technical details, all three
are therapeutically successful because they offer patients fundamentally the
same kind of treatment. All of them provide an organized, intensive treat-
ment program that involves the exposure of patients to a team of actively
attentive and enthusiastic therapists. All provide a richly supportive human
environment with strongly positive suggestions for recovery. All of them,
in other words, surround the patient with a set of conditions inherently
conducive to the removal of symptoms and to the restoration of normal
functioning. Is it possible, we may ask, that factors of this nature have been
at work in some or all of the studies reviewed in this survey?

The questions thus raised are not meant as a criticism or a refutation of
the findings of the remarkably extensive and careful investigations of the
treatment of depression that Rush and Thase have reviewed for us. On the
contrary, they follow logically from those findings and point to future areas of
research that have as yet to be examined. Rush and Thase, for example, have
pointed to the paucity of investigations and information about the clinical
indications for the various forms of therapy, and, by implication, to how
little is known about the psychological processes involved in the treatment of
and recovery from depression. As this review of recent research has clearly
demonstrated, we now know that psychotherapeutic measures are indeed
effective in treating depressive disorders. Armed with that knowledge,
we are now in a position to move forward to a second generation of
investigations designed both to explore in much more detail exactly how
those psychotherapeutic measures work and to determine the indications
for their use based on an understanding of the psychopathological processes
underlying the disorders they are designed to treat. With their admirable
summary and synthesis of the initial phases of the investigation of the
psychotherapies, Rush and Thase have made the move to the next phase of
study that much the easier for us all.
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4
Depressive Disorders in Children

and Adolescents: A Review

Richard Harrington
Royal Manchester Children’s Hospital, Manchester, UK

INTRODUCTION

Until recently it was widely believed that depressive disorders were rare in
young people. Young children were thought to be incapable of experiencing
many of the phenomena that are characteristic of depressive disorders
in adults. Affective disturbance in adolescents was often dismissed as
adolescent ‘‘turmoil’’. Over the past 20 years, however, there has been a
substantial change in the ways in which mood disturbance among the
young has been conceptualized. The use of structured personal interviews
has shown that depressive syndromes resembling adult depressive disor-
ders can and do occur among both prepubertal children and adolescents
[1]. Indeed, clinical research in the United Kingdom has suggested that as
many as one in four referrals to child psychiatrists suffer from a depressive
disorder [2]. Depression may be becoming more prevalent among young
people [3].

In this chapter, a discussion of the clinical picture and differential diagnosis
of depressive disorders in young people precedes a review of their natural
history. The most promising psychological and pharmacological treatments
for the disorders are then described. The chapter concludes with a discussion
of future directions for research.

CLINICAL PICTURE AND DIFFERENTIAL DIAGNOSIS

Diagnosis of Depressive Disorder

Defining the boundaries between extremes of normal behaviour and
psychopathology is a dilemma that pervades all of psychiatry. It is especially
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problematic to establish the limits of depressive disorder in young people,
because of the cognitive and physical changes that take place during this
time. Adolescents tend to feel things particularly deeply, and marked mood
swings are common during the teens [4]. It can be difficult to distinguish
these intense emotional reactions from depressive disorders. By contrast,
young children do not find it easy to describe how they are feeling, and
often confuse emotions such as anger and sadness [5]. They have particular
difficulty in describing certain of the key cognitive symptoms of depression,
such as hopelessness and self-denigration. Indeed, there are developmental
changes in many of the cognitive abilities that may underlie these depressive
cognitions. Thus, for instance, during middle childhood (ages 7–9) the self
is conceived in outward, physical terms. If asked to describe themselves,
children of this age will tend to frame their descriptions in terms of external
characteristics, or what they do. It is only by adolescence that young people
will regularly describe themselves in terms of psychological characteristics.

Assessment of young people who present with symptoms of depression
must therefore begin with the basic question of diagnosis. This will mean
interviewing the child or adolescent alone. It is not enough to rely on
accounts obtained from the parents since they may not notice depression
in their children, and may not even be aware of suicidal attempts. Indeed,
it is now common practice to obtain information from several sources.
Children usually give a better account of symptoms related to internal
experience, whereas parents are likely to be better informants on overt
behavioural difficulties. Accounts from children and parents are usually
supplemented by information from other sources, particularly teachers and
direct observations.

Although the interviewing of multiple informants may yield much useful
information, the diagnosis of depressive disorder in young people can still be
very difficult. Standardized diagnostic systems such as DSM-IV [6] and struc-
tured psychiatric interviews can help in deciding whether the patient has
serious depressive symptomatology that requires treatment. Unfortunately,
such diagnostic systems tend to be overinclusive in this age group and many
dysphoric children and adolescents who meet criteria for major depression
remit within a few weeks [7]. It is important, then, that careful inquiry is
made about the impact the young person’s symptoms have had on everyday
functioning and about the presence of symptoms of unequivocal psycho-
pathological significance, such as suicidal planning or marked weight loss.

Probably the best single indicator of whether or not a young person has
a serious depressive disorder is the duration of the problem. Polysymp-
tomatic depressive states that persist for more than 6 weeks usually require
intervention.
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Efforts to improve the reliability and validity of diagnosis have been
focused on two areas: the development of standardized assessment instru-
ments, and biological tests.

A number of factors need to be considered in selecting an instrument to
assess depression among the young [8]. In choosing between the question-
naires that are available, it is especially important that the user has a clear
idea of what the scale is going to be used for. For example, questionnaires
that are good discriminators between depressed and non-depressed chil-
dren may be ineffective as measures of change during treatment. In clinical
settings, self-report questionnaires provide a convenient way of screening for
symptoms that are not part of the presenting complaint, and may be useful
for measuring treatment response. They are especially helpful in monitoring
subjective feelings. In research settings, questionnaires have been used both
as a primary source of data and as a screening instrument to select subjects
for further in-depth interviews. Unfortunately, many depression question-
naires have low specificity for depressive disorder. This means that if they
are used as screens, then many young people who have high scores on the
screening questionnaire will turn out not to have a depressive disorder at
interview. Many clinicians are unaware of this problem, and tend to assume
that a high score on a depression questionnaire means that the adolescent
has a high probability of having a depressive disorder [9].

Several standardized interviews have been devised for use with children
and many of them will generate depressive diagnoses. These instruments
have led to important advances in the assessment of juvenile depression
and as a result structured psychiatric interviews are being used more and
more as diagnostic tools in clinical settings. Nevertheless, there are several
unresolved difficulties [10]. Firstly, although interrater reliability has been
reasonable, test–retest reliability has been less good, and affective symptoms
are particularly unstable in the younger age groups. Secondly, there is often
low agreement between parent and child on depressive features, and it is
still not clear how information from different sources should be combined. It
is quite common in clinical practice to find that young people report severe
feelings of depression that go unrecognized both by parents and by other
informants such as teachers.

These problems in making the clinical diagnosis of depression have led
to much interest in the use of psychobiological measures as markers of
depressive disorder. Probably the best known of these is the dexamethasone
suppression test (DST). Unfortunately, the DST is not sufficiently specific to
be of much value in making the diagnosis [11]. For example, its results are
influenced by many other factors such as weight loss [12]. As a result, few
clinicians place great reliance on its findings.
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Assessment and Differential Diagnosis of Other Difficulties

Although the accurate diagnosis of depressive disorder is an important part
of clinical management, assessment only starts with the diagnosis, it does
not stop with it. Depressed children usually have multiple problems, such
as educational failure, impaired psychosocial functioning, and comorbid
psychiatric disorders. Indeed, it seems that most children who meet research
criteria for depressive disorder are given some other primary diagnosis by
the clinicians involved in their care [13]. This overlap of depression and
other psychiatric diagnoses has been one of the most consistent findings
from research in referred clinical populations, where an association has been
found with conditions as diverse as conduct disorder, anxiety states, learning
problems, hyperactivity, anorexia nervosa and school refusal [14, 15]. More-
over, depressed adolescents tend to come from families with high rates of
psychopathology and may have experienced adverse life events [16]. All
these problems need to be identified and the causes of each assessed.

The final part of the assessment involves the evaluation of the young
person’s personal and social resources. There is evidence that being successful
at school or in other areas of life can protect young people from the effects
of adverse life experiences [17]. The best guide to the child’s ability to solve
future problems is his or her record in dealing with difficulties in the past.
The ability of the family to support the patient should also be evaluated.

AETIOLOGY

The aetiology of child and adolescent depressive disorders is likely to be
multifactorial, including both genetic and environmental factors. Genetic
factors account for a substantial amount of the variance in liability to
bipolar illness in adults, but probably play a less substantial, though still
significant, part in unipolar depressive conditions [18]. Interest in the genetics
of depressive disorders arising in young people has been stimulated by data
from several sources. First, it seems that, among adult samples, earlier age
of onset is associated with an increased familial loading for depression [19].
Second, the children of depressed parents have greater than expected rates
of depression [20]. Third, there are high rates of affective disorders among
the first-degree relatives of depressed child probands [21]. Moreover, there
is some specificity in this linkage, to the extent that the risk applies mainly to
affective disturbances as opposed to non-affective disorders [22].

It will be appreciated that just because a disorder runs in families, it
does not necessarily follow that the linkages are mediated genetically. It
is likely that family environmental factors are also important. For instance,
discordant intrafamilial relationships seem to be strong predictors of the
course of depressive disorders among the young. Children with depression
admitted to hospital who return to families showing high levels of criticism
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and discord have a much worse outcome than children returning to more
harmonious environments [23]. Stresses and acute life events outside the
family, such as friendship difficulties and bullying, are also likely to be
relevant in this age group [24].

Current models of depression in young people also emphasize the impor-
tance of bidirectional influences. Depression and its associated symptoms,
such as irritability, can be a cause of family and peer difficulties, as well as a
consequence. It is possible that negative cycles of interaction are started, in
which depression causes family environmental problems, which in turn lead
to worsening of the depression [25].

The psychological and biological mechanisms that link these risk factors
to depression remain poorly understood. The most influential of the psycho-
logical models (which have had important implications for treatment — see
below) have been the cognitive theories, which were first developed with
cases of adult depression. The main idea behind these theories is that
depressed people develop a distorted perception of the world (such as the
expectation that things will always go wrong), which is caused by earlier
adversity. When the child experiences current adversity, these negative
cognitions become manifest, which then leads to depression. The occur-
rence of distorted negative cognitions has been documented in numerous
studies of depressed young people [26].

Biological theories have mainly consisted of straightforward downward
extensions of models first developed with adult cases. The best known
theory is the amine hypothesis, which proposes that depression is caused by
underactivity in cerebral amine systems. This hypothesis arose from studies
of adults which found that drugs that alter cerebral amine concentrations,
such as imipramine, are also associated with mood changes. Several studies
of young people with depressive disorders have reported abnormalities of the
biological markers that are thought to reflect the activity of these systems [27].
However, it is still not clear if these abnormalities cause depression.

COURSE AND OUTCOME

By comparison with non-depressed subjects, young people diagnosed as
depressed are more likely to have subsequent episodes of depression. Thus
studies of children meeting DSM-III criteria for depression have shown
that depression in childhood often recurs. For example, Kovacs et al [28]
found that about 70% of child patients with a major depressive disorder had
another episode within 5 years. This increased risk of recurrence extends
into adulthood. Harrington et al [13] followed-up 63 depressed children and
adolescents on average 18 years after their initial contact. The depressed
group was four times more likely to have an episode of depression after
the age of 17 years than a control group who had been matched on a large
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number of variables, including non-depressive symptoms. This increased risk
was maintained well into adulthood and was associated with significantly
increased rates of attending psychiatric services and of using medication,
as compared to the controls. A preliminary report from a large follow-up
study in the United States has found increased suicide rates in depressed
adolescent patients [29].

A variety of different factors appear to predict continuity. The characteris-
tics of the index episode are important to the extent that children with ‘‘double
depression’’ (major depression and dysthymic disorder) have a worse short-
term outcome than children with major depression alone [28]. Older children
have a worse prognosis than younger ones, and continuity to adulthood is
best predicted by a severe adult-like depressive presentation [13]. Although
it is often assumed that continuity of depression is mainly due to the direct
persistence of the initial disorder or of premorbid psychological and/or
biological vulnerabilities to depression, it should be borne in mind that
environmental mechanisms may also be involved [23]. Relapse may also be
linked to parental depression [20]. Hammen et al [30] found a close temporal
relationship between maternal depression and a recurrence of depression in
the child, supporting the idea of an environmentally mediated mechanism.

Recovery from the Index Episode

Although the risk of recurrence of juvenile depression is high, it is important
to know that the prognosis for the index episode is quite good. The available
data suggest that the majority of children with major depression will recover
within 2 years. For example, Kovacs et al [31] reported that the cumulative
probability of recovery from major depression by 1 year after onset was 74%
and by 2 years was 92%. This study was based on subjects who in most cases
had a previous history of treatment for emotional-behavioural problems.
However, Keller et al [32] reported very similar findings in a retrospective
study of time to recovery from first episode of major depression in young
people who had mostly not received treatment. The probability of recovery
for adolescent inpatients with major depression also appears to be about 90%
by 2 years [33], though those with long-standing depressions recover less
quickly than those whose presentation is acute.

It seems, then, that most young people with major depression will re-
cover to a significant extent, but that a substantial proportion of those who
recover will relapse.

PRINCIPLES OF TREATMENT

Many of the general principles of treatment follow from the description of
the depressed young person’s difficulties outlined above. Comorbidity is
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frequent, there are many complications and there is a high risk of relapse.
Other types of adversity are part of the cause and may need intervention in
their own right. The course is determined by more than just the presence
and severity of depression. Therefore, attention must be paid to biological,
familial, educational and peer contributions. As with other child psychiatric
disorders, it is important not only to treat the presenting problems but
also to foster normal development. A treatment programme therefore has
multiple aims: to reduce depression, to treat comorbid disorders, to promote
social and emotional adjustment, to improve self-esteem, to relieve family
distress and to prevent relapse.

Initial Management

The initial management of depressed young people depends greatly on
the nature of the problems identified during the assessment procedure.
The assessment may indicate that the reaction of the child is appropriate
for the situation. In such a case, and if the depression is mild, a sensible
approach can consist of regular meetings, sympathetic discussions with the
child and the parents, and encouraging support. These simple interven-
tions, especially if combined with measures to alleviate stress, are often
followed by an improvement in mood. In other cases, particularly those with
severe depression or suicidal thinking, a more focused form of treatment is
indicated.

It is important that the clinician considers a number of key questions early
on in the management of depressed young people. The first question is
whether the depression is severe enough to warrant admission to hospital.
Indications for admission of depressed children are similar to those appli-
cable to their adult counterparts, and include severe suicidality, psychotic
symptoms or refusal to eat or drink. A related question is whether the child
should remain at school. When the disorder is mild, school can be a valuable
distraction from depressive thinking. When the disorder is more severe,
symptoms such as poor concentration and motor retardation may add to
feelings of hopelessness. It is quite common in such cases that ensuring
that the child obtains tuition in the home, or perhaps in a sheltered school,
improves mood considerably.

The second question is whether the depression is complicated by other
disorders such as behavioural problems. If it is, then as a general rule it is
best to sort out these complications before embarking on treatment for the
depression. For example, if a child has a major behavioural disorder, then it
will be necessary to ensure that appropriate psychosocial measures are being
taken to deal with this. Similarly, the depression-like states that are common
in adolescents with anorexia nervosa usually respond much better to weight
gain than they do to antidepressants.
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The third question concerns the management of the stresses that are found
in many cases of major depression. It is sometimes possible to alleviate some
of these stresses, such as bullying. However, in the majority of cases, acute
stressors are just one of a number of causes of the depression. Moreover,
such stressors commonly arise out of chronic difficulties such as family
discord, and may therefore be very hard to remedy. Symptomatic treatments
for depression can therefore be helpful even when it is obvious that the
depressive symptoms occur in the context of chronic family or social adversity
that one can do little to change.

INDIVIDUAL AND GROUP PSYCHOLOGICAL
THERAPIES

Many different individual or group psychosocial interventions have been
used with depressed children, including cognitive therapy, psychotherapy,
art therapy, and drama therapy (see [34] for a review). Depression is a
problem with such pervasive features that one can find abnormalities in
almost any domain (e.g. cognitive, interpersonal, psychodynamic) to justify
virtually any intervention. This review therefore uses several inclusion
criteria [35] to select from the huge array of interventions. The first is
whether there is a theory about the mechanisms of disorder and about how
treatment reduces dysfunction. The second is whether there has been basic
research on these mechanisms independent of treatment outcome studies.
The third criterion is whether the treatment has been, or is being, evaluated
in randomized controlled trials.

Two individual or group psychological treatments are relatively well
developed in respect of these criteria: cognitive-behaviour therapy and
interpersonal psychotherapy.

Individual and Group Cognitive-behavioural Therapies

According to cognitive theory, depression is not simply triggered by adver-
sity but rather by the perception and processing of adverse events. Research
has shown that depressed children often have low self-esteem and a variety
of cognitive distortions such as selectively attending to negative features of
an event [25, 36, 37]. In addition, depressed children are more likely than the
non-depressed to develop negative attributions [38]. For example, Curry and
Craighead [39] found that adolescents with greater depression attributed the
cause of positive events to unstable external causes. Depressed children also
have low perceived academic and social competence [40].

Although many studies have documented the association between
childhood depression and various cognitive distortions, there are many
unresolved questions. In particular, it is unclear whether these negative
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cognitions are a cause or a consequence of depression [26]. Moreover, it
is not known whether some cognitive processes are more important than
others. Nevertheless, research on cognitive processes in depressed children
has provided a useful theoretical basis for planning treatment strategies.

Cognitive-behavioural treatment (CBT) programmes were developed to
address the cognitive distortions and deficits identified in depressed children.
Many varieties of CBT exist for childhood depression, but they all have the
following common characteristics. First, the child is the focus of treatment
(although most CBT programmes involve parents). Second, therapists play
an active role in treatment; the child and therapist collaborate to solve
problems. Third, the therapist teaches the child to monitor and keep a record
of thoughts and behaviour; there is much emphasis on diary-keeping and on
homework assignments. Fourth, treatment usually combines several different
procedures, including behavioural techniques (such as activity scheduling)
and cognitive strategies (such as cognitive restructuring).

There have been trials of cognitive-behaviour therapy in samples
of children with (a) depressive symptoms, recruited from schools, and
(b) depressive disorder.

Treatment in the school setting allows easy access. This is important
because epidemiological studies suggest that only a minority of depressed
young people come to mental health services for treatment [41]. It is also
easier to integrate psychological treatment with work carried out by other
professionals, such as teachers. A potential disadvantage is that it may be
difficult to maintain privacy. Moreover, school-based group interventions
may not be suitable for young people with severe problems, such as children
who repeatedly harm themselves.

There have been at least nine controlled studies of CBT in samples of
children with depressive symptoms recruited through schools [42–50]. The
design has usually been to screen all children with a depression question-
naire and then to invite those with a high score to participate in a group
intervention. For example, in one of the first randomized controlled trials to
suggest that CBT is effective in childhood depression, Reynolds and Coats
[42] involved an entire school in a multiple stage screening procedure. They
invited those who were screen positive (a high score on a depression question-
naire on two occasions) to take part in the study. Cognitive-behaviour therapy
consisted of 10 group sessions that emphasized the training of self-control
skills such as self-monitoring, problem-solving and self-reinforcement.

Table 4.1 presents results of the six randomized trials that provided
quantitative data on outcomes. Tabled information includes the conditions
contrasted, duration of therapy, uptake of treatment after screening (i.e.
the percentage of children who were screen positive who went on to have
treatment) and indices of outcome. As the table indicates, in three of the trials
CBT was significantly superior to no treatment. Of the controlled trials not
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shown in Table 4.1, a non-randomized trial reported that CBT was signifi-
cantly superior to no treatment [44], as did a randomized trial that did not
present quantitative outcome data [46]. One trial has not so far reported
whether CBT was more effective than the control intervention [49].

Although these results are promising, they may not necessarily apply
to cases with depressive disorder. Table 4.2 summarizes the results of six
randomized trials of CBT for children diagnosed with depressive disorder,
expressed as the numbers remitted after therapy [51–56]. The table shows
studies carried out in community and outpatient samples. The comparison
conditions have usually been inactive interventions such as remaining on
a waiting list or attention placebo. All studies have shown that CBT was
superior to its comparison condition and in four of them this difference
was statistically significant [52–54, 56]. A meta-analysis of the studies found
a pooled odds ratio in an intent-to-treat analysis of 2.2 (95% confidence
interval 1.4–3.5), suggesting significant improvement in the CBT group over
the comparison interventions [57].

Table 4.2 omits two additional studies. One non-randomized study
reported that therapeutic support was superior to social skills training [58].
The other, a preliminary report from an ongoing study, reported an emerging
trend for CBT to be superior to remaining on a waiting list [59].

There are few data regarding the factors that influence treatment outcome.
The most consistent finding thus far has been that children with severe
depressive disorders respond less well to CBT than children with mild or
moderately severe conditions [60–62]. For example, Jayson et al [61] found
that only 25% of young people who were unable to function in at least one
social domain (e.g. unable to go to school) responded to CBT.

Research has also examined the role that changes in negative cognitions
might have in predicting outcome. CBT is not differentially more effective in
cases with high cognitive distortion [60, 62]. Lewinsohn et al [53] found that
changes in depressogenic cognitions did not account for the superiority of
CBT over remaining on a waiting list.

Proponents of cognitive-behavioural therapy have long suggested that it
might protect against relapse once treatment has finished. But does CBT really
provide such protection? The available data do not yet provide an answer
to this question. Two studies have not yet published follow-ups [51, 52] and
one provided no follow-up data because the control group was given active
treatment immediately after the first phase [53]. In many trials the duration
of follow-up was too short (less than 3 months) to determine whether the
intervention had any real protective effect [42, 43, 45, 47, 48, 54]. Only four
randomized trials have published data on outcomes after a follow-up interval
of 6 months or more [7, 50, 56, 63]. Only one of them found a significant
long-term effect of treatment. One found that around 50% of patients who
remitted with CBT had a further episode within the next 6 months [56]. In
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a separate non-randomized study, the same research group found that the
relapse rate was much lower when subjects continued in cognitive therapy
for 6 months after remission [64].

In conclusion, there have been more randomized trials of CBT in childhood
depression than any other psychological treatment. The outcome evidence
makes CBT one of the most promising treatments for both community and
outpatient samples. Another advantage is the availability of training manuals
for professional therapists [46, 65], which should make it easier to learn the
approach. However, formal training in CBT with children is not available in
many centres.

Extant research on CBT also has several limitations. First, it is based on
samples with mild or moderately severe depression. CBT may not be effective
in severely depressed children. Second, much of the published research has
compared CBT with inactive conditions such as remaining on a waiting list or
psychological placebo. The high rate of spontaneous remission in childhood
depression [32] means that it is important to demonstrate that CBT is better
than no treatment. Third, we also need to know how CBT compares with other
recognized forms of intervention, such as medication. Fourth, it is unclear
whether cognitive or behavioural processes correlate with a better outcome.
The therapeutic basis for change is therefore uncertain. Finally, it is not
known whether CBT has lasting benefits for depressed children. The available
evidence suggests that to avoid relapse it may be necessary for some cases
to have ongoing treatment or booster sessions. Such sessions are now part of
many treatment programmes. Even so, CBT is a highly promising treatment
whose efficacy has been demonstrated in several independent studies.

Interpersonal Psychotherapy

Interpersonal psychotherapy (IPT) is based on the premise that depression
occurs in the context of interpersonal relationships. It derives from a number
of theoretical and empirical sources [66], the most prominent theoretical
source being the work of Adolf Meyer [67], whose psychobiological approach
to understanding psychiatric disorders emphasized the importance of the
environment. The empirical basis for treating childhood depression with IPT
comes from research showing a strong association between depression and
problems with relationships [68]. Whilst IPT develops from an interpersonal
view of depression, it does not assume that interpersonal problems cause
depression. The interpersonal context can contribute to the alleviation of the
child’s depressive symptoms, regardless of the personality organization or
biological vulnerability of the individual [69].

IPT is a brief time-limited therapy. The two main goals are to identify and
treat, first, the depressive symptoms and second, the problems associated
with the onset of depression.
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Several trials have evaluated IPT in depressed adults [66]. Moreau, Mufson
et al [69, 70] modified the therapy for use with depressed adolescents. IPT for
adolescents works on five main problem areas. Four of these come from the
use of IPT with depressed adults — grief, interpersonal role disputes, role
transitions and interpersonal deficits. The fifth area, single-parent families,
was added because of its frequent occurrence and the difficulties it creates for
the adolescent. The emphasis in therapy is on dealing with current difficulties
rather than on problems in the past. Treatment techniques include identifying
targets, clarifying roles, and modifying patterns of communication.

There are as yet no published randomized controlled trials of IPT for
depressed children, though two are currently underway [59, 71]. However,
there is evidence that IPT is effective in the acute phase of depression in
adults [72]. Moreover, preliminary data suggest that IPT is both feasible and
associated with improvement in adolescents with major depression [73].

Interpersonal psychotherapy is a promising but as yet untested treatment
for depression in young people. Its promise stems both from the evidence that
it is an effective treatment for depression in adults and from its underlying
rationale.

FAMILY THERAPY

There has been a large amount of research on the families of depressed
children. There is now strong evidence of an association between depression
in children and problems of family members, including mental illness and
dysfunctional family relationships [22, 25, 74]. This association is likely to
reflect environmental mechanisms as well as genetic processes [21]. Family
factors associated with the onset and course of juvenile depressive disorder
include high parental criticism [75], family discord [76] and poor communi-
cation between parents and child [25].

There are widely differing definitions of the activity of family therapy,
but most therapies have the following features in common [77]. First, they
typically involve face-to-face work with more than one family member.
Second, therapeutic work focuses on altering the interactions among family
members. Third, practitioners think of improvement at two levels — that
of the presenting problem and that of the relationship patterns associated
with the problem.

Two kinds of work have been undertaken with the families of depressed
children. The first, exemplified by the research of Lewinsohn, Clarke et al
[51, 53], consists of parental attendance at a course run in parallel with the
child’s treatment [78]. The aim of this course is to help parents promote
the adolescent’s learning of new skills. Parents also learn problem-solving
and communication skills. Adolescents and parents practise these skills in
joint sessions.
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The second approach involves conjoint family work. In this approach the
primary focus is usually within the treatment sessions, which aim directly
to change family communication patterns and methods of solving problems.
The therapist may also help the family to see depression from the relational
function it may have within the family.

There have been at least four randomized controlled trials of family therapy
in childhood depression. Two included cases with major depression [7, 52]
and involved a family intervention only. Two examined the value of parental
sessions given in parallel with CBT to children diagnosed with either major
depression or dysthymic disorder [51, 53].

Table 4.3 presents the findings, expressed as remission from depressive
disorder, and shows that the results have so far been negative. Neither of
the studies of a parallel parental course have found that this significantly
augments individual therapy.

On present evidence it would be premature, however, to conclude that
family therapy is ineffective in childhood depression. With only four trials
completed as yet, it could be that significant benefits will emerge in future
studies. The association between childhood depression and family dysfunc-
tion is so strong that further studies of family interventions are certainly
indicated. However, until there is a firmer empirical basis for family therapy,
other interventions will be the treatment of choice.

PSYCHOSOCIAL PREVENTION OF CHILDHOOD
DEPRESSION

There is a strong theoretical case for preventing depression in childhood.
Although the evidence reviewed earlier suggests that some effective psycho-
logical treatments are available, many children fail to respond (Table 4.2).
Moreover, only a minority of depressed children ever come for help [41].

It is customary to distinguish between two types of primary preventive
strategy: universal and targeted programmes. Universal programmes involve
all individuals in a population regardless of their level of risk. Typically, such
programmes involve either attempts to change levels of depression directly
[79] or efforts to develop strengths that might protect against depression
[80]. These programmes have usually consisted of educational sessions and
cognitive-behavioural techniques, particularly techniques to develop social
skills.

Targeted programmes aim to prevent depression in a population known
to be at risk. The best established risk factors for depressive disorder in
childhood are depressive symptoms and a family history of depression [81].
Interventions for children with depressive symptoms are similar to those
described earlier. Family interventions typically involve an educational
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programme about depression plus elements that target some of the prob-
lems that are common in families with a depressed parent, such as poor
intrafamilial communication [82].

Clarke et al [79] have conducted two randomized trials of universal
interventions designed to reduce depressive symptoms in the general popu-
lation of children. Neither has shown significant benefits. However, the
three published trials of interventions in high-risk groups have produced
promising findings. King and Kirschenbaum [80] studied primary school
children with a high score on a screening questionnaire. They found that
a programme of social skills training and consultation with parents and
teachers was significantly better than consultation alone in reducing depres-
sive symptoms. In a study of bereaved families, Sandler et al [83] found that
a programme of help for the whole family reduced depressive symptoms in
the child.

Research has also examined the efficacy of CBT in preventing depressive
disorder. Clarke et al [84] randomly allocated schoolchildren with a high
score on a depression questionnaire to CBT or to no treatment. The CBT
group had a significantly reduced risk of depressive disorder during the next
year.

Two studies not included in Table 4.4 also require some comment. Jaycox
et al [85] conducted a non-randomized study that compared CBT with no
treatment in children identified as at high risk because of depressive symp-
toms and their reports of parental conflict. CBT was associated with a
significant reduction in depressive symptoms and with improved behaviour
in the classroom. Beardslee et al [82, 86] conducted a randomized trial with
families in which at least one parent had an affective disorder. They compared
a clinician-facilitated educational preventive programme with a lecture
group. No data are yet available on rates of depressive disorders in the
offspring, but early findings indicate that there are useful changes in the
family’s knowledge about depression and in intrafamilial communication.

Research on the prevention of depression in children is necessarily at an
early stage. The preliminary evidence suggests that universal programmes
that aim to reduce depression across the whole population may not be
effective. Universal programmes have a number of advantages over targeted
interventions [87] but it may be better for such programmes to concentrate
on increasing factors that could protect against depression rather than trying
to reduce depression itself [79].

Several studies have suggested that interventions targeted at high-risk
groups may be effective in reducing the risk of depression. A strength of
these studies is that preventive programmes have huge potential to reduce
the burden of suffering arising from depression. A challenge for targeted
approaches is to increase the proportion of individuals who are willing to
take part. The uptake of psychological treatments offered to individuals
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identified as at risk because of a high score on a screening questionnaire
has often been low (Tables 4.1 and 4.4). Future studies must also pay greater
attention to the possible harmful effects that might result from targeting
at-risk children for treatment [88].

PHARMACOLOGICAL TREATMENTS

Theoretical Basis

Three types of investigations have provided information on possible neuro-
biological abnormalities in depressed young people. The first is the study of
cortisol secretion, measured by investigations such as the DST. Several studies
have shown that, in comparison with non-depressed patients, depressed
young people are less likely to show suppression of cortisol secretion when
the exogenous corticosteroid dexamethasone is administered [11]. The speci-
ficity of the DST for depressive disorder is, however, less for young people
than it is for adults [89]. The second investigation is the study of sleep.
Polysomnographic (PSG) studies of depressed adults have found that they
tend to show abnormalities of sleep, including shortened rapid eye move-
ment (REM) latency (time from the start of sleep to the first period of REM
sleep) and reduced slow wave sleep [90]. Many PSG studies with depressed
adolescents have shown sleep abnormalities, mainly of REM sleep [91–96].
These generally positive results contrast with the mainly negative results with
children, in whom, with one or two exceptions [e.g. 93] studies comparing
depressed cases with controls have shown few differences [97–99].

The third type of biologically informative investigation has been the study
of growth hormone (GH) secretion. A variety of pharmacological challenge
agents that stimulate release of GH have been studied in depressed adults.
The idea has been to investigate the activity of certain neuronal pathways,
particularly the monoamine pathways, as these are thought to be implicated
in the aetiology of depression. Studies of adults with major depression have
tended to show blunted GH response to provocative stimuli [100], which
has also been demonstrated in prepubertal children both during major
depression [101–103] and after recovery [104]. Interestingly, however, the
results with adolescents have been negative. Though some studies have
reported high levels of GH in adolescents with major depression [105], GH
provocation studies with depressed adolescents [101, 105–107] have not
found the blunting of GH response that has been reported in prepubertal
children.

In interpreting these findings it should be noted that many of these
biological investigations may be influenced by factors other than depression.
For example, weight loss can lead to a positive DST [108]. Antidepressants
can cause blunting of GH response in provocation tests, even if they are
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stopped months before the test [12]. Moreover, much biological research
in this age group has relied on normal control groups rather than groups
with non-depressive psychiatric disorder, so it is unclear whether the results
are specific to depression or would also be found in other child psychiatric
disorders. All in all, however, the results of biological investigations suggest
that adolescents with depressive conditions resemble depressed adults in
their sleep patterns and in their response to the DST. But the results with
depressed prepubertal children have been less consistent.

Tricyclic Antidepressants

Most of the research on pharmacotherapy has been with the tricyclic antide-
pressants (TCAs), especially imipramine and nortriptyline. The results from
early open trials were encouraging, with several studies reporting that TCAs
were associated with high response rates [109, 110]. However, as indicates,
with one exception [111], none of the controlled double-blind trials have
found any significant differences between oral TCAs and placebo [112–121].

There are several possible reasons for the apparent failure of the oral
TCA studies [122]. First, it is difficult to do randomized drug trials in this
age group. Consent must in practice be obtained from two people, and
many parents are reluctant to allow their children into a study in which
one of the treatments is medication. This may be especially difficult in
studies involving TCAs, where regular monitoring of cardiac function is
required. Second, some TCA studies have been based on very severe cases
of depression in inpatient samples. Indeed, the pooled response rate across
the TCA trials in both children and adolescents is only around one third
[123], much less than in studies with adults. Third, it is likely that juvenile
depressive disorders are heterogeneous. Drug effects may only be apparent
in certain subgroups and TCA trials have generally been too small to permit
meaningful subgroup analysis. It could be that there is a small effect of
medication that would have been detected in larger trials. Fourth, there may
be developmental variations in the metabolism of TCAs, such as their rate
of elimination from the body [124], which make it hard to get the dosage
right. Fifth, it has been suggested that young people differ from adults both
in the relative balance of the cerebral neurotransmitters on which TCAs are
thought to act [125] and in the hormonal milieu of the brain [126]. Finally,
some of the studies have had methodological problems [123]. The sample
size in many of them has been small and interim analyses were conducted in
some.

In summary, the evidence thus far does not support the efficacy of the TCAs
in child or adolescent depression. This finding, together with the evidence
about their potential toxicity [127], makes them second line treatments.
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Other Antidepressants

A recent report suggests that the selective serotonin reuptake inhibitor
(SSRI) fluoxetine may be of benefit to children and adolescents with major
depression [93]. It is too early to say whether this finding is robust — a small
previous trial with fluoxetine produced a negative result [128]. Nevertheless,
it clearly raises the possibility that young people may be more responsive
to antidepressants than previously thought. The study by Emslie et al [93]
did not find that children responded differently from adolescents. Negative
results have been reported in a trial with venlafaxine [129].

DEVELOPING A TREATMENT STRATEGY

Table 4.6 shows the steps in the management of moderately severe depressive
disorder in adolescents which are discussed below. Adolescents with severe
depression, which we define as a Global Assessment Scale [130] score of 30 or
less (which means that the adolescent is unable to function in most activities
of daily life) seldom respond to CBT alone [61].

Step 1. In clinical samples, mild and moderately severe depressive disorders
in adolescents remit rapidly in around a third of cases [81, 131].
Step 2. This suggests that a sensible initial approach should consist of a
thorough assessment, sympathetic discussions with the adolescent and the
family, and encouraging support. These simple interventions, especially if
combined with measures to alleviate stress, are often followed by improve-
ment in mood.
Step 3. However, about two thirds of depressed adolescents will not remit
within a month, and these cases should be offered further treatment.
Step 4. The best treatment for major depression in adolescence is not yet
clearly established. Fluoxetine is probably cheaper than CBT and appears to

TABLE 4.6 Steps in the management of moderately severe depression in adolescents

Step 1. Assessment: how severe is the depression?
Step 2. Mild or moderate depression may respond to support and simple

measures to reduce stress.
Step 3. Reassess after 2–3 weeks.
Step 4. If no response, start CBT.
Step 5. Reassess after 6–8 weeks.
Step 6. Those who are doing well with CBT should continue. Those who

are partially responding may benefit from augmentation with
another treatment such as fluoxetine. Failure to respond should
trigger a review of reasons for treatment resistance.

Step 7. Subjects who still fail to respond may benefit from other
treatments.

CBT D cognitive-behavioural therapy.
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have fewer side effects than TCAs [132]. However, its benefits have not yet
been established in multiple trials. This suggests that, if it is available, CBT
is probably the first choice treatment.
Step 5. A meta-analysis [57] of CBT studies found that around a third of
clinically depressed adolescents had not improved by the end of the CBT
course. Therefore, patients should be reassessed after about 6–8 weeks to
determine whether there has been a response or not.
Step 6. By this stage, there are likely to be two groups who still need help:
those who have failed to respond or are getting worse, and those who have
partially improved but are still symptomatic. If an adolescent is resistant
to the effects of CBT, then the reasons for this should be reviewed. It may
be that other problems besides depression are present. Common causes
of treatment resistance include undiagnosed psychosocial stressors such as
abuse, chronic family difficulties, and emerging personality problems. Less
common but important causes are undiagnosed physical disorders, such as
endocrine disturbances and drug abuse. Review may also indicate some
specific reasons for the failure of CBT. For example, CBT is less effective
when given by an inexperienced therapist who tells the adolescent what to
do rather than giving the patient the opportunity to work it out on his or her
own.
Step 7. If the review does not show a simple way of improving the adolescent’s
mental state, then a different line of treatment should be pursued. In some
instances, this means starting an antidepressant, such as an SSRI. In other
cases it may be necessary to provide treatments such as family therapy.

SUMMARY

Consistent Evidence

There is now consistent evidence that depressive disorders in young people
are associated with significant impairment, such as poor peer relationships
and impaired academic performance. Moreover, there is a high risk of relapse,
which may extend into adult life. Depression in young people is not, then,
‘‘normal’’ or something that children will naturally grow out of. It can be a
serious disorder that requires psychiatric treatment.

There are a large number of potential treatments for childhood depression.
Unfortunately, little outcome evidence exists for most of them. This review
highlighted the five that have been most researched: CBT, family therapy,
IPT, TCAs and SSRIs. All of these treatments are based on theories about the
mechanisms of childhood depression that have led to testable hypotheses.

CBT has been evaluated in several trials, and there is now consistent
evidence that it is an effective treatment both for depressive symptoms and
for mild depressive disorders.
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There is also consistent evidence that TCAs are not effective. Of course,
many of the TCA trials conducted thus far have been too small. Nevertheless,
given the side effects of these drugs, there is no justification for considering
TCAs as a first line treatment.

Incomplete Evidence

The results of a systematic and relatively large trial of fluoxetine [133] have
produced evidence that it may be effective in reducing depression. However,
given the failure of the TCA trials, replication is needed. Interpersonal
psychotherapy is a promising but also relatively untested treatment. It is
unclear whether any intervention, psychological or pharmacological, reduces
the relapse risk.

Areas Still Open to Research

Future research must address many unresolved issues. Perhaps the most
pressing need is for more trials of the main psychological treatment alter-
natives to CBT, such as IPT and family therapy. CBT also requires further
evaluation in clinical samples. A key question for future research is how CBT
compares with other treatments, such as antidepressant medication. These
studies will need to measure costs as well as effectiveness. More trials of
antidepressant medications such as fluoxetine and paroxetine are required.

Future studies also need to tackle some of the problems of the published
trials. Randomization was poorly described in both pharmacological and
psychological studies. The methods used to allocate subjects were unclear
and very few studies described who conducted the randomization. Few
trials stated how the final sample size was reached or what the rules were
for stopping the study and analysing the data. This last point is important
because it is quite common in this literature to find reports of interim
analyses from ongoing trials. For instance, a recent summary of psychosocial
treatment research on children, funded by the National Institute of Mental
Health [134], contained three such reports. Frequent analysis of data can lead
to both false positive and false negative results [135]. Few studies provided
evidence for successful blinding of outcome assessors.

Another limitation is that in the majority of the studies conducted so far
depression has been the main focus of outcome assessment. There has been
neglect of other domains, such as comorbid disorders, academic performance
and social impairment, despite the evidence of a strong association between
childhood depression and problems in all of these areas [34]. Moreover,
follow-up intervals have seldom exceeded a year. Yet we know that childhood
depression, like depression in adult life, is a recurrent problem. Treatments
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that do not seem to work in the short term may be effective in the long
term [136].

In conclusion, significant issues need to be addressed to advance research
in this field. We cannot yet say that any intervention alters the long-term
prognosis of childhood depression. However, some promising treatments
exist for management of the acute episode.
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Commentaries

4.1
Towards an Understanding of Early Onset Depression

James F. Leckman1

Reports in the scientific literature concerning childhood depression have
increased three-fold over the past two decades. In 1999, with nearly a
hundred reports appearing per annum, Prof. Harrington’s timely paper
provides a useful overview of this potentially lethal disorder and a guide
to some of the most promising treatment strategies presently available.
This commentary touches on a range of topics, from phenomenology to
genetics and the role of epigenetic factors, before considering the prospects
for newly emerging treatments. It closes with a brief comment on the merits
of dynamical and evolutionary perspectives on this form of developmental
psychopathology.

Recent studies of adult depression and the criteria used to guide diagnostic
decisions have found little empirical support for most of the thresholds
used in the DSM-IV criteria for major depression [1]. Most of the rele-
vant characteristics appeared to be continuous traits, suggesting that major
depression — as specified by DSM-IV — may best be seen as a diagnostic
convention imposed on a continuum of depressive symptoms of varying
severity and duration. While comparable studies have not been completed in
child and adolescent populations, there would appear to be little doubt that
similar results would pertain. One could also credibly argue that clinically
relevant dimensions would extend, in most cases, beyond depressed mood
and would include other troubling affects, particularly anxiety. Indeed,
twin studies have suggested that both an individual’s vulnerability to
develop anxiety and his depression are governed in part by the same
set of genes [2].

Longitudinal studies have begun to document complex interactions
between adverse life events (including adverse perinatal events), somatic
illnesses, maternal depression, diagnoses of depression and anxiety,
treatment response, and risks of recurrence and subsequent physical

1Child Study Center, Sterling Hall of Medicine, Yale University School of Medicine, PO Box 207900, New Haven,
CT 06520-7900, USA
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illnesses. In one example, investigators at the Oregon Research Institute
found that major depressive disorder (MDD) in adolescence was associated
with maternal emotional problems during gestation and with not being
breastfed [3]. In another study, Pat Cohen and her colleagues at Columbia
found that physical illness at all ages increased the risk of new-onset
major depressive disorder (MDD), and that MDD also predicted subsequent
illhealth [4]. Finally, David Brent and his colleagues at the University of
Pittsburgh have reported that for depressed adolescents comorbid anxiety
is a predictor of poor response to psychosocial treatments in general [5].
Although cognitive-behavioral therapy (CBT) outcomes were less affected by
comorbid anxiety, the efficacy of CBT plummeted in the presence of maternal
depressive symptoms. As proposed by Kendler, it appears likely that genetic
factors can interact with environmental factors to influence the vulnerability
to MDD in subtle ways. In the absence of heritable risk factors, children
appear to be less vulnerable to psychosocial adversity [6]. In contrast, the
presence of heritable risk factors has been associated with an increased risk of
exposure to high-risk environments. Ongoing longitudinal studies of twins
have the promise of clarifying these associations. Beyond statistical analyses,
it is also increasingly likely that some of the specific vulnerability genes will
be identified. Although in most cases their individual effects are likely to be
modest and highly dependent on the individual’s genetic background, it is
possible that genes of moderate effect will also be detected. Such discoveries
may guide future pathophysiological and therapeutic research.

As reviewed in Harrington’s chapter, CBT is gaining greater acceptance
in the treatment of childhood depression. Additional work is needed to
refine these methods and to implement them throughout the mental health
profession. However, just as advances are being made in this arena, we
appear to be on the cusp of a new era in psychopharmacology, with the
advent of substance P and corticotropin-releasing factor analogues. These
agents are just beginning to be used in Phase II and III clinical trials and
the initial results are quite promising [7]. Whether they will be suitable for
use in children is unclear at the moment, but their side-effect profile appears
remarkably benign.

The developing brain is a self-organizing system that has evolved from a
rudimentary design first established in our remote chordate ancestors more
than 450 million years ago. Although dynamical and evolutionary perspec-
tives on affective syndromes may be heuristically useful in providing a
theoretical framework to integrate interdisciplinary research [8], application
of these approaches to unipolar depression has lagged behind and has failed
to yield a coherent model. Why do depressive states emerge and dominate
the cognitive-behavioral repertoire of affected individuals? Is it a plea to
other members of the social group, or a mode of conservation and self-
protective withdrawal during times of stress and cognitive reorganization,
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or is it simply a consequence of psychosocial adversity, and if untreated a
prelude to the apoptosis of the individual (suicide)?
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4.2
Depression In Youth: Trends in Diagnosis

Stephen V. Faraone1

Two decades ago, few argued with the idea that diagnosing depression
in children ‘‘would appear to be premature and treatment unwarranted’’
[1]. But, having raised the diagnosis of youth depression to well-reasoned,
textbook respectability, Prof. Harrington shows that the opposite is true. Far
from being rare, youth depression is a common affliction having clinical
implications.

To what can we attribute the evolution of thinking about youth depression?
Assuredly, the data reviewed by Harrington show that youth depression,

1Pediatric Psychopharmacology Unit of the Child Psychiatry Service, Massachusetts General Hospital,
Harvard Medical School, 15 Parkman Street, Boston, MA 02114, USA
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having had its day in the court of scientific inquiry, has won the day. But
this required two paradigmatic shifts in diagnostic thinking: the shift from
hierarchical to non-hierarchical diagnoses and the shift from diagnoses that
downplayed developmental differences to those that were sensitive to the
variations of psychopathology through the life cycle.

Childhood depression’s struggle for respectability was due, in part, to
its pervasive comorbidity with other disorders. Comorbidity had obscured
youth depression due to the hierarchical diagnosis paradigm, which assumes
psychiatric disorders are discrete entities that co-occur infrequently. Consider
the third edition of the American Psychiatric Association’s Diagnostic and
Statistical Manual (DSM), which told clinicians that if two disorders co-
occurred, then the disorder higher in the hierarchy should be diagnosed. A
more pervasive disorder high on the hierarchy could exhibit the symptoms
of a less pervasive disorder lower on the hierarchy.

The revised edition of DSM-III moved away from hierarchical diagnosis, a
trend that continued with the publication of DSM-IV. Nevertheless, DSM-IV
retains hierarchical guidelines for the differential diagnosis of depression in
youth. For instance, it posits that dysphoria and mood lability are associ-
ated features of attention deficit hyperactivity disorder (ADHD) and warns
clinicians not to overdiagnose depression in ADHD children whose mood
disturbance is characterized by irritability rather than by sadness or loss of
interest. Given that chronic irritability is usually the primary mood distur-
bance in depressed youth, this guideline impels clinicians to diagnose ADHD
but not depression when faced with a child who seems to have both disorders.

The DSM’s comments about ADHD and depression are vague enough
to allow for much variability in their implementation. A clinician who
adopts a strict hierarchical view will see fewer cases of depression than one
who adopts a more lax interpretation. These clinicians agree on the signs
and symptoms expressed by apparently depressed youth but disagree as
to whether the diagnosis of depression is warranted. Ultimately, research
studies will determine when it is and is not valid to diagnose depression
in the presence of another disorder. For example, a meta-analysis of family
studies showed a familial link between depression and ADHD, suggesting
the validity of diagnosing both disorders in youth [2].

Because ignoring comorbidity will limit treatment options, the conser-
vative clinician will take an empirical approach to diagnosis. This method
simply applies diagnostic criteria and diagnoses all disorders that are evident.
Eventually, research will lead to firm guidelines about how to treat youth
who have depression in the context of another disorder. Until then, we must
use clinical judgement to select treatment options based on the range of
disorders observed.

Children stand on the shifting sands of physical, emotional, social
and neuropsychological development. Although recognized for decades,
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developmental change has only recently had tangible consequences for
youth depression. DSM-IV explicitly accommodates developmental changes
in two ways: it allows the depressed mood to be irritable and lists failure to
make expected weight gains as a sign of the disorder.

Yet this may not be enough. As Richard Harrington has shown, develop-
mental change creates diagnostic questions: Is the sad and sullen adolescent
depressed? Is the angry 7 year old capable of discriminating anger from
sadness? How does the ennui of adolescence differ from the loss of energy
of depression? How does a 6 year old express worthlessness?

Although most of these questions remain to be answered, systematic
research shows that the expression of depression in youth differs from the
typical adult picture. Depressed youth are frequently irritable, their course
is frequently chronic, their onset is often insidious and comorbid disorders
are common. More work is needed to determine how these, and other
developmental differences should be incorporated into diagnostic criteria.

Due to the growing acceptance of comorbidity and the use of developmen-
tally sensitive diagnoses, youth depression is no longer the pariah that it was
two decades ago. Nevertheless, depressed children are still underidentified.

Both researchers and clinicians need to work within a theoretical
framework that accommodates comorbidity and developmental sensitivity.
Perhaps a diagnostic nomenclature of the future will incorporate age-
or stage-specific, norm-referenced criteria, using psychometric methods
to adapt diagnoses to developmental transitions. Such an approach has
worked effectively for the assessment of adaptive functioning and intellectual
performance. Perhaps it should be considered for the diagnosis of depression.
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4.3
Depressive Disorders in Childhood and Adolescence: State of the Art

Peter M. Lewinsohn1

The empirical study of childhood/adolescent depression is of relatively
recent origin. Initially, depression in children/adolescents was thought

1Oregon Research Institute, Eugene 97403-1983, USA
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not to exist or to manifest itself by non-depressive symptoms such as
somatic complaints, behavioral difficulties, or academic failure [1, 2]. Subse-
quent work [3–9] revealed that depressive disorders can and do occur
during childhood/adolescence. The results of recent studies indicate that
depression is more prevalent during childhood/adolescence than had previ-
ously been thought [10–12], and the lifetime prevalence during adolescence
has been estimated as high as 20% [13].

Prof. Harrington presents an integration of this rapidly growing area
of empirical and clinically important research. His work has been in the
forefront of this area. He points to specific issues about which we need more
information. I would like to add two more.

The first is the gender issue. Beginning at age 12–13 depression is already
twice as prevalent in girls. Girls not only report significantly more depressive
symptomatology, they also report less satisfaction with their appearance on
various measures of body image, and significantly lower self-esteem. There
may be important gender differences that need to be taken into consideration
in treatment. Modifications of existing treatment protocols to reflect gender-
related psychosocial problems may be needed.

Another topic that deserves more attention is the linkage between depres-
sion and physical morbidity and functional impairment due to physical
morbidity. First identified as a risk factor by Reinherz and her colleagues in
1989 [14], recent studies [15] also suggest that depression is a risk factor for
health-related problems and vice versa. Assessment of physical health status
should be part of the diagnostic evaluation of depressed young people.

As Harrington suggests, an important thrust for the future likely will be
efforts to modify existing treatments to make them more sensitive to the fact
that close to 50% of depressed young people have another mental disorder,
the most common being conduct, substance use, anxiety, and attention deficit
disorders [16].
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4.4
‘‘At least in the form seen in adults.’’ A Commentary on Major Depressive

Disorder in Youth
Gabrielle A. Carlson1

The point at which I began doing research on mood disorders in
young people [1], in adults, unipolar/bipolar distinctions had replaced
previous dichotomies, bipolar disorder was responding to lithium, and
unipolar depression was responding to tricyclic antidepressants. ‘‘Depressive
reactions’’ were ‘‘apparently rare in children, at least in the form
seen in adults’’ [2]. The research thrust was to demonstrate that major
mood disorders occurred in youths, that they were phenomenologically

1Department of Child and Adolescent Psychiatry, State University of New York at Stony Brook, Stony
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similar to those in adults and would thus respond to the same treat-
ments.

In the past 20C years, we have learned that depression is far from rare
in young people. In community samples, depending on the age group and
criteria being used, prevalence ranges from 2 to 20% [3]. In clinical samples,
rates of 60% in children and adolescents were found at UCLA Neuropsy-
chiatric Institute in 1977–78 [4]. In 1991, a similar survey of outpatient and
inpatient mental health facilities in Suffolk County, New York, revealed
depression as a primary concern occurred in 63% of 532 adolescent in-
patients and outpatients, and 39% of 616 child inpatients and outpatients.
In other words, it has remained a prominent concern in mental health
facilities.

Unlike adult depression, where the subject him/herself usually describes
the problem, young people are brought in by caretakers who describe what
they see, not necessarily what the child experiences. One has to dig for
child/adolescent major depression. When it is diagnosed, it is almost invari-
ably nested within other psychopathology. Young people spontaneously
presenting for care with uncomplicated major depression or bipolar disorder
are indeed rare.

As noted in Prof. Harrington’s review, the depressive disorder usually
begins after the onset of another psychiatric disorder. Cantwell and I [5]
pointed this out using the primary/secondary distinction. Definitions change,
however. DSM-IV rediagnosis of the 14 youths who had met criteria for
primary major depression using criteria available in 1978 revealed that 3 had
prior social phobia, 2 had attention deficit hyperactivity disorder, primarily
inattentive type (one including severe learning disabilities), 2 probably had
Asperger’s disorder. Four young people (all over age 12) had bipolar disorder
(1 with bipolar depression, 3 with bipolar II disorder). Only three were really
primary.

Community studies also demonstrate higher rates of comorbidity in youth
than in adults. The following odds ratios reveal considerably more comor-
bidity in youth [3, 6]: anxiety 4.2 in adults, mean 6.5 (range 4.4–10.4)
in children/adolescents; conduct disorder 1.3 in adults, mean 5.5 (range
2.2–16) in children/adolescents, substance abuse 1.8 in adults, mean 5.6
(range 3.1–8.6) in children/adolescents.

The implications of high rates of comorbidity for treatment are consider-
able. The fact that young people have not shown significant improvement
on tricyclic antidepressants (TCAs) has been attributed to their age, different
neurotransmitter systems, and so on. In fact, adults with comorbid anxiety
disorders, bipolar disorder and substance abuse (the upward extension of
externalizing disorders) also respond poorly to TCAs [7].
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The other phenomenological differences between youths and adults with
depression are the relatively higher rates of bipolar disorder and higher rates
of depression switching to mania. The switch rate from psychotic depression
in adults was 3% [8]; it was 28% in adolescents [9]. However, as with
major depression, bipolar disorder in children is highly comorbid, less so in
adolescents [10]. Treatment implications are similar. Data would suggest that
lithium responsivity is poorer in people of any age with comorbidity [11].

In conclusion, then, it appears that depression, as it exists in adults, is rare in
children if one looks only for uncomplicated, non-comorbid depression. On
the other hand, comorbidity complicates childhood disorders as it does adult
disorders, and secondary depression in both age groups may be remarkably
similar in terms of treatment response and prognosis.
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4.5
The ‘‘Atypicality’’ of Depression in Youth

Joseph Biederman1 and Thomas Spencer1

In contrast to the enormous advances over the last two decades on the
psychobiological and therapeutic foundation of adult depression [1], child-
hood depression continues to be supported by a weak scientific basis
with its attendant impact in diagnosis, identification and therapeutics.
Although the reasons for this state of affairs remain unclear, several lines
of evidence suggest that depression in youth may have unique features
compared to adult depression that compound its identification. These include
dysphoria and irritability as the predominant mood disturbance rather than
sadness and melancholia [2], ‘‘mood reactivity’’ as seen in atypical forms
of adult depression [3], insidious onset and a chronic course rather than
acuteness and episodicity [2, 4], male preponderance or equal gender repre-
sentation [5] rather than female preponderance, an increased personal and
familial risk for bipolar disorder [6] and a much larger spectrum of comor-
bidity than seen in adult depression [2, 5]. Consistent with this atypical
profile by adult standards, is the pharmacological evidence documenting
selective efficacy for serotonergic drugs [7] and absence of responsivity to
tricyclic antidepressants [3].

While some investigators suggest that juvenile depression follows a largely
remitting course [8], others stress its chronicity [2, 4]. These contradictory
findings may be accounted for by different definitions of remission. Although
most reports examining rates of remission in depressed youth limit them-
selves to syndromatic remission, using this definition, a youth who loses a
single symptom of depression can be considered ‘‘remitted’’ even though he
or she remains quite ill and dysfunctional. A stricter definition of remission
would be that of ‘‘symptomatic’’ remission in which the youth no longer has
symptoms of depression, and an even stricter definition of remission would
be that of functional remission in which the depressed youth no longer
has symptoms of depression or dysfunction. Considering the critical impor-
tance of interpersonal functioning, careful consideration should be given to
regaining functional status and not merely symptom decline in assessing
recovery from depression in youth.

Fortunately, emerging data from controlled clinical trials documented that
cognitive-behavioral therapy (CBT) shows promise in controlling symptoms
of depression in the young [9]. Equally promising are results from two recent
large randomized placebo-controlled clinical trials documenting significant
separation from placebo for the serotonergic specific reuptake inhibitors

1Pediatric Psychopharmacology Unit, Massachusetts General Hospital, WACC 725, 15 Parkman Street,
Boston, MA 02114, USA
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(SSRIs) fluoxetine [7] and paroxetine [10] in depressed youth. Considering
the safety profile of SSRIs, these findings are most welcomed.

While familiality suggests that genes may play a role in the etiology of
depression in youth, it also suggests that youth may become depressed
as a consequence of a poor environment generated by a depressed parent.
Irrespective of its biological or psychosocial underpinnings, the development
of a depressive syndrome in a child is a serious matter, since it is commonly
associated with a high degree of morbidity and dysfunction. However, the
atypical clinical picture, its fluctuating course, the high levels of irritability,
aggression, oppositionalism, anxiety, school and behavioral difficulties [2]
greatly complicate its identification in youth. Considering that depression is
a major risk factor for suicide and that suicide is a leading cause of mortality
in the young [11, 12], failing to identify depression in youth can have dire
consequences.

While the choice of treatment can vary within different settings, it is
important to emphasize that the major hurdle facing depressed youth today
continues to be underidentification. We hope that this worrisome state
of affairs will soon be alleviated by scientific advances and aggressive
educational efforts focused on juvenile mood disorders.
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4.6
How the Study of Early Onset Depression Challenges Us to Produce a

New Paradigm for Understanding Mood Disorders

Stanley P. Kutcher1

Early onset depressive disorder is an area of increasing investigation across
a variety of domains. Yet its current, and by extension, future elucidation
is hampered by a conceptual paradigm that may be confusing at best
and distracting at worse. Indeed, much of our activity directed towards
understanding early onset depressive disorder can be likened to the response
of the person who, when asked why he was searching for his hat in front
of a shop window instead of in an adjacent park where it had blown away,
replied ‘‘because the light is much better here’’.

As studies of diagnosis and treatment of depression in children and teens
have shown us, our concept of depression has, it can be argued, become
so broad that its utility as a medical diagnosis is now suspect. Indeed,
the very word ‘‘depression’’ is used by professions and the public alike to
denote everything from personal experiences arising from ‘‘the slings and
arrows of outrageous fortune’’ to profound and even life-threatening states
of psychophysical inertia.

Perhaps fueled by the now popular perspective of health as a utopian
state (as defined by the World Health Organization), the construct of and
subsequent identification of ‘‘depression’’ now encompasses everything from
socially induced distress to expected (but not tolerated) dysphoria arising
from adversity to an intense psychophysiological state in which an indi-
vidual’s usual cognitive, behavioural and affective heterogeneity is replaced

1Department of Psychiatry, Dalhousie University, QE II Health Sciences Centre, Abbie J. Lane Building,
5909 Jubilee Road, Suite 4082, Halifax, Nova Scotia, B3H 2E2, Canada
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by a homogeneous pattern of constricted variability. For example, low-grade
but persistent unhappiness can now be ‘‘diagnosed’’ as dysthymia, and even
brief dysphoric experiences of low intensity can be somehow construed as
minor depression. Thus, clinical depression (as a medical term) may be
conceptually and actively confused with distress and unhappiness. The wish
to sanitize the human condition, even if it arises primarily from altruistic
foundations, seems to underlie our ever increasing diagnosis of ‘‘depres-
sion’’. In support of this perspective, recent studies have now demonstrated
that antidepressant medications used by ‘‘normal’’ individuals will not only
enhance their quality of life, but will also make them easier to live with as
described by their significant relations.

This ‘‘diagnostic extension’’ of the concept of depression is further compli-
cated by the confusion of comorbidity, as recent debates on the diagnosis of
bipolar disorder in young people have demonstrated. It is a leap of something
akin to faith to believe that 60, 70 or 80% of ‘‘depressed’’ youngsters have an
additional and unique psychiatric disorder! Perhaps in our syndromatically
based diagnostic developments we have debased the mathematical founda-
tions of set theory and have happily developed what we feel are unique
categories using shared elements. For example, a set of golf clubs cannot
be confused with a set of hockey sticks, because the elements, although
superficially similar, are essentially different, yet concentration and sleep
problems (for example) can be used to define both depression and anxiety.
Additionally, in many cases, we have assumed, and not confirmed, that
diagnostic elements are part of the implied pathoetiology of a ‘‘disorder’’
(e.g. early morning awakening in depression) instead of an example of a
homeostatic mechanism arising from within the organism which may serve
to redirect a variety of cognitive, behavioural or affective disturbances.

Our conceptual model(s) of ‘‘depression’’ have been elevated to the status
of organizing principles without sufficient critical examination. What is the
validity of our definitions? What is the predictive attribution of what we
call depression? Where is the independent experimental evidence that will
allow us to either confirm or reject, with some degree of certainty, the model,
which we apply? Have we become so broad in our conceptual framework
that, in our desire to be of help, we have lost sight of the boundaries between
‘‘disease’’, ‘‘disorder’’ and usual experience? Perhaps there are no such
boundaries?

The available literature on the treatment of ‘‘depression’’ in young people
substantiates this concern. Arguably, the ‘‘best ’’ evidence for psychological
treatment — cognitive-behaviour therapy (CBT) — is less than impressive in
its superiority over true placebo therapy. Although CBT is theory-based and
has been informed by years of research, it still cannot be demonstrated to be
associated with cognitive theories of pathoetiology. Critical studies of depres-
sed teens, for example, have shown that substantial numbers do not exhibit
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the expected cognitive set, that the presence of the expected cognitive set
is not predictive of response to CBT, and that successful pharmacotherapy
in the absence of CBT provides remission of negative cognition and that
there is no evidence that negative cognitions are a cause rather than a conse-
quence of depression. Thus, the construct is neither necessary nor sufficient for
either diagnosis or treatment. Such critical assessment should raise concern
either with the model of the disorder (depression), or the mode of initia-
tion/intervention (CBT), or both.

What the study of early onset depression provides for us, is the opportu-
nity to review and challenge our conceptual paradigm of mood disorders.
As Kuhn has demonstrably argued, conventional perspectives in scientific
thought continue until the anomalies are such that they demand a critical
re-evaluation of the conceptual framework itself. Perhaps this is what the
studies of early onset depression are leading to.

Some consideration must be given to a perspective that understands
disorders of mood not as depression or mania (and stops in between) but
as neurologically mediated disturbances in the amplitude, frequency and
synchronicity of a variety of mood states. For example, depressed indi-
viduals could be understood not as having a ‘‘depressed mood’’, but as
exhibiting a mood state in which the various components that make up
mood (i.e. joy, happiness, sadness, irritability, enthusiasm, grief, etc.) have
lost their independent trajectories and have become ‘‘glued’’ together in
an extremely stable and undifferentiated state of variable duration and
severity. Alternatively, manic individuals could be understood not as having
a ‘‘manic mood’’, but as exhibiting a mood state in which the various compo-
nents have become super-desynchronized — so much so that the expected
heterogeneity of individual states is overexpressed and that the subsequent
effect is one of extreme affective instability of variable duration and severity.
‘‘Normal’’ mood states would be somewhere in between and could exhibit a
degree of responsive and yet biologically determined desynchronization that
would allow for environmental impact as an external modifier of behaviour,
while at the same time allowing for the intergenerational transmission of
genetically determined properties for excessive synchronization or desyn-
chronization. Each individual’s ontogenetic development could then be
expected to recapitulate phylogenetic patterns. Thus, the childhood years
would be associated with a critical period in which external impactors on
neural development might be expected to modify the genetically based
central nervous system propensity for mood synchronization. The adoles-
cent years would be associated with the expression and ‘‘fine tuning’’ of the
organism’s ability to synchronize mood — as the ‘‘normal’’ development of
mood in teenagers shows. Subsequent life cycle development would then
fit on this neural background, and the effects of both external (e.g. stres-
sors) and internal (e.g. CNS degeneration) factors would be expected to
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express these synchronies/desynchronies. Treatments for disrupted mood
states would not be focused on antidepressant or antimanic amelioration,
rather they would be developed toward setting mood states into a relative
state of chaotic desynchronization.

Richard Harrington’s chapter on depression in children and adolescents
has clearly outlined the anomalies in our paradigm as it pertains to under-
standing disorders of mood. Will further research be directed towards
identifying further anomalies or will it take a new direction?

4.7
Adult and Childhood Depressions May in Fact be Different Illnesses

Alvin A. Rosenfeld1

For centuries, social reformers have pointed out that children could be self-
denigrating and hopelessly despondent. More than 150 years ago Charles
Dickens crafted poignant portraits of miserably unhappy children on
society’s margins. To him, these children’s emotions were reactions to terribly
depriving external circumstances. Others have traditionally contended that
some part of the way these children feel and act emerges from inner,
inherited deficiencies. The new twist the 1980s introduced was the growing
consensus that, contrary to psychoanalytic theorizing, children actually could
be diagnosed as being clinically, psychiatrically depressed more or less in the
same way as adults were. This paradigm was widely accepted; it seemed likely
to make treating depressed children more successful. To date, that promise
has not been fulfilled. In some ways the new paradigm diverted child
psychiatric attention away from a major contributor to extreme childhood
misery, the truly terrible circumstances some children live in.

Classifying a child’s misery correctly becomes a semantic exercise unless
that categorization contributes to a superior understanding and/or better
potential or actual interventions. Like many hypotheses in child psychiatry,
the current childhood depression paradigm derived in large part from
an advance in general psychiatry: adults with unipolar depressions were
being treated very successfully with tricyclic antidepressants. For them,
tricyclic medications have been shown to be highly effective [1]. Might these
medications also relieve children’s suffering? After all, in contemporary
practice, clinicians certainly see some children from organized, supportive
families — perhaps with a genetic loading for depression — who suffer from
major depressions that look remarkably like the adult condition. Today,

14 East 89th Street, New York, NY 10128, USA
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some of these children improve with medication. But theirs are responses in
the uncontrolled, single case study world that constitutes office practice.

While the hypothesis that childhood depression is like adult depression
and therefore highly treatable with antidepressants was worth testing, as
Prof. Harrington writes, ‘‘with the exception of Preskorn et al all of the
controlled double-blind trials have found no significant differences between
oral tricyclics and placebo.’’ The findings with selective serotonin reuptake
inhibitors (SSRIs) are similar. Although clinicians use these medications
because they seem to help some children, as yet, careful scientific study has
delineated no specific group of children who respond to antidepressants the
same way as adults do. Perhaps, in a year or two, available scientific facts
with SSRIs will be different. But today they are not. In fact, considerable
evidence indicates that placebos are as highly effective in treating childhood
depressions. Were we reacting fully scientifically, we would be funding far
more research investigating why this remarkably safe intervention works far
better for children than for adults.

Yet many child psychiatrists continue to accept the ‘‘children can be
depressed in something like the adult fashion’’ paradigm as if it were on the
verge of being proven. Unfortunately, as this new paradigm became accepted,
the field simultaneously did not really discard, but did de-emphasize one that
considered children’s depression as a reaction to miserable living conditions,
emotionally and/or materially. It is hard to keep your spirits up if you doubt
you will eat today. But particularly during Ronald Reagan’s presidency,
getting social research funded became difficult in America. Some of the
most severely depressed, hopeless children who clinicians see are the abused
and neglected ones in the foster care system. In one California study, foster
children use about ten times the mental health services that other similarly
indigent children do [2]. These children’s real life experiences likely would
have persuaded all but the most invulnerable child that life is miserable and
that they are helpless, hopeless, and useless. These children usually have
been living in chaotic homes with grossly disturbed, often substance-abusing,
sometimes criminal, parents. Studies of foster care populations are seriously
methodologically flawed. Yet in aggregate they suggest that a very high
percentage of these children have emotional difficulties, including many
with major depressions [2].

Some foster care research data parallel findings that Harrington’s paper
reports: depressed children live in families with adverse environments, high
parental criticism, family discord, and poor communication between parent
and child. It might be more parsimonious to conclude that to date, data about
childhood depression’s etiology points to ‘‘an environmentally mediated
mechanism’’ with familial discord as a primary associated factor.

A conservative reading of available data suggests that childhood depres-
sion is a final common pathway with numerous possible etiologies. One
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may be a biological depression or genetic vulnerability. But more chil-
dren become clinically depressed because of real external circumstances in
everyday life. Cases of these two types ought not to be comingled in research
samples. When the environmental paradigm fits, the child’s depression may
be an appropriate reaction to stressful real life situations. Those children
need adequate social and familial interventions which assure that they live
in decent, emotionally supportive circumstances. Child psychiatrists who
want to ameliorate depressions in more children while sticking to the data,
might better focus on changing the family environment, assuring that more
children have living situations that approximate the ‘‘average expectable.’’
Maybe Charles Dickens was right after all!

Note: Since adolescents were considered social adults as recently as 75 years
ago, this commentary focuses on pre-pubertal children.
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4.8
Taking Stock and Moving on: Current Issues and Challenges Concerning

Child and Adolescent Depressive Disorders

Cheryl A. King1

The last 20 years have witnessed a tremendous surge in research on prepu-
bertal and adolescent depression. The cumulative result is an empirically
based description or picture of a condition whose existence was disputed
just one generation ago. Scientific studies indicate — and both the mental
health delivery system and popular culture now acknowledge — the rela-
tively high prevalence of depressive disorders among youth. As is clear from
Prof. Harrington’s comprehensive review, findings from multiple studies
converge on the clinical presentation, course and outcome, and psychosocial
correlates of depressive disorders.

1Department of Child and Adolescent Psychiatry, University of Michigan Medical Center, 1500 East
Medical Center Drive, Ann Arbor, MI 48109, USA
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It is also clear from Harrington’s review, however, that there are few
known efficacious treatments for prepubertal and adolescent depression.
Treatments that have garnered some empirical support, such as cognitive-
behavioral therapy and fluoxetine, have not emerged as ‘‘cures’’ or ‘‘across
the board’’ treatments of choice. Cognitive-behavioral therapy has the most
evidence supporting its effectiveness, but may have little or no impact on the
more severe depressive disorders and the suicidal thoughts and behaviors
that are common among depressed youth. Fluoxetine needs further study
to ascertain the extent of its effectiveness and to determine whether or not
initial positive findings replicate. Thus, there are promising leads, but at this
juncture, treatment protocols for depressed youth are suggestive rather than
definitive.

It is within this context that Harrington puts forward his suggested
treatment guidelines. Rather than proclaim, he makes suggestions based on
a strong mix of empirical findings, clinical experience, and common sense. I
would like to extend his discussion and comment on several issues that have
substantial implications for clinical practice and further research. These are:
(1) the problem of diagnostic threshold; (2) developmental considerations;
(3) the subcategorization of depressive disorders; and (4) suicidality.

Clinical experience suggests that many young people exist — at least for
hours or days at a time — at, near, or just over the diagnostic threshold for
a depressive disorder. And, despite high reliability and concurrent validity
for total counts of depressive symptoms, research on structured diagnostic
interviews shows relatively poor reliability in determining whether or not
symptoms meet the diagnostic threshold [1]. If an adolescent near the diag-
nostic threshold presents for an evaluation, will the youth be diagnosed with
a depressive disorder? Is a simple count of five symptoms plus ‘‘signifi-
cant’’ psychosocial impairment adequate for a diagnosis of major depressive
disorder? Is the count ever ‘‘simple’’ for near threshold cases? That is, when
is a symptom a symptom? How many have counted three definite and three
likely, or four definite and two possible, as close enough to five symptoms?
What is significant fatigue? What is low self-esteem in a young teenage girl?
How do we count irritability in a teenager with severe school performance
problems and severely punishing parents?

Even when combined with a developmental interview, a cross-sectional
evaluation of a possibly depressed child or adolescent may be inadequate.
Harrington’s conservative approach, evident in the suggestion to begin
with ‘‘a thorough assessment, sympathetic discussion with the adolescent
and family, and encouraging support’’ is sensible for youth at or near the
diagnostic threshold — especially when combined with efforts to alleviate
stress. The empirical data indicating that a significant minority of depressive
disorders remit rapidly should not be ignored [2, 3]. For the subset of youth
who are improved at follow-up, diagnostic labeling will have been avoided.
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In addition, the tendency of providers to assume that all improvements are
due to their prescribed treatment — resulting in the continuation of possibly
unneeded treatment — will have been circumvented. This strategy would
benefit treatment efficacy research as well, resulting in inclusion of only
those youth with clear depressive disorders.

A developmental perspective enables us to view prepubertal children and
adolescents as individuals on a life course or developmental trajectory. Their
family/social contexts and relationships, psychological characteristics, life
experiences, and psychiatric conditions influence each other across time.
In this transactional model of influence, the notion of impact is extremely
important. The clinician might ask, ‘‘How can I best move this child onto a
healthier developmental trajectory?’’ For a 10 year old, a school intervention
to promote friendship development or reduce the risk of school failure may
be most critical. For a 14 year old, treatment of emerging alcohol abuse
may be most critical. This is not to argue that treatment of the depressive
symptoms should not occur. Rather, we must avoid the temptation to see such
treatment as sufficient and to view all psychosocial problems as emerging or
resulting from the depressive symptoms. In a transactional model of mutual
influence, successful symptomatic relief will have a positive ripple effect. But
other interventions may have as much or more impact, and deserve careful
consideration.

Depressive disorders characterize a highly heterogeneous group of prepu-
bertal children and adolescents. As presented by Harrington, these youth
have a broad range of psychosocial strengths and weaknesses and, more often
than not, comorbid psychiatric conditions. Given our rich understanding of
the phenomenology and course of these comorbid conditions, it behooves
us to focus more efforts on understanding the course that prepubertal and
adolescent depression takes when it occurs with different comorbid condi-
tions. The 13-year-old depressed girl with social phobia and a history of
separation anxiety will undoubtedly have a different course and benefit
from a different treatment ‘‘package’’ than a 16-year-old depressed boy with
conduct disorder and severe alcohol abuse. Although this may seem like
common sense in clinical practice, as researchers we still need to develop,
describe and package, and evaluate treatments accordingly.

Approximately 70% of youth with major depressive disorders report signif-
icant suicidal thoughts at some time during the course of their depression.
The empirical evidence is clear that youth with depressive disorders are
at increased risk for suicide attempts and completed suicide, and that this
risk may be increased further in the presence of comorbid mental disorders
or substance abuse [4]. Follow-up studies suggest that the risk period may
not be outgrown [5]. Although depressive disorders are highly prevalent
during childhood and adolescence, and the tragedy of suicide is a rela-
tively rare event, suicide risk must be carefully assessed in each depressed
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child. Involvement of parents and guardians is essential if there are any
concerns about possible suicide risk. An open channel of communication
with provision of psychoeducation concerning signals of increased risk and
the availability of emergency services is recommended.
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4.9
Increasing Awareness of Depressive Disorders in Childhood:
Implications for World Child and Adolescent Mental Health

John A. Corbett1

The increasing awareness that depressive disorders in childhood can be
recognized more frequently than was previously thought has important
implications both for prevention and for the provision of services. This
explosion of interest parallels attempts to destigmatize depression in adults.

In the United Kingdom, the ‘‘Defeat Depression Campaign’’ organized
by the Royal College of Psychiatrists and carried out between 1991 and
1996 was aimed at education of the public about depression in adults, its
treatment and encouragement of earlier treatment seeking. The findings of
research into the efficacy of this initiative have recently been reported by
Paykel and his colleagues on behalf of the College [1]. Surveys of public
attitudes were conducted, involving over 2000 households sampled to be
representative of the population of the UK prior to the campaign, which

1Department of Psychiatry, University of Birmingham, North Warwickshire NHS Trust, Lea Castle, Nr
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involved newspaper and magazine articles, radio and television programmes
and other media activities. The survey was repeated in March 1995 and
June 1997 and showed significant positive changes regarding attitudes to
depression, reported experience of it, attitudes to antidepressants and, less
consistently, to help from general practitioners. Changes were of the order
of 5–10% and throughout attitudes to depression and to treatment by
counselling were very favourable, whereas antidepressants were regarded
as addictive and less effective.

Prof. Harrington has shown that research findings concerning adult depres-
sion cannot easily be extrapolated onto work with children and adolescents.
However, education and awareness of the subject might be approached in
the same way. Anna Freud [2] pointed out that children do not tend to
complain about their feelings or symptoms, and it is usually other people,
particularly parents and teachers, who tend to complain about them. There
is, however, in all areas of work with young people an increasing awareness
of the need to listen to them and develop skills in eliciting information about
feelings and emotionally laden topics such as experience of abuse and other
significant life events. This is a core skill for child psychiatrists and it is
particularly relevant, in parts of the world where there are few psychiatrists,
to the training of all mental health workers. There are of course opportu-
nities during general education to include teaching on mental health issues
which will not only improve awareness of young people but assist in the
recruitment and training of health professionals and volunteers.

Much of the research on depression in young people has been reported
from academic centres in Europe and America, and now that methods have
been established for carrying out such studies these need to be extended
to other parts of the world. One outstanding issue concerns the changing
pattern in diagnosis of depressive disorders with age and the different ways
in which depressive affect in young people is experienced by the youngsters
themselves and by adults responsible for them.

An important recent study from Puura and colleagues [3], reporting their
findings from the Finnish national study, adds significantly to our knowledge
about how international studies might be carried out.

In order to find out whether parents and teachers report depressive symp-
toms in children with self-reported depression, over 5000 Finnish 8–9 year
olds were assessed using the Childhood Depression Inventory (CDI) as part
of a wider study of child health — 381 had a cut-off score above 17. Teachers
reported those with high CDI scores as having poor school performance,
restlessness, somatic complaints, unresponsiveness, being bullied and being
absent from school, while parents reported depressed mood, unpopularity,
social withdrawal, disobedience, inattentiveness and stealing.

In clinical practice, parents and teachers do not always respond empathet-
ically to suggestions that children behaving negatively may be depressed,
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but an increased awareness and more positive view about treatment of
depression by adults is clearly one key to this important issue.

One particular way in which transcultural studies of depression in young
people may be examined is to look at markers such as suicide and parasuicide
and drug taking in young people and relate these to the diagnosis of
depressive disorders in the community.

Here the evidence is somewhat conflicting, for while suicide is relatively
uncommon in young children there are clearly wide variations in suicide
and attempted suicide in adolescents and young adults. If there is conti-
nuity between depression in young children and adolescents, as there seems
to be between symptoms of the sort reported from Finland and adolescent
turmoil and depression, it is likely that adolescent suicide (at least in a
proportion of cases) is an end stage of repeated social failure, low self-esteem
and despair. The finding of an increased rate of affective disorders in adoles-
cents with pervasive and other severe developmental disorders, although
not often presenting as suicide, but frequently with other forms of self-harm,
would tend to support this [4].

On the other hand, international studies of the wide variation in youth
suicide rates suggest that the picture is more complicated than this.
Kelleher [5], reviewing youth suicide trends in the Republic of Ireland,
points out that in a country with a population of 3.5 million, 94% of whom
are Roman Catholic, traditionally the suicide rate has been very low but
has risen over the past 20 years. Although this rise can be partly explained
by improvement in the method of collecting statistics, this cannot account
for more than 40% of the ten-fold rise in the ratio in males of suicide to
undetermined death since the late 1980s. There has been a slight rise in the
suicide rate in young adult females, but overall this rate has been stable for
the past 20 years.

For 15–24 year olds, the ratio of male to female suicide in Ireland is
7.1:1 for the years 1988–92, and this represented the highest ratio of all
countries that returned suicide statistics to the World Health Organization
(WHO) over this 5-year period. Of the ten countries with the highest male:
female suicide ratios in this time period, seven were English-speaking and
were at one time part of the British Empire. Kelleher concludes that if the
differences are not artefactual, this would suggest that some shared cultural
heritage is influencing suicide behaviour in young people. Although the
increase is consistent with an increased prevalence of mood disorder, this
seems unlikely to be more than a partial explanation and it is likely that
depressed young men today more readily act upon thoughts of suicide than
in previous generations, and this in itself may be related to social and cultural
change in societies where such changes in rates have been reported.

Such changes will include the increased academic pressures on adolescents,
the loosening of religious and family ties, and the availability of illegal drugs
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to young people. The latter does not appear so important in the Irish
studies, but the fact that young people resort to illicit drugs and substances
such as solvents to either elevate mood or block out negative affective
experiences, may be contrasted with the negative views of adults concerning
antidepressants and the relative inefficacy of tricyclic antidepressants in
children and adolescents.

It may be that the newer generation of selective serotonin reuptake
inhibitors (SSRI) type antidepressants will be found to be more effective
in severe depressive disorders in young people, but the recent emphasis on
psychological treatments for depression in children and adolescents recently
reported by Harrington et al [6] is more encouraging.

Hopefully, the clinical experience of such approaches to treatment will lead
to a clarification of strategies for prevention aimed at earlier identification
and effective counselling, together with measures which can be employed
on a community-wide basis to help vulnerable children to cope with the
increasing pressures of a postmodern world.
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4.10
Some Unsolved Problems in Childhood Depression: A Clinician’s View

Helmut Remschmidt1

Richard Harrington’s article starts with the statement that, until recently, it
was widely believed that depressive disorders were rare in young people.
This statement has to be changed by recent studies that have demonstrated
not only the occurrence of depressive states in children and adolescents,

1Department of Child and Adolescent Psychiatry, Philipps-University, D-35033 Marburg, Germany
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but also increasing rates with age. A review of the literature of psychi-
atric and behavioural disorders in children and adolescents reveals very
clearly that depression and suicidal behaviour belong to those disorders that
have increased since the end of the Second World War [1]. Among these
increasing disorders are further alcohol and drug abuse, delinquency and
obesity.

However, this view was quite different in earlier days of child and adoles-
cent psychiatry. According to Carlson and Garber [2] five major schools of
thought with regard to depressive disorder in childhood and adolescence
can be distinguished. The first school, mainly represented by psychoana-
lytic theorists, stated that there is no depression before puberty, with the
consequence that childhood depression was more or less ignored. The second
perspective assumed that depression in childhood is a ‘‘masked depres-
sion’’, which meant that children would express their depressive behaviour
by other symptoms which were called ‘‘depression equivalents’’, such as
somatic complaints, conduct problems or delinquency [3]. The third perspec-
tive assumed that the core symptomatology of depressive children is like
that of adults, but there are some additional childhood-specific symptoms
such as social withdrawal, aggression, negativism, conduct problems and
school refusal, though Cantwell [4] pointed out that essential features should
be distinguished from associated ones. The fourth perspective assumed that
childhood depression does not show any difference in comparison to depres-
sion in adulthood (isomorphism), which led to the DSM-III classification
criteria of depression in childhood [5]. Finally, the fifth school of thought,
supported by developmental psychologists, suggested that an isomorphism
between child depression and depression in adulthood must be unrealistic,
leading to the notion that, in spite of similarities between depression in
childhood and in adulthood, there are specific manifestations with regard
to age and development concerning children’s cognitive, linguistic and
socio-emotional capacities which influence the expression of depressive
symptomatology over time [6].

On the basis of the last view, it can be questioned whether the diagnostic
criteria of the current classification systems ICD-10 and DSM-IV are really
appropriate. The critique of these classification systems from a develop-
mental perspective can be based on several arguments, including neglecting
causal processes, longitudinal course, phases of life, and the judgement of
developmental appropriateness of possibly abnormal behaviour [7]. In that
view, many child psychiatric disorders can be explained in terms of aberrant
or delayed developmental processes which are naturally different from adult
development. With regard to these problems, depression in childhood and
adolescence can be looked upon at different levels: the symptom level, the
syndrome level and the level of disorder, characterized by a certain minimal
duration, a clear impairment and a characteristic course and outcome.
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The same problems with reference to an adequate diagnosis (which are
present in spite of some standardized instruments) arise with regard to aeti-
ology, which is currently seen in terms of a multifactorial approach. However,
it remains uncertain to what extent the different factors (genetics, adverse
family influences, recent life events, etc.) contribute to the manifestation
and the course of the disorder. Harrington gives a well-balanced view of
these factors in his review. Finally, also all modern treatment approaches are
based on this multifactorial perspective. However, in spite of several studies
using cognitive-behavioural therapy (CBT), family interventions and tricyclic
antidepressants, the results are, on the whole, not very impressive. I agree
with Harrington’s review that cognitive-behavioural therapy, interpersonal
therapy (which was not much studied) and the modern selective serotonin
reuptake inhibitors (SSRIs) are promising tools for the treatment of depres-
sion. However, if one looks at the most frequently practised therapy, CBT,
this method seems to be appropriate only for depressive symptoms and
mild depressive disorders. The non-efficacy of tricyclic antidepressants in
children and adolescents, based on double-blind placebo-controlled studies,
is still a matter of controversy, because several clinicians are convinced
of the efficacy of these drugs in cases they have treated. But neverthe-
less, the results have to be respected and the modern SSRIs should be
given priority, especially considering the danger of the cardiotoxic effect
of tricyclic antidepressants. In spite of the poor research on SSRIs, this
group of antidepressants seems to be promising, not only because of
their low rate of adverse effects, but also because of their pharmacolog-
ical mechanism. The same applies to the modern reversible monoamine
oxidase inhibitors, which have been useful in the treatment of hyper-
kinetic children and children with major depressive disorder. In severe
cases, especially in bipolar or monopolar depressive disorders, lithium
salts have been demonstrated to be useful. Nevertheless, the whole field
of psychopharmacology of depression in children and adolescents is still
underdeveloped, and strong efforts are necessary in order to understand the
basic mechanisms of drug action and to establish rational and safe therapeutic
regimes.
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4.11
Childhood Depression: Some Unresolved Research Questions

Eric Fombonne1

Depression in children and adolescents has received increasing attention
over the last 20 years. The number of published research and clinical articles
has grown exponentially and nothing indicates that this trend is abating. As
pointed out by Richard Harrington, much of this trend reflects changes in
psychiatric research in general, with an increased emphasis on direct inter-
viewing of subjects (including children) with standardized procedures, and
on the use of symptom-oriented approaches to child psychiatric diagnoses.
However, there is also the possibility that the growing focus on affective
disorders amongst youth reflected a genuine increase in the incidence of
these conditions. Careful reviews of the adult epidemiological literature
have concluded that lifetime rates of depressive disorders have increased
for birth cohorts born in the post-Second World War era [1]. Furthermore, a
decreasing age of onset was simultaneously reported, meaning that depres-
sion now appears not only more frequently but also at an earlier age, that is
during adolescent years. Although data are more scarce for trends over time
in rates of depression amongst child and adolescent samples, the limited
evidence points toward the same conclusion [2–5]. However, the magnitude
of the increase remains unknown and most probably is lower than some-
times claimed; the specificity of the increase regarding depression is also
unclear, since other types of emotional and behavioural disturbances have
also increased during the same period [2, 6]. What remains poorly under-
stood is the exact nature of the psychosocial changes which are responsible
for this secular increase in depression. The monitoring and elucidation of

1Department of Child and Adolescent Psychiatry, Institute of Psychiatry, De Crespigny Park, Denmark
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fluctuations over time in the incidence of affective disorders amongst youth
should therefore appear on the future research agenda of several groups.

Harrington’s review provides an admirable summary of the current
research findings and challenges in the area of childhood depression. Yet a
persisting problem in this field about definition and measurement should
be strongly emphasized. Firstly, in spite of studies showing strong simi-
larities of depressive symptomatology between children and adolescents
with depression [7], developmental differences exist in the phenomenology
of affective disturbances which are not adequately reflected in current
measurement procedures, be it in the diagnostic criteria, in the cut-offs
used to define caseness on continuous measures, or in the layout of ques-
tions in research schedules. Secondly, the use of multiple informants in
most research protocols means, in practice, that the ‘‘best estimate’’ proce-
dure described in Harrington’s chapter is used to generate diagnoses of
depression. This undoubtedly leads to an overinclusive definition which
might dilute samples and bias results towards the null hypothesis. Thirdly,
the measurement of depression occurring within the context of another
psychiatric disorder (as is the rule) provides even more challenges to its
adequate assessment. For example, children with conduct disorders often
present with depressive symptoms which have lasted for some time. In
order to meet criteria for major depression, it is necessary to find evidence
of impairment arising from the depressive symptomatology. How is that
achieved, and how does one differentiate, within a given child, the impair-
ment of functioning due to one disorder from that due to another disorder?
Because a conduct-disordered child is impaired in several areas of func-
tioning (by the conduct symptoms), he will de facto fulfil all criteria for major
depression, even though the child might just present with a transient depres-
sive syndrome which often is an associated feature of chronic disruptive
problems.

Measurement issues are therefore far from being a side issue in depression
research. Many randomized clinical trials, particularly those concerned with
the efficacy of antidepressant drugs, have failed to properly address them.
Thus, significant improvements are often seen using data from one informant
only but not with those from the others [8, 9]. Or, results have not taken into
account the high rates of comorbid disorders and their confounding effects
on drug response; thus, a recent study failing to demonstrate a benefit of
high doses of tricyclic medications for treatment-resistant depression was
based on a sample including 54% of comorbid depression with conduct
disorder [10]. Evidence from other studies shows that comorbid depression
with conduct disorder is less likely to respond to antidepressant medication
[11] and may confound treatment studies.

Finally, psychological treatment studies have accumulated which show
efficacy for short-term interventions. Their results are nevertheless not
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always consistent with theoretical predictions; for example, gains with
cognitive-behavioural therapy (CBT) do not follow parallel changes in
cognitive dysfunction. Similarly, family therapy or parental components
of interventions do not add any benefit, although disturbances in family
background of depressed children represent a well-documented risk factor.
The available conceptual models of depression, therefore, need to be
considered at best as working hypotheses. Further outlining our current
knowledge limits, it is worth also keeping in mind that, thus far, we
have little understanding of two major defining features of child and
adolescent depression: namely, that its incidence rises enormously during
mid-adolescence and that it affects twice as many girls as boys.

Explanatory models which could account for these two features are desper-
ately sought for.
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4.12
Research Trends in Depressive Disorders of Youth

Benedetto Vitiello1

After decades of separation between child and adult psychiatry, with respect
to nosology and treatment approach, there has been a recent rapprochement
between the two fields. Focus has been on the continuity of psychopathology
across the age span, with the adoption of the same diagnostic criteria for youth
as in adults. This approach is well grounded in the fact that most psychi-
atric disorders that affect adults have their inception in youth and continue
into adulthood [1]. Valid diagnoses can be obtained utilizing similar criteria
across age. In both the 10th edition of the International Classification of Diseases
(ICD-10) [2] and the 4th edition of the Diagnostic and Statistical Manual of
Mental Disorders (DSM-IV) [3], the criteria for depressive disorders in youth
are basically the same as in adults. In DSM-IV, the only differences are that
in youth mood can be ‘‘irritable’’ as well as ‘‘depressed,’’ and the minimum
duration of mood disturbance for a diagnosis of dysthymic disorder is 1 year,
rather than 2 years as in adults. The reports that a specific psychotherapy such
as cognitive-behavioral therapy is also effective in youth support the theo-
retical and practical integration across age. This rapprochement, however,
should not come at the cost of a decreased sensitivity to developmental differ-
ences in illness presentation, course and treatment response. The review by
Richard Harrington highlights these differences and their implications for
both practitioners and researchers.

In youth, mood is more reactive and the diagnosis of depressive disorders
less stable than in adults. Because of this, it is more difficult to demonstrate
the efficacy of specific treatments, either pharmacological or psychosocial,
versus control conditions, such as placebo or non-specific clinical contact.
As pointed out in the review, there is no evidence that oral tricyclic
antidepressants are more efficacious than placebo in youth. In fact, the
response to placebo has been as high as 70% [4]. This high and unpredictable
placebo response makes it difficult to interpret the results of uncontrolled
studies, however encouraging they may be. More recently, the attention
has shifted to the selective serotonin reuptake inhibitors, as a class of safer
and better tolerated antidepressants. Following an 8-week trial of fluoxetine
in 96 patients aged 7–17 years with major depression, there was greater
improvement on fluoxetine (56%) than on placebo (33%) [5]. Notably, only
31% of the patients treated with fluoxetine had reached complete remission
at the end of the study. In another trial, 275 adolescents (aged 12–19 years)
were randomized to receive paroxetine, imipramine, or placebo for 8 weeks.

1Child and Adolescent Treatment and Preventive Interventions Research Branch, National Institute of
Mental Health, 5600 Fishers Lane, Rockville, MD 20857, USA
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In the preliminary report of this study, paroxetine, but not imipramine, was
better than placebo [6].

The treatment approach recommended by Harrington is based on the
current state-of-the-art of the field, as also reflected in the guidelines of the
American Academy of Child and Adolescent Psychiatry [7]. The efficacy
of cognitive-behavioral therapy for youth with depression is fairly well
documented [8], and the results of new studies on interpersonal therapy will
soon be reported. Further research data are needed before evidence-based
treatment guidelines can be fully developed.

Thus, compared with adult depression, depressive disorders in youth
present with similarities, but also distinctive features that impact on patient
management and call for specific research efforts. While spontaneous remis-
sion is more likely than in adults, recurrence is quite common and response
to treatment is often unsatisfactory or incomplete, at least in the short term.
Clearly, more comprehensively effective treatment and preventive strategies
are needed. The current data are limited in terms of number of studies, sample
sizes, type of patients enrolled, and duration of treatment. No comparisons
between pharmacological and psychosocial modalities have been reported,
nor has the efficacy of combined vs. single treatments been studied. Larger
clinical trials comparing the effects of different therapeutic modalities, in
more representative samples of patients, and for longer duration of treatment
are needed.
Note: Throughout the commentary, the term ‘‘youth’’ is used to indicate both
‘‘children’’ and ‘‘adolescents.’’ The opinions and assertions contained in this
commentary are the private views of the author and are not to be construed
as official or as reflecting the views of the Department of Health and Human
Services or the National Institute of Mental Health.
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4.13
The Nature of First Episode Major Depression in Childhood and

Adolescence
Ian Goodyer1

Prof. Harrington’s paper provides a clear and comprehensive overview
of the current knowledge regarding major depressive disorder in children
and adolescents. The review begins by emphasizing the importance of
direct examination of the mental state of the child together with parental
information which should include the duration of the disorder and the
degree of psychosocial impairment, as these crucial aspects of the presenting
complaint will help the clinician to determine the correct treatment. The
advances in developing standardized assessment procedures for use in
research now need to be complemented by pragmatic procedures for use
in routine clinical settings. Current methods and procedures for diagnostic
assessment are based on adult criteria and the validity of these for children
under the age of 6 is not at all clear. Clinicians should bear in mind that, in
younger children and perhaps in those who are learning disabled or may
have communication difficulties, social withdrawal from usual activities and
irritable mood may be indicators of a depressive illness.

The section of the review on causation highlights how we have yet to
unravel the multifactorial processes involved in onset. It is worth empha-
sizing that diagnostic heterogeneity may indicate aetiological heterogeneity.
Concurrent non-depressive comorbid conditions are beginning to provide
phenotypic clues that there may be different subtypes of depressive disorder
[1]. These preliminary findings are potentially of great interest and, if repli-
cated, will aid the targeting of treatments at the appropriate subgroup.

Harrington highlights the striking lack of clear-cut findings regarding
aetiology at the psychological and neurobiological level. For example, it has

1Developmental Psychiatry Section, University of Cambridge, Douglas House, 18b Trumpington Road,
Cambridge CB2 2AH, UK
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yet to be established if there are enduring biases in negative views about
the self, the world or the future in young people that predict the onset of
depression. There is, however, increasing clarity regarding the definition
and measurement of negative cognitions [2]. One substantial advance is
the finding that negative biases about the self may not be apparent to a
well person except under conditions of current low mood [3]. Self-reports
about negative cognitions in the last few days or weeks may therefore fail
to evaluate these more latent processes. Further studies should incorporate
child versions of these experimental procedures to assess self-precept under
different mood states and help clarify which negative cognitive elements are
associated with major depression in young people.

It is notable that the superiority of the cognitive-behavioural approach does
not appear to be due to specific changes in depressogenic cognitions present at
the time of assessment. This is an unexpected finding that, if replicated, raises
questions regarding the mechanisms by which this treatment is efficacious.
Interpersonal psychotherapy, by contrast, focuses on the here and now
relationships and, whilst it is not entirely clear how, appears to aid the young
person in overcoming real life difficulties. It seems possible that these two
conversational treatments may have a common set of therapeutic processes,
and a comparative trial of the two may be more informative than further
studies of one type against a no-treatment group.

Harrington’s discussion of the role of cortisol hypersecretion in the patho-
physiology of depression in young people is somewhat pessimistic. Loss
of diurnal rhythm in selected adrenal steroids occurs in around 50% of
depressed young people, and this abnormality appears to exert significant
effects on the risk for persistent depression independent of the severity
or duration of disorder at presentation [4, 5]. It is not clear if this is more
likely in postpubertal adolescents compared to prepubertal children. Cortisol
hypersecretion does not appear to correlate with self-reports of depression
and may increase the risk for further negative life events [6]. Whilst these
findings clearly require replication, they suggest that where hypersecretion is
found, treatments that normalize diurnal rhythm may be adjunctive to other
treatments. The overall lack of systematic trials of pharmacological agents is
particularly worrying. As Harrington notes, the current findings emphasize
the need for studies to compare treatments against each other in pragmatic
trials including pharmacological versus psychological therapies.
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4.14
Clinical Update of Child and Adolescent Depression

Sam Tyano1

Prof. Harrington’s review contributes a lot to our knowledge and is an
important addition to the literature in this field. Harrington reviews most of
the current literature and puts an emphasis on valid and reliable diagnosis
and on future directions for research.

However, we would like to bring to light another perspective of this
important issue of depression in the various ages from childhood to
adolescence, and put more emphasis on the purely clinical perspective.
We believe that in the depressive disorders of childhood and adolescence the
clinical perspective is complicated and unique, for a number of reasons.

The variability of the clinical picture is one of the complicating, as well as
confusing elements in these disorders [1]. Its occurrence through the different
ages is fascinating, as well as significant to the understanding of the disorder.

Depression in children, especially the younger ones, is frequently
masked, and may seem like irritability, moodiness, inattention, apathy or
agitation, or even may be confused with syndromes such as attention-
deficit/hyperactivity disorder (ADHD), conduct disorders and separation
anxiety [1, 2]. It may also involve many somatic symptoms that might blur
the picture [2].

Another specific characteristic of depression in childhood is its close
connection to anxiety. This is the only age group in which the two syndromes
are inseparable. Adolescence, in a way, is the fork, the crossroads where these
two syndromes are divided. This close connection is described in ICD-10, as
the ‘‘mixed disorders of conduct and emotions’’ [3]. This category applies

1Gehah Mental Health Center, POB 102, Petach-Tikva 49100, Israel
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to childhood disorders, which represent both aggressive, unsocialized or
oppositional behavior and unconcealed symptoms of depression and anxiety.
This connection of depression and anxiety is important to the understanding
as well as to the treatment of this age group, which is different from all other
age groups.

Depression in adolescents also has some specific characteristics, which
are age-exclusive, and form an important trigger in the transformation from
the childhood clinical picture to the adult one. Of the many characteristics
involved, two will be discussed here. The first is the increasing importance
of the biological axis in the breakthrough of puberty. The bodily changes,
namely the changed hormonal balance, happen at about the same time
as the elevated rate of depression. This is also the age when the depressive
characteristics become more similar to those of adults. This overlap of changes
indicates considerable likelihood of a connection between the changed body
image, the physical–hormonal changes and the initiation of adolescent
depression.

The other unique characteristic of adolescent depression is organization
and integration towards the fourth organizer [4]. The fourth organizer, which
allows the adolescent to choose by himself to have and thus to incorporate
his sexual body, has to be differentiated from depression. It must be seen as
a normal developmental stage, while the depression is morbid.

Another feature of depressive disorders in childhood and adolescence,
which evolves from their clinical characteristics discussed here, is their
extensive comorbidity [5]. Some 40–90% of youth with depressive disorders
have other psychiatric disorders, and 20–50% have two or more comorbid
diagnoses [5]. The list of comorbid disorders includes cognitive and behav-
ioral as well as emotional disorders. It covers the whole psychiatric scale,
including psychotic disorders, anxiety disorders, learning disorders, ADHD,
post-traumatic stress disorder (PTSD), adjustment disorder (with depressed
mood) and bereavement. It also includes general medical conditions such
as cancer and hypothyroidism. The differential diagnosis from ADHD is
especially complicated, because of the high overlapping rate between the
symptoms [6]. It should be noted that in the bipolar disorders there is so
much symptom overlapping that a subgroup of ‘‘bad ADHD’’ or a prodrome
to bipolar disorder is suggested [7].

The last subject that we would like to mention is the treatment of depres-
sive disorders. This intriguing question arises mainly in children and less
in adolescents, whose clinical picture becomes more similar to that of
adults as they grow up. The treatment of depression in children consists
of psychotherapy as well as psychopharmacological agents [1, 5, 8]. While
the psychotherapy most commonly used is cognitive-behavioral therapy
(CBT), which is thought to be superior to the other psychotherapies, there
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are also many reports of successful treatment with other methods [5]. Phar-
macological interventions were also found to be successful, but there are two
reservations. First, in depressive children there is a high placebo effect, as
high as the response rate to most of the antidepressants used [8]. Another
reservation, very similar to the first, is that psychotherapies have the same
response rate as pharmacological interventions [5].

Overall, the choice of the initial treatment seems to depend on ‘‘patient
factors’’ such as severity, chronicity, age, contextual issues, and so on, as
well as on ‘‘therapist factors’’, such as clinician availability, motivation and
expertise [9]. From the clinical point of view, there is an emerging recognition
that the integration of several psychotherapeutic techniques is in the best
interests of the patient [5].

The issue of depressive disorders in children and adolescents is an
intriguing, complicated and most of all a highly variable one. We have
tried to emphasize the diversity of its clinical picture, and the several items
evolving from it.
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4.15
Treatment Controversies in Childhood Depression

Carrie M. Borchardt1

Prof. Harrington provides us with a thoughtful and up-to-date review of
childhood depression. I will focus my comments on a couple of the more
controversial treatment issues: the relative roles of pharmacotherapy and
psychotherapy, and treatment issues regarding comorbid school refusal.

As described in the review, research has shown treatments for depression
in this age group to be helpful. This particularly applies to cognitive-
behavioral therapy (CBT) and selective serotonin reuptake inhibitors (SSRIs).
However, more research is needed on other psychotherapies and other
medications, as well as comparative studies which examine various treatment
modalities, either singly or in combination. Until we have that, the role of
pharmacotherapy relative to psychotherapy will remain controversial.

Some early studies of the use of tricyclic antidepressants to treat children
and adolescents with depression suggested they were helpful, and those
medications were enthusiastically prescribed for that purpose. However,
later studies with improved methodology and sample size failed to defini-
tively demonstrate efficacy. Possibly as a result of that experience, we have
become more cautious about the use of antidepressants in children and
adolescents. That caution is reflected in the treatment recommendations of
the review above, as well as in the Practice Parameters for the Assessment
and Treatment of Children and Adolescents with Depressive Disorders [1].
These are part of an effort by the American Academy of Child and Adolescent
Psychiatry to develop practice parameters for psychiatric disorders which
affect children and adolescents.

The practice parameters suggest that antidepressants may be indicated in
more severe depressions, in chronic or recurrent depression, and in those
who fail a course of psychotherapy. The SSRIs are the current antidepressants
of choice, as there are data to support their benefit and low toxicity in young
people. An 8-week, double-blind, placebo-controlled trial of fluoxetine in
children and adolescents (ages 7–17 years) with major depression found
significantly greater improvement in the active medication group [2]. This
study had a reasonable number of subjects, 48 per group. However, complete
remission occurred in less than a third of subjects, a result which may be
explained in part by the short duration of treatment. Replication of these
findings is needed, as well as methodologically sound studies with good
sample sizes utilizing other medications.

Once beyond the acute phase of treatment, we find even less research
describing maintenance treatment for child and adolescent depression. This

1Division of Child and Adolescent Psychiatry, Box 95 Mayo, 420 Delaware Street SE, Minneapolis, MN
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is true for psychotherapy as well as pharmacotherapy. The substantial rates
of recurrence of major depression cited in the review demonstrate the need
for effective maintenance or preventive treatment.

As mentioned in the review, difficulties at school can be a complication
of depression in childhood and adolescence. Poor concentration and low
motivation contribute to difficulties with completing school work, and the
student may receive lower grades and/or fall behind in his or her assign-
ments. Students may also struggle with anxiety symptoms. Studies have
shown 30–75% of depressed youth have a comorbid anxiety disorder [3].
This can contribute to school refusal. Studies of comorbidity in a school
refusal clinic have found that about half of the patients have a depressive
disorder [4].

Our group is involved in ongoing investigations regarding school refusal.
Most of our subjects have comorbid anxiety and depressive disorders. In
our clinic, we frequently recommend modifications in the school program,
including special education services to remediate academic delays, smaller
classes and/or modified requirements to assist with triggers of panic, close
monitoring and mentoring. We do not recommend home-schooling for
depressed patients (whether or not they have school refusal), because our
experience is that it is often very difficult to return children and adolescents
to school after a prolonged absence. Others have found this, also [5]. We
are therefore very concerned about contributing to the development of
school refusal in depressed children and adolescents. In a recently completed
treatment study of school refusal for adolescents with comorbid anxiety
disorders and major depression [6], we noted that some subjects are receiving
home-schooling at 1-year follow-up. Future study of the data relative
to that issue would provide a better basis for decisions regarding home
tuition.
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4.16
Psychotherapy for Childhood Depression

Israel Kolvin,1 Judith Trowell,1 John Tsiantis,1 Fredrik Almqvist,1 and
Hartwin Sadowski1

Issues discussed in this commentary relate to therapy: the ethics of the
random allocation of depressed children to treatment and no-treatment cate-
gories; duration of cognitive-behaviour therapy (and interpersonal therapy);
arguments in favour of psychodynamic psychotherapy approaches for
depressed children.

In Table 4.2 of Prof. Harrington’s review there is evidence from those major
studies with relatively larger sample sizes and randomization that cognitive-
behaviour therapy (CBT) gives rise to higher rates of remission than attention
placebo or non-directive supportive treatment, and very much greater effect
compared to no treatment, with the percentage remitting being 43% and
5% respectively. With sound evidence of the efficacy of CBT for childhood
depression, in the future the use of no-treatment control groups or even
placebo control groups should no longer be entertained. Previous designs
are both unacceptable ethically and clinically unwelcome to knowledgeable
parents. Preferably a comparison design should be used where the alternative
therapy groups are equally credible.

The studies listed by Harrington suggest that in CBT efficacy is combined
with brief duration and rather few sessions. However, two of the listed
studies indicate there was a doubling of sessions from 14 to 28 [1, 2], and
Wood et al [3] report that half the patients who had remitted had a further
episode within the next 6 months, but, with continuation of CBT for 6 months,
the relapse rate was much lower. These are the so-called ‘‘booster’’ sessions,
but it can be argued that the concept of a ‘‘booster’’ is a misnomer. What is
required for an optimum effect is doubling the number of sessions with a
concomitant doubling of the duration of therapy. The eventual number of
sessions is unlikely to be substantially less than in brief focused individual
psychodynamic psychotherapy.

A recent study of brief CBT for depressive disorder in adolescents [3]
showed, at the end of therapy, a clear advantage of CBT over relaxation

1Tavistock and Portman NHS Trust, 120 Belsize Lane, London NW3 2BA, UK
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approaches on some measures; however, this significant advantage did not
last and by 6 months post-therapy was no longer present, partly due to the
high relapse rate in the CBT group and partly because of the continuing
effects of the relaxation therapy. Another study of a heterogeneous group of
depressive conditions (only a minority with major depressive disorders) also
indicates a rapid response to CBT by the end of treatment, but a rapid decay
thereafter [4]. Hence, other psychotherapies need to be identified which have
effects that are evident at the end of therapy and which are maintained at
follow-up at least 6 months after therapy is terminated.

Gaps remain in the information regarding the utility of psychological
treatment of major depression in childhood. More needs to be known about
individual psychodynamic psychotherapy, especially as it holds promise of
the persistence of effects and thus prevention of relapse; in addition, it can be
used in clinics where group therapy is not always practical. Is there evidence
from preliminary studies or pilot studies for this?

Previously Wrate et al [5] studied 72 clinical cases attending as outpa-
tients or inpatients a university child psychiatry department, using a
quasi-experimental design. Cases were studied in a systematic way approx-
imately 15 and 27 months after intake. Over 8 in 10 of these had had
individual psychotherapy, together with social casework for the family.
An algorithm combining evidence of neurotic disorder with impairment
(category 300 of ICD-9) with high mood scores on a systematic child inter-
view allowed a posthoc diagnosis of depression. On the basis of these
joint criteria, approximately 31% of the sample were found to have clinical
depression on presentation. Of those diagnosed as depressed at intake, over
50% showed comorbidity with conduct disorder — which is indicative of the
complexity of psychopathology in this sample. In those who were depressed,
clinical depression reduced by 91% at first follow-up and 95.5% by the
second follow-up. These findings offer support of the efficacy of individual
psychodynamic psychotherapy combined with multimodal approaches for
depressed children.

Tebbutt et al [6] have reported a worrying continuity of depression in
sexually abused children over a long time span (5 years) and stated that
treatment appeared to have little effect on depression. In an ongoing study
of psychotherapy for sexually abused girls [7] the children were interviewed
using semi-structured interviews (K-SADS). The extent of psychiatric distur-
bance in this female cohort was substantial. For these reasons, it was thought
unlikely that the disorder would improve spontaneously. Some 59% of the
subjects entering therapy were judged to show major depressive disorder at
reception but few presented with depression at the end of treatment and the
treatment effects were maintained [8]. This amounts to a better outcome than
most studies of depressed children, especially those studies which precluded
children who had been sexually abused.
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While CBT approaches appear promising in the short term, psychodynamic
psychotherapy holds the promise of more fundamental and lasting changes
in childhood depression by improving the subjects’ capacity to resolve
internal and external conflicts as they grow up. With the serious nature of
childhood/adolescent depression it is crucial that treatments with known
efficacy and more than transitory effects be provided promptly and skilfully.
The above preliminary studies add confidence to the notion of longer term
utility of psychodynamic psychotherapy, which is being examined in a
multicentre trial (London — I. Kolvin and J. Trowell; Athens — J. Tsiantis;
Helsinki — F. Almqvist).
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4.17
Role of Neurobiological and Genetic Factors in Treatment of Childhood

Depression

Barbara Geller1

In striking contrast to the multitude of positive treatment studies for
adults with major depressive disorders (MDD), there are few controlled

1Washington University School of Medicine, 4940 Children’s Place, Box 8134, St Louis, MO 63110,
USA
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investigations that have demonstrated efficacy for child MDD. As future
controlled studies are developed, there will be an escalating need for
incorporation of burgeoning neurobiological and familial/molecular genetic
findings.

In this regard, several neurobiological and familial-genetic differences
between child versus adult populations may account, in part, for the disparate
tricyclic antidepressant (TCA) findings to which Prof. Harrington refers in his
review. For example, cortisol suppression and rapid eye movement (REM)
sleep latency patterns follow developmental trajectories that do not begin
to mimic findings in adults until adolescence [1, 2]. Furthermore, in study
populations of prepubertal subjects who were either offspring of depressed
parents or who were entered as part of pharmacological or neuroendocrine
investigations of child MDD, there have been consistent findings of familial
loading of mood disorders [3–5]. These findings were not replicated in a
clinical case sample [6], perhaps because of differences in study recruitment
methods. Regardless of the reason for these disparate results, however,
treatment designs that use family history (FH) may be useful. Geller et al
[7] used this approach after observing that 32% of severe, prepubertal
MDD subjects developed bipolar disorders (BP) and that switching was
predicted by FH of BP or multigenerational/loaded MDD [8]. Thus, it
seemed reasonable to perform a controlled study of lithium for prepubertal
MDD with FH predictors of future BP. Although this study had a negative
outcome, it is premature to discontinue use of FH in future designs.

Environmental influences on age of onset of MDD include a study of
offspring of depressed parents in which familial factors were significant
for child and adult onset of MDD, but not for adolescent onset [5]. This
is consistent with findings of a significant association between certain life
events and the onset of adolescent MDD [9]. Other observations comprised
an inverse association of marital disharmony and parental hostility with
familial loading in child MDD [6].

Unraveling environmental versus genetic factors and their interaction will
be crucial for establishing appropriate length of treatment. More biologically
determined MDD may, similar to BP, require indefinite maintenance, while
more environmentally related MDD may be responsive to time-limited
strategies.

Preventive interventions also need to be considered. In this regard, infant
offspring of depressed versus non-depressed mothers were shown to have
decreased left frontal electroencephalographic activity [10]. This type of data
underscores the need for developing prevention studies that include parental
treatment.

With regard to defining subtypes, it has been shown that adolescent twins
with MDD had a significantly smaller subgenual prefrontal cortex (SGPFC)
[11], a finding that replicated work in unipolar adults [12]. Strong support
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of these magnetic resonance imaging (MRI) findings in adult MDD came
from neuropathological data that showed a significantly lower number of
glial cells in the SGPFC [13]. Thus, although not yet at the point of clinical
testing, imaging may be diagnostic in the future.

In summary, the field can anticipate treatment paradigms that target
specific neurobiological and familial/molecular genetic subtypes.
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4.18
Depression in the Family

Richard Todd1

Prof. Harrington ably reviews studies of the impact of family environment
and genetics on the etiology and course of early onset depression. However,
recent studies across the lifespan suggest that the heritability of depression
has been systematically underestimated and that major determinants of the
presence of illness and comorbidity may be genetic in origin.

Heritabilities for major depressive disorder of 40–50% have been reported
for population and clinic-based samples of adult twins [1–4]. In part this
moderate heritability appears to be due to the poor reliability (temporal
stability) of a lifetime diagnosis of mild major depression [1, 4, 5]. Compared
to such cross-sectional analyses, analyses of longitudinal data increase heri-
tability estimates for persistent major depression from about 40 to 70% [1], the
latter figure comparable to manic-depressive disorder and schizophrenia. In
a new birth records-based, twin study of adolescent females, we have found a
cross-sectional heritability of 0.55 for major depression (n D 986 twin pairs).
Interestingly, all of these studies have also found little evidence for shared
environmental effects on the transmission of depression.

An unresolved issue is whether depression represents a continuum of
differences in sadness or is a discrete state of illness. Recent studies of
twins have supported both views. For example, estimated heritability for
the number of depressive symptoms is about 70% in a general sample of
twin children and adolescents, with increasing heritability from childhood
to adolescence [6]. In contrast, latent class analysis suggests three genetically
discrete syndromes of depression in the general population [7]. Using the
same sample of young adult female twins, Kendler and Gardner [8] argued
for the presence of a continuum of depressive symptoms and severities with
respect to predicting recurrence risk for depression in twins. In our population-
based study of female adolescent twins, we found higher heritabilities for
symptom counts than for categorical diagnoses of depression.

Depression has also been reported to be frequently comorbid with a variety
of other disorders such as anxiety and alcoholism. In young adult twins the

1Department of Psychiatry, Box 8134, Washington University School of Medicine, 4940 Children’s
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genetic contributions to depression appear to be completely overlapping
with the genetic contributions to generalized anxiety disorder (reviewed in
[9]). In adolescent female twins, we find substantial overlap of depression
with both anxiety disorders and disruptive behavior disorders. The overlap
with anxiety is largely genetic, while the overlap with disruptive behavior
disorders is largely environmental. When the extended family members of
children with prepubertal onset depression or manic-depressive illness are
examined, increased rates of both affective disorders and alcoholism are
found [10]. In family studies of adults, the comorbidity of major depres-
sive disorder and alcoholism appears to be largely through environmental
mechanisms, with only limited overlap of genetic factors (reviewed in [11]).

In summary, child and adolescent depression are highly familial disorders
which appear to have major genetic determinants of risk, but which have
complex determinants of course and comorbidity. Whether depression is
best viewed as a discrete illness or as the severe end of a continuum of
mood disturbance is unclear. Only by understanding these distinctions and
mechanisms of interaction are we likely to make significant progress in
diagnosis and in understanding who responds to what type of treatment.
The power of such investigations will be greatly enhanced by using a
family/genetic perspective to look more powerfully at the effects of both
genes and environment.
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INTRODUCTION

This paper provides an overview of the literature on depression in the elderly,
and draws the attention of the readers to some, but not all, important issues
related to this condition, which is still awaiting further exploration in its
clinical presentation, epidemiology, treatment and prognosis. Aetiological
factors are also briefly considered in the chapter.

The summary of available evidence is not meant to be exhaustive. It serves
to highlight issues of some importance as viewed by the authors. Readers
may have other equally or more urgent considerations within their own
frameworks.

An exciting future for the study of depression in the elderly is anticipated.
The developments in neuroimaging, neuropsychopharmacology and molec-
ular biology will herald a very vigorous body of data which will make this
review obsolete in the not too distant future, requiring a total revision and
reconceptualization of the subject. The authors eagerly look forward to such
development.

PRESENTATION AND DIAGNOSIS OF DEPRESSION IN
THE ELDERLY

Is Depression in Old Age Different from Depression in
Younger Adults?

The currently used diagnostic systems (DSM-IV [1] and ICD-10 [2]) do
not identify any clinical features which are different in old age depression
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compared with depression in younger adults. Studies comparing depression
in older vs. younger adults have produced inconsistent results. Brown
et al [3] reflected on the essential similarity between younger and older
patients and between patients with early or late onset. The similarity in the
‘‘core’’ phenomenological picture is supported by Baldwin [4], Blazer et al [5],
Burvill et al [6], Greenwald and Kramer-Ginsberg [7] and Brodaty et al [8]. On
the other hand, Georgotas [9] observed that elderly people with depressive
disorders complained less of subjective lowering of mood than younger
persons. Hypochondriasis (overconcern with the fear of bodily illness) was
found more often in older compared with younger patients [10]. De Alarcon
[11] and Good et al [12] reported the preponderance of somatic complaints.
Gurland [10] reported greater agitation, which was also noted by Winokur
et al [13], whereas a more ‘‘endogenous’’ picture was reported by Blazer
et al [14]. More recent studies have reported other differences: Blazer et al
[5] detected more weight loss and constipation in older patients but fewer
suicidal thoughts; Burvill et al [6] found lower Hamilton Rating Scale for
Depression (HAM-D) and Mini Mental State Examination (MMSE) scores
and more ‘‘organic’’ features on neuroimaging by computed tomography
(CT) scans; Baldwin [4] and Gurland et al [15] noted that older age was
related to physical disability, health problems and adverse environments.

The more frequent occurrence of delusions reported by Hordern [16] was
supported by Meyers et al [17] and Meyers and Greenberg [18], but not
confirmed by the work of Nelson and Bowers [19] and Nelson et al [20].

Most of the above studies were conducted in samples of inpatients,
leading to the criticism that the subjects may be more severely ill and do not
necessarily reflect a general picture of the elderly living in the community.
Oxman et al [21], examining symptom patterns in patients fulfilling Research
Diagnostic Criteria (RDC [22]) for minor depressive disorder, identified
three symptoms — irritability, feeling pushed to get things done, and loss
of interest — as age-related. Kivelä and Pahkala [23–25], in their series of
studies based on community samples, found that older males have more
initial and middle insomnia, loss of interest and depressed mood, whereas
older females have more anxiety, somatic symptoms, initial insomnia, loss
of interest and depressed mood.

Downes et al [26] employed a scalar analysis to examine the hierarchical
organization of depressive symptoms in old age. Highly rated affective
symptoms included worrying, crying, feeling life being not worth living,
and the future being frightening, while highly rated somatic symptoms were
subjective slowing, restlessness and hypochrondriacal preoccupations.

The Epidemiological Catchment Area (ECA) community sample at Pied-
mont, including 1606 subjects over 60 years, was examined by Fredman
et al [27]. They reported rates of 14.8% for sleep disturbance, 10% for thought
of death and 5% for depressed mood. Since only 5% of community subjects
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reported depressed mood, it is understandable that only 1.7% of the sample
received the diagnosis of major depression, using the strict categorical
diagnostic approach of DSM-III.

Is Depression in the Older Person Necessarily Associated
with Cognitive Impairment and Structural Abnormalities?

The concept of depressive ‘‘pseudodementia’’ [28] with rapid onset of loss of
interest, mental slowing, poor concentration, impaired memory and orienta-
tion, in the presence of severe depression associated with self-deprecation,
guilt, loss of appetite and suicidal thoughts, has gained certain status, espe-
cially when it has been shown that the cognitive deficits responded well to
antidepressant therapy.

Alexopoulos et al [29] followed up 57 depressed patients annually over an
average period of 3 years. Their survival analysis revealed an almost five-
fold increase in the risk of developing dementia over those 3 years for those
presenting originally with what was considered to be ‘‘reversible dementia’’.
They were unable to identify clinical predictors of eventual dementia as
neuropsychological and imaging data were not systematically recorded at
baseline. The study of Reding et al [30], however, identified that the presence
of cerebrovascular, extrapyramidal or spinocerebellar disorder, together with
development of confusion on low doses of tricyclic drugs, were good baseline
predictors of future development of dementia.

Abas et al [31] found that 70% of her depressive subjects had memory
deficits and cognitive slowing, the severity of which was comparable to a
group of patients with Alzheimer’s disease. However, aphasia and apraxia
rarely occurred in depressive subjects, whose poor memory was improved
by the use of cues, suggesting that the basis of deficits is the unreliable
retrieval of memories laid down, whereas deficits in Alzheimer’s disease are
related to the earliest (registration) stage of memory establishment.

The current evidence seems to suggest that depression in the elderly
is often associated with cognitive impairment, which may persist in a
small proportion of patients. There is currently no conclusive evidence to
characterize the group of patients who will proceed to irreversible dementia.

Subtypes of Depression in the Elderly

The fact that the current diagnostic categories do not adequately describe
older individuals with depression [32] raises the necessity for additional
diagnostic categories to be examined to adequately classify depressive
disorders experienced by the elderly. In particular, the addition has been
suggested of minor depression [33, 34] or subsyndromal depression, being
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a collection of less severe though potentially dysfunctional disorders which
cause significant suffering in the elderly. The establishment of diagnostic
criteria for subsyndromal depression is an issue awaiting further debate and
research. The debate should also include whether a dimensional (spectrum
disorder) approach may be more appropriate than the current orthodoxy of
a categorical approach.

In non-Western cultural environments, the diagnosis of ‘‘major depres-
sion’’ may not apply to some patients who present with ‘‘depressive disorder
equivalents’’ [35]. Many Asian patients have somatic, psychomotor and
vegetative symptoms without dysphoria or depressed mood and prefer the
culturally more acceptable diagnosis of ‘‘neurasthenia’’ [36, 37].

Caine [38] was cogent in his argument that the syndromatically defined
diagnoses which have occupied nosology in the last two decades, while
enhancing research vigour and reliability, leading the movement of psychi-
atric research from the anecdotal to the scientific, unfortunately have also
created an environment of ‘‘intentional suppression of variability’’ by which
the confounding factors (medical illnesses, heterogeneous symptom clusters)
have been ‘‘defined out’’ of studies. The ‘‘secondary’’ (symptomatic/organic)
psychiatric syndromes have been subjected to an unsatisfactory dichotomous
decision-making process, which separates the clinical environment from the
heuristical, and has driven research in a direction which is increasingly
unrelated to the reality of depressive disorders in the elderly.

Baldwin [39], in his comprehensive review, suggested that a delusional
subtype may be justified. Delusions are usually persecutory and hypochron-
driacal, are not associated with a different outcome, and constantly recur
in subsequent episodes. Meyers and Greenberg [18] found that delusions
predominate in female depressed subjects, and Kivelä and Pahkala [40]
reported that only 1% of a community sample had depressive delusions.
Such limited supportive evidence awaits further replication before delusional
depression can be accepted as a distinct entity.

The coexistence or the development of depression in patients with
dementia has been observed. A review by Wragg and Jeste [41] noted
that depressed mood occurred in 0–80% (mean 41%) of subjects, while
depressive disorder (including dysthymia) was reported in 0–86% (mean
19%) of subjects. Greenwald et al [42] and Rovner [43] reported a prevalence
rate of 17% and 11%, respectively, of major depression in patients with
Alzheimer’s disease. Further, more severe cognitive impairment was noted
to be associated with major depression. Burns et al [44] found depressive
symptoms in some two thirds of subjects with Alzheimer’s disease, while
Kumar [45] found that 50% of carers thought that subjects with dementia
were depressed, and Reifler et al [46] and Merriam et al [47] reported a figure
of 26% and 86%, respectively.



DEPRESSIVE DISORDERS IN THE ELDERLY: A REVIEW 317

Vascular depression is a relatively new concept suggested by the studies
of Alexopoulos [29] and Krishnan [48] and Krishnan et al [49, 50]. The
neuroimaging studies of Pearlson et al [51], Rabins et al [52], Sackheim [53]
and Zubenko [54] add to the possibilities that structural substrate abnormality
of the brain may play a role in the aetiology of a possible subtype of depression
in the elderly. The presence of vascular pathology linked to depression in
old age, supported by clinical and neuroimaging evidence, has interesting
heuristic, preventive and treatment implications. To establish this as a new
subtype of depression will require further research.

In summary, depression in the elderly has similar core features to depres-
sion of the younger adult. However, there are some phenomenological
differences. The presentation of depression in the elderly may be difficult
to detect in special situations such as dementia. The categorical nosological
approach to diagnosis excludes a large number of elderly patients whose
clinical presentation does not meet strict criteria, but who are nevertheless
suffering from a depressive disorder. The subtyping of depression using
concepts appropriate to the younger adult is unsatisfactory. Further research
is warranted especially on minor (subsyndromal) depression, delusional
depression, vascular depression and culturally determined subtypes.

EPIDEMIOLOGY OF DEPRESSION IN OLD AGE

There is conflicting evidence concerning the prevalence of depression in
old age. There have been several large surveys of adult populations that
purported to show a lower rate of depressive disorders among elderly than
among younger adults [55–57]. The latest of these studies found that 1.7%
of persons aged 65 years or more manifested affective disorders, in contrast
to rates of 5.0% in the 55–64 age group and 6.4% or more in age groups
of 18–54 years [57]. One sixth of the affective disorders were labelled as
dysthymia while five sixths had ‘‘depression’’.

The two large North American surveys provided data concerning major
depressive episode, dysthymia and manic episode: in the Epidemiologic
Catchment Area study [ECA] [55], the 1-month prevalence rate of major
depressive episode in those aged 65 years or more was 0.7%, while the rate
for dysthymia was 1.8%. In the Canadian study [56], the 6-month prevalence
rate of major depressive episode was 1.2% and the lifetime prevalence of
dysthymia was 3.3%.

In contrast, there have been a number of studies of older adults that have
shown high rates of depression. Blazer and Williams [58] found that 14.7%
of a community sample aged 65 years or more showed significant dysphoric
symptoms: 3.7% had major depression, 6.5% were dysphoric with physical
health impairment and 4.5% were ‘‘simply dysphoric’’. Since then, studies in
various countries [59–64] have shown that depression, variously described
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as ‘‘pervasive’’ or ‘‘cases’’, ranged in prevalence from 11.5 to 17.7%. Copeland
et al [63] estimated that the incidence of cases of depression in old age was
at least 2.37% per year. In a recent article for a mainly non-psychiatrist
readership, Macdonald [65] wrote that ‘‘the prevalence of depression among
people aged over 65 is 15% in the general community, 25% in general practice
patients’’.

Not all studies of depression in old age have reported such high rates.
Henderson et al [66] found that only 0.4% of a sample of Canberra (Australian)
residents aged 70 years or more had major depression, and 0.6% had
dsythymia. Elsewhere in Australia, Kay et al [60] had previously reported that
10.2% of an elderly sample had major depression. Prevalence figures from
studies limited to elderly populations have varied to an astonishing extent.
Copeland [67] reanalysed data from a London sample (65 yearsC) to show
that 4.6% had major depression and 6.3% dysthymic disorder, but major
depression rates of only 1–2% have been reported recently in other Euro-
pean studies (i.e. more similar to the large North American survey results).
These studies showed differing rates of dysthymic disorder. In Spain [68],
1% had major depression, 1.3% dysthymic disorder and 2.5% adjustment
disorder with depressed mood — a total of 4.8% with ‘‘any depression’’.
In Finland [69], 2.2% had major depression, 11.9% dysthymic disorder, 2%
atypical depression and 0.5% cyclothymic disorder. In The Netherlands [70],
the prevalence of major depression escalated from 1.3% at age 55–59 to 2.7%
at age 80–85 years, while the prevalence of minor depression ranged from
9.4% (age 55–59) to 16.7% (80–85 years).

In an ECA ‘‘offshoot’’ study, during which psychiatrists interviewed
subjects who had scored positive (n D 810) on questions screening for mental
morbidity, Romanoski et al [71] found that the prevalence of DSM-III depres-
sive disorders increased with age (4.9% at ages 25–44 and 45–64, 5.5% at age
65 years or more), but that proportionally far more of the old age depressions
were ‘‘depressive disorders other than major depression’’. The percentage
of elderly subjects who were actively depressed, but were not diagnosed as
having a DSM-III depressive disorder, was nearly double the rate in those
aged 25–44 and 45–64 years.

There have been studies limited to the ‘‘very elderly’’: Girling et al [72]
estimated the prevalence of DSM-III-R major depressive disorder in a
community sample aged 77 years or more to be 2.4%, but this figure did not
include a similar percentage of people with dementia who had a ‘‘depressive
syndrome’’. Skoog [73] reported that 13% of non-demented people aged
85 years or more, including some in institutions, fulfilled criteria for major
depressive syndrome, and a further 6.6% had dysthymia. Roberts et al [74]
reported the prevalence of major depressive episodes among American
samples aged 50–69 years (n D 1482) and 70 years or more (n D 737) to be,
respectively, 7.4% and 12.1%.
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Sampling and methodological differences may explain some of the
discrepancies between the findings of these and other studies. It is likely
that researchers vary somewhat in their understanding or interpretation of
DSM descriptions such as ‘‘markedly diminished’’ and ‘‘most of the day’’
[1]. Even if ratings were believed to be reliable, it is likely that differences in
selection and screening processes, exclusion criteria and interview techniques
result in differing response rates and a differing likelihood of achieving full
cooperation during interviews.

Lyness et al [75] provided evidence that some older patients with clinically
significant depression underreport their symptoms. Elderly persons with
depression may not acknowledge being sad, down or depressed in mood
[76, 77]. Knauper and Wittchen [78] found that older and younger subjects
reported depressive symptoms equally frequently, but that elderly people
more often attributed such symptoms to coexisting physical illness. Disability
and impairments (which are more prevalent in old age) may make it difficult
to take part in surveys. Unless interview arrangements can be adapted to
ensure participation of a truly representative sample of elderly people, bias
will affect results.

The ECA study’s methodology has been criticized [79]. Henderson et al [66]
used a schedule which (in contrast to the ECA’s Diagnostic Interview
Schedule) did not exclude symptoms of depression that might be attributable
to medical illness, medication, drugs or alcohol. In spite of thus avoiding one
of the ECA study’s sources of bias, their findings led them to conclude that
the prevalence of depression in old age in Canberra may be lower than in
younger age groups.

Many clinicians, after reviewing the above-mentioned evidence, have con-
cluded that depression becomes less common in old age. Explanations for this
low prevalence have been sought, including the suggestion of a cohort effect
[32]. A higher mortality rate among depressed people could lead to a reduced
prevalence of depression in old age. Exposure to adverse experiences during
earlier years might induce increased resistance to depression later in life [76].

The following key questions should be asked:

1. How do we define depression? Reifler [80] states that when geriatric
psychiatrists talk about depression in elderly persons, they are usually
referring to major depression. Is this correct? Evidence quoted above
[e.g. 59, 63] would suggest that some psychiatrists disagree. If it is so, is
it appropriate?

2. Do we believe that (in spite of conflicting evidence) the prevalence of
major depression, and maybe of dysthymia, is lower in old age than
among younger age groups? If so, what are the clinical implications?
Would this belief affect conclusions about the need for clinical services
among elderly people?
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3. Do we believe that major depression and dysthymia are more severe
conditions and need more attention/services than other forms of clini-
cally significant depression? Does a diagnosis of major depression trigger
a ‘‘usual’’ clinical response, different from management approaches to
cases of depression that do not fulfil criteria for major depression or
dysthymia?

The relevance of the above questions becomes obvious when we consider
why researchers seek to obtain epidemiological data. Jenkins et al [81]
outlined reasons for carrying out large-scale community studies of psychi-
atric morbidity. Firstly, effective policy needs to be based on epidemiology.
Secondly, such studies allow needs to be assessed and thus are useful in
planning services.

As well as providing data on health care needs, epidemiological data
lead to insights about aetiology, prevention and treatment of disorders [82].
However, meaningful conclusions about factors related to clinically signif-
icant depressions will be limited if a majority of cases of depression are
excluded from consideration in such studies. And clearly, the validity of
conclusions about service needs must be in doubt if, through strict applica-
tion of diagnostic criteria (as in Henderson et al’s study), only a small, select
proportion of the cases of depression are identified as in need of services.
Researchers apply diagnostic criteria in the same way to young and old, even
though it is recognized that comorbid physical changes and other factors
associated with ageing may lead to ‘‘masking’’ of depressive features. Caine
et al [38] commented that affective disturbances often are not expressed
symptomatically among elderly patients in the same stereotypic fashion as
that encountered among younger patients. They added that current use of
rigorous diagnostic criteria might prove highly reliable but not especially
valid.

Taking Henderson et al’s [66] study as an example, 1% of community
residents aged over 70 years were labelled as depressed (i.e. they fulfilled
criteria for major depressive episode or dysthymia), but it is likely that (based
on other reports mentioned above) far more than 1% of elderly people had
clinical depressions but did not fulfil criteria for the two affective disorders
on which the study focused. Yet there is evidence [e.g. 83] that the clinical
and prognostic consequences are just as serious in a large proportion of
those other depressions as they are in major depression or dysthymia. The
difficulty (for Henderson and others) is that alternative diagnostic categories
have not yet been well defined as discrete and meaningful entities. Blazer [32]
declared that ‘‘there is a need for additional diagnostic categories to describe
the complex ways that depression presents in older adults’’. He stated that
although DSM-III-R is not ‘‘age biased’’, it fails to accommodate correlates of
age such as comorbid cognitive impairment and comorbid physical illness. He
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referred to the suggested category of ‘‘minor depression’’ but commented that
this is probably a collection of less severe though potentially dysfunctional
disorders, rather than a single entity.

Thus, in answer to the first question it is apparent that researchers and
clinicians differ in their understanding of the term ‘‘depression’’. There
is some (disputed) evidence that the prevalence of major depression and
dysthymia as defined by the DSM system is lower in old age than in youth.
But the third question is more important. To answer it, we must review
evidence about the correlates of old age depressions, including those that
do not conform to strict DSM criteria for diagnosing major depression and
dysthymia.

CORRELATES OF DEPRESSION IN OLD AGE

Health and Disability

Both cross-sectional and longitudinal studies have provided evidence of
a close relationship between physical health and depression [84]. Blazer
et al [33] found that chronic illness and disability, analysed as separate
variables, were both significantly associated with depression rating scores.
In a study of depression in a large community sample of older adults,
Kennedy et al [85] reported that poor health and disability explained 35%
of the total variance, and outranked demographic, social support and life
event characteristics in their association with depressive symptoms. In a
longitudinal study, they found that increasing disability and declining health
preceded the emergence of depression in many subjects, and changes in
health provided ‘‘a major if incomplete’’ explanation of the remission or
persistence of depressive symptoms.

Henderson et al [66] reported significant associations between scores of
elderly subjects on a continuous measure of depression on the one hand, and
self-ratings of health, pain, disability in activities of daily living, and infor-
mant ratings of disability, on the other. In a longitudinal study, Henderson
et al [86] found that, after controlling for initial depression scores, the only
significant predictive psychological and physical health variables were
neuroticism, the number of medical conditions and the number of physical
symptoms.

Caution is needed, however, when interpreting the evidence. Self-ratings
concerning symptoms and health may be influenced by mood. Subjective
measures of pain and physical health have a much stronger relation with
depression scores than do objective health measures [87].

In an important series of papers, Prince et al [64, 88] suggested that
associations between physical health changes and depression scores relate
mainly to the degrees of consequent functional impairment and handicap (i.e.
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disadvantage in performance of a normal role). They showed that handicap
due to disability was the most important predictor of the onset of pervasive
depression, but that maintenance of depression was related more to low levels
of social support and participation than to disablement. Previously, Gurland
et al [59] had suggested that disability is the most important determinant of
the rates and outcomes of all types of chronic depression in old age.

It is well recognized that the prevalence of depression is considerably
increased among people with serious medical problems, such as cancer,
Parkinson’s disease and stroke [89]. Valvanne et al [90] reported a strong
association between major depression and objective ratings of ill-health
and functional incapacity in subjects aged 75, 80 and 85 years. In a study
of medical inpatients aged over 60 years, the strongest correlate of major
depression was severity of medical illness [91]: 22% and 28%, respectively,
of these patients experienced major or minor depression. Minor depression
was less strongly correlated with medical illness severity.

Burvill et al [92] reported that the prevalence of major depression 4 months
after stroke was 15%, while 8% had minor depression. Morris et al [93],
examining patients 8 weeks after acute stroke, reported that major depres-
sion following stroke was independent of stroke severity. However, minor
depression after a stroke was related to level of disability and was best
construed (the authors stated) as a psychological reaction to the functional
consequences of stroke. Those with minor depression were physically more
disabled, but scored lower on a depression rating than those with major
depression.

In a longitudinal community study of 646 subjects aged 55–85 years,
Beekman et al [84] found that chronic physical illness and functional limita-
tions were associated with minor but not major depression. Minor depression
was defined as ‘‘all clinically relevant depressive syndromes not fulfilling
rigorous diagnostic criteria for major depression’’. They cautioned that their
measurement of physical health variables had relied on subject reports, but
concluded that major depression has its origins in longstanding personal
vulnerability, while minor depression is more often a reaction to stresses
encountered in later life. It is relevant to note that ‘‘minor depression’’
includes ‘‘adjustment disorder with depressed mood’’. Broadhead et al [34]
similarly had reported an association of physical illness with minor more
than with major depression.

It has been reported that elderly people with physical illness are given more
support by relatives [94]; however, the potential stress-buffering role of social
support has been found to be limited to subjects with minor depression [84].
This, too, may have implications concerning use of resources.

The prevalence of various chronic medical conditions is much higher in
old age [38]. The importance of physical ill-health and disability in relation
to onset and persistence of depression in old age is undoubted. This has
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implications as regards treatment. The above discussion has focused on the
need to consider minor depressions as well as major depression. There is good
reason to consider both psychological and biological treatment approaches
in cases associated with disability or physical ill-health.

Dementia

The prevalence of depression among persons with dementia is high (12%
with major depression, compared to 4% of non-demented persons aged
75 yearsC), and depression is associated with increased levels of disability
in this population [95]. The high prevalence of depression in nursing homes
(where most residents have dementia and many have chronic physical
illnesses) has been documented [96, 97]. Clarification concerning the multi-
factorial aetiology of such cases, the relative importance of physical health
factors, and trials of treatments that differ according to the way the depression
presents, is awaited.

Social Factors

There is strong evidence of associations between social factors and the onset
of late life depression [98]. Social factors may also relate to differential
patterns of recovery from major [99] and non-major depressions.

Murphy [100] referred to the role of recent life events in precipitating
depression; she had found that depressed elderly patients were at least twice
as likely as normal subjects to have experienced a severe event in the previous
year. She suggested that the higher prevalence of depression among working-
class people compared to middle-class subjects could be explained by their
greater liability to suffer from severe adverse events (including physical
illnesses). Furthermore, persistent major social difficulties (e.g. housing,
finance or family problems) were also associated with depression. Murphy
found that having no confidant at all was associated with an increased risk
of depression, but only in conjunction with a severe life event.

Emmerson et al [101] reported an increase in severe life events in the
3 months prior to onset of late life depression. Lack of confidant was reported
by men (45% compared to 3% of controls) but not women (6% vs. 4%).

Others have reported that living alone is associated with an increased
risk of depression in old age [62, 102, 103], and there are higher rates of
depression among those who are widowed or divorced [55, 103]. The rate of
depression has been found to be higher among women in some studies [66,
68, 104], though whether this might relate to their greater likelihood of living
alone and without a spouse has not been clarified. Green et al [105] found
that feelings of loneliness were predictive of having depression at 3-year
follow-up.
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Having perceptions of adequate social support is protective against
depression in old age [106]. Henderson et al [86] reported that social support
from close friends was one of the factors accounting for differences in depres-
sion score in a follow-up study of 709 elderly people, some of them being in
nursing homes.

Some studies have reported a negative association between depression in
old age and educational level [68]; Pahkala et al [69] found this applied to
men only.

George [99] referred to recent research suggesting that physiological mech-
anisms such as immune functioning or cardiovascular reactivity might be
responsible for precipitation of depression by stressful events, experiences
or situations. However, she commented that the effects of social factors on
the onset of, and recovery from, depression tend to be weaker in old age
than for younger adults. She also pointed out that there had been inadequate
investigation of social factors in relation to diagnostic subtypes of depression
in old age. In particular, it would seem important to examine the interaction
between social factors, personality variables and onset/outcome of different
subtypes. George [99] and Murphy [107] have pointed to a need for studies
examining interactions between the multiple determinants of late-life depres-
sion, using an integrated approach which brings together the biological and
psychosocial perspectives.

Kendler et al [108], exploring a model for the prediction of major depressive
episodes in a sample of women (mean age 30 years), concluded that at
least four major and interacting risk factor domains need consideration in
order to understand their aetiology: traumatic experiences, genetic factors,
temperament and interpersonal relations. In this younger population, the
effects of physical health, disability and brain changes were not discussed.
Extension of the model is needed to account for some of the associations
observed in relation to late-life depression.

Relevant to interaction models, Rozzini et al [109] used multiple regres-
sion to show that co-occurrence of multiple disadvantage conditions (e.g.
disability, poor social support and low income) is independently associ-
ated with an increased occurrence of symptomatic depression. Cervilla and
Prince [110] found that the presence of cognitive impairment modifies the
association between life events and social support deficits and depression.

Biological Factors

There is now an extensive literature concerning brain changes associated
with different types of depression. For example, Austin and Mitchell [111]
proposed investigation of a hypothesis that the prefrontal cortex and basal
ganglia are primary sites of dysfunction in melancholia. Depression occurs
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with increased frequency in patients with disorders involving basal ganglia
pathology. Regional deficits of functional (neural) activity are consistently
detected during brain neuroimaging of individuals with ongoing affective
symptoms [112].

Neuroimaging studies give support for a view that a neurodegenerative
process underlies the development of a proportion of late-onset depressions.
Magnetic resonance imaging (MRI) revealed more subcortical white matter
hyperintensities in the brains of subjects whose first depressive episode
occurred after the age of 50 years. This accords with evidence of a lack of
association between late-onset depression and family history of affective
illness [8, 113, 114].

It has been suggested that the association of hyperintensities and late-onset
depression is a function of cerebrovascular disease [115]. Hickie et al [114]
hypothesized that cerebrovascular insufficiency in older persons leads to
changes in subcortical structures which then provide a structural basis for
development of depression. However, Lyness et al [116] found no difference
in cerebrovascular risk factors between older patients with major depression
and normal controls. Nor were these factors associated with age of onset of
depression. Reasons for the association have not yet been demonstrated.

It is of interest that although rates of psychotic and melancholic depression
appear to increase with age, no difference was found between early-onset and
late-onset depression in levels of psychomotor disturbance [117]. It might
have been expected that age-related changes in the basal ganglia might result
in more psychomotor retardation in late-onset cases. Again there is a need
for more studies.

In the area of neurochemistry and neuroendocrinology, early studies
have given some indication of the possible fertile areas of research. The
age-related reduction of cortical serotoninergic binding [118] and of dopamin-
ergic function [119] points towards a possible predisposition of the elderly
towards depressive disorders. The reduction of cerebrospinal fluid (CSF),
homovanillic acid (HVA), metabolite of dopamine, was found by Brown
and Gershon [120] to be associated with increased brain, plasma and
CSF monoamine oxidase B (MAO-B) activity. Karlsson [121] reported an
increased turnover of noradrenaline and serotonin in normal ageing brain,
whereas the principal metabolite of noradrenaline, MHPG (3-methoxy-4-
hydroxyphenylglycol) did not show significant alteration with age. These
reported changes do not clarify the role of monoamine neurotransmitters in
the development of depressive disorders in the elderly.

The influence of neuroendocrine changes in the elderly is equally unclear.
Studies with the dexamethasone suppression test (DST), although showing
non-suppression to occur more frequently in the elderly depressives than in
younger patients, and detecting some correlation between DST normalization
and clinical improvement in elderly patients with depression, also showed
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the positivity of the test in some 30% of patients with Alzheimer’s disease,
thus demonstrating an unsatisfactory specificity in old age depression [122].
The association between DST and the presence of leukoariosis reported by
Krishnan [48], whilst providing some support for the concept of ‘‘vascular
depression’’, adds a confounding factor in the understanding of the role of
DST as a marker in elderly depression.

Similarly, the blunted thyroid-stimulating hormone (TSH) response to
thyrotropin-releasing hormone (TRH) occurs both in depression in the elderly
and in a third of Alzheimer’s disease subjects [123, 124]. Targum et al [125], by
demonstrating the variability of TRH test response in depressed and normal
elderly subjects, call into further question the specificity of TSH response for
elderly depression.

TREATMENT OF DEPRESSION IN OLD AGE

The advent of an evidence-based approach to psychiatry has highlighted
limitations in our knowledge about the efficacy and effectiveness of the
treatment of depression in old age. Clinicians have long recognized that, due
to the biological, psychological and social effects of ageing, older people with
depression require adjustments to treatment protocols. These adjustments
have primarily relied on accumulated clinical wisdom, due to the lack of
data from controlled studies, which often excluded the elderly.

Numerous factors affect the quality of available evidence. There are doubts
about whether the data obtained from most existing randomized controlled
trials (RCTs) of antidepressants can be generalized, due to the use of samples
not typical of routine clinical practice. For example, only 4.2% of depressed
elderly patients referred for inclusion in a phase III antidepressant study
could be recruited [126]. Application of stringent exclusion criteria regarding
concomitant medication, physical and psychiatric comorbidity was the main
reason.

The ‘‘old’’, physically ill and institutionalized elderly are underrepresented
in RCTs, despite the latter two having the highest rates of depression. Further,
the presence of comorbid acute or serious physical illness reduces the chance
of recovery [127, 128]. Yet, it is information regarding the safety, acceptability
and effectiveness of treatments in such patients that is of the greatest benefit
to the clinician. In addition, RCTs of antidepressants focus on acute treatment,
rather than treatment resistance or relapse prevention. There have been few
prospective studies that have examined these issues and none of them has
been controlled [129–131].

Most RCTs of depression treatment in old age involve the use of antide-
pressant medication alone. In routine clinical practice, effective management
often requires a combination of interventions [132]. There have been few
studies that have examined the effectiveness of combining antidepressants
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with psychotherapy [133], let alone other non-pharmacological interventions
such as exercise, music therapy and social groups, despite their frequent
use by clinicians. Yet the combination of antidepressants and psychotherapy
may have a better outcome for the acute treatment and maintenance of major
depression in the elderly than either modality alone [134]. More complex
questions of which combination/s of interventions best suit particular
subtypes of depression, or depressions complicated by comorbid conditions,
remain largely unaddressed.

The effectiveness of treatment also depends on the skills of the clinician.
There is evidence that mental health specialists obtain better outcomes for
depression in old age compared with other health professionals. For example,
an RCT of the treatment of depression in the frail elderly living at home by
a psychogeriatric team showed that significantly more of the intervention
group (58%), than the general practitioner (GP) managed control group (25%),
had recovered after 6 months [135]. It has been suggested that investigation
of variations in recovery rates between centres in multicentre drug trials
may yield important information on the nuances of treatment, but this is
hampered by the small sample size at each centre [132]. This is particularly
important in the evaluation of psychosocial treatments [136]. Effectiveness
may also depend on the model of service delivery utilized. For example, the
use of clinical pathways for old age depression has been shown to improve
the processes of inpatient care and reduce length of stay [137]. Better clinical
outcomes have been obtained in specialty psychiatric units as compared to
general medical wards [138].

The interface between specialists and primary care has been examined
with mixed results [139, 140]. While there is evidence that collaborations
between psychogeriatric services and general practitioners (GPs) can improve
the detection of depression and the treatment strategies employed [140],
improved treatment outcomes are more elusive. The style of collaboration is
important. Pure consultative models are ineffective [141, 142]. ‘‘Shared care’’,
where there is greater educational and supervisory interaction between the
specialist service and the GP, may provide better outcomes, with one RCT
showing a significant reduction in depressive symptoms over a 9 1

2 -month
programme [143].

Few elderly depressives seen in primary care have uncomplicated major
depressions; most have minor depressions [144]. Yet the treatment of minor
depression, dysthymia, depression secondary to a general medical condition
and atypical depressions has been infrequently researched [145, 146]. To a
certain extent, the lack of RCTs for these conditions is reflected in the relative
neglect of psychotherapy research in old age.

Most controlled trials focus on symptom resolution as determined by
changes on various depression rating scales as their main outcome measure.
It has been recommended by the National Institute of Mental Health
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(NIMH)/MacArthur Foundation Workshop that outcome assessment mea-
sures be expanded beyond symptomatology, to include function, disability,
morbidity, mortality, quality of life and service use. The widespread adop-
tion of standardized outcome measures was also recommended [136].
Self-perceived outcome measures should also be included [147].

In reviewing the efficacy and effectiveness of depression treatments in old
age, we shall focus on patients with problems more typical of clinical practice,
especially the physically ill, those with comorbid dementia, nursing home
residents, non-major depressives and patients with resistant depression.

Pharmacological Treatment

Since 1964, more than 70 RCTs of the use of antidepressants in old age
have been published. Most subjects have been physically well, indepen-
dently living, ‘‘young’’ old outpatients with non-psychotic major depression
and without comorbid psychiatric disorders (‘‘uncomplicated major depres-
sion’’).

Reviews and meta-analyses have concluded that antidepressants are effi-
cacious, with around 50–60% of patients improving as compared to about
30% with placebo [133, 148, 149]. Age alone does not appear to signifi-
cantly affect the general efficacy of antidepressants in the acute treatment of
uncomplicated major depression.

On broader outcome measures, there is some evidence that the selective
serotonin reuptake inhibitor (SSRI) fluoxetine may significantly improve
functional health and well-being, as measured on the 36-item Short-Form
Health Status Survey, compared with placebo [150]. Further, a comparison of
sertraline and nortriptyline found that quality of life and cognitive measures
were significantly better with sertraline, despite lack of significant differences
on depression scales [151]. Self-perceived outcome measures suggest that the
elderly may have a delayed onset of antidepressant activity compared with
younger patients, that is not detected on depression scales [152].

Acute treatment response is influenced by a number of factors. Older
patients whose first episode of major depression occurred before the age
of 60 have been found to take 5–6 weeks longer to achieve remission than
late-onset depressives [153]. Delayed response has also been found to occur
in patients with high baseline anxiety and with outpatient treatment [154].
Poor acute response to pharmacotherapy has been reported to occur in
patients with MRI scan hyperintensities in the frontal deep white matter,
basal ganglia and pontine reticular formation [155]. Several strategies have
been reported to improve the acute response to SSRIs, including one night
of total sleep deprivation at the start of therapy [156] and augmentation with
oestrogen replacement therapy [157].
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Whether specific antidepressants have greater efficacy and effectiveness is
unclear even within the narrow focus of uncomplicated major depression.
Of the older tricyclic agents (TCAs), it is generally agreed that the secondary
amine TCAs (nortriptyline, desipramine) have fewer adverse effects in
the elderly [149]. Despite this, tertiary amine TCAs (e.g. amitriptyline,
imipramine) have been frequently and inappropriately used as compara-
tors for the newer agents, that is SSRIs, reversible inhibitors of monoamine
oxidase A (RIMA), selective noradrenaline and serotonin reuptake inhibitors
(SNRIs), 5HT2 receptor antagonists and adrenoreceptor antagonists. This
has limited the interpretation of studies in the elderly [147]. Non-standard
ascertainment of adverse effects of all agents under study has also been a
problem [147]. Further, with some of the newer agents (e.g. SNRIs, 5HT2

receptor antagonists) there is little or no data available in the elderly.
Meta-analyses of RCTs of SSRIs and RIMA in mixed age groups have

shown them to have similar efficacy to TCAs but with better tolerability
[158, 159]. Similar conclusions have been drawn in the elderly [149], partic-
ularly the ‘‘old’’ old [160]. Effectiveness of treatment with SSRIs is probably
enhanced by the greater likelihood of maintaining an adequate dose than
with other antidepressants [161].

These advantages may only apply in mild to moderate depression, as
doubts have been expressed about their efficacy in severe and melancholic
depression [162–165]. In addition, the elderly may not tolerate SSRIs as
well as younger people, being more prone to extrapyramidal symptoms and
weight loss [166]. The choice of the SSRI may depend on the propensity of an
individual agent to cause adverse effects, especially due to pharmacokinetic
drug interactions caused by an inhibitory effect on the hepatic cytochrome
P450 metabolic system. In this regard, sertraline and citalopram have the
least inhibitory effect and may be the SSRIs of choice [167].

Depression Associated with Physical Illness

The stability of the physical illness has a major influence on acute treatment
outcome. In acute serious physical illnesses, depression outcome may relate
more to changes in the course of physical illness and placebo effect rather
than any specific medication effect [168]. Further, RCTs have recruitment
difficulties in this population. In one study 90% of patients were excluded
because of contraindications to the proposed treatment with a TCA [169].
Drop-out rates of 27–49% following recruitment and incidental mortality of
subjects have been reported [170–172].

Placebo-controlled studies have not demonstrated a significant effect of
antidepressants in depression associated with acute severe physical illnesses,
although small sample sizes limit interpretation of results [see Table 5.1]. In
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each of these studies, the antidepressants were well tolerated apart from
gastrointestinal upsets with fluoxetine and lofepramine, although data on
patients withdrawn due to adverse events were not supplied.

In contrast, the efficacy of antidepressant therapy in depressed older
patients with stable or chronic physical illness has been more clearly
established, although at times the antidepressant effect may be indirect,
for example, by pain reduction [168]. Four placebo-controlled studies of
nortriptyline have yielded positive results in the reduction of depressive
symptoms in chronically ill patients [174, 175], post-stroke depression [176]
and chronic obstructive pulmonary disease [177]. Adverse effects were
common, with 17–35% patients withdrawing from studies [175–177]. Low
dose doxepin was also found to be effective, with fewer adverse effects,
in a 3-week placebo-controlled trial of 24 elderly patients with non-major
depression in a rehabilitation unit [178].

However, concerns about the side effects of TCAs, particularly anti-
cholinergic effects, orthostatic hypotension and cardiac toxicity, limit their
usefulness in the physically ill elderly. The more tolerable and less toxic
new-generation antidepressants are potentially the drugs of choice, but there
have been few RCTs in the physically ill elderly. A recent RCT of paroxe-
tine and nortriptyline in depressed mixed age patients with ischaemic heart
disease demonstrated this potential advantage by finding that, while effi-
cacy was similar, nortriptyline induced an increased heart rate, orthostatic
hypotension and heart rate variability [179]. Two RCTs of SSRIs have shown
efficacy in the elderly with chronic physical illnesses and post-stroke depres-
sion after more than 7 weeks treated with fluoxetine [180] and citalopram
respectively [173].

Psychostimulants such as methylphenidate have been proposed as an
alternative pharmacological strategy in the physically ill, due to rapid onset
of action and favourable cardiovascular profile, but sound controlled studies
are lacking [133], with existing studies showing only limited effect [181].
There is also doubt about their safety profile in acutely ill patients [182].

Depression Associated with Dementia

The evidence for the efficacy of antidepressants is limited, as noted by the
five RCTs listed in Table 5.2.

The placebo-controlled studies recorded a large placebo response. Only
one study of moclobemide with a large sample size of 511 demonstrated
a significantly higher response rate with the antidepressant [187], although
two studies showed significantly fewer depressive symptoms with citalo-
pram [184] and maprotiline [186]. A comparison of trazodone and folic acid
found no significant differences between the agents and while there was a
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reduction in depressive symptoms, the mean HAM-D scores for both groups
remained above 18 after 8 weeks treatment [185].

The impact of these agents on cognitive and behavioural measures needs
also to be taken into consideration. Moclobemide was found to improve
cognitive function [187], while citalopram improved associated behavioural
disturbances including agitation, irritability and restlessness [184, 188]. It has
also been reported that sertraline may act on food refusal and affective symp-
toms in severe dementia where traditional diagnostic criteria for depression
are not applicable [189]. In contrast, imipramine was found to further impair
cognition [183].

Depression in Residential Care

Antidepressant treatment is frequently inadequate in residential care, with
low rates of prescription and inadequate dosages [190–192]. Treatment
studies have to contend with the confounding effects of poor physical health,
dementia and old age. Few have been undertaken.

The only placebo-controlled trial of antidepressant treatment of major
depression in elderly nursing home residents found that nortriptyline was
effective in significantly improving depressed mood and reducing suicidality.
However, 34% of subjects had adverse events that required termination of
treatment, demonstrating the vulnerability of these patients and the need
for careful monitoring [175]. In an open-label trial of SSRIs in ‘‘old’’ old
depressed nursing home residents, good responses were obtained in those
with major depressive disorder (93%), but not in depression associated with
dementia (7%) [193].

Non-major Depression

The NIMH Treatment of Depression Collaborative Research Project found no
advantage for active medication over placebo among less severely depressed
outpatients [194]. Since these findings, several studies have demonstrated
that antidepressants may have some efficacy in the elderly with prolonged
depressive reactions [195], reactive depression [196] and mild depression
[197]. While these studies may challenge the NIMH findings, at this stage
there is insufficient evidence to revise them.

Conclusions

In summary, age and chronic stable physical illnesses do not appear
to influence the efficacy of antidepressants in major depression. Despite
limited research, SSRIs are recommended for first line pharmacotherapy in
major depression of mild–moderate severity. The higher rates of adverse
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effects associated with TCAs reduce their effectiveness, but the secondary
amine nortriptyline may be the antidepressant of choice in severe major
depression. The efficacy of antidepressant treatment of depression in the
elderly with acute or serious physical illnesses is unproven. There is
only limited evidence supporting the efficacy of antidepressants in depres-
sion complicating dementia and in non-major depression, with SSRIs and
moclobemide being drugs of choice largely due to tolerability.

Psychosocial Interventions

There have been relatively few outcome studies of psychosocial interventions
for depression in old age. Despite the limited evidence, reviews of psychoso-
cial interventions in general [198] and cognitive-behavioural approaches in
particular [199–200] have concluded that they are effective treatments.

A meta-analysis of 17 studies of psychosocial interventions in the elderly
found an overall effect size of 0.78 vs. no treatment or placebo control [198].
This did not significantly vary with depression severity or between group
and individual treatments. No clear superiority was found for any system
of psychotherapy (cognitive, behavioural, reminiscence, psychodynamic,
interpersonal, supportive or eclectic). This level of efficacy is similar to that
found for the psychotherapy of depression across the age range [201].

A quantitative review of cognitive therapy in the elderly identified only
seven studies published between 1981 and 1994 that provided outcome
data [200]. Only 362 patients were treated — 120 with cognitive therapy, of
whom 75% were in group therapy. Most patients were community-dwelling
outpatients. The authors commented on the lack of information provided
in the studies about the type and severity of depression being treated and
concomitant physical illnesses. Cognitive therapy was found to show a
66% improvement over psychodynamic therapy, 60% improvement over
behaviour therapy and 89% improvement over waiting list controls.

Depression Associated with Physical Illness

The use of psychosocial interventions in depressed older patients with
acute physical illnesses has not been studied, despite the well-recognized
importance of psychological support in these patients [172]. There is also
little information regarding the effectiveness of psychosocial interventions
in the elderly with chronic physical illnesses, although common treatment
issues have been identified for applying cognitive-behavioural therapy [202].
Initial research has suggested that brief psychotherapy is feasible, accept-
able and effective in providing short-term symptom reduction in medically
ill elderly patients [203]. Most RCTs of psychosocial interventions fail to
provide data on physical health. An exception compared psychodynamic



DEPRESSIVE DISORDERS IN THE ELDERLY: A REVIEW 335

and cognitive group therapies in 53 depressed older subjects, 90% of whom
had concomitant medical conditions [204]. Cognitive therapy was found to be
more effective than psychodynamic therapy. Studies are required to examine
the effectiveness of psychosocial interventions in older patients with acute
and chronic physical illnesses who meet diagnostic criteria for depression.

Depression Associated with Dementia

Psychosocial treatments have been infrequently attempted. A recent RCT of
behavioural treatments, involving the use of pleasant events and problem-
solving in 72 community-living patient/caregiver dyads, demonstrated a
significant improvement in depressive symptoms in both the patient and
caregiver: 60% of patients improved as compared to only 20% of controls.
Importantly, improvements were maintained for 6 months [205]. In contrast,
three different group interventions in a residential care setting were found
to be ineffective in reducing depressive symptoms in a controlled trial [206].

Depression in Residential Care

There have been a number of RCTs of psychosocial interventions for depres-
sion in nursing homes; all have involved group therapies including cognitive
therapy, reminiscence, problem-solving, social reinforcement, music therapy,
focused visual imagery, education/discussion and planned social activities.
The studies have many methodological weaknesses that include failure to
use diagnostic criteria for depression, small sample sizes, lack of physical
health measures, non-blind ratings and inadequate reporting of outcomes
[206–210]. This limits interpretation of the results.

Four studies reported a significant reduction of depressive symptoms at
the end of the programme with groups using cognitive therapy, reminis-
cence, problem-solving and planned social activities respectively [207–210].
However, it is noteworthy that cognitive therapy and social reinforcement
were ineffective in other studies [206, 207]. The only study employing
diagnostic criteria reported a response rate of 45% with planned social
activities [210], although a second study reported that 25% improved on clin-
ical cut-off scores on the BDI with a problem-solving group [207]. In studies
with longer follow-up, treatment effects were not sustained 2–3 months after
completion of the groups [207, 210].

Non-major Depression

Psychosocial interventions, which have similar efficacy in non-major depres-
sion as compared with major depression [198], are usually preferred as the
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initial treatment approach. Apart from the various types of psychotherapy
previously mentioned, a range of other psychosocial interventions has been
investigated in RCTs.

Progressive resistance training was found to significantly reduce depres-
sive symptoms and improve quality of life measures as compared with
an attention-control group in a 10-week programme involving 32 elderly
subjects with mild to moderate depressions [211]. Intensity of training was
a significant independent predictor of decrease in depression scores. In
contrast, aerobic exercise in a walking group was not found to have a signifi-
cantly different effect than a social contact group in the treatment of moderate
depression in old age [212].

Music therapy, provided either in an 8-week home-based programme or
a self-administered programme, was found to reduce depressive symptoms
and distress and to improve self-esteem compared with waiting list controls
in 30 older patients with major and minor depression [213]. Improvements
were maintained over a 9-month follow-up. Interpersonal counselling for
older medically ill patients with depressive symptoms, not meeting criteria
for major depression or dysthymia, was only found to have a significant
advantage over usual care after 6-months treatment [203].

Conclusions

In summary, psychosocial interventions have been found to be efficacious
in major and non-major depressions, being the treatments of choice in the
latter. Cognitive therapy may be the modality of choice, but not all agree.
The interaction of physical health, old age and cognitive decline upon these
treatments has not been taken into sufficient account in existing studies.
RCTs of psychosocial treatments in nursing homes suggest that a range of
group therapies may have a short-term effect, which is not sustained for
more than a few months without an ongoing structured programme. The
very promising outcomes obtained with behavioural treatments in dementia
require replication.

Electroconvulsive Therapy (ECT)

ECT has an important role in the management of severe depression in late life.
Surveys of clinical practice indicate that there are higher rates of prescription
of ECT in the elderly [214, 215]. This is probably due to the greater risk
of psychosis, suicidality, marked motor change and malnutrition associated
with severe late life depression [8, 216]. These features not only require a
rapid, effective response, but psychosis in particular has been found to be
predictive of ECT outcome in most [217–219], but not all studies [220–222].
Other reasons include the greater likelihood of medication-resistance related
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to brain white-matter lesions in elderly depressives [114] and better response
rates to ECT in the elderly [223].

A meta-analysis of the efficacy of ECT in severe depression has demon-
strated its superiority over other treatments [224]. Yet, only one study of real
vs. simulated ECT has provided separate analyses to show efficacy in older
patients [225]. There have also been few comparisons of ECT with antide-
pressant medication in the elderly and there are methodological limitations.
Yet in each study ECT was found to be superior in antidepressant-resistant
depression [226], psychotic depression [222] and major depression [128, 227].

Most studies of the effectiveness of ECT have been limited by retrospective
design, but they consistently report that 70–97% of older patients show
at least moderate improvement [219, 220, 226, 228–236]. Ratings of good
outcomes show greater variability, with a range of 23–97%, but with most
studies between 45 and 75%. Of interest, in prospective studies that used
treatment protocols, results are better, with 71–88% of subjects having
good outcomes [219, 225]. Poor response has been reported to be associated
with concomitant development of physical illness [127, 237], medication
resistance in some [238, 239] but not all studies [225, 234], and being ‘‘old’’
old in some [236] but not all studies [225, 234].

For many years, the choice of electrode placement in the elderly was
largely based on balancing the increased efficacy associated with bilateral
administration [240, 241] with the lower rates of cognitive dysfunction asso-
ciated with unilateral administration [242, 243]. Despite limited data in older
patients, it is now generally agreed that, with unilateral ECT, high stimulus
dosage (2.5 times seizure threshold) is more efficacious than the traditional
low dosage (just above threshold) regimen, with similar outcomes to bilateral
ECT [243]. However, there is disagreement about whether there should be
a fixed or titrated dosage schedule [243, 244]. According to Abrams [244],
studies using a fixed stimulus dosage schedule show a greater response
rate than those using titrated schedules, without evidence of the excessive
cognitive dysfunction predicted by Sackheim et al [243]. In support of this,
comparison of a titrated moderate dosage schedule with a fixed high dosage
schedule, in 19 elderly patients, found that patients on the fixed dosage
schedule responded faster and received fewer treatments [245]. For bilateral
ECT, there is no advantage in using a high stimulus dosage regimen [243].

Post-ECT confusion has been reported to occur in 18–52% of elderly
patients [232, 234, 236]. Pre-ECT cognitive status and post-ictal disorientation
have been found to predict retrograde amnesia in a mixed-age sample [246].
In contrast, cognitive impairment associated with depression in the elderly
has been found to improve after ECT [223, 247]. This apparent paradox
occurs because cognitive impairment associated with depression relates to
the acquisition of information, while the cognitive impairment induced by
ECT is amnestic in nature [216].
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Relapse rates range around 30–60% over 6 months, but are reduced by two
thirds by maintenance antidepressants, mood stabilizers and occasionally
ECT [244]. The timing of the introduction of the maintenance agent, choice
of agent and dosage are issues that have not been addressed in the elderly.

ECT is generally safe in the elderly. There is evidence that complications,
particularly cardio-respiratory problems, falls and confusion, are more likely
in patients over 75 and with the concurrent use of medication [234, 236]. This
appears to be mainly a function of premorbid health, particularly cardiac
[244, 248]. Despite this, ECT may be a safer treatment for the older severely
depressed cardiac patient than antidepressants, particularly with cardiac
monitoring and pulse oximetry throughout the procedure [248]. Further, in
the hospitalized elderly, the adverse effects and mortality associated with
ECT have been reported to be less than those associated with the use of
antidepressants [227, 249].

There have been no prospective studies of ECT in dementia patients
with depression. A controlled retrospective series of 21 elderly dementia
patients found that there were no significant differences in ECT response
in comparison with patients without dementia, although there were higher
rates of post-ECT confusion [250]. An earlier literature review found that
depression improved in 73% of patients, cognition improved in 29% and
cognition worsened, usually transiently, in 21% [251]. Thus the outcome of
ECT in severe depression associated with dementia appears similar to that
found in the elderly without dementia.

In summary, although there is a dearth of well-designed studies of ECT
in old age, the available evidence suggests that it is the most effective treat-
ment available for severe depression, particularly when a rapid response is
required and psychosis is present. Suprathreshold unilateral application is
recommended as the initial approach. Maintenance therapy with antidepres-
sants, mood stabilizers or ECT is required following recovery. Randomized
trials of types of ECT and comparisons with pharmacotherapy are required in
a number of clinical situations, including psychotic depression, medication-
resistant depression, the ‘‘old’’ old and the physically ill.

TREATMENT-RESISTANT DEPRESSION

While the prevalence of true non-response to treatment is unknown, it
has been estimated that 18–40% of elderly depressives may be treatment-
resistant [252]. Apparent treatment resistance in the elderly may occur due to
an underlying medical cause of depression, subtherapeutic drug levels, inad-
equate length of trials, intolerance of side effects and non-compliance [253].
Factors that may contribute to treatment resistance include coexisting phys-
ical illness, concomitant drugs (especially benzodiazepines) and underlying
cerebral pathology [252].
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Although guidelines for treatment approaches have been devised,
there have been few studies in the elderly [252]. Subsequent courses of
antidepressants may need to be longer, a minimum of 6 weeks [131].
Lithium augmentation may not be as effective in older patients due to
intolerance [130]. ECT may be the most effective treatment. A randomized
study of 39 subjects with antidepressant-resistant depression demonstrated
the superiority of ECT over paroxetine, with 71% of the ECT group
fulfilling response criteria and the ECT response being faster [226].
Non-pharmacological treatments should also be considered, but data are
lacking [254].

PROGNOSIS OF DEPRESSION IN OLD AGE

The landmark study of Roth [255] overturned a long-standing belief that
the outcome of late-life depression was uniformly malign. However, the
comforting dictum that depression in the elderly usually has a good outcome
was called into question by Murphy [237] 28 years later, and for the last
decade and a half a series of studies has added fuel to the fire of controversy
about the fate of old people with depressive disorders.

Factors which will affect the outcome of cohorts of elderly depressed
patients include the definitions of depression, recovery and relapse employed
by researchers, the instruments used and the source of the cohort followed.
It is unethical to conduct naturalistic long-term studies on untreated patients
who present for clinical assessment and care, but epidemiological studies of
community-resident elderly often include many depressed subjects who are
not receiving treatment.

Criteria for Study Validity

Cole and Bellavance [256] identify six criteria by which the validity of a
prognostic study may be assessed [257]. These are:

1. Formation of an inception cohort. Depression should be identified at an early
uniform point in its course, so that those patients with multiple relapses
or chronicity who have multiple chances of inclusion do not make the
prognosis appear worse than it is. Cole and Bellavance argue that only
patients with ‘‘first’’ episodes of depression (whether this should be first
in lifetime or first in old age is arguable) should be included.

2. Description of referral pattern. Bias may occur where experts are referred
problem cases (centripedal bias), when they follow ‘‘interesting cases’’
(popularity bias) and when referral filter bias leads to services dealing
with cases which are not representative of the general population. All
studies based in specialist services are prone to these biases, which may
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have a huge effect, as the majority of depressed subjects identified in
community surveys never reach specialist services. Even studies based
in primary care would be subject to some bias, as not all individuals
with depression present to or are recognized by general practitioners.
Only community-based studies with random selection of subjects can
overcome this form of bias. However, the challenges inherent in under-
taking such research with meaningful numbers of subjects are huge.
Some surveys of elderly people yield a prevalence of major depressive
disorder below 1% [66].

3. Completion of follow-up. A few dropouts and lost cases are bound to occur
in even the best conducted study, but when 20% or more of the inception
cohort is lost the study may arbitrarily be deemed unsatisfactory.

4. Development of objective outcome criteria. Outcomes need to be rated in
explicit categories which are objective and can be related to normal
clinical practice. This is harder than it sounds. While it may not be
too difficult to agree on which patients have remained continuously well
since recovery from the index episode and which have died, the threshold
for dementia may be hard to operationalize and the distinction between
continuous illness and depressive invalidism or multiple relapses can
be exceptionally hard to standardize, especially if review assessments
are conducted at 1-year intervals or greater and there are no hard data
to determine the exact nature and severity of symptoms which affected
patients in the interim. Even division into ‘‘good’’ and ‘‘bad’’ outcome
categories is tricky. Many researchers class all but those who remain
well after recovery from an index episode as having ‘‘bad’’ outcomes,
but has a patient who suffers a 4-week relapse of major depression in
a 6-year follow-up really done badly? A more realistic approach may
be to quantify outcomes by counting the number of weeks ill and well
since recovery, but this may be hard without very frequent and costly
assessments. Another approach is to use continuous variables such as
depression scale scores rather than rigid categories of outcome, but
should one rely on observer-rated or self-rated scales?

5. Blind outcome assessment. Expectations about the course of the disorder,
knowledge of presenting features and subsequent events which could
affect prognosis may bias clinical raters who should be blind to such data
when rating outcome.

6. Adjustment for extraneous prognostic factors. Disability, dementia, person-
ality, physical illness, treatments and social factors may affect prognosis.
Eliminating or accounting for the influence of such factors represents a
significant challenge but would be attempted in a putative ideal study.

In addition to the factors enumerated above, other issues, which should be
addressed, include:
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1. Use of operationalized diagnostic criteria. Studies prior to 1980 tended not
to use operationalized diagnostic criteria such as those of DSM-III [258].
The use of such criteria may aid the generalizability and replicability
of studies, though it is still possible for researchers trained in different
traditions to apply such seemingly objective criteria in diverse ways [259].
Because all such systems contain theoretical biases, it may be useful to
diagnose cases by more than one system simultaneously (e.g. DSM-IV
and ICD-10) and to report both sets of results [260].

2. Use of structured assessment interviews. Trained interviewers using struc-
tured assessment tools will elicit key data in a more reliable way than
interviewers who are untrained and use ad hoc interview techniques.
Most early studies and some quite recent ones used idiosyncratic inter-
view techniques, which do not permit replication.

3. Prospective design. Retrospective studies, especially those that utilize case
note entries to rate disorder severity and outcome [e.g. 127] are open to
considerable criticism, especially as Murphy [237] found case note entries
to be at marked variance with the results of a structured interview.

4. Power. In order to assess the impact of a mere 20 variables on prognosis
it is necessary to have a sample size of 200 subjects or more, other-
wise statistical power will be insufficient. Yet, hardly any studies have
included this many subjects. Combining subjects in meta-analyses may
be one way to get around this problem.

Results of Studies Conducted to Date

Psychiatric Hospital and Outpatient Studies

Cole and Bellavance [256] identified 16 studies published since 1950 in English
or French [127, 233, 237, 261–273] languages. Only Murphy’s study [237]
formed an inception cohort (all subjects were experiencing their first episode
of depression since age 60). No study gave an adequate account of referral
pattern and potential sample biases. The studies by Magni et al [267] and
Agbayewa [268] lost 32% and 45% of their cohorts to follow-up, but the other
studies followed over 80% of their cohorts. Only three studies [271–273]
specified criteria for outcome categories, which ranged from 2 to 8 separate
categories between studies. No study had blind outcome assessment and
none adjusted for all possible extraneous outcome influences, though several
accounted for some. No study related treatments received to prognosis. Three
of the studies did not use operationalized diagnostic criteria; most avoided
use of structured interviews and at least two had a retrospective design. No
study included 200 or more subjects.

When study results were combined, 60% of subjects were free from
depression at follow-up, and 14–22% were continuously ill. In studies which
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went on for less than 2 years, 25–68% of subjects had been continuously well
after recovery from the index episode (mean 43.7%, 95% CI 36.0–51.3%),
11–25% had relapsed and then recovered again (mean 15.8%, 13.6–18.0%),
3–69% had been continuously ill (mean 22.2%, 14.1–30.3%), and 8–40%
had other outcomes such as death or dementia (mean 22.5%, 15.2–29.7%).
Studies which exceeded 2 years in duration found that 18–34% (mean
27.3%, 16.8–37.8%) of subjects were continuously well after initial recovery,
23–52% (mean 32.5%, 28.8–36.1%) were well after having at least one relapse,
7–30% (mean 14.2%, 1.8–26.7%) were continuously ill with depression and
23–39% (mean 30.9%, 20.7–41.2%) had other outcomes. Poor outcome was
inconsistently associated with physical illness, cognitive impairment and
depressive severity, whereas social factors apart from severe intervening life
events were not associated with outcome. In Post’s studies [262, 263], length
of time ill with depression before presentation was a strong predictor of poor
outcome, but of course selecting a proper inception cohort would remove
this factor from the equation.

The Old Age Depression Interest Group [274] study compared the efficacy
of dothiepin and placebo in 69 elderly patients who had recovered from
major depression. Drug treatment reduced the risk of relapse by a factor
of 2.5, whereas a prolonged index depressive episode trebled the chance of
relapse. Although this study did not use structured interviews, it does report
on the long-term impact of a prophylactic treatment for depression in the
elderly and thus actually has some applicability in practice.

Stoudemire et al [275] focused on cognitive outcome in 55 elderly patients
treated for depression with antidepressants or ECT and followed for 4 years.
After 4 years, 83.7% exhibited ‘‘clinically meaningful improvements’’, though
50% experienced a rehospitalization.

A retrospective study conducted in Ireland [276], on 86 elderly patients
treated by an old age psychiatry service, found 37% to be dead at 1 year. Of
those who survived, 50% were depression free and 7% demented. Those seen
on domiciliary visits did best and those with physical illness or cognitive
impairment at baseline did worst.

Another case note study of 54 elderly compared with 56 younger subjects
[277] found little difference between the two groups. A year after receiving
hospital treatment for depression, 44.4% of the elderly had recovered and
remained well, 24% had relapsed but recovered again, 13% had some residual
symptoms and 5.5% were continuously ill. Both longer duration of illness at
presentation and higher number of previous depressions predicted a poorer
outcome for the elderly subjects.

Lee and Lawlor [278] for a mean period of 19 months followed, 51 elderly
patients presenting to a Dublin old age service with major depression
and 49 with other depressive diagnoses. Good outcomes were reported
in 57% of those with major depression and 41% of the remainder. No
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predictor of outcome could be found in the major depression group (in which
18% of subjects died), though being younger, having had more psychiatric
admissions and not requiring benzodiazepines were associated with good
outcome in the group with other depressive diagnoses.

Flint and Rifat [279] reported that of 19 elderly patients with psychotic
major depression remitting after ECT and 68 non-psychotic patients who got
better with medication, the psychotic group had earlier and more frequent
relapses. Of the 16 psychotic subjects completing the study, 6 did well, 9
became depressed again and 1 died, while in the larger group 50 completed
the study, of whom 30 did well, 10 had another depression, 3 died, 1 could
not tolerate medication, 2 became manic and 4 became physically ill.

A recent study [280] supported the idea that severe deep white matter
lesions (DWMLs) detected on MRI have a bad prognostic impact. No subject
with such lesions had a good outcome in a study of 60 Australian subjects
with major depression aged 55 and over. Severe DWMLs were the only factor
associated with poor outcome in an analysis which also examined the impact
of age, sex, length of time ill before treatment, diastolic blood pressure and
the presence of cardiovascular risk factors.

Studies of Elderly Medical Inpatients

Cole and Bellavance [281] reviewed eight studies [282–289], all of them
methodologically flawed, which found that after 3 months or less 18% of
depressed medical inpatients were well, 43% depressed and 22% dead. The
figures at 12 months and over were respectively 19, 29 and 53%. More
severe depression, depression which preceded admission, and more serious
physical illness were associated with adverse outcomes.

Studies in Primary Care

No methodologically acceptable study of elderly depressed patients in
primary care followed for over a year could be identified for this review.

Community Studies

Five studies identified by Cole and Bellavance [63, 290–293] had small
samples of depressed subjects (23–123, excluding those diagnosed with
dysthymia rather than major depression by Kivelä et al [292]), but generally
were better designed than the hospital-based studies. No study accounted
for or eliminated all extraneous prognostic factors. All used structured or
semi-structured interviews and some reported that follow-up was blind to
initial diagnosis.
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When the five studies were divided according to follow-up period, 22–46%
of subjects followed for less than 2 years were well (mean 34.1%, 14–54.3%),
and 6–32% (mean 19%, 3.6–34.4%) of those in studies which followed
subjects for more than 2 years were well. Continuous illness was reported
in 14–44% (mean 27.1%, 5.5–48.7%) of subjects in studies of 2 years or less,
and 14–36% (mean 27%, 9.9–44.2%) of participants in longer studies. Other
outcomes (usually death but including relapse, dementia and other psychi-
atric disorders) affected 28–34% of those in studies less than 2 years (mean
30.7%, 12.2–49.2%), and 27–58% (mean 44.3%, 29.6–59%) of individuals
followed for over 2 years. In three studies rates of antidepressant prescribing
were 4% [63], 9% [290] and 33% [293]. The rate of psychiatric referral was
noted by Forsell et al [293] to be 2 in 34. Kivelä et al [292] found physical illness
and social factors to be unrelated to outcome, while O’Connor et al [291] and
Forsell et al [293] found that patients with dementia were less likely than
cognitively intact subjects to be depressed at follow-up. One investigator from
the studies reviewed by Cole and Bellavance subsequently reported addi-
tional data. Kivelä [294] reported that after 5 years 12% of her original cohort
of 42 subjects with major depression remained well, 26% were still depressed,
12% were demented, 45% dead and 5% untraceable. A higher prevalence of
physical illness at baseline was related to poor long-term outcome.

Of studies not reviewed by Cole and Bellavance, Livingstone et al [295]
followed up 62 subjects diagnosed as depressed after 2.6 years. Recovery had
occurred in 34%, 39% were still depressed and 27% were dead, but there was
a high dropout rate. More severely depressed subjects at baseline and females
tended to do worse. A 1-year study of 238 Dutch subjects by Beekman et al
[296] used only a 20-item scale to assess depression, but data were collected
on five occasions after study entry. Chronic depression affected 14%, 8% were
depressed at baseline but recovered, 16% had an incident depression, 10%
had a variable course and 52% were never depressed. Of those depressed at
baseline, 43% had chronic depression, 32% recovered without relapse and
25% remitted and then relapsed. Health-related variables predicted both
onset and course of depression. In a study using the same 20-item scale,
Kennedy et al [297] screened and followed 1577 elderly Americans, of whom
211 were classed as depressed. They found 46% remained depressed for
2 years, while 114 recovered. Again, worsening health was associated with
depression persistence, as was advanced age.

Studies of Residential Populations

After a 4-year follow-up period, 6 in 35 surviving residents who had screened
positive for depression in 12 British local authority homes for the elderly had
recovered and most of the remaining 75 initially classed as depressed were
dead [298]. In a second cohort, 28% of 60 depressed residents were no longer
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depressed after 1 year [299]. In both these cohorts, depression score and an
expressed wish to die when screened were associated with mortality [300].
In a nursing home study of 454 new admissions, conducted in the USA by
Rovner et al [190], major depressive disorder was positively associated with
mortality at 1 year.

Suicide

Lindesay [301] reviewed the data on suicide in the elderly, showing that
older persons have the highest suicide rate of all age groups, with depressive
disorder as the major risk factor. However, they are less likely to engage
in acts of deliberate self-harm unless they have suffered from a depressive
disorder or other mental disorders. The predictive value of previous attempts
and somatic symptoms presenting to primary care physicians was noted, as
well as the increased vulnerability on the anniversary of significant personal
losses.

Recommendations for Future Research and Clinical Practice

The main conclusion produced after reviewing research in this field is one
of disappointment at the inadequacy of our research methodology and
our inability to make useful links between alterable prognostic factors and
outcomes. Depression is the commonest disorder seen by old age psychia-
trists and if it cannot be studied effectively enough to permit modification of
adverse prognostic factors, then the whole point of research in our field must
be called into question. Large studies are needed with explicit diagnostic
criteria, thorough documentation and measurement of possible prognostic
factors (including treatments), which follow patients at frequent intervals
for more than 2 years. Outcome categories need to be operationalized, and
independent measurement must be made of quality of life, general function
and physical health. Outcome should be rated blind and every aspect of the
study should have demonstrated reliability. Studies are urgently needed in
primary care, though given the poor quality of studies in psychiatric settings
the psychiatrists might do better to alert the general practitioners to the
deficiency and ask them to do the studies themselves, rather than stepping
into general practices to conduct such research.

In the meantime, all we can say is that, although specialist service-
based studies probably overstate the malignity of the prognosis of late-life
depression, most people who have one episode will have another if we wait
long enough. The longer they have been depressed and the more physically
ill they are, the worse they will do. The risk of death among those elderly
people who have had an episode of depression is almost certainly raised. It
therefore seems prudent to treat depressed old people energetically, to follow
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them closely in order to retreat relapses at an early stage [302]. The liberal
use of prophylactic antidepressants is to be encouraged, and precise criteria
for which drugs to use, for how long and in whom are urgently awaited.

SUMMARY

Consistent Evidence

ž Presentation of depression in the elderly is similar to younger adults
in the ‘‘core’’ features, but different in having less dysphoric mood and
more somatic concern.

ž The current categorical diagnostic systems (ICD-10, DSM-IV) do not
include a large number of elderly with significant depressive symptoms
which do not satisfy syndromic criteria, and who therefore are not
included in prevalence and other studies. A ‘‘subsyndrome’’ category
may need to be considered in the future revisions of diagnostic systems.

ž Antidepressants are effective in treatment of depression in old age. The
high rate of adverse affects of the tricyclic group mitigates against its use in
the elderly. The lower rate of adverse events in the newer antidepressants
(SSRIs) makes them more acceptable. However, nortriptyline has a role
in severe depression in the elderly.

ž Electroconvulsive therapy (ECT) has demonstrated efficacy in treatment
of old age depression with the benefit of rapid response in the severely ill
with and without psychotic symptoms.

ž The suicide rate in the elderly is high. Presentation with somatic
complaints to a physician preceding the suicidal acts is frequent. Delib-
erate self-harm is usually associated with depressive disorders and other
mental disorders.

Incomplete Evidence

ž Various subtypes of depression are being considered. Delusional depres-
sion and vascular depression appear to have some clinical validity.

ž Despite differing methodological approaches in the definition of depres-
sion in epidemiological studies, there is some evidence to suggest that
the prevalence of major depression in the elderly is lower than that in
younger adults.

ž Outcome of depression in the elderly is little different to that in younger
patients. Poor outcome is associated with physical illness, cognitive
impairment and severity of depressive symptoms. Depression in the
elderly is associated with excess physical disability and increased
mortality.
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ž Psychosocial interventions are useful in major and non-major depression,
but there is some disagreement on the modality of choice.

ž Neuroendocrine and neurochemical studies show some data, but with
low specificity for depression.

Areas Still Open to Research

ž Characterization of ‘‘subsyndromal’’ or ‘‘subthreshold’’ depression is
needed to accommodate those elderly suffering with significant depres-
sive symptoms who do not reach ‘‘criteria’’ of existing syndromal
diagnosis.

ž The relationship between cognitive impairment and depression in the
elderly requires exploration. Is depression of late onset a prodrome of
cognitive impairment? Is cognitive impairment a necessary consequence
of depression of late onset? If so, what are the biological mechanisms
underlying this relationship?

ž Cardiovascular disease, especially hypertension, is a possible risk factor
of both vascular dementia and depression. Further exploration of the
relationship between these three conditions will yield possible preventive
approaches.

ž New epidemiological data using common assessment schedules which
will include non-syndromal subtypes and risk factors will help to clarify
uncertainties in this area.

ž Psychosocial factors in the development of depressive disorders and its
management will need more vigorous research.

ž Randomized control trials and post-marketing observational studies of
new antidepressants in older subjects will yield relevant information to
clinicians in the management of elderly depressives in the community.

ž Outcome research requires larger samples, consistent methodology and
adequate length of follow-up with independent operationalized measure-
ments.

ž Treatment-resistant depression needs clear definition with subsequent
consistent research approaches.

ž Maintenance treatment with antidepressants and ECT requires long-term
follow-up studies to demonstrate efficacy in the elderly.

ž Management of depressed elderly in residential settings must account for
confounding factors of poor physical health, dementia and the patients
in the ‘‘old’’ old age group.
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Commentaries

5.1
Depression in Older Age: Diagnostic Problems, New Knowledge and

Neglected Areas

John R.M. Copeland1

Diagnostic issues recur repeatedly throughout each section of Chiu et al’s
review. They are real. Similar problems were tackled by the US–UK Diag-
nostic Project for both younger [1] and older age groups in the 1960s and
70s. Then, trans-Atlantic diagnostic disagreement arose from lack of stan-
dardized criteria. Now it seems we have a problem with the standardized
criteria. The DSM system is the most discussed. The ‘‘Quick Reference’’ to
DSM-IV makes clear that ‘‘criteria enhances agreement among clinicians and
investigators’’, but agreement is likely to be at its highest on fully formed
illnesses that are relatively severe. High specificity (probably at the expense
of sensitivity) seems the aim, good for biological research. But clinicians
prefer high sensitivity so as not to lose depressions likely to respond to
treatment. Two classifications would be more sensible. Diseases are human
concepts, not ‘‘things’’, so we can redefine them and their classification for
our purpose. Of course, we need to keep a balance between purpose and
communication. The ICD seems to recognize this and offers two sets of
criteria, a general classification and one for research. However, the useful-
ness is lost in the attempt to harmonize the general criteria with the DSM
so that it emerges as almost as exclusive. It is no wonder that those who
apply DSM find few cases of depression in community samples if the criteria
are set to achieve high psychiatric agreement. It does not make sense that
many depressions identified by clinicians now have to be described as
‘‘subsyndromal’’. What clinicians and their medical teams need is a ‘‘classi-
fication of cases for intervention’’. Chiu et al point out that one purpose of
epidemiology is to provide data for health care. Such a database cannot be
satisfactorily provided using either DSM or ICD. There are also dangers. If
one were a director of managed care, which classification would be the most
appealing?

1Department of Psychiatry, University of Liverpool, Liverpool L69 36A, UK
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We must, however, be aware that when we use terms such as ‘‘cases
for intervention’’ or ‘‘subsyndromal’’ we are still in the area of clinical
impression. As Chiu et al point out, it is necessary to demonstrate that the
treatment of these conditions is effective. We need evidence from random
controlled trials of intervention on these so-called minor cases, many of
which do not seem to be so minor.

Overall, the review indicates that we are making progress rapidly, espe-
cially as research only took off during the last two decades. We must not
be discouraged that our techniques do not always deliver clear answers.
For example, we now know that physical problems, especially concerning
mobility, have a powerful effect on outcome, as Prince et al’s [2] careful
and elegant studies and those of others demonstrate. A number of studies
now show that depression accompanying even severe physical illness can
respond to treatment, so we have messages to project where once there was
therapeutic nihilism.

The message on the efficacy of electroconvulsive therapy is also important,
especially to those countries where well-meaning groups have all but caused
it to be banned.

We must not neglect prevention. There is evidence [3] that about a fifth of
older people with depression symptoms, not considered at the time as cases
severe enough for intervention, become such cases in 3 years time. How
can we recognize them and the proportion of cases that we know recover
spontaneously in a few weeks? Feelings of loneliness have twice emerged in
our studies, as a risk factor for becoming an intervention case in 2 years time.
Simple prevention ought to be possible.

We still worry about levels of depression in nursing homes. Henderson
et al [4] reported that the prevalence of depression was no greater here than
in the community. We have confirmed this surprising finding, but also find
that the rates of new cases occurring are many times those in the community.
So the nursing homes are not off the hook. What causes this phenomenon, is
it serious physical illness left untreated or the regimen of the nursing home?

The prognosis of depression is not good. Even if depression resolves, many
are left with neurotic and cognitive disorders.

There is another area we seem to neglect. Not so much culture itself, which
has probably been overemphasized, but the methods for recognizing and
treating depression in developing countries and how their health services
can be advised. This is where the majority of the world’s populations live.
What about, for example, the problems of rural China, where, unlike Western
communities, studies appear to show higher levels of depression and suicide
among older people, compared to those living in cities?

Can we not learn something of interest by examining risk factors for
depression in apparent low prevalence areas? Might not developed countries
also be helped by finding ways of delivering less expensive but more
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effective care for depression, based on the new technologies? The research
opportunities make this still one of the most exciting fields of psychiatry.
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5.2
Depression in the Elderly is Underdiagnosed; Etiology is Multifactorial

Carl Gerhard Gottfries1

As is evident from the review by Chiu et al, depression in the elderly is a
great problem. In Sweden, where there is a large number of elderly people,
statistics show that around 50% of all depressed people are 65 years old or
more. Depression in the elderly is thus not a narrow field, and efforts must
be made to offer this group of people good treatment.

There is clearly underdiagnosis and undertreatment of elderly depressed
patients. The problem is to identify the patients. Elderly depressed patients
report depressed mood less often than their younger counterparts. Instead
they show a higher rate of anxiety. I think, however, that there is no problem
for specialists in diagnosing depression in elderly patients; the problem is
that this group of people does not seek medical help. Patients, carers and
health care providers often regard depressive symptoms as manifestations of
normal aging and do not identify the disorder as an illness. It is also true that
elderly patients have difficulties in recognizing and describing depressive
symptoms. The manifestations of the disorder therefore often give an atypical
clinical picture. Concomitant somatic disease and/or organic brain damage
make diagnosis more difficult, especially as elderly patients preferentially
seek a somatic explanation of their complaints.

1Institute of Clinical Neuroscience, Department of Psychiatry and Neurochemistry, Sahlgrenska Univer-
sity Hospital, S-431 80 Mölndal, Sweden



DEPRESSIVE DISORDERS IN THE ELDERLY: COMMENTARIES 367

Information about depression in the elderly should be given to the
community, along with more focused information to district nurses and
doctors concerning the identification of this type of patient.

Assessment tools can be used to identify elderly depressed patients. Epi-
demiological data show that there are many depressed elderly patients
among those who are seen by district doctors. In a Swedish study, the Geri-
atric Depression Scale was used as a screening instrument for depression [1].
This simple scale was considered very useful.

In the diagnosis of depression in elderly people, interest should also
be directed to 1-carbon metabolism. This metabolism is dependent on the
vitamins B12 and folic acid. Disturbance of 1-carbon metabolism is marked
by an increasing homocysteine in the serum. As shown by Heilmann [2],
many elderly people have low serum levels of folic acid. Low or deficient
serum or blood cell folate concentrations are found in 15–38% of depressed
patients [3]. For a long time it has been well known that vitamin B12 deficiency
is associated with depressed mood. According to Fava et al [4], 12–14% of
depressed patients have low serum B12 levels, and in a total population
of elderly people, 32% had low vitamin B12 levels. Serum homocysteine is
therefore an important marker in studies of the etiology of depression in the
elderly and should be investigated in the diagnostic process.

The concentrations of 5-hydroxytryptamine (5-HT) in discrete brain areas
are reduced in individuals over 65 years old. The concentrations of 5-
hydroxyindoleacetic acid (5-HIAA) do not appear to decrease with age (for
a review see [5]). As 5-HT is considered to be a marker of the number of
neuron terminals and 5-HIAA a marker of metabolic activity, these find-
ings suggest that there is a reduction in the number of nerve terminals in
normal aging but that increasing metabolic activity in the remaining termi-
nals maintains the metabolite concentration. This may be a compensatory
mechanism of the brain to the change of aging. This compensatory adapta-
tion may also occur in the noradrenergic pathway, as noradrenaline levels
decline with age, but the concentration of the end metabolite 3-methoxy-4-
hydroxyphenylglycol (MHPG) does not. In fact, in some studies it has been
shown to be increased [6].

Interestingly, monoamine oxidase (MAO)-B activity increases significantly
with age. One possible explanation of the increased MAO-B activity is that
this form of the enzyme is localized primarily to extraneuronal tissue, and
age-related gliosis increases the relative amount of extraneuronal tissue.
The biological importance of increased MAO-B activity is still a matter of
speculation, and the increase is so small that it has been assumed to be of little
importance for the metabolism of the monoaminergic neurotransmitters [7].

In post-mortem studies of human brains, age-related reductions in the
concentrations of 5-HIAA in the hypothalamus have been recorded [8].
These findings indicate that the serotonergic system has a reduced impact
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on the hypothalamus in elderly people. As the hypothalamus controls
non-neurohormonal systems, this may be of importance especially in the
control of stress activity.

It can be assumed that the neurochemical changes in the aging brain,
concerning both serotonin and noradrenaline metabolism, reduce the thresh-
olds for depression and other emotional disturbances.

In the treatment of elderly people, especially those with degenerative
neuropsychiatric disorders, not too much effort should be made to cram
the symptomatology into the boxes of DSM-IV. Many of these elderly
have emotional disturbances, such as restlessness, anxiety, irritability and
aggressiveness, which respond well to treatment with selective serotonin
reuptake inhibitors (SSRIs).

As mentioned above, elderly people may have disturbances of 1-carbon
metabolism, which is of importance for the synthesis of neurotransmitters.
In fact, the synthesis of serotonin is dependent on normal supply of methyl
groups. Patients with high serum homocysteine or methylmalonic acid or
low levels of vitamin B12 or folic acid should receive supplementation of
these vitamins concomitant with the antidepressant treatment. There are
already data indicating that patients with low serum folate levels are less
likely to respond to SSRIs [4, 9] and that lithium plus folic acid in prophylactic
treatment reduces depressive morbidity more than lithium alone [10].

REFERENCES

1. Gottfries C.G., Noltorp S., Norgaard N. (1997) Experience with a Swedish ver-
sion of the Geriatric Depression Scale in primary care centers. Int. J. Geriatr.
Psychiatry, 12: 1029–1034.
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5.3
Depression in the Elderly: Issues in Diagnosis and Management

David L. Dunner1

Depression in the elderly is of clinical significance because of the increasing
numbers of elderly in the population, the prevalence of depression in this
age group, and difficulty with relative tolerability of antidepressant agents
amongst the elderly. Depression in the elderly can be a new or first episode,
usually of unipolar major depressive disorder, a recurrence of prior episodes
of unipolar or bipolar disorder, or an exacerbation or continuation of either
chronic major depression or dysthymic disorder [1, 2]. In addition, bereave-
ment is a more frequent experience in the elderly than in younger individuals,
and bereavement itself may be experienced as a longstanding depression.
According to DSM-IV, if significant symptoms of bereavement persist for
2 months or longer, the disorder is characterized as a major depressive
disorder [3].

Depression in the elderly may be easy to recognize if it is a continuation
of a condition that began earlier in life and persisted, such as chronic major
depression or dysthymic disease, or a recurrent episode in a patient who
has been previously treated for depression. However, the recognition of first
onset depression in the elderly is sometimes made difficult because of altered
presentations of depression in the elderly. In my clinical practice, it is more
frequent for elderly than younger patients to deny traditional depressive
symptoms, making both recognition and assessment of depression difficult.
Furthermore, traditional rating scales, such as the Hamilton Depression
Rating Scale [4], rely on core symptoms of depression, and in my clinical
experience, elderly individuals are more difficult to assess than younger indi-
viduals for these symptoms with this scale and other depression rating scales.
Thus, both assessment and detection of elderly individuals with depression
is difficult. Furthermore, treatment outcome studies specific for this popu-
lation are problematic, because of lack of precision in symptom reporting.
Additionally, medical problems in this age group may be associated with

1Department of Psychiatry and Behavioral Sciences, University of Washington, 4225 Roosevelt Way
NE, Suite 306C, Seattle, Washington 98105-6099, USA
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depression, and medications used to treat medical problems in this age
group may be associated with depression. Thus, the differential diagnosis
of depression in the elderly is frequently more complicated than in younger
individuals.

Antidepressant medication selection is also problematic. There are few
reports of placebo-controlled antidepressant trials in the elderly. Most of the
clinical trials reported in elderly individuals are comparator studies showing
that drugs work as well as other drugs — with newer drugs perhaps having
less of a side-effect burden. Studies of the efficacy of psychotherapy for
depression in this age group are also generally lacking. Electroconvulsive
therapy remains an important treatment for elderly individuals and in many
ways may be better tolerated than traditional antidepressant agents. Electro-
convulsive therapy may be particularly useful in depression complicated by
psychotic features and in treatment-resistant depression.

One of the issues involved in the treatment of the elderly is the treat-
ment of individuals who were detected earlier in life with either recurrent
major depressive disorder or bipolar disorder and who are undergoing
maintenance therapy with either antidepressants, lithium carbonate, or other
mood stabilizers. The continued use of traditional antidepressant agents,
such as tricyclic antidepressants, which may have been initiated years ago
for maintenance therapy, becomes problematic because of increased sensi-
tivity to the side effects of these medications as these patients age. Also,
there may be a need to adjust dosage of maintenance medications because
of impaired metabolism of these medications in the elderly as individuals
age [5–7].

In summary, the proper detection and treatment of mood disorders in the
elderly requires greater skill than for younger patients. As our population
ages (and the percentage of elderly increase and individuals live longer),
these problems will become magnified. Medical training should give greater
emphasis to issues regarding diagnosis, differential diagnosis, and treatment
of depression in the elderly.
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5.4
Depressive Disorders in the Elderly: A Fresh Perspective

Mike Nowers1

For many years psychiatry of old age was a Cinderella discipline largely
ignored by general psychiatrists and regularly under-resourced. In the last
few years the discipline has come out of the shadows and attracted indi-
viduals of high calibre who are prepared to act as advocates for our older
patients whatever the illness from which they suffer. Committed old age
psychiatrists now research and publish worldwide, and systematic reviews
such as that by Chiu et al provide vital cutting edge information for the
hard-working clinician.

Chiu et al point out that nosological systems do not take account of age-
related features. The recent research suggests an excess of somatic features,
such as weight loss, constipation and hypochondriasis, over psychological
features. This is borne out in the general practitioner surgeries and hospital
clinics, where the elderly consistently present with a ‘‘physical ticket’’. It
may be that the present generation of old people find it difficult to express
emotions directly and resort to biological quotients to communicate their
distress.

The thorny issue of the depression-dementia continuum is also explored.
Despite the efforts of researchers, the picture remains muddled. It is clear that
some depressed patients go on to develop a dementia, but ‘‘the who and the
how’’ as yet defy definition. Although treatments such as electroconvulsive
therapy (ECT) have been known to worsen a pre-existing dementia, evidence
shows that affective symptoms can improve and individuals should not
automatically be deprived of a potentially life-saving therapy on the basis of
abnormal neuroradiology.

Chiu et al consider the prevalence of late life depression and high-
light the conflicting evidence. Energy has been expended around the
world to identify whether depression is less common, equivalent or more

1Community Mental Health Team for the Elderly, Cosham Hospital, Lodge Road, Kingswood, Bristol
BS15 1LF, UK
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common in the elderly than the young. Papers exist to suit all tastes and
persuasions!

Possibly of more concern to the busy clinician are the bio-psycho-social
correlates of depression in old age. A strong association exists between phy-
sical ill-health and depression, but the patients’ view of their own physical
health may be adversely affected by their prevailing mood. More objective
measures of ill-health, such as cancer, Parkinson’s disease and stroke, all
produce a consistent excess of depressive illness in sufferers of these condi-
tions. The jury is still out on the association between ill-health and minor
depression.

Social factors are important in the genesis of depression in old age and
would appear to effect outcome too. Adverse life events, loneliness and social
isolation speak for themselves. Equally good close support structures from
family and friends appear to be a major factor in protection from old age
depression. It must be remembered that published work on younger patients
may not be generalisable to the elderly.

Chiu et al, exploring aetiology, confirm the exciting future that awaits
this area with the increasing sophistication of techniques. Neurochemical
and neuroendocrinological studies have not yet produced results of prac-
tical use to day-to-day clinical practice. The emphasis must be on not yet!
Imaging techniques such as magnetic resonance have opened new vistas
of research into the neurodegenerative basis of affective disorders, with
evidence suggesting that a proportion of late life depression has a basis in
cerebrovascular disease.

The question ‘‘which antidepressant for the elderly?’’ has not yet been
answered. Selective serotonin reuptake inhibitors (SSRIs) have been shown
to have a gentle side-effect profile and hence tolerability in published meta-
analyses, but doubt remains over their efficacy in the treatment of severe
depression. Psychiatrists in clinical practice now have a wider range of
pharmacological preparations but will, in all likelihood, continue to rely on
a combination of research evidence and individual experience to guide their
therapeutic preference in uncomplicated depression.

The interface between physical health and depression complicates therapy.
It appears that antidepressants do not have a significant effect on depression
in acute severe physical illness, but remain useful in depression associated
with stable or chronic physical illness. Again clinical judgement should guide
best practice. The efficacy of drug treatment for depression in dementia
remains unclear.

The results of psychosocial interventions appear open to interpretation.
They do no harm and would seem to be of use, particularly the more
cognitive-behavioural methods as a component in the treatment of major
depression and as first line therapy in minor depression.
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ECT is not a controversial treatment for most in old age psychiatry.
Week in, week out, elderly severely depressed patients make gratify-
ingly rapid response to this treatment. The research evidence supports
the clinical perspective. The observation that the outcome of treatment with
ECT in severe depression with dementia appears to be similar to non-
demented depression, with cognitive worsening being transient, will be
welcomed by those nervous in the management of these often coexisting
pathologies!

There sadly appears little new as yet on the management of treatment-
resistant depression.

Chiu et al review the prognosis of depression in the elderly, highlighting
the need for clearly defined core validity criteria in the research. All studies
were felt to have some problems, but the overall finding in general of 60%
of subjects free from depression at follow-up under 2 years post-episode
resonates with routine practice. Interpretation with caution is the order of
the day.

Suicide is the preventable mortality of old age and has recently been the
subject of review [1]. The importance of a previous episode of deliberate
self-harm cannot be emphasized enough [2].

Chiu et al’s review gives us busy clinicians a fresh perspective on depres-
sion in the elderly, highlighting progress and deficiency and enunciating an
exciting way forward for us all.
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5.5
Depression in the Elderly: Areas Open to Research

Clive Ballard1

Chiu et al’s paper provides a comprehensive review of depression in later
life, although, as highlighted by the authors, the literature is limited in certain
areas. The vast majority of studies focus upon hospital-based samples, with

1MRC Neurochemical Pathology Unit, Newcastle General Hospital, Newcastle NE4 6BE, UK
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far less information available regarding patients in primary care and the
community. In addition, very few studies focus upon the ‘‘older’’ old,
who are likely to have the most complex needs. Perhaps more worrying,
however, are the limited data pertaining to certain aspects of treatment
outcome. Although there are more than 70 double-blind placebo-controlled
trials of antidepressants in the elderly, only 9 of these [1] incorporate samples
with a mean age over 75. These patients are the most likely to have concur-
rent physical illness, are more likely to be taking additional pharmaceutical
agents and have the poorest drug tolerability. Other specific areas where our
knowledge regarding treatment outcome in the elderly is inadequate include
treatment resistance and chronic depression, patients with physical illness
and patients with depression and dementia.

Dementia affects 1 in 5 people over the age of 80, 20% of whom will
be experiencing a depressive illness at any one time [2]. Five controlled
studies have examined treatment response in these patients. Only one of
these, with more than 800 participants, demonstrated that antidepressant
agents were significantly better than placebo [3]. The difficulty seems to lie
in the high placebo response rate, over 35% combining these reports. This
is not surprising as naturalistic studies indicate that two thirds of dementia
patients with depression experience resolution of the depression within 3
months [4]. In clinical practice it would therefore seem appropriate only
to treat depression lasting less than 3 months if it is particularly severe or
distressing. In addition, treatment intervention studies should focus upon
patients with severe or persistent depression.

Vascular depression is an interesting and potentially important concept.
It is suggested that areas of infarction, particularly those in the left frontal
lobe, or deep white matter hyperintensities identified by magnetic reso-
nance imaging (MRI) scan (probably indicative of microvascular pathology),
predispose to affective disturbance. Work from our own group has also
suggested the importance of deep white matter lesions on MRI as an asso-
ciation of depression in Alzheimer’s disease [5], and work in preparation
indicates that microvascular lesions and diffuse white matter disease, iden-
tified at neuropathological examination, are significantly correlated with
depression in vascular and mixed dementias. A very consistent picture is
hence emerging, drawing evidence from a number of different disciplines,
substantiating the concept of vascular depression in the elderly. Simpson
et al [6] have suggested that these patients are more likely to be treatment
resistant and to progress into a chronic depressive illness. This highlights
the need for further work, particularly with regard to the treatment and
prophylaxis of these disorders. Hypertension is an established risk factor
for the development of white matter hyperintensities. Recent trials of anti-
hypertensive agents have indicated that appropriate treatment may reduce
the long-term incidence of dementia [7]. Additional studies evaluating the
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impact of antihypertensive treatments on the evolution of white matter
disease and depression would be highly informative.

Cognitive deficits are evident in patients with late onset depression, which
often persist after treatment [8], referred to in their most extreme form as
depressive pseudo-dementia. The overlap between cognition disturbances
and depression is, however, complex. Depression is common in patients
with dementia, particularly in the early stages of the illness, whilst during
episodes of depression, attention, concentration and motivation to undertake
cognitive testing are impaired. Furthermore, some patients may be taking
pharmaceutical agents which impair cognition and predispose to depression,
whilst systemic (e.g. oat cell carcinoma) or cerebral (e.g. cerebral infarction)
pathologies may increase vulnerability to both conditions. Although some
studies have followed-up specific cohorts of depressed patients with cogni-
tive impairments, such as those with depressive pseudo-dementia, there is a
paucity of longitudinal studies evaluating outcome and neuropsychological
profile over time in more representative groups of patients with late onset
depression. It is this kind of study, incorporating the ‘‘messy’’ cases, which
will provide the most important information.

The rapid evolution in the literature regarding depression in later life and
related topics is encouraging, offering many important topics which could
be discussed. I have selected one or two areas of personal interest, and I hope
general relevance, to comment upon.
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5.6
Filling in the Gaps about Depression in the Elderly

Dan Blazer1

Chiu et al provide an overview of the English language literature relevant to
late life depression. They constitute a number of specific take home messages
at the end of the section, yet I believe they provide a background for more
general conclusions from the extant literature. I think a number of overall
conclusions can be culled from a review of this review.

First, the authors provide insight into the longstanding controversy
regarding the relative frequency of depression across the life cycle. They
emphasize the importance of defining depression, noting that uncompli-
cated depression in late life (i.e. depression free of comorbid physical illness
and cognitive dysfunction) is more similar to depression in mid-life than
has been supposed in the past. The controversy as to whether depression
is more or less frequent among the elderly compared to persons in mid-
life, highlighted by findings from epidemiologic studies over the past two
decades, in large part derives from the varied definitions of ‘‘caseness’’ of
late life depression. Therefore the debate over relative frequency by age is
often meaningless. There should be no doubt, however, that depression in
the elderly is a significant public health problem which must be central to
psychiatrists working with the elderly.

Our understanding of etiological factors is disappointing, because we
have learned little about the etiology of late life depression in recent years.
The one area where we have made significant gains is in the focus upon
vascular depression, a concept that goes back at least to Felix Post. Non-
reversible changes in the brain with aging not only manifest themselves via
the dementing disorders; they also are the basis of depressive disorders often
free of comorbid cognitive decline among the elderly. Many questions remain
to be answered about vascular depression, not the least of which relate to the
potential for preventing these changes through control of blood pressure and
even more aggressive approaches, as we currently are witnessing in studies
of the treatment and prevention of cardiovascular disease.

The past decade has witnessed both successes and disappointments in
the treatment of late life depression. The success is documented in the
literature which substantiates the value of combined pharmacotherapy and
psychotherapy (especially the cognitive-behavioural therapies). The disap-
pointment is the continued recognition of our failure to identify therapies
which are effective in treating depression in the elderly associated with
both physical and cognitive decline. Inpatient and outpatient therapy among
elders with uncomplicated depression is effective, at least as effective as

1Duke University Medical Center, Durham, NC 27710, USA
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most medical interventions for physical problems in the elderly. On the other
hand, therapy of comorbid depression in acute care medical units and in
long-term care facilities is not effective for the most part. Attempts to treat
depression in the frail elderly are as frustrating to psychiatrists today as they
were 20 years ago.

Though we have learned much about the outcome of late life depression,
three questions which are most important remain unanswered: (1) does late
life depression of first onset vary in outcome from the recurrence in late
life of a depressive disorder beginning earlier in life? (2) to what extent
does the outcome of late life depression predispose elders to other adverse
health outcomes, such as cognitive decline and physical illness? (3) to what
extent does the outcome of late life depression vary by gender once a first
onset episode occurs? These are difficult questions to answer, for fielding
a longitudinal study, even under the best of circumstances, is a difficult
task. Nevertheless, these questions are critical if we are to understand the
natural history of late life depression as a backdrop to future treatment and
prevention studies.

I believe psychiatrists will be rewarded by reading Chiu et al’s review for it
is cogent, concise and reflects the major findings of an explosion of literature
on late life depression over the past decade.

5.7
A Clinical Point of View about Depression in the Elderly

Jean Wertheimer1

In spite of the epidemiological controversies about the prevalence of depres-
sion in old age, there is no doubt that the practitioner is very often confronted
with such a pathology. The apparent difference between this daily experience
and the low prevalence reported by recent surveys is certainly due to the
methodologies employed. It is a matter of fact that the national (DSM-IV)
and the international (ICM-10) classifications are not adapted to a large part
of the psychiatry of the elderly. If, on one hand, some clinical pictures are
common to young and old adults, on the other hand particularities often lead
to atypical presentations. These variations increase in number by categories
of age over 65. Interactions between multiple factors certainly explain this
fact: physiological modifications, physical and psychiatric comorbidities, and
changes in social conditions being the most apparent. The causal relations are
predominantly circular and not linear. These factors induce consequences

1Service Universitaire de Psychogeriatrie, Route de Mont, CH-1008 Prilly-Lausanne, Switzerland
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that enter subsequently into the aetiological loop, particularly those in the
psychological field. Depression could, in this way, be considered as either a
cause or a consequence of situations defined by multifactorial parameters.

Depression in the elderly is ubiquitous, present in the community, in
hospitals, both somatic and psychiatric, in long-stay settings. It can be at the
foreground or less evidently present, intermingled with physical diseases
or/and dementia. Symptoms can be emotional, cognitive and somatic.
Emotional disorders include sadness, anxiety, reduction of interest. Sadness
is not always evident. It can be minimized or hidden behind an apparently
smiling facial expression. A diminished facial mobility, caused by Parkinson’s
or a multi-infarct cerebral disease, could falsely suggest the presence of sad
feelings. Anxiety is often conveyed by somatic complaints, for instance ‘‘pres-
sure’’ on the heart or the solar plexus region, an impression of tightening
in the throat. Obviously, such symptoms call for investigation for possible
physical comorbidities that can coexist with the depressive disorder. A dimin-
ished interest is not a symptom restricted to depression and is also a feature
observed in dementia, particularly of the frontal and of the subcortical type.

Cognitive symptoms, referring to the subjective perception induced by the
disease, predominantly concern feelings of low self-esteem, of worthlessness,
of helplessness and hopelessness, pessimistic thoughts with sometimes the
conviction of being incurable, ideas of death and suicide, a sense of guilt.
These feelings are frequently reinforced by the reality of life events and
of life conditions marked by concrete losses: bereavement, social isolation,
institutionalisation, physical diseases, economic problems. Most important is
also the problem of memory. Concentration difficulties are often reported in
depression, even by young adults. Both recording and recall are consequently
disturbed. In old age the subjective perception of these troubles can be
influenced by the prejudice that memory disturbances are common at that
age, and by the fear of dementia. Consequently, the problem of failing
memory could predominate in old age depression, constituting the so-called
depressive pseudo-dementia.

Sleep disorders (insomnia, and less frequently, hypersomnia), poor appe-
tite with loss of weight, and fatigue are the more frequent somatic symptoms
observed in depression. They also raise the question of possible somatic
comorbidities and of the eventual causal relations between physical illnesses
and depression. Pain perception can be increased and the physician should try
to find a possible objective explanation. Physical complaints are commonly
the prior concern raised by old depressed patients, particularly against a back-
ground of cultural factors that can be local (rural background for example)
or national (as in China for example). This tendency is also characteristic of
personality profiles marked by a lack of psychological insight.

The clinical approach to depression must reckon with the complexity of
these situations defined by potential multiple causal and consecutive factors.
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Contextual parameters play important roles and contribute to triggering
off, accentuating or maintaining emotional disturbances: family conflicts,
disagreement with nursing staff, and so on. In institutional settings, depres-
sion is not evident in dependent and passive patients whose behaviour has
not changed. Significant cues are, in such cases, frequently limited to appetite
and sleep disorders.

Management [1] is guided by the particular characteristics of the indi-
vidual situation. Major objectives are the reduction and abolition of signs
and symptoms, the establishment of a new equilibrium through the creation
of favourable living conditions, the reduction of risk of relapse and recur-
rence. The physician must always take into consideration the psychological
dimension of depression, which affects not only the patient, but also his
or her relatives, friends and also the caring staff. He will provide support
to them, notably by favouring the expression of feelings, by explaining the
nature of the symptoms and thus helping to exorcise thoughts of aggression
or guilt towards the patient. Depressed patients are often unable to obtain
help or care in the home, or to ask for assistance in the management of their
own affairs. Support implies counselling and even requests to the commu-
nity services. After the acute phase, psychotherapy will have a preventive
value. It should remain in the long term as an ongoing available resource.
Physical approach, occupational therapy and sociotherapy help the patient to
regain a positive self-image. The prescription of antidepressant medications,
of thymoregulators or of electroconvulsive therapy must be integrated into
a comprehensive approach to depression in the elderly.
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5.8
Geriatric Depression: A Look to the Future

Charles F. Reynolds III1

The comprehensive review by Chiu et al underscores both recent advances
and limitations in our understanding of depressive illnesses in later life. The
World Health Organization (WHO) [1] has specified unipolar depression and
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suicide as major contributors to the global burden of disability both now and
over the next decade as the world’s population ages. Thus, improvements in
prevention, recognition, and treatment deserve high priority.

The hallmark and distinguishing features of geriatric depression include
medical comorbidity and the attendant amplification of disability, cognitive
impairment, reduced quality of life, increased risk for suicide, and increased
health care costs. In their conclusions, the authors question whether depres-
sion in old age can be studied ‘‘effectively enough to permit modification of
adverse prognostic factors.’’ From a clinical perspective, the question can be
restated to ask whether treatment can affect the long-term illness course of
depression in later life.

In answer to the authors’ question, we have recently completed a
randomized, placebo-controlled study of maintenance therapies in late-life
depression, which demonstrated the value of maintenance nortriptyline (NT,
steady-state blood levels of 80–120 ng/ml) and of monthly interpersonal
psychotherapy (IPT) in preventing or delaying recurrence of major depressive
episodes in elderly patients with histories of recurrent, non-psychotic,
unipolar major depression (15% of whom also had histories of suicide
attempts) [2]. The study showed that maintenance NT and monthly IPT,
both singly and in combination, worked better than placebo in preventing
or delaying recurrences of depression over a 3-year period, and that
treatment combining NT and IPT was better than either modality alone
in assuring continued depression-free survival. The major covariate of long-
term response was age at study entry. Patients 70 and older were more likely
to suffer recurrence than patients 60–69, regardless of treatment assignment.
Long-term response in both groups was best in the combined treatment
condition.

These observations point to the importance of the psychosocial, as well
as the biological, substrate of geriatric depression — especially to the issues
of bereavement, role transition, interpersonal conflict, and social isolation
addressed specifically in IPT. Severe life events and depletion of social
support are important in the onset of geriatric depression and can likewise
delay its offset, prolonging response to treatment [3].

These results highlight the clinical and scientific challenges posed by
short- and long-term treatment–response variability in late-life depres-
sion. For example, time to remission of the index episode, in response
to combined treatment with NT and IPT, is longer in association with
greater severity of anxiety and depressive symptoms, increased psychoso-
cial stress, decreased social support, earlier age at lifetime onset, and
higher levels of rapid eye movement sleep [4]. Understanding the sources
of treatment–response variability in late-life depression, finding ways of
controlling and reducing that variability, and more accurately identifying
which patients need which treatments are important issues facing the field.
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Restated from a clinical perspective, the challenges are to accelerate treatment
response, to identify quickly and reliably patients likely to be resistant to
first line therapy, to maintain treatment response over longer periods of
time, and to intervene more effectively in elderly primary care patients
with depression (thereby hopefully reducing the incidence of completed
suicide).

An opportunity for accelerating the onset of antidepressant activity and
thereby reducing time to remission may reside in the use of one night of total
sleep deprivation (TSD) combined with starting antidepressant medication
on the night of recovery sleep [5], although this approach requires further
controlled assessment. The cerebral metabolic response to therapeutic sleep
deprivation, assessed via positron tomission tomography, may also represent
an informative probe of the biology of treatment response and treatment
resistance [6]. Treatment of long-term insomnia, a known risk factor for major
depression across the life cycle, may represent a useful strategy for reducing
the incidence of major depression in later life [7]. Combining antidepressant
medication with interpersonal psychotherapy may represent the optimal
approach for assuring continued wellness in those over age 70, although
further controlled study of this approach and of its cost-effectiveness is very
much needed [2].

If we can take advantage now of the opportunities for improving preven-
tive and intervention strategies in geriatric depression, then the challenges
posed by the WHO report may be met successfully over the next decade. The
cost of failure, however, will be high: depression will continue to be a killer
of the elderly.
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5.9
Depression in Late Life: Directions for Intervention Research

Barry D. Lebowitz1

Depression in late life is widespread, serious, and contributes to disability
and suffering. Unrecognized or inadequately treated depression increases
risks for morbidity and mortality and is a leading cause of suicide.

Concerns about gaps in our understanding of etiology and pathophysi-
ology notwithstanding, our treatment armamentarium is robust, with a broad
range of pharmacotherapeutic, psychotherapeutic, and somatic options avail-
able to the practicing clinician.

‘‘Treatment works,’’ we tell our patients and their family members. A
generation of research has led to this inescapable conclusion. A vast body of
literature including complete textbooks, chapters, and aggressive public and
professional education campaigns fully explicate this positive message [1, 2].
Yet, among ourselves, we are generally less positive about the impact of our
treatments on our patients’ lives. We will agree that most patients do pretty
well most of the time on most treatments. But we will also agree that this is
not nearly good enough and much more needs to be learned.

Why do treatments rarely work as well in practice as they do in clinical
trials? Why are the approaches to treatment that are studied in research
settings rarely the ones that are used in practice? Does treatment enhance
functioning? Does early treatment predict a more favorable response? How
can we keep people well once they have been made well? What approaches
should be used for the treatment-resistant patient?

1National Institute of Mental Health, 5600 Fishers Lane, Rockville, MD 20857, USA
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These are the sorts of questions that are raised within a public health model
of treatment [3]. These are questions we cannot yet answer as well as we
would like, however, because treatment research has been determined by a
more narrowly defined regulatory model [4].

Formally speaking, regulatory or efficacy studies define optimal treatment
outcomes for narrowly selected patients treated under rigidly controlled
and ideal conditions. With a primary focus on symptoms, the assessment of
efficacy is based upon the degree to which the level of symptomatology is
reduced or eliminated. In an efficacy trial, special clinicians provide optimal
treatment with substantial resources expended to assure compliance. There
is no minimum effect size or minimum proportion of responders necessary,
and there is no requirement that the subject population be representative of
the kind of patient seen in actual practice.

The classic efficacy trial is used to define the gold standard of the
best outcome under ideal circumstances. Because of the tight standard
of control required in efficacy studies, the practice relevance of these trials is
limited.

In general, the rigid exclusions of most regulatory-oriented clinical trials
have significantly distorted the conclusions of these studies and limited their
application to clinical geriatric practice. Most studies, even those claiming to
be geriatric, are largely restricted to the ‘‘young-old’’ population of patients
in their sixties. Few older patients have ever been studied [5], despite the
clear impact of advanced age on pharmacokinetics, dynamics, and drug
metabolism [6] and treatment response [7].

A new direction for our field is to launch studies that are informed by a
public health or ‘‘effectiveness’’ model. These studies bring us into the world
of actual practice with time-pressured clinicians taking care of large num-
bers of patients with uncertain clinical presentations, complex comorbidities,
and varying degrees of interference with ideal levels of compliance. The
exclusive focus on symptomatology is expanded to include outcomes related
to issues of function, disability, morbidity, mortality, resource use, and
quality of life. The classic public health trial is used to assess the expected
outcome under usual circumstances of practice.

This new approach to intervention promises to improve patient care
by addressing the types of practical questions and functional outcomes
that are typically brought to the attention of clinicians. This new research
is directed toward defining standards of appropriate and cost-effective
treatment for the diverse population of patients seen in all health care
settings. This should not be taken to indicate that there is no place for
the highly controlled efficacy research needed to establish that a treat-
ment has merit. Efficacy is the beginning of a process of inquiry and
not the end in the development of treatments for older persons with
depression.
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5.10
Treatment of Depression in the ‘‘Old-Old’’

Sheldon H. Preskorn1

As pointed out by Chiu et al, only 4–30% of the elderly with clinical depres-
sion in primary care receive a trial of an antidepressant. That is likely in part
due to the fact that physicians have few systematic data upon which to base
treatment decisions.

The clinical trials done to support the registration of antidepressants are
usually conducted in physically healthy patients aged 20–55. The databases
used to support registration typically include 2500–3000 individuals of
whom 300 or fewer are over the age of 65. Most of these are 65–70 (i.e. the
‘‘young-old’’). Virtually no data come from the ‘‘old-old’’ (i.e. individuals
over the age of 85). In addition, the ‘‘young-old’’ in these studies have to meet
rigorous inclusion criteria: no unstable medical illnesses, no other psychi-
atric medications, and limited concomitant medications. These requirements
severely limit the generalizability of the results to actual clinical practice,
especially with regard to the ‘‘old-old.’’ Yet, the ‘‘old-old’’ are a special
population who are more sensitive to the adverse effects of medications,
including antidepressants, for the following reasons.

1Department of Psychiatry, University of Kansas Medical School, Wichita, KS 67214-2878, USA
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First, the ‘‘old-old’’ are likely to develop higher levels of the drug for the
dose given than will younger individuals due to age-related and disease-
related impairment in drug clearance. The increased body fat content also
means that there is an increased reservoir for most psychiatric medications
in the ‘‘old-old’’ compared to the ‘‘young-old,’’ which can increase the time
needed to reach steady-state conditions and to eliminate the drug once it is
discontinued.

Second, the ‘‘old-old’’ are more likely to be on other medications. In
a survey of four different practice settings ranging from primary care to
a Veterans’ Administration Medical Center (VAMC), the vast majority of
patients on an antidepressant were on at least one other systematically
taken prescription drug [1]. The VAMC population was older (average
age 58 years). Over 70% of these patients were on three or more other
drugs in addition to their antidepressant, with the average number of drugs
being 6. This high frequency of multiple drug therapy (i.e. ‘‘polyphar-
macy’’) sets the stage for clinically meaningful drug–drug interactions.
Thus, the ‘‘old-old’’ are more likely to have adverse drug–drug inter-
actions, to have an amplified adverse response (because they are frail),
and to have their adverse outcome misattributed to the worsening of the
underlying health problems. The latter increases the likelihood that more
drugs will be added to treatment and that more health care dollars will be
expended.

Like any medication, antidepressants can interact pharmacodynamically
and/or pharmacokinetically with co-prescribed drugs. Pharmacodynamic
interactions are the ones in which the mechanism of action of one drug
amplifies or diminishes the response to the mechanism of action of another
drug. Pharmacokinetic interactions are those in which one drug alters the
pharmacokinetics (i.e. absorption, distribution, metabolism, or elimination)
of another drug. The most common and most clinically important types of
pharmacokinetically mediated drug–drug interactions are the ones medi-
ated by the drug metabolizing cytochrome P450 (CYP) enzymes. A number
of antidepressants, including some (i.e. fluoxetine, fluvoxamine, and parox-
etine) but not all (citalopram and sertraline) selective serotonin reuptake
inhibitors (SSRIs) inhibit one or more drug-metabolizing CYP enzymes to
a clinically meaningful degree. For example, fluoxetine causes a 400–800%
increase in the levels of co-administered drugs which are dependent on
CYP 2D6 for their biotransformation as a prelude to their excretion from
the body [2]. Such increases have resulted in serious adverse effects in some
patients, particularly the ‘‘old-old’’ [3]. This issue is of particular concern
when using fluoxetine in the elderly, due to the fact that the half-life of both
the parent drug and its active metabolite is even longer in the physically
healthy elderly versus the young [4]. For that reason, the effect of fluoxetine
on the metabolism of other drugs can build up for weeks to months after it
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is started and can persist for weeks to months after it has been discontinued,
putting the patient at risk for adverse drug–drug interactions.

Ideally, the prescriber should have information that addresses how to
optimally dose various types of antidepressants in the ‘‘old-old’’, taking
these issues into account. Unfortunately, I must echo Chiu et al’s conclusion,
‘‘one of disappointment at the inadequacy of our research methodology
and inability to make useful links between alterable prognostic factors and
outcomes.’’ A concerted effort is needed to ensure that this area receives
proper funding of research initiatives if we hope to have evidence-based
treatments for such patients.
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5.11
Suggested Priorities for Research into Depressive Disorders in the Elderly

Peter W. Burvill1

Chiu et al’s paper provides a good overview of the current state of our know-
ledge of depression in the elderly. I empathize with the authors’ anticipation
of an exciting future for the study of depression in the elderly, and with their
assertion that developments in the field will herald a very vigorous body of
data which will make the review obsolete in the not too distant future.

In our future research endeavours, it is important to try to identify
the areas which deserve particular focus, and for which the use of avail-
able and emerging techniques are likely to be most rewarding. It is clear
that evolving neuroimaging and other techniques will continue rapidly to
provide exciting new knowledge regarding the biology of depression in the
elderly. By comparison, we will need to give much greater priority to, and
rethink our approach in regard to, methodology, about a number of other

1Glendower Specialist Practice, 296 Fitzgerald Street, Perth, WA 6000, Australia
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areas. The latter include comorbid physical illness, the efficacy of treatment
(including medications, cognitive therapy and psychosocial intervention)
and prognosis. Molecular biology techniques are becoming increasingly
sophisticated, but the absence of a review of these by the authors emphasizes
that their use in the study of depression in the elderly is still in its infancy.

Certain ‘‘core’’ similarities of clinical features of depression in younger
adults and the elderly have been identified. It is my belief that future research
endeavours should focus on those features which are unique to, or at least
found predominantly in, the elderly. These include cognitive impairment,
neurostructural changes, physical illness both acute and chronic, associated
common cerebral organic illnesses such as stroke and Parkinson’s disease,
and late-onset depression.

One of the major basic problems which has long hindered our research
efforts into the aetiology and management of depression in all age groups has
been the absence of an adequate classification. There is general agreement
that depressive illness is a heterogeneous condition, but our knowledge of the
components of that heterogeneity remains pathetically inadequate, despite
major attention to the subject throughout much of this century. This hetero-
geneity includes DSM-IV major depressive disorder and dysthymic disorder.
As the review has pointed out, the syndromically defined diagnoses which
have occupied nosology in the last two decades, while enhancing research
vigor and reliability, unfortunately also have created an environment of
‘‘international suppression of variability’’ by which confounding factors
(medical illnesses, heterogeneous symptom clusters) have been ‘‘defined out’’
of studies. This has driven research in a direction which increasingly is unre-
lated to the reality of depressive disorders in the elderly. This must be rectified
if research is to reach its full potential, for both younger and older age groups.

Robinson and his colleagues in Baltimore pioneered research in post-stroke
depression and reported increased depressive illness when the cerebrovas-
cular lesions involved the left frontal cortex and certain ganglia [1]. Although
their neuroradiological and localization of lesion studies have since been crit-
icized [2], it is noteworthy that recent neuroimaging studies have reported
increased white matter changes in the frontal area and basal ganglia. These
and other subcortical and grey matter changes have led investigators to coin
the term ‘‘vascular depression’’. Study of patients with post-stroke depres-
sion may help test the hypotheses of Hickie et al [3] that cerebrovascular
insufficiency in older persons leads to changes in subcortical structures,
which then provide a structural basis for the development of depression.

It has now been firmly established that depressive illness in the elderly,
even in the absence of physical illness, has a two- to three-fold increased
5-year mortality rate [4, 5]. This reinforces the call of Chiu et al for a well-
designed study, with good follow-up criteria, of depression in the elderly
being treated energetically with liberal use of prophylactic antidepressants,
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to see if the mortality can be decreased. Such a study would form the basis
of preventive strategies in the treatment of elderly depressed patients. This
links with the challenge of Chiu et al to investigators in their statement that
depression is the commonest disorder seen by old age psychiatrists, and if
it cannot be studied effectively enough to permit modification of adverse
prognostic factors, then the whole point of research in our field must be
called into question.
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5.12
Comorbidity of Depression in Older People

Cornelius Katona1

As is apparent from the review by Chiu et al, there have been several
epidemiological studies examining the prevalence of depressive disorders
in older people, as well as many descriptions of symptom pattern in both
clinical and epidemiological samples of patients with these disorders. It is
perhaps surprising that few of these studies have examined the frequency
with which depression coexists with other psychiatric disorders in old age,
particularly since comorbidity with depression has been studied extensively
in younger subjects [1].

We [2] have examined the prevalence of other psychiatric morbidity in
a community sample of older adults with depression as part of a larger
epidemiological study of psychiatric morbidity in people aged 65 and
over conducted in the inner London borough of Islington. The sample
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was identified by ‘‘door knocking’’. An interviewer visited every house in
randomly chosen streets within the borough and sought an interview with
every inhabitant identified as being aged at least 65. This method has previ-
ously been established as an accurate way to gather a sampling frame within
an inner-city population. A total of 774 eligible subjects were approached, of
whom 700 (90%) agreed to be interviewed. The main interview instrument
was the shortened version of the comprehensive assessment and referral eval-
uation (short-CARE, [3]). This has scales to measure depression, dementia,
sleep disorder, somatic symptoms, subjective memory problems and limita-
tion in activities of daily living. In addition, the Anxiety Disorders Scale [4]
was administered. This generates diagnoses (non-hierarchically) for phobic
disorder, generalized anxiety and panic disorder.

Complete interview data were available on 694 subjects (64% female) with
a mean age of 76 years. Of these, 104 (15%) met short-CARE criteria for
depression, 39 (5.6%) for dementia, and 105 (15%) for anxiety disorders.
Within the anxiety disorder group, 84 (12% of the total sample) had phobic
disorder and 33 (5%) had generalized anxiety. Only one subject had panic
disorder, 243 (35%) had sleep disturbance, 172 (25%) had subjective memory
complaints, 189 (27.0%) complained of somatic symptoms, and 235 (34%)
needed help with day-to-day living. A total of 501 subjects (72%) had no
psychiatric disorder.

Within the depressed group, 22% also had phobic disorder, compared
with only 10% in the non-depressed group (p < 0.001). Generalized anxiety
was present in 23 (22%) of the depressed group and only 2% of those free of
depression. There was no association between depression and dementia (7.7%
caseness in the depressed and 5.2% in the non-depressed). Subjective memory
loss (43% vs. 21%; p < 0.0001), sleep disturbance (71% vs. 28%; p < 0.0001),
somatic symptoms (50% vs. 31%; p < 0.0001) and activity limitation (49%
vs. 23%; p < 0.0005) were all much commoner in depressed than in non-
depressed subjects.

In a subsequent follow-up study a mean of 2.6 years later [5], we were
able to obtain information on 45 of the depressed subjects [4]. We found 17
(27%) had died; 21 (34%) had recovered and 24 (39%) remained depressed.
Continuing depression was associated with the presence at baseline of sleep
disturbance (p < 0.01), activities of daily living limitation (p < 0.05) and
phobic anxiety (p < 0.05).

These data indicate that older people who are depressed very commonly
also have comorbid psychopathology — particularly phobic disorder and
generalized anxiety — and/or physical symptoms. Generalized anxiety in-
deed is almost exclusively found comorbidly with depression, suggesting that
depressive symptoms should always be looked for in older people presenting
with an apparent anxiety disorder. Sleep disturbance, somatic symptoms and
complaints of memory impairment are also so frequently associated with
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depression in older subjects as to mandate a search for depressive symptoms
if these are not immediately apparent. Physically disabled older people are
a further group in whom depression should be suspected.

The importance of comorbidity with depression may also be seen in
prognostic terms. Our follow-up data suggest that depression complicated
by other morbidity such as phobic anxiety, sleep disturbance or activity
limitation is less likely to remit. This has relevance not only for clinical
practice but also for the design of future controlled treatment trials.
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5.13
Myth or Reality of Old Age Depression: The Example of Taiwan Studies

Mian-Yoon Chong1

Previous work in Taiwan reported low rates of depressive illness in the
elderly community population (0.5–0.8%) [1], like many studies mentioned
in Chiu et al’s review. This low risk of depression has been explained by the
positive effect of the family supporting system in Taiwanese society, which
traditionally gives high respect to the elderly. However, recent epidemio-
logical studies of community subjects in Taiwan showed that elderly people
had a higher risk of minor psychiatric morbidity [2, 3]. Moreover, available
statistics in Taiwan have shown that elderly people presented a consistently
increased risk of suicide [4] and many of those who committed suicide were
found retrospectively to have suffered from depressive disorders [5]. In view
of the drastic change of social and population structure in contemporary
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Taiwan, an epidemiological study of old age depression in 1500 randomized
community subjects was conducted from mid-1996 to the end of 1998 [6].
Trained senior psychiatrists using the Geriatric Mental State Schedule (GMS)
conducted all the assessments and measurements. The preliminary estimate
of crude prevalence of depressive illnesses (including major depression and
dysthymia) according to the GMS-AGECAT criteria was 20.9%. Being female,
widowhood, low educational status, ‘‘older’’ ages and physical disability
were associated with significantly higher risk for depression, and a higher
rate was found in the urban than the rural regions [6].

The great discrepancy in prevalence rates in the above studies may be
due to different methods of investigation. In the earlier studies [1], lay
interviewers were employed for the collection of data, while in recent studies
trained research psychiatrists conducted all the interviews. Epidemiological
studies using trained psychiatrists for conducting interviews are costly, but
they provide more reliable information than those using lay interviewers,
since psychiatrists have little difficulty in distinguishing genuinely depressed
patients from normal subjects who have some depressive symptoms.

Disability and impairment caused by ill-health was found to be the most
important predictor of pervasive depression in the elderly, while the support
from family and community did show some protective effect [6]. The prepon-
derance of women in studies of depression in industrialized countries was
confirmed in the study of old age depression [7] and in that of minor
psychiatric morbidity [8] in Taiwan. The higher rate of old age depression in
the urban region, found in the contemporary study in Taiwan, is probably
related to the disintegration of the traditional Taiwanese extended family
support system following modernization and industrialization.

The impact of the changes of social and cultural values might contribute
to the increasing rates of depression in a developing country like Taiwan.
Nevertheless, the large differences in reported rates of depression in the
same community may well be a classical illustration of the methodological
differences in investigations that need to be resolved in any future psychiatric
research.
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5.14
Depression in the Elderly: Predictors and Prognostic Factors

Sirkka-Liisa Kivelä1

A close relationship between the occurrence of depression, physical illnesses
and disabilities has also been found in the Finnish studies. In particular
the occurrence of coronary heart disease was associated with depression
in the elderly [1], but no relationship was found between the occurrence of
chronic obstructive pulmonary disease and depression [2].

The coexistence of depression in both elderly spouses is not uncommon.
Both husband and wife were depressed in 5.7% of the married Finnish
couples [3]. The husband was depressed and the wife nondepressed in 10.2%
of the couples; and the husband was nondepressed and the wife depressed
in 10.8% of the couples [3].

The analysis with a transverse design showed poor marital and family
relations to be related to depression in married elderly Finnish couples [4].
However, the longitudinal analyses showed poor marital or family relations
did not predict the subsequent occurrence of depression [4]. Thus, there is
evidence to suggest that the poor marital and family relations experienced
by many depressed elderly persons are usually a consequence rather than a
predictor of depression.

After a 5-year follow-up of the aged subjects nondepressed at the baseline,
the logistic regression analyses showed that an early loss of the mother
and older age were independent predictors of depression in elderly men
[5–7]. In women, an early loss of the father, the occurrence of previous
depression, and poor health and not living alone as measured at the baseline
were independent predictors [5–7]. Furthermore, in men, lowered functional
abilities and poor health as measured at the baseline tended to independently
predict depression [5–7].

1Oulu University Hospital, Unit of General Practice, P.B. 5000, 90401 Oulu, Finland
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The above results from a follow-up of the aged subjects nondepressed
at the baseline, and clinically interviewed and examined by physicians
using the DSM-III criteria after the 5-year follow-up, support the conclusion
that the psychological trauma which develops upon the experience of an
early parental loss contributes to the development of depression even in old
age. They also support the conclusion on a relapsing and episodic course
of depression during one’s lifespan. Poor health in both sexes, lowered
functional abilities in men and not living alone in women may indicate
psychosocial stress factors having some effects on the aetiology of depression
in old age.

Previous studies analysing the predictors of the outcome of depression in
old age have not usually treated the relapses and chronicity of depression as
separate outcomes. By reanalysing our longitudinal community data about
the 1- [8] and 5-year prognosis [9] of depression, we were able to identify
factors predicting a relapse of depression after recovery during treatment in
primary health care as well as factors predicting and related to chronicity
of depression. After the recovery from depression during the 15 months of
treatment in primary health care, the persons were followed-up for 4 years.
Major depression and psychomotor retardation diagnosed at the beginning
of the treatment were found to predict a relapse. Relapses were not related
to the occurrence of somatic illnesses or stressful life events during the
follow-up. A chronic course of depression was determined as the occurrence
of depression at the beginning of the treatment in primary health care,
at 15 months after the beginning of the treatment and at 5 years after the
beginning of the treatment. Diurnal variation of symptoms and poor self-
appreciation measured at the beginning of the treatment predicted a chronic
course, and the occurrence of a severe somatic disease and the deterioration
of one’s health status during the 5-year follow-up were associated with a
chronic course of depression. These results indicate that major depressive
patients have a high risk for recurrences, and depressed elderly persons
suffering from somatic diseases have a high risk for chronicity.

When the outcome was assessed in terms of mortality, major depression
[10] and the symptoms of dissatisfaction, weight loss, anorexia and consti-
pation, predicted higher mortality, which was not explained by the poor
baseline somatic health of the depressed elderly. The mortality of dysthymic
patients was also higher than that of nondepressed subjects, but this was
explained by the high occurrence of physical diseases among them [11].
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5.15
Risk and Protective Factors in Elderly Depression

Orestes V. Forlenza1

The elderly are exposed to many putative risk factors, which contribute to
the high prevalence of depressive symptoms in this age group. Risk factors
are epidemiological inferences that can help define individuals as at higher
relative risk for developing certain illnesses. Understanding their role is
critical for disease prevention and treatment planning.

Depression in late life may be associated with structural and functional
abnormalities within the brain. To date, however, it has not been possible
to identify changes that distinguish late-life from earlier-onset depression,
those that define late-life depression as a unique mood disorder of one age
group, or the ones that suggest a specific treatment strategy. Furthermore,
none of the neurobiological correlates or markers of late-life depression are
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yet specific or sensitive enough to be used for clinical diagnostic purposes.
The depression syndrome in the elderly can be clinically indistinguishable
from the one that affects younger adults, and several underlying risk factors
related to both conditions overlap [1].

Psychosocial factors play an important role in the causation and mainte-
nance of late-life depression. Although it has been argued that the impact of
major life events is greater in the younger than in the aged cohort [2], in no
other age group do certain life events occur as often as in old age. The final
decades of life come along with a global reduction in social perspectives,
declining health, and cumulative losses. Such factors, both emotional and
environmental, interact with the various biological changes related to the
ageing process.

The interaction between ill-health and depression is complex and bidirec-
tional. Whilst chronic ill-health contributes to a poor prognosis of depressive
disorders, depression can likewise have a negative influence on the outcome
of physical illness [3]. Controversy continues over the degree to which acute
or chronic medical illness causes depression because of direct physiological
effects on the brain, or because of a psychological reaction to the disability
and other changes evoked by these illnesses.

The distinction between biological and psychosocial factors is helpful,
provided the possibilities of interaction between the different levels are
borne in mind. Late-life depression will be the heterogeneous result of
distinct predisposing and precipitating factors, balanced by specific protective
or buffering circumstances.

Predisposing and protective factors refer to personal assets and liabilities
that alter the probability of depression. The biological changes related to
the ageing process probably represent a greater vulnerability than specific
predisposing factors for depression in younger patients, such as genetic
susceptibility or childhood deprivations. On the other hand, the existence
of good coping abilities in early life is essential to deal with the additive
losses and threats of late life. Later achievements such as socioeconomic
and marital status further modify the risk of depression. Chronic stress due
to chronic financial problems, chronic physical illness, and caregiving, are
primary examples of predisposing psychosocial factors. Social support is an
illustration of a hypothesized protective factor.

Among 351 elderly volunteers assessed in a primary care setting in Brazil,
female sex, being illiterate and having low income were the most consistent
risk factors associated with psychiatric morbidity [4], the latter being an
important source of stress in our environment, particularly when the elderly
lack proper social and health support.

Precipitating agents and coping efforts are more proximate than predis-
posing and protective factors. Life events, such as bereavement and new
ill-health episodes, are viewed as sudden sources of stress that may trigger
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the onset of depression, particularly in the presence of other risk factors.
Coping efforts refer to the specific actions taken to confront a stressor,
and are ultimately related to individual personality skills. Effective coping
should reduce the negative effects of stress. The capacity for intimacy, and the
presence of a confident relationship, are the so-called buffers of emotional
distress. Obviously the ability of achieving intimacy is related to person-
ality traits, representing another source of interaction between factors of
different categories. Likewise, the availability of good social support can be
an important resource for defusing stress.

In summary, two kinds of interaction are especially relevant to under-
standing the role of risk factors in the onset of depression. First, the possibility
of interaction between life events and social support in a ‘‘stress-buffering’’
fashion, that is the former increasing and the latter decreasing the risk of
morbidity. The inevitable life events can therefore be much more damaging
in the absence of social support. Second, the extent to which the combined
risk factors interact with age, to affect the risk of depression. Physical ill-
health can be regarded as both a predisposing and a precipitating agent,
depending on related circumstances. No single factor plays a decisive role in
the aetiology of the disease, but many interact and contribute to it.
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5.16
Depression in Elderly Chinese

Kua Ee Heok1

The systematic review by Chiu et al predominantly covers research in the
United States and Europe. Recently there have been several studies on

1Department of Psychological Medicine, National University of Singapore, 5 Lower Kent Ridge Road,
Singapore
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the Asian elderly, especially in the Chinese population. Variation in the
prevalence and clinical presentation of depression in different cultures has
been noted in the elderly population. The salient issues in comparative
studies are whether the variation is a consequence of cultural factors or due
to dissimilar methodology.

A study in Singapore of elderly Chinese, using the Geriatric Mental
State — AGECAT [1, 2] schedule, showed a prevalence of 5.7% [3], a rate
which is lower than the figures quoted in Chiu et al’s review.

In Japan, a survey of 5000 randomly selected people aged over 65 years,
living in the Tokyo Prefecture [4], estimated a prevalence of 2.4% for depres-
sion and other neurotic disorders.

Somatic symptoms in depression often manifest according to how cultural
belief interprets the source of human emotion. In the Chinese culture, emotion
emanates from the heart and a quarter of elderly depressed Chinese in the
Singapore study had chest discomfort [5].

In another community study of elderly Chinese with depression [6] 75% of
the 64 cases had comorbid psychiatric symptoms, commonly anxiety (53.1%)
and phobia (18.6%), but there were only 29 cases of comorbid psychiatric
disorders (45.3%): 17 anxiety, 7 phobia, 3 hypochondriasis and 2 obsessional
disorder.

In a follow-up study of a random sample of 612 elderly Chinese in Singa-
pore, using the GMS-AGECAT package [7], 35 cases and 28 subthreshold
cases of depressive disorder were identified. Five years later, only 31 cases
could be traced; in this subsample, 10 were still depressed (32.6%), 8 had
recovered (25.8%), 5 were categorized as subcases of depression (16.1%), 2
were diagnosed as having anxiety disorder (6.5%), one case was diagnosed as
having dementia (3.2%) and 5 had died (16.1%). Only 25 subthreshold cases
from the initial study could be traced; of these, 3 had developed depression
(12.0%), 15 had recovered (60.0%), 4 remained as subcases (16.0%) and 3 had
died (12.0%).

The Liverpool community study [8] surveyed 1070 elderly, and follow-up
of 107 cases of depressive disorder indicated that 30.8% were still depressed.
The proportion of depressed elderly in the Singapore follow-up study was
32.6%, and this was quite similar to the Liverpool result. The overall outcome
of the depressed elderly subjects in Liverpool was poor — 64.5% were either
dead or suffering from mental illnesses (depression 30.8%, dementia 4.7%
and neurotic illness 5.6%). In the Singapore study, the outcome was also
gloomy — 58.1% were dead or had other mental illnesses and 16.1% were
subcases of depression.

Comparing the subcases, the Liverpool study had a poorer outcome, with
18% developing depressive disorder and 16.8% dead. The Singapore results
showed that 12% had died, 12% had depressive disorder and 60% recovered.
In both studies, subcases did predict later development of depressive disorder.
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Cultural perception of illness, societal attitude towards the elderly and
family support may explain the variation of clinical presentation of depres-
sion in late life and health-seeking behaviour. Understanding the culture
of a community will certainly help in early detection of depression and
establishing rapport for future treatment.
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5.17
Suicide in Old Age

Cécile Ernst1

There are considerable differences between the suicide rates found among
the nations of Europe, which are difficult to explain. But all nations, whatever
their suicide rate, are similar in that suicides occur far more frequently in old
age than in adolescence or middle age [1]. This is particularly true for men,
whose suicide risk increases very steeply with age.
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The main reason for suicide in the elderly is depression. A large number
of psychological autopsies have been carried out on representative samples of
suicides, particularly in the UK, Scandinavia, the USA, Canada and Australia
[2, 3, 6]. These careful inquiries into the situation of the victims at the time
of their death reveal a rate of subjects with diagnosable psychiatric disorder
of around 95%. Generally speaking, there are two groups of suicides: a
younger group suffering mainly from personality disorders and the abuse of
legal and illegal drugs, and an older group suffering mainly from depression
and, less frequently, from alcohol abuse.

Henriksson et al [2] investigated a random sample of Finnish suicides. In
the group over 60 years of age, the rate of those with a disorder was 91% and
in the younger 93%. In the older group the most frequent diagnosis was of
a depressive syndrome, which includes all disorders with depressive mood
(74%). In 44% the disorder was major depression (MDD), in another 21%
depression not otherwise specified (NOS), and in 12% adjustment disorder.
In accordance with the contribution of Chiu et al, this study confirms the
importance of subsyndromal depression even for suicide, and thus the need
to explore and define syndromes that do not fulfil the criteria of major
depression.

In over 75 years olds, mood disorders were found in over 79% of the
cases, of which half suffered from a first episode. A survey of the literature
on suicide attempts in old age [4] confirms the importance of late-onset
depression, of physical illness and of disturbed relationships with next of kin.
These findings should lead to particular attention for this type of depression,
where an underlying neurodegenerative process may be associated with a
particular inability to cope with losses. Subsyndromal late-onset depression
could be the key to the contradiction between the sharp increase in suicides of
elderly males and the decline of well-defined and easily recognizable major
depression [5].

In a psychological autopsy of suicides in Ontario [6], sufficient infor-
mation was obtained on one third of the victims, of which 89% suffered
from affective disorder. Treatment of depression was almost absent and,
in the few cases that were treated, selective serotonin reuptake inhibitors
(SSRIs) — though obtainable — were not used. Three-quarters of the subjects
had, however, seen their general practitioner during the 4 weeks before their
death, probably hoping for relief.

Under the influence of Hemlock Societies and philosophers praising
assisted suicide and euthanasia, there is a general and increasing tendency to
understand suicide in old age as a manifestation of autonomy and as a rational
decision when life is not worth living any more. The psychological autopsies
contradict this attitude: suicide in old age is a manifestation not of autonomy
but of affective disorders — often of subsyndromal depression — which
remain unrecognized and untreated.
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A Review
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INTRODUCTION

Depressive disorders place a significant economic burden on patients, fami-
lies, caregivers, employers, and payers worldwide [1–4]. The costs of
depression are similar in magnitude to, although differently distributed,
the costs of cancer, AIDS, and coronary heart disease [3]. Currently, projec-
tions indicate that the global burden of depression alone, measured in terms
of disability-adjusted life years, will rank second only to ischemic heart
disease in the year 2020 [5]. Depression is often characterized by repeated
relapse or recurrent episodes [6–8]. The significant disease chronicity that
is associated with depression magnifies its long-term societal impact and
economic burden.

Of the major chronic illnesses of our time, depression remains one of
the most eminently treatable. Pharmacotherapy, psychotherapy, and elec-
troconvulsive therapy (ECT) are common treatment choices. Psychotherapy
has demonstrated efficacy in mild to moderate depression, while pharma-
cotherapy has demonstrated efficacy in moderate to severe depression; ECT
has demonstrated efficacy in severe depression [9]. Over the past 10 years,
the advent of newer antidepressants such as the selective serotonin reuptake
inhibitors (SSRIs) and other new drugs, with their greater tolerability relative
to the older tricyclic antidepressants (TCAs), has dramatically increased the
number of pharmacological options available to treat depression. Despite
these advances, only a small proportion of people with major depressive
disorder receive adequate treatment [10–12]. The identification and treat-
ment of depression in primary care and other outpatient clinic settings has
been improving gradually over the last decade, but it remains suboptimal in
most health care delivery systems.
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Now a confluence of events — the introduction of new and more expensive
antidepressants, the shift in focus of health care purchase decision-making
to the aggregate population level, and concerns over rising health care
expenditure — has increased the need for information regarding the economic
outcomes associated with the recognition, diagnosis, and treatment of
depression. Providers responsible for depression treatment of their patients
and health care payers responsible for financing depression treatment for
large populations, can make better, more defensible recommendations by
reviewing the available economic evidence regarding the treatment of depres-
sion. This evidence can be grouped into four categories: (a) the economic
burden of illness; (b) economic considerations in the recognition, diag-
nosis and treatment of depression; (c) economic outcomes associated with
alternative treatment modalities; and (d) policy issues related to financing
depression treatment. This chapter provides a review and discussion of each
of these four topics, and concludes by summarizing the evidence to date and
identifying areas in need of further development.

BURDEN OF DEPRESSION

Patients with major depression, minor depression, and depressive symp-
toms have greater functional impairment and consume greater health care
resources than patients who are not depressed [13–29]. For example, in
a comparison of patients with DSM-III-R anxiety or depressive disorders,
subthreshold disorders, or no anxiety or depressive disorders, Simon et al [25]
found that, after controlling for physician rating and disease severity, patients
with anxiety or depression had statistically significantly higher 6-month
health care expenditures relative to patients with no anxiety or depression
(Figure 6.1).

Epidemiological studies have shown significant functional impairment
in depressed patients as measured by lost productivity and absenteeism
[20, 30, 31]. Studies have found that depressed patients in primary care
generally have 2–4 disability days per month [32, 33]. Health care costs
are also positively correlated with symptom severity [10, 34]. Furthermore,
since depression often co-occurs with other psychiatric and non-psychiatric
illnesses, it is not surprising that the outcomes of those other illnesses are
poorer and costs are higher when the depression is present [9, 35, 36].

Direct and Indirect Costs

Direct medical costs are those costs related to the illness or disorder
itself. In the case of depression these include the money spent on general
practitioner and other outpatient visits, psychiatrist or other specialty care,
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FIGURE 6.1 Mean 6-month health care expenditures (US$): a comparison across
diagnoses
Source: from Simon et al [25]

pharmacotherapy, hospitalizations and other inpatient care, psychotherapy
and other types of counseling, and ECT sessions. Direct non-medical costs
can include costs associated with transportation to treatment centers and
care provided by family and friends. Cost-of-illness studies have produced
various estimates of the direct costs of depression [37–41]. Table 6.1 reports
the findings of these various studies. Three out of the five studies estimated
both direct and indirect costs. In general, these studies found that direct costs
comprised less than 50% of the overall burden of illness with the majority of
costs being indirect.

Indirect costs include the impact on productivity, days lost from work,
forgone leisure time, and increased mortality. Compared with other chronic
conditions, the costs associated with depression are more likely to be produc-
tivity losses caused by absenteeism and suboptimal performance in the
workplace [3, 30, 37, 42]. Depressed workers can experience short- and long-
term absences from work leading to reduced earnings capacity over time [43].
One study has found that the magnitude of short-term disability appears
to be greater than other chronic conditions such as diabetes, back pain, and
high blood pressure [44]. The costs of depression are therefore more hidden
and insidious than those associated with other chronic illnesses.

Greenberg et al [41] estimated the costs due to lost productivity in the
United States in 1990 to be $23.8bn and the costs due to depression-related
suicide to be $7.5bn, for a total indirect cost impact of $31.3bn (Table 6.1).
Broadhead et al [30] demonstrated that persons with major depression in
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TABLE 6.1 Estimated direct and indirect costs of depression

Country (year) Direct costsa Indirect costsa Totala

Stoudemire et al,
1986 [37]

United States,
1980

$2.1bn $14.2bn $16.3bn

West, 1992 [38] United Kingdom,
1986–7

£333m n/a n/a

Jonsson and
Bebbington,
1993 [39]

United Kingdom,
1990

£222m n/a n/a

Kind and
Sorenson, 1993
[40]

England and
Wales, 1990–1

£420m > £3bn > £3.42bn

Greenberg et al,
1993 [41]

United States,
1990

$12.4bn $31.3bn $43.7bn

aInflation-adjusted figures for the year shown.
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FIGURE 6.2 Days of work lost per year: average number of disability days for major
diseases
Source: adapted from Conti and Burton [42]

the United States had almost five times the number of days lost from work
compared with asymptomatic individuals. The same study demonstrated
that persons with some depressive symptoms, but not suffering from a
currently defined depressive disorder, experienced three times the number of
disability days compared with asymptomatic individuals. Conti and Burton
[42] estimated the average length of disability for a variety of conditions and
found it to be highest for depressive disorders relative to other conditions
(Figure 6.2). Other studies have found that the level of functional impairment
for depressed patients exceeds that of many other general medical conditions
and is higher for patients with major depression relative to those with
minor depression or depressive symptoms [10, 27, 30, 45]. Other literature
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has found that depression is a significant risk factor for other illnesses or
recovery from other illnesses such as cardiovascular disease and stroke, the
economic implications of which are straightforward [46, 47]. Some authors
have also argued that road traffic accidents involving depressed patients are
an important source of indirect costs [48, 49]. Other research has found that
the impact of learning disabilities stemming from depressive illnesses exerts
a significant burden on society [50].

Quality of Life and Intangible Burdens

Depression has a substantial impact on health-related quality of life. Research
has shown that depressed patients report lower physical, psychosocial, and
social role functioning relative to non-depressed patients [10, 27, 51–55]. As
expected, the impact of depression on quality of life is positively correlated
with the severity of the depression [56–58] and is equal to or greater than
the impact of other chronic medical illnesses [59]. Schonfeld et al [60] found
that major depression was a significant determinant of reduced physical,
social, and emotional functioning, as measured by the RAND Short Form-36
health scale, in primary care patients whose depressive disorder was previ-
ously unrecognized or untreated. They also found that major depression, in
patients with multiple disorders, contributed more than other illnesses to
compromised quality of life.

There are also other intangible burdens of depression such as the pain,
suffering, and stress imposed on family, friends, relationships, and care-
givers. The stigma attached to a diagnosis of depression is also an important
intangible burden. At least one study has found that prescribers are likely
not to record a depression diagnosis in order to reduce the associated stigma
[61]. These intangibles may also manifest themselves as disruptions in daily
living activities, including marital or family breakdown, and homelessness
[3]. In general, intangible burdens are not measurable and therefore are
omitted from burden-of-illness studies. In light of this, estimates of the direct
and indirect costs of depression may represent a lower bound of the true
economic impact on society.

ECONOMIC CONSIDERATIONS IN THE RECOGNITION,
DIAGNOSIS AND TREATMENT OF DEPRESSION

Recognition, Diagnosis and Treatment

Studies of the treatment for depression in primary care and other outpatient
clinical settings suggest a pattern that is incongruous with the magnitude of
the burden of depression. It is suggested that one third of persons with depres-
sion explicitly seek treatment for their illness [12, 14]. Also, only about one
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half of patients with major depression who are seeking primary care for any
reason are recognized by their physicians as having a psychosocial problem
and less than half of these are explicitly recognized as being depressed
[12, 62, 63]. Recent research has optimistically estimated that, in general
medical settings, two thirds of depressed patients are actually identified by
practitioners as psychologically distressed; and of these patients, slightly
more than half are prescribed antidepressant medication [64]. Older results
from the Medical Outcomes Study indicate that detection and treatment
of depressed patients differs among practitioner types [65]. Approximately
three-quarters of depressed patients who visited mental health specialists had
their depression detected compared with about half of depressed patients
who visited general medical clinicians even after controlling for case-mix
differences.

A variety of complex interactions among patients, providers, and the
health care system contribute to the under-recognition and underdiagnosis of
depression [66]. At a very basic level, depressed persons may not seek help for
their mood disorder symptoms. They may instead focus on somatic concerns
such as gastrointestinal complaints, fatigue, or headaches. Some people
may refuse to pursue treatment because of the stigma attached to a mental
diagnosis or because they believe they should be able to ‘‘handle it’’ on their
own. Other reasons for underdiagnosis of depression by providers include
bias against psychiatric illnesses because of the absence of biological markers,
and fear of alienating patients by suggesting that they have symptoms of
depression. Finally, many general practitioners lack the time that is required
to assess depression; when providers do identify the need for psychiatric
evaluation, their patients may be reluctant to follow through on referrals.

At the system level, a primary reason for suboptimal treatment of depres-
sion is the lack of adequate insurance coverage for psychotherapy, ongoing
psychopharmacology management, and other services by mental health
professionals. The influence of health care financing arrangements has made
it less attractive for providers from different specialties (e.g. a primary care
physician and a psychiatrist) to collaborate with one another in treating
individuals, although such an approach shows promise for treatment of
depression [67, 68]. Managed care organizations which exert control over
which pharmaceuticals are listed in their formularies limit the availability
of a wide range of antidepressant treatment options for providers and plan
members. Finally, a narrow focus on containing direct health care costs, even
when the societal benefits of treatment are great, leads to the promotion
of shorter term interventions that do not address the chronic and recurrent
nature of depression.

Improving depression treatment can lead to improved clinical outcomes.
Randomized controlled trials have shown that more intensive treatment
of depression in primary care can improve outcomes [67–69]. However,
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some clinical trials show that less severely depressed patients can benefit
from low levels of pharmacotherapy [70, 71] and at least one cohort study
in clinical practice has shown that low-intensity levels of antidepressant
therapy can be effective, at least in the short term [72]. Patients with short
initial depression treatment duration may be at greater risk for further
depressive episodes. Depression is a chronic disease for many patients and
the length of antidepressant therapy is an important factor in minimizing the
likelihood of relapse or recurrent episodes of depression in the longer term
[8, 73]. At least one study has concluded that improving follow-up treatment
and relapse prevention among those currently treated may also improve
outcomes [64].

Inadequate treatment of depression can have economic consequences.
Von Korff et al [74] reported that patients with untreated or suboptimally
treated episodes of depression were more likely to use other health services,
with frequent visits to primary care physicians, and excessive use of labo-
ratory tests. In light of this finding, it is pertinent to investigate whether
increasing the adequacy of depression treatment can lead to improved
economic outcomes. Some studies have documented reductions in health
care expenditures when depression was diagnosed and adequately treated
[75–77].

Clinical trials of antidepressants indicate an efficacy rate approaching
80% response [78]. However, inadequate antidepressant treatment results
in suboptimal outcomes among depressed patients. Research indicates that
slightly less than half of patients receive adequate dose and duration of
therapy when they are prescribed antidepressants [11, 12, 79–81]. Even
for study subjects in clinical trials with moderate to severe depression,
only 48–67% received prior antidepressant treatment [66]. Furthermore, the
proportion of patients in clinical trials who had received adequate treatment
prior to participating in the study is strikingly low — ranging from 5 to 26.8%
[66]. Thus, identification and treatment of depression may be improving, but
still present a significant problem. The advent of the newer antidepressants
with their improved tolerability profiles may improve access to and aware-
ness of treatment, but it is not yet clear whether the availability of these new
drugs has indeed contributed to marked improvements in identification and
adequate treatment of depression [82].

Economic studies of antidepressants have also compared different levels
of treatment intensity to determine if a particular level of treatment is
associated with lower costs. Some studies have found that an adequate
dose and duration of antidepressant therapy (3–6 months) is associated
with lower total direct health care expenditures relative to treatment with a
shorter duration of therapy [83, 84]. However, other research [85] has found
that patients who had at least 4 months of continued initial antidepressant
therapy had higher health care expenditures relative to patients who had
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switched or augmented their initial therapy, or to those who had less than
4 months of antidepressant therapy.

Adequate treatment may have an impact on indirect costs. Mintz et al [86]
found that improvement in depressive symptomatology and the prevention
of relapse was accompanied by improved social and economic functioning,
including reduced absenteeism, decreased alcoholism, increased taxable
earnings, increased percentage in full-time employment, and reduced welfare
receipts. Rizzo et al [87] found that the net benefit to employers from having
workers take prescription medications for their chronic illnesses was $822
per depressed employee. Berndt et al [88] found that chronically and severely
depressed patients had substantial improvement in workplace functioning
following initiation of antidepressant treatment. The study found that this
response occurred in less than 4 weeks for the majority of patients, and those
with the lowest workplace function prior to treatment had the most dramatic
responses.

The data are not yet conclusive that improving the adequacy of treatment
leads to lower total health care expenditures overall, although the cost-
effectiveness of treatment can be improved. Studies have found that initiation
of depression treatment initially results in higher health care expenditures
[28, 89]. In addition, other research has shown that health service utilization
and expenditures do not decrease following depression recognition and
initiation of treatment [25, 26, 90]. Other analysis has focused on identifying
predictors of a cost-offset, finding that antidepressant therapy length and
comorbid conditions are significant predictors of a reduction in health
care expenditures following initiation of treatment [91]. This suggests that
a reduction in health care expenditures after initiating treatment may be
confined to patients with distinct characteristics. Recognition, diagnosis
and treatment of depression are necessary but not sufficient for realizing
a reduction in health care utilization. Improving the quality of depression
treatment can, however, improve the overall cost-effectiveness or value of
health care spending [92]. We return to this point below.

Antidepressant Overdose, Suicide, and Suicide Prevention

Suicidal ideation is often present in depressed patients and some depressed
patients do commit suicide [93]. The indirect costs of suicide, which include
the years of life forgone and the number of working years of life lost, are
part of the burden of suicide [94]. In addition, the unmeasured intangible
cost associated with suicide — such as the psychological impact of a suicide
on surviving family and friends — is also conceivably very large. The yearly
societal burden (including both direct and indirect costs) of attempted suicide
as it relates to depression in the United States has been estimated at $3.6bn,
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while the burden of completed suicides has been estimated at $13.1bn [95].
Direct costs of suicide include health care resource utilization (hospitalization
and physician costs) and autopsies after completed suicides. Runesson and
Wasserman [96] estimated the direct costs of suicide attempts in Sweden at
SEK42 500 ($7000) per attempt.

In light of the risk of suicidal behavior in some depressed patients, the
safety of antidepressants is an important consideration. The TCAs, such
as amitriptyline, desipramine, dothiepin and imipramine, generally have a
higher fatality index than other antidepressants [97, 98], due to their narrow
therapeutic window and greater toxicity in overdose. The TCAs represent
an important risk for deaths due to overdose [99, 100]. For this reason,
they are often used in low doses in clinical practice. However, there is no
definitive evidence from controlled clinical trials that low doses of TCAs
are efficacious [101, 102]. The use of low, possibly non-efficacious doses of
antidepressants may also exacerbate, rather than improve, patient outcomes.
Isacsson et al [103] studied the antidepressant prescribing patterns in Sweden
of 80 individuals who later committed suicide as compared to 80 matched
controls. They found that in the 3 months prior to their suicide, only 9% (vs.
13% of the controls) received antidepressants, often in low doses.

The reported frequency of overdose with SSRIs is small compared to that
associated with TCAs. When SSRI overdose does occur, there is evidence that
it results in lower total direct health care expenditures relative to comparable
patients on a TCA [104]. A prospective, multicenter, cohort study [105]
compared the hospital and physician expenditures associated with TCA
and fluoxetine overdose. In a sample of 136 identified overdose patients
(121 TCA and 15 fluoxetine patients), the mean hospitalization expenditures
were $668 for patients with a fluoxetine overdose relative to $4691 for those
with a TCA overdose. This was largely driven by differences in length
of hospital stay, which were higher for TCA patients (3.59 vs. 0.73 days).
Some studies have found that patients prescribed SSRIs were more likely to
commit suicide than patients on TCAs [106, 107]. However, these studies did
not consider the self-selection that may have been present: patients at greater
perceived risk of attempting a suicide, ex ante may have been prescribed the
SSRI.

Suicide and overdose in depressed patients are relatively rare events and
their economic impact should be viewed in an appropriate perspective.
Recent analysis has suggested that the overall suicide risk among patients
treated for depression is lower than earlier estimates, which had been based
on specialty and inpatient samples [108]. Undertreatment and therapeutic
failure (due to the use of ineffective antidepressant doses) appear to be
much larger contributors to poorer patient outcomes in clinical practice
than antidepressant toxicity, overdose, or suicide [103, 109–111]. Never-
theless, given the economic burden of suicide on society, it is useful to
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consider the cost-effectiveness of suicide prevention. A study in the 1980s
assessed the cost-effectiveness of a suicide prevention program on the island
of Gotland, Sweden [112]. The intervention, initiated in 1983, was an educa-
tional program for general practitioners which focused on the diagnosis
and treatment of depression. While the program was active, suicide rates
on Gotland declined dramatically, although the rate increased when the
program ended. For example, in 1982, there were 20 suicides per 100 000 as
compared to about 8 suicides per 100 000 by 1985. The cost of the educational
program was SEK369 000 ($61 000), which included SEK212 000 ($35 000) for
the education program itself and SEK157 000 ($26 000) as payment to the
teachers and general practitioners. Net savings totaling SEK227 000 ($37 500)
resulted from a change in drug use (lower use of hypnotics and antipsy-
chotics and increased use of antidepressants); net savings of SEK11 250 000
($1.86m) were attributed to reduced need for inpatient care. Expenditures
of general practitioner consultations remained unchanged. The remainder of
the net savings were due to decreased number of inpatient days, reduction in
absenteeism, and reduction in suicide rates [112]. Other studies of the effec-
tiveness of suicide prevention programs in different settings would prove
useful in assessing the generalizability of these findings.

Freemantle et al [113] assessed the cost-effectiveness of prescribing SSRIs
as opposed to TCAs as a strategy to prevent suicide in light of tricyclic
toxicity in overdose. They concluded that the cost per life year gained varied
between £9000 and £173 000 and considered £50 000 as an average estimate,
a much higher value than £10 000 from other life-saving and life-extending
interventions [114]. From this, they concluded that a suicide prevention
strategy of prescribing SSRIs instead of TCAs would not be cost-effective
relative to other life-saving or life-extending interventions. Suicide is but
one along with other outcome measures of antidepressant treatment such
as treatment efficacy, restoration of patients’ functioning and relapse or
recurrence rates. Economic assessments of antidepressants should consider
all the health care expenditures that can be measured that are associated with
their use.

ECONOMIC OUTCOMES OF ALTERNATIVE TREATMENT
MODALITIES

The most common treatment options for depression include psychotherapy,
pharmacotherapy or a combination of the two, and ECT. A large body of liter-
ature has evaluated the economic outcomes of these alternative interventions
within the context both of randomized controlled trials and of actual clinical
practice. In light of generally higher initial total health care expenditures for
depression treatment overall, it is useful to assess the economic outcomes of
alternative treatments.
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Randomized clinical trials (RCTs) are viewed as the ‘‘gold standard’’
for establishing safety and making comparisons of treatment efficacy.
However, RCTs are conducted under strict, protocol-driven conditions with
well-defined homogeneous patient populations, restrictions in comorbid
conditions and concomitant medications, short follow-up periods, and
limited sample sizes. Designed to increase internal validity, these criteria
may limit RCTs’ external validity (generalizability) which is important in
assessing economic outcomes. The question of interest in controlled clinical
trials is one of assessing therapeutic potential or clinical efficacy. ‘‘Real-
world’’ efficacy or effectiveness in clinical practice, however, is driven by
efficacy as demonstrated in clinical trials and how the treatments are actually
used in clinical practice.

There are important limitations in generalizing from the clinical trial
setting to clinical practice. A recent review [115] of controlled clinical trials for
antidepressants documented certain RCT design characteristics that compro-
mise these studies’ external validity. Only 12% of the reviewed RCTs were
conducted in the general practice setting, despite the fact that general prac-
tice settings are major sources of antidepressant prescribing. In addition,
only 13% of the reviewed RCTs included patients with comorbid psychiatric
conditions, while approximately 43% of patients in actual practice present
with psychiatric comorbidity. Furthermore, only 25% of the trials had a
female to male ratio of 3:1, which is the gender mix actually observed in
clinical practice.

Most clinical trials are between 6 and 12 weeks in length. While this may be
a sufficient length of time to detect drug therapeutic activity, it is less useful in
assessing whether there will be differences in long-term real-world efficacy
or effectiveness. For example, longer study time periods are necessary to
detect the likelihood of achieving therapy lengths that are correlated with
improved functioning [86] and prevention of relapse and recurrence [116].
Finally, patient compliance with the treatment regimen is suboptimal in
actual practice [117]; even the most minor or bothersome adverse drug
events can lead to important differences in patterns of actual antidepressant
use between the two settings.

Economic outcomes are affected by the broader health care system in
which the treatment is used and by behavioral choices that individuals
make. However, RCTs often limit or eliminate individuals’ behavior through
the trial protocol in order to ensure a high degree of internal validity.
Thus, economic outcomes observed within the clinical trial may not be
replicated in clinical practice. In light of this, it is important to assess
alternative treatments within the context of actual clinical practice. ‘‘Real-
world’’ naturalistic economic clinical trials, for example, have been proposed
as one way to marry the features of both clinical trials and clinical practice
although these are not without their own considerations [118]. Different
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study designs have both their benefits and considerations. Findings which are
consistent across a broad range of study designs and health care settings may
be less subject to the exigencies of any one particular design or environment.

Pharmacotherapy

Tricyclic Antidepressants vs. Selective Serotonin Reuptake Inhibitors

A few randomized controlled clinical trials have made economic compar-
isons across specific drugs from each class. Specifically, these studies have
compared the indirect costs (as measured by patients’ work absenteeism) of
sertraline to imipramine [119–121], but none found statistically significant
difference in indirect costs between the two. Many economic comparisons
of the TCAs with the SSRIs have used data from clinical trials to make
assessments using meta-analyses and decision-analytic models.

Meta-analyses [113, 122–124] have generally argued that, since clinical trial
efficacy and overall dropout rates are similar between the different classes,
there is no difference in effectiveness either and therefore no greater cost-
effectiveness of the newer agents over the TCAs. Some have extended this
argument to claim that the higher drug acquisition expenditures of the newer
antidepressants (e.g. the SSRIs) are not justified [122, 124]. Unfortunately, this
view does not acknowledge that antidepressant use patterns, and therefore
clinical outcomes and expenditures, may differ between specific antidepres-
sants in actual clinical practice. As the authors of one recent meta-analysis
[124] concluded regarding the use of data from controlled clinical trials to
make inferences about cost-effectiveness, ‘‘the most obvious conclusion is
that research performed to date cannot provide an answer to this problem.’’
Thus, conclusions from RCTs or meta-analyses of clinical trial data may not
be sufficient, on their own, to guide decision-making from the perspective of
health care payers [125].

Most of these meta-analyses have analyzed only direct costs. Indirect costs
may also be an important part of the economic impact of antidepressant
selection. For example, the impact of adverse behavioral effects of TCAs on
functioning may be an important source of indirect costs in so far as they
increase the risk of accidents [126]. At least one researcher has argued that
including the indirect costs of road traffic accidents that are attributable to
poorer outcomes with TCAs would lead to the conclusion that the SSRIs
are a more cost-effective treatment alternative [48]. The costs of road traffic
accidents, like the costs associated with suicide, are only one component of
the costs associated with antidepressant treatment.

Decision-analytic models [127–137] rely on data compiled from RCTs,
meta-analyses, interviews with physicians, retrospective database studies,
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and other sources to assign probabilities to different treatment scenarios and
their associated outcomes. By marrying results from RCTs with assumptions
about usual practice pathways, decision-analytic models are intended to
obviate some of the external validity problems inherent in RCT designs.
These models have generally found that the SSRIs are more cost-effective
relative to the TCAs. Related economic decision-analytic models of antide-
pressant outcomes have also focused on the use of broader, societal valuation
measures. These have included the willingness-to-pay approach [138] and
the cost-utility approach using quality-adjusted life years (QALYs) [139–141]
or other measures of patient preferences [142].

Decision analysis provides the advantage of simultaneously modeling
several different treatment pathways over a long period of time. Decision-
analytic models can incorporate much longer study periods than can typically
be achieved in clinical trial designs, other prospective designs, or retro-
spective analyses. Most decision-analytic models of antidepressant therapy,
however, are sensitive to dropout rates derived from one or more clinical
trials. In comparisons between TCAs and newer antidepressants, if dropout
rates favor the new drug, then the analyses generally will show a favor-
able economic profile for the new drug because of the costs attributed to
dropout and treatment failure. Although the economic effect of dropout
may be relevant for severely ill and chronic patients entering clinical trial
protocols, such assumptions may be less relevant for determining treatment
effectiveness and associated costs of antidepressant use among the group
of less severely depressed patients typically encountered in clinical practice.
Because of the inherent difficulty in drawing inferences about usual practice
from RCT findings, one author suggests that decision-analytic models of
antidepressants uniformly overestimate the probability of treatment failure
and its subsequent cost [124]. Decision-analytic models may also rely upon
expert opinion and consensus groups (e.g. Delphi panels) to define parame-
ters of the model for which data from trials and other studies do not exist.
Such techniques probably are not representative of general clinical practice
[118]. Moreover, the value of a model is determined by its predictive power;
thus, it is important to conduct naturalistic studies of antidepressant use in
clinical practice to assess how the outcomes compare with those predicted
by the decision-analytic model. This is rarely done [134].

Willingness-to-pay, cost-utility, and related analyses are valuable in that
they can provide an evaluation of the technology from a broader societal
perspective. For example, the QALY uses a health-related quality of life
measure to assess effectiveness from a societal perspective and can be used
to compare across different treatments as well as across diseases. This can
permit comparisons of the relative value of antidepressant treatment with
that of treatments for, say, hypertension or diabetes. QALYs may be difficult
to measure in the case of mental disorders such as depression, because in
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many cases the disease is chronic and not lethal, so that successful treatment
is not likely to produce large gains in life years [143]. Moreover, depressed
patients may have difficulty with the more cognitively demanding utility
elicitation procedures, such as the standard gamble [143, 144]. A cost-utility
approach can be useful in such situations as long as the potential short-term
change in either mortality or health-related quality of life is substantial and, of
course, where it is required by the government for economic assessment [145].

Clinical trials attempt to hold constant the behavioral and health system
effects in order to test the efficacy of a particular treatment against a
comparator. Yet it is the behavior of patients and providers interacting with
the characteristics of a drug technology that ultimately leads to variability in
clinical outcomes and expenditures between treatments in clinical practice
[146]. Thus, study participation criteria and other design characteristics of
clinical trials can limit the external validity, or generalizability, of outcomes
observed in controlled clinical trials. Furthermore, because of wide variation
in the underlying distribution of expenditures, the sample sizes required
to detect differences in economic outcomes are typically much larger than
the sample sizes needed to detect differences in clinical endpoints. Unless
they are well planned, pharmacoeconomic evaluations that are incorporated
in clinical trials run the risk of lacking enough statistical power to detect
reliable economic differences. If there are underlying economic differences, it
is also reasonable to assess whether the observed differences are sufficiently
clinically or administratively relevant to prescribers and other health care
decision-makers.

Two important contributions of naturalistic studies from clinical practice,
including retrospective studies and prospective trials, are in identifying
associations between antidepressant use and economic outcomes and in
analyzing these outcomes in the context of observed patient and provider
behavior. Differences in antidepressant acquisition prices are not a good
predictor of broader health care expenditures. Several retrospective ana-
lyses representing a variety of health care plan settings have found that
depression-related expenditures [147–150], total direct health care treat-
ment expenditures [85, 105, 151–158], and absenteeism and work loss costs
[159, 160] for patients initiating therapy with an SSRI are equal to or lower
than expenditures for patients who initiate therapy with a TCA. The higher
drug acquisition expenditures of SSRIs are generally offset (and in some
cases more than offset) by lower expenditures for hospitalizations, addi-
tional physician visits, and other health care expenditures. Figure 6.3 depicts
the expenditure differences between TCAs and SSRIs found in a representa-
tive retrospective study [85]. The figure shows that the total direct health care
expenditures for patients in a privately insured sample in the United States
who initiated therapy on an SSRI were statistically significantly lower than
for patients who initiated therapy on a TCA. The above studies have generally
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FIGURE 6.3 One-year direct health care expenditures (US$) for TCAs vs. SSRIs
Source: from Crown et al [85]

looked at the non-elderly population. At least one study has called for further
research regarding the economic outcomes of TCAs relative to SSRIs in order
to assess the generalizability of these findings to the elderly population [161].

One consideration of retrospective studies is the non-randomization into
alternative treatments. If unobserved factors both correlated with the initial
treatment selection and subsequent outcomes are not considered, the results
may be biased. Statistical methods are available to correct for the non-
randomization inherent in retrospective data [158, 162]. Three recent retro-
spective studies in the United States corroborated that patients who initiated
therapy on the SSRI fluoxetine exhibited health care expenditures equal to or
lower than patients who initiated therapy on a TCA [152, 153, 158]. Unlike
other retrospective studies, these analyses used advanced econometric tech-
niques to control for unobserved factors that might also be correlated with
both initial antidepressant selection and health care expenditures. Figure 6.4
depicts the total 1-year direct health care expenditures for a sample of patients
in a privately insured population reported by Croghan et al [152]. Whenever
possible, future retrospective analyses of the economic outcome associ-
ated with alternative antidepressants should employ appropriate statistical
methods to correct for non-random selection.

Another consideration of most of the above retrospective studies is the
lack of direct measures of clinical effectiveness. Many of these studies
used data from health care plan settings which did not include clinical
outcome measures. Prospective studies offer an opportunity to collect both
clinical and economic outcome data necessary to perform cost-effectiveness
analyses. To date, only one prospective, randomized, naturalistic economic
clinical trial has compared alternative antidepressant therapies [146]. This
study compared 536 patients initially randomized to either fluoxetine 20 mg
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FIGURE 6.4 One-year direct health care expenditures (US$): trazodone, TCAs and
fluoxetine
Source: from Croghan et al [152]

(n D 173) or a TCA (either desipramine (n D 181) or imipramine (n D 182)).
After randomization, treatment was provided at the clinicians’ discretion;
that is, treatment was naturalistic. The study found that the 6-month clinical
efficacy measures (depressive symptom scores) and total direct expenditures
were not statistically different between patients who initiated therapy on
fluoxetine, desipramine, or imipramine. However, those patients initiating
treatment with fluoxetine reported fewer adverse events, were more likely
to continue their original medication at the recommended daily dose, and
were more likely to refill their prescriptions at the recommended daily dose
compared with their TCA counterparts.

Of note, is that discontinuation from the original antidepressant occurred in
48% of desipramine patients and 43% of imipramine patients. The majority
were switched to fluoxetine. By contrast, only 20% of fluoxetine patients
switched medication. The higher than expected switch rates for TCA users,
the high switch rate to fluoxetine, and the high 6-month continuation rates
across all groups could have contributed to the equality of clinical effi-
cacy rates across patient groups in the intent-to-treat design in which the
subsequent outcomes are attributed to the original antidepressant.

Total direct expenditures were numerically lower for the group assigned to
fluoxetine ($1967) compared with the group assigned to desipramine ($2361)
or imipramine ($2105), but the difference was not statistically significant
(Figure 6.5). Interestingly, the higher drug acquisition expenditures of fluoxe-
tine were at least offset by lower outpatient visits and inpatient care. One
possible interpretation of these results is that the higher switch rates among
TCA users resulted in more visits to physicians relative to those who
remained on their initial therapy. It is interesting to note the similarity in
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Source: from Simon et al [146]

economic outcomes between fluoxetine and TCAs found in the Simon study
[146] and the retrospective study of Croghan et al [152] that used statistical
methods to control for potential biases due to non-randomization. The 2-year
clinical and economic outcomes of the three patient cohorts in the naturalistic
trial also yielded similar findings [163].

In the trial, patients were randomized to antidepressant treatment groups
but not to providers, and neither the patients nor the physicians were blinded
to what treatment the patient was receiving. If effectiveness and expenditures
are, in part, the result of the interaction between patients and providers, then
there may be remaining influences from provider characteristics that were
not assessed [146]. Hybrid naturalistic trials like this one have garnered
attention as a potentially optimal solution to the dilemma of maximizing
both external and internal validity in pharmacoeconomic analysis. However,
they also have their own set of limitations and therefore should be viewed
as complementary to, rather than replacements for, the data that come from
observational studies and decision models. Future randomized, naturalistic
studies of clinical and economic outcomes will help to assess the contribution
of this promising class of study design. To date, the most consistent finding
across study designs and health care settings is that patients who initiate
therapy on an SSRI have total direct health care expenditures that are equal
to or lower than patients who initiate therapy on a TCA.

Comparisons Among Selective Serotonin Reuptake Inhibitors

Economic comparisons among the SSRIs have examined differences in acqui-
sition expenditures as well as differences in utilization of a broader set of
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health care resources. Studies that have looked at acquisition expendi-
tures [164–166] have generally found differences in expenditures among the
antidepressants that correlate with their per unit costs. It is possible, however,
that lower drug acquisition expenditures for a specific SSRI are offset by
higher expenditures associated with other treatment-related health care
resource utilization (e.g. coprescribing to manage adverse effects, additional
physician visits). Analyses based solely on drug acquisition expenditures fail
to capture the full economic impact of different treatments. Including total
health care resource utilization in addition to treatment-related utilization,
allows one to assess the broader economic consequences that health care
decision-makers face when selecting one antidepressant vs. another.

Even depression-related expenditures may not capture the full impact of
initial antidepressant selection. Patients diagnosed and treated for depression
in primary care often present with non-depressive illnesses [9] and non-
depression-related expenditures are generally the larger proportion of total
health care expenditures [167]. Depression treatment itself is often only a
small proportion of the total health care expenditures for depressed patients
[25, 168]. While depression treatment itself contributes to higher expendi-
tures, it could also reduce overall health care resource utilization in at least
two ways. First, depression is often associated with comorbid illnesses [9]. If
the depression treatment leads to an improvement in comorbidities common
with depression, resource utilization may decrease. Second, depression leads
to greater reporting of somatic symptoms [169, 170]. Improvement of the
depression might also reduce the somatic complaints and their associated
resource use. Thus, it is important to consider the total direct health care
expenditures (both depression- and non-depression-related) when assessing
the impact of alternative treatment options.

One randomized controlled clinical trial [171] compared treatment efficacy
and total direct and indirect health care expenditures among patients who
were randomized to treatment with either sertraline or fluoxetine, and
followed those patients for 6 months. Although total health care expenditures
were numerically higher for fluoxetine patients than sertraline patients, no
statistical analysis was performed on the expenditure data, so it was not
possible to draw firm conclusions about the expenditure differences from
that study. Again, because of the exigencies of clinical trials as compared to
clinical practice, it is useful to assess the economic outcomes of alternative
SSRIs as they are actually used by patients and providers.

To this end, retrospective studies have explored the depression-related
[172] and total health care expenditures [153, 154, 173–175] among the SSRIs.
This literature has been more fully reviewed elsewhere [176–179]. As with
comparisons with the TCAs, these studies find that differences in antide-
pressant expenditures among the SSRIs are offset [173] or more than offset
[153, 154, 174, 175] by reductions in other measures of health care resource
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FIGURE 6.6 One-year direct health care expenditures (US$): paroxetine, sertraline
and fluoxetine
Source: from Hylan et al [153]

utilization (i.e. concomitant therapies, physician visits, hospitalizations). For
example, Hylan et al [153] found a statistically significant difference in the
1-year total direct health care expenditures between fluoxetine and sertra-
line patients after controlling for both observed and unobserved factors
(Figure 6.6). Sacristan et al [174] estimated both the direct and indirect health
care expenditures of treatment associated with the common SSRIs and
venlafaxine in a primary care psychiatry setting in Spain. This study found
that patients who initiated therapy on sertraline had statistically significant
higher direct health care expenditures per day than patients who initi-
ated therapy on fluoxetine. Randomized, prospective, naturalistic studies
comparing the economic outcomes among the SSRIs are still needed to
confirm these findings.

Other Antidepressants

Economic comparisons of other, newer antidepressants to TCAs and SSRIs
have found that the use of the former results in total direct health care expen-
ditures that are equal to or lower than those of other antidepressants. These
studies include decision-analytic models comparing the cost-effectiveness
of venlafaxine compared with TCAs and SSRIs [180–182] and a small
hospital-based study comparing venlafaxine with TCAs and SSRIs [183]. In
a retrospective database study, Sullivan et al [184] found that, after control-
ling for other observed factors through multiple regression analysis, the
total direct health care expenditures for patients in a large managed care
setting in the United States were similar for patients who initiated therapy on
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venlafaxine, a TCA, or an SSRI. Decision-analytic models have also been used
to compare nefazodone with TCAs [185–187] and an extension of an earlier
cost-utility model compared nefazodone with fluoxetine and imipramine
[188]. Although nefazodone was found to be more cost-effective than
imipramine, the cost and cost-effectiveness differences observed between
nefazodone and fluoxetine were negligible. Two decision-analytic models in
France and Austria compared mirtazapine with fluoxetine or amitriptyline
and projected mirtazapine to be more cost-effective than the comparators
[189, 190]. A cost-utility analysis of milnacipran in the prevention of recur-
rent depression in France [191] and a decision-analytic model comparing
moclobemide and amitriptyline in Yugoslavia [192] have been performed.
Finally, a recent comparative economic analysis [193] of tianeptine and
fluoxetine projected cost savings by substituting fluoxetine therapy with
tianeptine therapy because of lower rates of concomitant prescribing of tran-
quilizers with tianeptine found in a controlled clinical trial setting. Additional
economic analyses of these antidepressants using data from actual clinical
practice settings (like the Sullivan et al [184] study) are needed and may be
possible as experience increases. Of particular interest are comparisons of a
new antidepressant with other new antidepressants and SSRIs using data
from actual clinical practice.

Despite all of these studies, it remains an open question whether these
findings would be generalizable to or replicated in countries other than
where the studies have currently been performed. Other countries may
have different health care decision-making structures, and relative prices for
different health care resources which bear on the health care expenditures
realized with different antidepressants. For example, the experiences of one
health maintenance organization in the United States may not be general-
izable to the National Health Service in the United Kingdom. Also, in the
countries where the studies above were performed, antidepressant expen-
ditures formed a small proportion of the overall health care expenditures
incurred per patient (often 10–25%). However, in some countries, a day of
therapy of one of the newer, branded antidepressants may be significantly
higher than even one day in the hospital or a physician’s office visit. This
may have a significant impact on conclusions about the relative expenditures
of different antidepressant treatment options. Thus, it remains important to
conduct further economic evaluations of antidepressants in other countries
and health care delivery systems.

Psychotherapy

Psychotherapy (i.e. cognitive, behavioral, marital, interpersonal, brief dyna-
mic) has demonstrated efficacy in mild to moderate depression [9]. Three
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approaches to economic evaluation of psychotherapy interventions have
emerged: cost-consequence analysis, cost-offset analysis, and cost-effective-
ness analysis. Edgell et al [194] examined the cost consequences of patients in
a privately insured setting who had a diagnosis of depression on their medical
claims form and who initiated therapy on an antidepressant, psychotherapy,
a combination of antidepressant and psychotherapy, or who had a diagnosis
of depression but who did not initiate treatment, the no-therapy group.
Total 1-year direct health care expenditures were compared across the four
cohorts. Statistical analysis was performed to correct for self-selection into the
different treatment groups and for multiple comparisons. Mean total direct
health care expenditures for all patients as well as the subset of patients
who were seen in a mental health care setting are reported in Figure 6.7.
After controlling for both observed and unobserved factors, mean total
direct health care expenditures were statistically significantly lower for the
no-therapy and psychotherapy cohorts relative to the combination therapy
cohort. For patients who were seen in a mental health care setting, mean
total direct health care expenditures were statistically significantly lower
for the no-therapy and psychotherapy cohorts relative to the drug therapy
cohort. No other statistical differences were found among the cohorts. This
study did not contain measures of efficacy or effectiveness so it was not
possible to conduct a full cost-effectiveness analysis of different treatment
choices. Also, it was not possible to assess the severity of the depression
diagnosis in order to determine whether appropriate therapy was given in
all instances.
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Some studies have assessed whether there is a ‘‘cost-offset’’ effect
due to provision of mental heath services, particularly with regards to
psychotherapy and related counseling services. The idea behind the term
‘‘cost-offset’’ is that, as in the case of antidepressants, savings in total
medical care expenditures may outweigh the expenditures of mental health
treatment. The underlying premises are that: (a) patients with untreated
mental disorders frequently present with physical symptoms and somatic
complaints that remit with appropriate mental health treatment; and
(b) physical disorders may contribute to emotional distress which may in
turn exacerbate patients’ medical symptoms or delay recovery [91].

Earlier meta-analyses of this literature concluded that there was evidence
of a medical cost-offset of psychotherapy treatment and that it was found
mainly in inpatient expenditures [195–198]. However, there are a number of
methodological problems in these studies, most notably the lack of random-
ization and controls for confounding variables, and the lack of an appropriate
comparator. Many of the early cost-offset studies were retrospective and
compared expenditures during the treatment period to a period before treat-
ment. ‘‘Regression to the mean’’ is a common phenomenon upon initiation
of treatment, so it is not clear whether the cost reduction was the result of
the treatment or not. In addition, with retrospective data, it is important to
control for not only the observed factors but also unobserved factors such
as prescriber preferences and previous experience with treatment regimens,
which was not done in these earlier studies [199].

To this end, a series of prospective and mostly randomized studies
emerged to further investigate the cost-offset phenomenon. The results of
these studies were mixed with some studies finding substantial reductions in
inpatient and outpatient medical expenditures [200–204] and other studies
finding no evidence of a cost-offset [25, 26, 205, 206]. A recent literature
review [90] concluded that the available data identify a large potential for
cost savings as the result of depression treatment, but that the studies do
not clearly establish that these savings can actually be realized. They and
others [207] call for more experimental studies to assess these economic
outcomes.

A recent retrospective study analyzed the predictors of a medical cost-offset
for patients who had an accompanying depression-related diagnosis on an
insurance claim [91]. Unlike the earlier studies, this study first defined
a cost-offset (a decrease in expenditures that exceeded the median cost
decrease) and then assessed the predictors of the offset. The results indicated
that patients with anxiety disorders, coronary artery disease, cancer, chronic
fatigue syndrome, and those remaining on their initial antidepressant therapy
for at least 6 months were more likely to experience significant reductions
in the expenditures of medical care services. The number of psychotherapy
visits was not a significant predictor of a cost-offset.
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Other analyses have assessed the cost-effectiveness of various psycho-
therapy interventions. Scott and Freeman [208] randomized 121 patients to
antidepressant therapy prescribed by a psychiatrist, cognitive behavioral
therapy provided by a psychologist, counseling and case work provided by a
social worker, or routine care by a general practitioner. The researchers found
that all treatment groups improved with only small differences between
the groups. Specialist treatment cost at least twice as much as routine
general practice. In this study, the additional expenditures associated with
specialist treatment of depression in primary care were not associated with
greater clinical benefits over routine general practitioner care. Likewise, a
randomized clinical trial in the United Kingdom compared brief generic
counseling (up to six 50-minute sessions) to usual general practitioner care,
finding no clear difference in cost-effectiveness in the two interventions [209].

Kamlet et al [210] performed a cost-utility analysis of three maintenance
treatments for recurrent depression: interpersonal therapy, imipramine drug
therapy, and a combination of the two. Maintenance therapy with imipramine
was found to improve expected lifetime health, to reduce direct medical
expenditures, and to be cost-effective as compared with either interpersonal
therapy or combination therapy. Compared with the placebo group, inter-
personal therapy and combination therapy were found to improve lifetime
health. However, in neither case were expected direct medical expenditures
reduced.

More recently, however, Lave et al [211] assessed the cost-effectiveness
of nortriptyline therapy or interpersonal therapy relative to usual care in a
randomized controlled trial setting of primary care patients with a DSM-III-R
diagnosis of major depression. The direct health care expenditures and full
expenditures (which included direct health care expenditures and protocol
service time and transportation expenditures) were estimated for patients
completing a course of therapy on nortriptyline, interpersonal therapy, or
usual care by the primary care physician. Clinical effectiveness was assessed
by the Hamilton Depression Rating and the Beck Depression Inventory
scales, which were used to construct a measure of depression-free days in
order to obtain a measure of quality-adjusted life years.

Figure 6.8 reports the cost per quality-adjusted life year for the two treat-
ment alternatives relative to usual care. Using the recommended cost per
quality-adjusted life year threshold of $20 000, the authors concluded that
nortriptyline was a cost-effective alternative to usual care and that inter-
personal therapy was cost-effective only if its unit cost was 80% or less of
the psychiatrist’s government reimbursed rate (this, the authors stated, is
increasingly the case in managed care fee discounting). When these cost-per-
QALY results were viewed in relation to those reported for other treatments,
both the nortriptyline and interpersonal therapy were cost-effective, in light
of the broad range reported for other treatments. These findings were not
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bTherapy II: assumes IPT sessions paid at 80\% of governmentreimbursed rate for
psychiatrists

FIGURE 6.8 Estimated cost per quality-adjusted life year values (US$): comparison
of nortriptyline or interpersonal therapy to usual care
Source: from Lave et al [211]

sensitive to alternative measures of clinical outcomes or quality-adjusted
life years. They corroborate those of other studies [92, 212] which find that
increasing treatment consistent with guidelines costs more money but leads
to improved outcomes with an increase in the overall value of care. We
return to this point below.

Electroconvulsive Therapy

ECT has demonstrated efficacy for patients with severe depression [9, 213].
It has not been widely used relative to pharmacotherapy and psychotherapy;
it is often reserved as treatment for patients who do not respond well
to other treatments, or with concomitant psychotic symptoms or melan-
cholia [9]. In terms of economic outcomes, while some studies [214–216]
have found that ECT is associated with longer hospital stays, these studies
were conducted in large, urban teaching hospitals and did not control for
other baseline and pretreatment characteristics that might confound the
relationship. Markowitz et al [217] compared patients with major depression
who received ECT (n D 19) with those who were given tricyclic antide-
pressants or other medications (n D 55) available in the early 1980s. In
terms of the outcomes, all patients who received ECT recovered from their
depression; in contrast, only 49% of patients given medication recovered.
The patients who had not responded to antidepressants recovered after
treatment with ECT. Patients given ECT remained hospitalized a mean of
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13 fewer days, which was estimated to result in a saving of more than
$6400 per patient. Olfson et al [218] found that while ECT patients had long
and costly hospital admissions, patients who received ECT within 5 days
of hospital admission as compared with those who had delayed ECT or
none, had significantly shorter and less costly inpatient care after control-
ling for other observable baseline and pretreatment factors. However, this
study did not control for the possible influence of unobserved factors that
might be correlated with treatment selection and outcomes, as has been done
in evaluations of antidepressant therapy [85, 152, 153]. Additional studies
are needed to more fully understand the economic outcomes associated
with ECT compared with no treatment, psychotherapy, pharmacotherapy,
or combination therapy.

POLICY ISSUES

Since 1975, health care expenditures have consumed an increasing proportion
of gross domestic product (GDP) in most industrialized countries, with
growth rates for health care expenditure exceeding those of GDP [219, 220].
Reasons for this include both demand factors, such as an aging population and
a greater demand from increasing expectations for health care, and supply
factors, such as the development and adaptation of new medical interventions
and technologies. This has led to increasing health care expenditures for
payers who, at the same time, face fixed or even declining budgets with
which to provide health care services and treatment.

In light of increasing expenditures and resource scarcity in the 1990s,
health authorities initially resorted to macroeconomic cost containment
measures, such as imposing global spending limits, instituting cost controls,
and tightening planning controls on major new expenditures and personnel.
These reforms were unpopular because they required direct institutional or
government intervention and often did not have their intended effects [219].
One reason for this is that fixed controls over one component of health care
spending usually result in an increase in another component [221]. As a next
wave of reforms, industrialized countries have focused on at least one or
more of the following system-wide approaches: (a) redefining health objec-
tive and national health targets; (b) increasing public and private health care
system partnerships; (c) requiring greater information in health care decision-
making (i.e. initiatives in evidence-based medicine); and (d) implementing
changes in payment system designs, such as managed care or other insurance
schemes, in order to optimize the provision of health care. Even in European
countries, where health care has long been provided at the national level
for all citizens, there is a growing trend towards market-based approaches
that seek to align incentives of various health care resource decision-makers
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[219]. We focus next on the economic issues related to insurance and other
payment system designs.

Financing Depression Treatment

Increasingly, national health care reforms are turning to market-oriented
systems in which to finance health care in whole or in part. Health insurance
is an important component of that system, and much of our understanding
of the market-based economics of health insurance, and specifically, health
insurance to cover depression treatment, comes from experiences and
research in the United States. Historically, the financing of mental health
care had been treated differently than financing of treatment for physical
health problems [222]. The traditional disparity between mental health care
coverage and medical care coverage can be partially explained by economic
forces [223]. One force is the concept of ‘‘moral hazard.’’ Moral hazard is the
tendency for people to demand more for health services when they do not
face the full price. With insurance coverage, moral hazard occurs because
the price of services to the consumer does not reflect the total costs of care.
Many analysts believe that the demand for mental health services is more
responsive to price reductions (or insurance coverage) than is the demand for
physical health services, and there is evidence of this from the RAND Health
Insurance Experiment conducted in the United States during the 1970s [224].
Second, payers have only cautiously expanded coverage to include mental
health care, fearing that the availability of coverage would attract ‘‘bad risks’’
through the process of adverse selection [222, 223]. There is some evidence
that individuals’ perceived mental health risk influences selection of more
comprehensive insurance coverage [225].

In the recent past, when indemnity insurance plans were the norm, the
insurer typically paid a fee for each service provided, and often that fee
equaled what the provider charged for the service. Today, most indemnity
plans have additional utilization control features. To mitigate the potential for
overconsumption, indemnity plans rely upon cost-sharing mechanisms such
as copayments and deductibles. The RAND Health Insurance Experiment of
the mid-1970s was a large experimental study in the United States that tested
the impact of alternative health insurance frameworks on the demand for
medical care. The study found that full insurance coverage led to four times
greater use of ambulatory mental health care [226]. In addition, the analysis
found that a moderate deductible ($100–$300) with coinsurance of about 25%
provided optimal insurance coverage [227]. This finding that the demand for
mental health services is proportional to differences in cost-sharing has been
replicated [228]. The optimal health insurance plan involves more than one
pricing tool and both demand-side and supply-side mechanisms. In this vein,
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analyses of health insurance for mental health treatment have argued for a
mix of both demand-side cost-sharing through a deductible, and supply-side
cost-sharing, such as a prospective payment system for the provision of
services [222, 229].

Throughout the 1980s and 1990s, in the United States and Europe, managed
care plans have become prominent, as payers seek to better manage and
predict the costs of providing health care services. In the United States,
managed care plans have taken the form of health maintenance orga-
nizations (HMOs), preferred provider organizations (PPOs), independent
practice associations (IPAs), and hybrid forms of these. Managed care plans
attempt to promote efficient provision of health services through an internal
market structure of financial incentives (e.g. capitation or discounted fee
payments to providers), or restrictions on patient choice (e.g. a requirement
for plan members to choose a primary care provider from the plan’s provider
network). Cost-sharing for managed care plan members is minimal as long
as the member uses services provided by the plan’s network.

One of the most dramatic trends in the US health care delivery system
has been the increasing formation and use of specialty mental health plans
(sometimes called ‘‘carve-outs’’). In less than a decade, managed behavioral
health care has changed the face of private employment-based insurance in
the US. Hoping to contain costs and improve access to mental health and
substance abuse services for employees, many large employers have changed
their health benefit plan structures to separately manage their mental health
and medical care benefits. This has allowed some employers to add mental
health benefits that they previously did not provide. In addition, many state
Medicaid agencies are forming public/private partnerships by contracting
with private behavioral health plans to manage and provide mental health
and substance abuse services.

Research on the effects of mental health carve-out plans has not kept pace
with the rapidly changing market, but early evidence indicates that managed
behavioral health care plans can reduce inpatient use and total expenditures
without reducing access to services for plan members [230–232]. Goldman
et al [232] analyzed 9 years of data for one large US employer and found that
use of managed behavioral health care resulted in a 40% drop in its total cost
of mental health care. This reduction in expenditures persisted from 1991
to 1996, which covered all the years of data used in the study. The authors
suggest that these types of contracting arrangements should make full parity
between mental health and medical/surgical benefits feasible for employers.
Carve-outs, on the other hand, mitigate the effort to integrate total health care
where the goal is to provide integrated medical and psychiatric treatment.

In light of these trends in financing and delivery, it is important to continu-
ally assess the impact of alternative health plan arrangements on depression
treatment and outcomes. The RAND Health Insurance Experiment found
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no evidence of self-selection by patients into different types of health care
plans (HMOs or fee-for-service). Evidence from the study also indicated that
HMOs used considerably fewer resources than comparable fee-for-service
plans and that the health outcomes of patients between the two types of plan
were similar [233]. The Medical Outcomes Study (MOS) of the late 1980s in
the United States offered an opportunity to assess the quality of care, service
utilization, and economic and health outcomes of more than 20 000 adult
outpatients who had a variety of chronic conditions, including depression,
during a 4-year longitudinal study period in the United States. This study
permitted an assessment of the impact of different payment systems and
provider specialties on treatment, health outcomes, and costs of depression.
The Medical Outcomes Study found that depression detection rates, intensity
of mental health visits, counseling rates, and duration of antidepressant use
were lower and minor tranquilizer use was higher for patients in prepaid
health care plans, compared with patients in fee-for-service plans. Health
outcomes were similar across the two plan types [234]. These findings, in
some sense, confirm the RAND Health Insurance Experiment, but they raise
questions about the detection and treatment of depression in managed care
settings, and its impact on long-term outcomes for people with depression.

Capitated health care systems have been applied in other countries,
although there is little evidence to date of the impact on clinical or economic
outcomes. One example of this is general practitioner fundholding which
was introduced in the United Kingdom in 1991 as part of a broader set of
health care reforms in that country. Under this system, general practitioners
and primary care teams received capitated funds that they could use to
purchase secondary care directly from providers. It was thought that the
introduction of a purchaser–provider split, to enable general practitioners
to be more aware of the financial consequences of their clinical decisions,
would lead to improved clinical and economic outcomes [235]. Evidence as
to whether this approach improved both the quality and value of health care
spending appears mixed at best [236].

There is a real need for current, well-designed studies that examine
how treatment for depression and outcomes of care differ, not just across
different types of health plans, but also according to particular delivery
system characteristics. It is also important to further assess the economic
consequences on both direct and indirect costs (i.e. work productivity,
absenteeism, and disability) of changing the access to insurance coverage
for depression treatment. One recent study [237], for example, has found
that removing annual limits on mental health care coverage would increase
per-worker insurance premiums by only $1.

Many countries are undergoing significant reform in methods of health care
financing [238, 239]. Further assessments are needed to determine whether
the findings about financing mental health care are consistent across health
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care systems in other countries, particularly where health care has tradition-
ally been provided at the national level. In these instances, individual patient
and provider decisions are inextricably related to larger government-wide
health care administrative decision-making processes. In addition, cultural
forces and social values shape a country’s view towards health care and
what, how and for whom it should be provided. These factors ultimately
impact whatever financing arrangement is used.

Improving the Cost-effectiveness of Depression Treatment

Total health care costs can be thought of as the overall costs for patients
treated in a given setting. The marginal, or unit, cost refers to the cost of one
additional unit; for example, in the case of health care, the marginal cost can
be thought of as the cost of treating one additional patient. Effective health
care treatments are viewed as cost-effective if they lower the marginal cost
of treatment, thereby increasing the value of health care spending [92]. From
a health care payer’s perspective, the marginal cost of treating patients is
an important consideration. Identifying and implementing those treatments
that are cost-effective (i.e. those that lower the marginal cost of treatment) can
contribute to the number of patients treated for a given health care budget
and thereby increase the value of health care spending.

In light of the large economic burden of depression and current treat-
ment opportunities, some have argued that treatment, including preventive
treatment, can be cost-effective [240, 241]. Similarities in health outcomes
between indemnity and managed care plans, and lower resource use in
the latter, might suggest to payers that shifting people into managed care
options is a cost-effective policy. However, simply shifting groups of people
into managed care plans is not the solution to issues of mental health care
financing. Managed care plans often emphasize depression treatment by
general practitioners over treatment by specialists, and many plans may
limit access to providers for ongoing management of depression treatment.
It is more likely that opportunities for cost-effective depression treatment lie
in specific settings with specific treatment strategies rather than at a broad
macrolevel.

Sturm and Wells [92] estimated the cost and health effects of changes in
the content and quality of care for depressed patients treated in prepaid
general medical practices and mental health specialty practices. Using simu-
lation analysis based on the Medical Outcomes Study, they estimated the
impact of three incremental treatment process strategies for depression
treatment — adequate doses of antidepressants, adequate doses and coun-
seling therapy, and adequate doses, counseling therapy, and reduction in
the use of minor tranquilizers. Patient functioning was measured as the
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number of serious limitations in daily role and physical functioning. The
study found that using only the strategy of moving treatment from the
specialty sector to the general medical sector resulted in lower costs, poorer
functional outcomes for patients because of less appropriate treatment, and
no improvement in the cost-effectiveness of care. Table 6.2 reports their find-
ings as they relate to simulating the impact of process improvements and
changing specialty mix. Their analyses found that moving patients towards
treatment in general medical practices reduced costs but resulted in poorer
functioning. By contrast, moving patients to the general medical sector and
implementing process improvements resulted in lower cost-effectiveness
ratios, suggesting an increase in the overall value of health care spending.

From these findings, the authors concluded that the most cost-effective
strategies involved a combination of shifting care to the general medical sector
and making quality improvements in the type of care patients received, such
as improving the rates of adequate dosing and counseling. Shifting treatment
from specialty care to the general medical sector reduces total costs and
making quality improvements increases costs, but by a lesser amount.
The study found that quality improvement such as increasing the use of
counseling, use of appropriate antidepressant medications, and reducing the
use of minor tranquilizers, increased the value of care. Increasing rates of
detection is not a cost-effective solution in and of itself, but may be cost-
effective when combined with an increase in treatment effectiveness. Other
analysis has corroborated this finding [211].

The main lesson from the Medical Outcomes Study and subsequent
research in the financing of mental health care is that improving the quality
of depression treatment can be cost-effective even though overall total costs
may increase. This could mean better care for existing patients or better
access to care for a larger number of patients (or both). This is an important
distinction for policy-makers who often face fixed health care budgets. Better
treatment is likely to mean higher total costs in the near term, but overall
efficiency can be improved if better treatment leads to a lower marginal cost
of treatment in the long term. Finally, no one approach is sufficient on its
own to optimize depression treatment. The right mix of payment, delivery
system, and health treatment improvements can provide an opportunity to
optimize the cost-effectiveness of treatment for depression [234].

Another tack to improve the value of health care spending in general
has been to promote the use of information regarding the cost-effectiveness
of medical technologies in decision-making. For example, some countries
are increasingly considering the potential economic value of the medical
technology for pricing and reimbursement or other health care purchasing
decisions [145, 242–244]. Managed care organizations are also relying upon
evidence of economic outcomes to inform formulary decisions. This is part
of a broader movement in health care of promoting ‘‘rational prescribing’’
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or ‘‘evidence-based medicine.’’ This movement promotes the systematic use
of information on the value of alternative technologies to help guide health
care purchase and prescribing decisions, with the goal of improving the
overall quality and value of health care spending [245, 246]. This approach
does not always lead to clear answers because different studies may lead to
different findings [247]. Naturally, this has spurred a great deal of debate
and recommended guidelines on what kind of information, studies, and
methods are appropriate to demonstrate the cost-effectiveness of health
care technologies, and has led many public and private organizations and
research groups to oversee, fund, conduct, review and critique these studies
[145, 242, 245, 248–250].

Despite the methodological advances in the field of technology assessment
in recent years, there are still challenges in implementing the findings at
the health policy or purchasing level [251]. For example, identifying cost-
effective treatments is a necessary but not sufficient condition for increasing
the value of health care spending. Using cost-effective treatments relies
critically upon the free flow of financial resources and a decision-making
perspective that considers all components of health care budgets. Consider
the opportunities for cost-offset demonstrated by economic outcome studies
of SSRIs and TCAs. The studies described in this review, consistently using
data from clinical practice, show that initiation of therapy with an SSRI
results in equal or lower total direct health care expenditures compared
with initiation of antidepressant therapy on a TCA. The distribution of
the costs, however, may differ. With the SSRIs, drug expenditures will
be higher with offsets possible in other areas of resource use (physician
visits and hospitalizations). However, if payers are not able to redirect
resources across different budgetary sectors, the cost-offsets may be difficult
to achieve. In addition, if payment for physician visits is capitated and
the supply of hospital beds is fixed, it is difficult to achieve the projected
cost-offsets in the short-run. Thus, it is not sufficient to promote ‘‘evidence-
based medicine’’ or ‘‘rational prescribing.’’ It is also necessary for health
care decision-makers to take a broader perspective when making decisions
about paying for depression treatment by enabling the transfer of resources
across budget components when necessary, if cost-effective solutions are to
be implemented. This broader budgetary perspective is consistent with an
objective of providing the greatest health care benefit for a given population
and health care budget.

SUMMARY

This paper has reviewed the body of evidence regarding the costs of
depressive disorders. There are several areas where the evidence is well
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established, but areas remain where the evidence is uncertain and open to
future research.

Consistent Evidence

It is now well established that depression imposes a significant economic
burden on society in terms of direct and indirect costs, quality of life, mortality
and morbidity, and intangible burdens. The direct costs of depression are
only a small proportion of the total economic burden; indirect costs repre-
sent the majority of burden. Depressed patients suffer from significantly
lower physical, psychosocial, and social role functioning, and they consume
a greater amount of health care resources than patients without depression.
Overdose and suicide impose a significant economic burden on society and
an intangible psychological burden on surviving families and friends. The
burden as a result of ineffective treatment of depression with low dose TCAs
outweighs the potential burden resulting from the possibility of suicide due
to antidepressant overdose.

There appears to be little economic justification for considering TCAs as
first line pharmacotherapy, given how they are actually used in clinical
practice. Differences in antidepressant acquisition prices are not a good
predictor of broader health care expenditures. Studies using data from
clinical practice have consistently shown that patients who initiate therapy
with an SSRI have total direct and indirect health care expenditures equal
to or lower than patients who initiate therapy on a TCA. Differences in
antidepressant acquisition expenditures are offset, and sometimes more
than offset, by other health care resource utilization (e.g. physician visits,
hospitalizations).

Improving the quality of antidepressant treatment most likely increases
the overall total costs of depression treatment but can improve the cost-
effectiveness or value of treatment. Improving the rates of usage of adequate
antidepressant doses and reducing minor tranquilizer use can improve the
cost-effectiveness of depression treatment. Research has also shown that
shifting treatment for depression from specialty care settings to general prac-
tice settings is not cost-effective unless it is accompanied by improvements
in treatment effectiveness.

That the demand for mental health services is proportional to differences
in cost-sharing is a finding that has been replicated. The optimal health
insurance plan involves more than one pricing tool and both demand-side
and supply-side mechanisms. It is also well established that more than one
policy tool is needed in order to affect the economic outcomes of depression
treatment. Singular measures on their own often do not have their intended
effect, because limits in one sector can have consequences in other sectors.
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At least one policy tool is needed for each economic outcome measure that
is targeted for change, and policy-makers need to coordinate a number of
different policy tools and changes simultaneously in order to bring about the
intended effect.

Incomplete Evidence

There remain areas of research where the evidence to date is uncertain.
Some evidence suggests that suicide prevention may be a cost-effective
intervention, but further studies are needed to assess the generalizability
of these findings. In addition, most studies of the economic outcomes of
antidepressants have not examined their use in elderly populations, and
few have addressed their use in populations with chronic or life-threatening
illnesses. Whether the findings summarized in this chapter are completely
generalizable to these other populations is an open question.

Despite advances in observational study design and econometric methods
addressing observed and unobserved bias, causal inferences from analyses
of retrospective data are not possible. There is potential value in a research
strategy that augments results from a retrospective data analysis with other
research and this can be accomplished in a number of ways: (a) by replicating
the same retrospective analysis in other settings; (b) by building prospec-
tive studies from samples used for retrospective data analyses; or (c) by
using other creative approaches. We have yet to fully utilize the conve-
nience and statistical power inherent in retrospective economic analysis.
The debate over which study design is best to assess economic outcomes
continues. Different study designs have both their benefits and their consid-
erations. Findings which are consistent across a broad range of study designs
(controlled clinical trials, meta-analyses, decision-analytic models, retrospec-
tive studies, and prospective, naturalistic economic clinical trials) and health
care settings may be less subject to the exigencies of any one particular design
or environment.

Some questions will remain unanswered without data from experi-
mental studies. For example, the evidence of a cost-offset resulting from
psychotherapy treatment is mixed. More experimental studies are needed
to investigate this phenomenon. As with comparisons with the TCAs,
studies comparing among the SSRIs and venlafaxine find that differences
in antidepressant expenditures are offset or more than offset by reductions
in other measures of health care resource utilization (i.e. concomitant ther-
apies, physician visits, hospitalizations). Further corroborating research is
needed, including randomized, prospective naturalistic trials comparing the
economic outcomes of these drugs to confirm these findings.
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Areas Still Open to Research

Finally, there are areas open to new research. Despite the many health
economic studies of antidepressants, it remains an open question whether
these findings would be replicated in countries whose health care decision-
making structure or relative prices of health care may not be similar to
countries where studies have been performed. A study of the economic
outcomes of ECT compared with other treatment modalities would also be
useful. Also needed are economic comparison studies among the SSRIs and
other, newer antidepressants (e.g. nefazodone, milnacipran, mirtazapine,
reboxetine) in actual clinical practice rather than relying upon decision
analysis and data from clinical trials. Also, health economic analyses that
are based on actual clinical practice have generally compared outcomes of
different antidepressant treatments for only a 1-year period, with only one
study to date evaluating 2-year economic outcomes.

With evidence from studies measuring outcomes over periods greater
than 1 year we can answer questions about long-term cost-offset effects,
and questions about how effective one antidepressant is compared with
another in reducing the large indirect costs that are associated with depres-
sion. Long-term economic outcome studies of psychotherapy are also
needed.

More research is needed on the economic considerations in the recognition,
diagnosis, and outcomes of alternative treatments for depression in clinical
practice on productivity, disability, absenteeism, and other measures of
indirect costs. Much of the research to date has focused on the direct
health care expenditures of treatment and alternative interventions because
they have been easier to measure. As data on indirect costs become more
systematically available to researchers, further research on the economic
impact of depression and alternative treatment modalities on productivity
may be possible. From a methodological standpoint, more refined measures
of productivity losses and indirect costs are needed. Indeed, measuring
more precisely the impact of depression on productivity while on the job
remains a significant challenge. But as these costs remain one of the largest
components of the economic burden of depression, it remains an important
area to study. Studies are also needed of economic outcomes among SSRIs
and newer antidepressants in measures of productivity and indirect costs in
clinical practice.

Further assessments of alternative methods of financing mental health
care in other countries would also help us to understand whether various
schemes have similar effects. It is also important to further assess the
economic consequences of changing the access to insurance coverage for
depression treatment. Assessment of reforms to mental health care delivery
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in countries other than the United States and Europe is important in order to
assess the resultant depression-economic outcomes in other countries around
the world.
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Commentaries

6.1
Economics of Depression and its Treatment: Why Are We So Interested?

Paul E. Greenberg1

Rosenbaum and Hylan’s thorough review of the medical economics liter-
ature on depression summarizes a growing body of evidence concerning
the nature and extent of resource utilization associated with this debili-
tating illness and its related treatment. Their summary includes attention to
direct, indirect and quality of life costs of depression, economic considera-
tions stemming from its under-recognition and undertreatment, economic
outcomes resulting from alternative treatment modalities (e.g. pharma-
cotherapy, psychotherapy, other interventions), and health policy issues
related to financing and cost-effectiveness considerations.

One of the most striking features of the large literature reviewed by
Rosenbaum and Hylan is its recent growth. For example, of the 251 sources
referenced in this comprehensive overview, 220 (88%) were written in the
1990s, 28 (11%) were written in the 1980s, and only 3 (1%) were written
in the 1970s. This trend mirrors the recent increase in attention both to
pharmacoeconomic issues generally, and to the economics of psychiatric
disorders such as depression in particular.

There are a number of reasons for the increased attention to the economics
of depression and its treatment, some of which are noted in the review.
Several related and significant developments associated with this particular
disease state, as well as health care delivery generally, have occurred during
the 1990s and have resulted in greater demand for health outcomes research
with respect to depression. This includes the following factors.

1. As the effects and treatability of this illness have become better under-
stood throughout society, discussions about depression awareness,
recognition, and care have become commonplace, helping to de-stigma-
tize it. Thus, more people are now being treated than ever before, raising
the stature of depression as an important public health concern.

1Analysis Group/Economics, One Brattle Square, Cambridge, MA 02138, USA
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2. The advent of new drugs to treat depression — for example, selective
serotonin reuptake inhibitors, and selective noradrenaline reuptake
inhibitors — has fundamentally changed treatment protocols. Because
these new pharmaceutical agents tend to be safer than alternatives
that had been developed earlier, physicians who are not mental health
specialists are more comfortable in prescribing them compared with
earlier generations of pharmaceutical therapy, such as tricyclics. By
broadening the reach of treatment in this manner, depression is
rapidly becoming a community disease alongside many highly prevalent
physical disorders, as opposed to a specialty care illness.

3. Over the past decade, there have been widespread efforts throughout
the industrialized world to contain health care costs. In the United
States, for example, as managed care has become the dominant model
for health care delivery, drug interventions prescribed by primary care
physicians to a large extent have replaced other treatment modalities
(e.g. cognitive-behavioural therapy provided by specialists). Changes in
treatment algorithms and recommended guidelines have been seen as
necessary to cost-effectively address the needs of the growing number
of depressed people seeking treatment in this fundamentally changed
medical environment.

4. Patient-oriented health outcomes have become much more impor-
tant in recent times. Outcomes based on quality-of-life considerations
(e.g. quality adjusted life years) have come to dominate the health
outcomes research literature. Since the newer antidepressant medica-
tions have more favorable side-effect profiles that provide quality-of-life
advantages compared with older treatments, this trend in the market-
place plays up inherent advantages of these products in a timely
manner.

5. As attention to indirect costs (e.g. workplace costs) has increased in the
health economics community, the enormity of the burden of depression
has been reevaluated. As a result, it is now widely understood that
this illness has a set of characteristics that are entirely consistent with
significant adversity in the workplace. These special characteristics of
depression include the following: (a) it primarily affects working-age
people; (b) in many cases, it is not so debilitating that people withdraw
entirely from the labor force (i.e. unlike stroke or major spinal cord injury);
and (c) its symptoms, including inability to concentrate and chronic
fatigue, are consistent with a sizable expected adverse impact at work.
The profile of depression also results in enormous burdens on caregivers,
including the family and friends of sufferers. These indirect costs may be
less visible than direct cost categories, such as hospitalization or physician
office visits, but are much more onerous from a societal perspective.
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6. The widespread availability of inexpensive computing power has made
possible the development and analysis of sophisticated datasets, based
on clinical trials, administrative claims data, and other sources. This deve-
lopment has been pivotal in permitting serious quantitative investigation
of many of the subtler aspects of the economic implications of depression.
For example, it is now widely recognized that depressed patients are
among the highest utilizers of the heath care system, underscoring the
importance of such cost drivers as comorbidities (i.e. with other psychi-
atric and non-psychiatric conditions) as well as lack of early identification
of this illness. In addition, the possible overuse or inappropriate use of
antidepressants by some patients has been distilled from numerous large
data-based studies. Furthermore, these quantitative approaches have
permitted investigation of the socioeconomic implications of depression,
including human capital losses due to early onset and resulting non-
completion of school, early marriage and subsequent divorce, and general
unhappiness with life choices given depressive symptoms over a lifetime.

Thus, numerous factors have contributed to the increased focus on the
economics of depression and its treatment in recent years. This includes
increasing numbers of people seeking treatment, improved quality of drugs
available for treatment, cost-conscious payers needing to provide broader
treatment on a cost-effective basis, characteristics of depression consistent
with large indirect costs, and increasingly sophisticated data analysis capa-
bilities. These related forces, acting in concert over the past decade, have
fundamentally changed the extent to which depression has been the focus
of attention by outcomes researchers, as underscored in Rosenbaum and
Hylan’s review. To the extent that findings from this research help us direct
scarce health care resources optimally, its continued growth is vital as we
strive to treat increasing numbers of depression sufferers in a cost-effective
manner.

6.2
Economic Evidence and Policy Decisions

Gregory E. Simon1

The thorough review presented by Rosenbaum and Hylan clearly demon-
strates the economic burden of depression and the potential benefits of
improved treatment. Some findings deserve re-emphasis, and some probably
merit a cautionary note.

1Center for Health Studies, Group Health Cooperative, 1730 Minor Ave. #1600, Seattle, WA 98101,
USA
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The expected costs of improved depression treatment are small compared
to the economic burden of depression. Among US primary care patients,
overall treatment costs (antidepressant prescriptions, outpatient visits, etc.)
are typically US$50–US$75 per month [1], while the ‘‘excess’’ use of general
medical services associated with depression is typically US$100–US$150
[1, 2]. The three to five additional days of work lost per month [3–5] account
for the largest portion of overall economic burden — at least US$300 per
month at prevailing wage rates.

When resource allocation decisions are made, however, the costs of de-
pression treatment may appear large or small depending on the division of
financial responsibility. For example, in US insured populations, specialty
mental health expenditures typically range from US$3 to US$8 per person
per month compared to general medical expenditures of approximately
US$150. Increasing expenditures for depression treatment by US$1 per
person per month will seem either impossible or insignificant depending
on the expected source for the increase (the 3% of resources devoted to
specialty mental health care or the remaining 97%). This tension regarding
responsibility for financing depression treatment is magnified by ‘‘carve-
out’’ arrangements in which responsibility for specialty mental health care
is completely distinct. The controversy regarding expenditures for newer
antidepressants is another illustration of this phenomenon. Rosenbaum and
Hylan cite considerable evidence that higher drug acquisition costs for
newer antidepressants are offset by reductions in use of other medical
services [6–9]. Higher drug acquisition costs, however, are usually borne
by the pharmacy budget while any resultant savings are widely distributed.
I recall the response of one health plan pharmacy director to the argu-
ment that newer antidepressants would not increase overall costs: ‘‘Tell
me exactly who will save the money so I can ask them to send it back
to me.’’

While some data suggest that restricting access to specialty mental health
care does not adversely affect outcomes, such findings must be interpreted
carefully. Two observations cited by Rosenbaum and Hylan (one old and one
recent) can be used to illustrate this point. The Health Insurance Experiment
found that assignment to a health maintenance organization (HMO) [10] or
to a plan with higher out-of-pocket costs [11] led to significant reductions
in use of mental health services without any significant effect on clinical
outcomes. More recently, evaluations of the impact of carve-out behavioral
health management firms find dramatic reductions in service use without
apparent reductions in indicators of access or quality of care [12, 13]. These
observations should not be interpreted as evidence of excessive or un-
necessary spending on mental health care. Instead, these findings support
a less-than-startling conclusion: reducing access to ineffective or poorly
organized care does not affect care quality or patient outcomes. Because much
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of current treatment provided for depression (or other mental disorders) is
neither well-organized nor evidence-based, it is difficult to demonstrate
negative effects of even the most draconian reductions in levels of service.
While the findings cited above have been used by some to defend restrictions
on mental health treatment, they should be seen instead as arguing for more
organized and evidence-based services.

The data suggesting a greater ‘‘moral hazard’’ or price elasticity for
mental health services (compared to general medical services) [14–16] should
also be interpreted carefully. This finding has often been used to justify
higher copayments, coinsurance, or deductibles for mental health care.
The implicit assumption appears to be that mental health utilization is
more price-sensitive because mental health care is more discretionary. This
interpretation, however, is inconsistent with evidence that the effect of price
increases on use of mental health services is just as great among those with
more severe mental disorders [17, 18]. If we assume instead that mental
health treatment is truly necessary, the finding of greater price sensitivity
could be used to argue for lower cost-sharing for mental health care than for
general medical care.

While it is important to emphasize the potential economic benefits of
improved depression treatment, we must also ask whether treatment of
mental disorders is being judged by a different standard than are other aspects
of health care. The debate over possible ‘‘cost-offset’’ effects of depression
treatment is one illustration of this bias. Reasonable evidence suggests that
effective depression treatment may reduce use of general medical services
[19, 20]. One potential danger in discussing this ‘‘cost-offset’’ effect, however,
is the unintended implication that cost savings are the primary justification
for depression treatment. It does not appear that treatments for other major
health conditions (such as breast cancer, cardiovascular disease, or human
immunodeficiency virus [HIV] infection) are required to pass this test. In fact,
it seems almost absurd to argue that the value of expenditures in a particular
medical specialty area such as gastroenterology or urology depends on cost
savings in other sectors of health care. Unfortunately, resources expended
on mental health treatment are often judged by this criterion alone. While it
is certainly important to demonstrate the economic value of mental health
treatment, we must take care not to reinforce traditional discrimination
against those who suffer from mental disorders.
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6.3
Cost-effectiveness of Treatment for Depression: Methods and Policies

Scott W. Woods1 and C. Bruce Baker1

Rosenbaum and Hylan’s review is impressive for its comprehensiveness
and scope. We make here a few additional points about cost-effectiveness
methods and about antidepressant health policy.

Cost-effectiveness analysis is subject to endless variations in how it is
structured (e.g. whose perspective determines what costs and benefits are
relevant, the utility weights that should be assigned to alternative outcomes),
and these variations in structure heavily influence the final results of the
analysis. These differences in structure explain a large part of the variations
in the results of many of the studies discussed by the authors of the review.
The results of such studies carry relatively little individual meaning and
one can make little rational comparison across studies unless the analytic
structure is made explicit [1].

Decision models are subject to analogous problems. This is illustrated in
the case of decision analytic models on the cost-effectiveness of tricyclic
antidepressants (TCAs) vs. selective serotonin reuptake inhibitors (SSRIs).
As noted by Rosenbaum and Hylan, these models have generally concluded
that newer antidepressants are most cost-effective relative to the TCAs, but
some of them have found that the TCAs are more cost-effective [2–4]. Many
of the decision analytic simulations which concluded that newer antidepres-
sants were more cost-effective [5–8] used a design and assumptions very
similar to those in an early SSRI vs. TCA model [9]. Our group replicated
this model and revised design flaws and key assumptions that drove the
results [2]. Correction of a design flaw and substitution of treatment lengths
recommended by practice guidelines reversed the findings and yielded a
cost-effectiveness advantage in favor of the TCAs.

This reanalysis illustrates the critical effect of varying subtle assumptions
implicit in the model. Taking one simple example, it shows that varying
length of treatment plays a critical role in cost-effectiveness conclusions.
As Rosenbaum and Hylan note, more economic outcome studies of clinical
practice among different antidepressants over periods longer than 1 year are
needed. In general, the longer treatment with antidepressants is continued,
the less cost-effective the newer antidepressants as first line treatment are
likely to be. Longer treatment progressively increases medication acquisition
costs associated with newer antidepressants as time goes on. By contrast,
much of the greater cost of treatment delivery of the older drugs is expended
early in the treatment, in dose titration and side-effect management visits.

1Department of Psychiatry, Yale University School of Medicine, 34 Park Street, New Haven, CT 06519,
USA
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Longer treatment durations progressively dilute this early cost over time.
Most of the studies reviewed utilized unrealistically short time frames
[10]. The two decision analytic simulations which performed analyses
on treatment length [2, 3] both showed cost-effectiveness advantages for
the inexpensive drug as treatment length progressed, and one simulation
utilizing intermediate treatment lengths favored the TCAs [4].

Rosenbaum and Hylan report that numerous retrospective naturalistic
studies indicate that costs consequent to initiating treatment with an SSRI
are equal to or lower than costs following initiation of a TCA. In addition
to the possibility of selection bias due to nonrandom assignment and the
nonmeasurement of clinical outcomes discussed in the review, there is
another potential difficulty with these methods which may be termed a
‘‘cohort effect’’ [10]. By cohort effect we mean that retrospective groups may
not be drawn from practice in identical time frames. Apparent differences
between treatments in cost may in fact be due to or confounded by changing
trends in practice over time (secular trends). During the periods under study,
newer antidepressants were progressively gaining market share, while at
the same time health care organizations were progressively reducing other
expenditures. Thus, a higher proportion of TCA starts may have occurred
early in the study periods, when care was not so firmly managed, and a
higher proportion of newer antidepressant starts may have occurred later
in the study period, when visits and hospitalizations were more carefully
scrutinized. This consideration appears to be germane to early studies of this
type [10], and may be relevant to some of the later studies in the review,
including the one generating the data for Figure 6.3.

Considerations of cost-offset aside, it is clear that the newer antidepressants
would be more cost-effective if their prices were lower. Given the strong
effect of price, it may be important from a health policy viewpoint to consider
how societal mechanisms for determining price influence health outcomes.
Prices charged for the newer antidepressants can vary markedly across
countries, with the average price in European Union countries reported to
be approximately half that in the United States [11].

Similarly, the newer antidepressants will be more cost-effective when
they come off patent protection, assuming therapeutic equivalence of the
generic products. In this context, it may be important from a public policy
viewpoint to consider the influence of patent policy on health outcomes.
Of course, the health of the public in the present must be balanced against
the health of the public in the future. Shortening the duration of patent
protection of new medications may increase access to these medications and
thus improve the public health in the near future, but shortening the duration
of patent protection for new medications could reduce incentive to develop
new medications. On the other hand, it could be argued that relatively long
lengths of patent protection can in some ways diminish incentive to market
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new medications. For example, of the companies currently marketing an SSRI
in the United States, none has brought a newer antidepressant to market
since their SSRI was approved.

The authors point out that identifying the most cost-effective treatment is
not sufficient to make cost-effective care possible. Other necessary conditions
include free redistribution of resources and basing decisions on a universal
perspective of costs and benefits. However, free redistribution and a universal
perspective are most likely to be possible in a unitary health care system
and perhaps a political system with relatively strong central control. We
would note that such systems may limit the variety of current options (e.g. in
medications, in alternative structures for delivering health care) and possibly
the development of future more beneficial options. These benefits can also be
values one may wish to incorporate in ‘‘the greatest health care benefit for a
given population and health care budget.’’ Policy based on cost-effectiveness
analysis needs to consider both the assets and the limitations of pluralistic
and unitary systems.
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6.4
Costs of Treating Depression: Policy Should Be Evidence-based

John Donoghue1

As pressures to contain the costs of health care increase worldwide, Rosen-
baum and Hylan’s paper is a timely review of this poorly understood aspect
of depression.

Depression is characterized as a common and potentially severe illness with
disproportionately high costs [1, 2]. The adverse consequences of depression
on health and social functioning are well known [3], yet the ‘‘pattern of
treatment is incongruous with the magnitude of the disorder and the burdens
it imposes’’. The evidence, overwhelmingly, is of inadequate treatment [4, 5].

Rosenbaum and Hylan’s review focuses inevitably on treatment with
antidepressants. However, despite an extensive literature, consensus on
cost-effectiveness remains elusive. There are fewer data on other treatments.
Findings for psychotherapy are mixed: outcomes improve, but direct medical
costs increase, with no conclusive comparative data with antidepressants.
Data for electroconvulsive therapy are very limited, relating only to the
length of hospital admission.

Methods of conducting health economics research, especially with antide-
pressants, continue to develop. Studies relying on data from controlled
clinical trials — meta-analyses and decision-analytic models — are largely
unreliable [6–9]. Naturalistic studies consistently find that tricyclic antide-
pressants (TCAs) are used suboptimally [4, 5]: such use is unlikely to be
cost-effective. Other naturalistic studies have found that, in comparison,
selective serotonin reuptake inhibitors (SSRIs) are associated with lower total
health care costs [10–12], though these findings may be subject to selection
bias. Methodologically, the most rigorous approach — the prospective ‘‘real
world’’ trial [13, 14] — has been applied once only, with equivocal findings,
probably as a result of inadequate powering coupled with crossover bias.

Generalizability of findings is a major problem. The health care system
in which treatment is delivered can influence outcomes significantly. The
implication is that definitive studies may be required for each different health
care system in which a treatment modality is used.

Despite such problems, Rosenbaum and Hylan’s review makes many
convincing points. Treating depression adequately is likely to increase direct
health care costs. This need not dismay us, as the purpose of health economics
is not to minimize costs, but to maximize value for money [15]. However, if
policy is based on cost-containment, there is little incentive to increase the
effectiveness of treatment. Cost-containment ignores the complexity and

1School of Pharmacy, John Moores University, 4 Wrenfield Grove, Liverpool L17 9QD, UK
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the recurrent and chronic nature of depression and the knowledge that the
social costs of depression are far higher than health costs [1, 2, 16, 17].

Using cheaper antidepressants does not improve cost-effectiveness: initiat-
ing treatment with an SSRI results in direct health care costs equal to or lower
than treatment with a TCA [9–12, 14]. Studies of newer antidepressants are
too few to draw conclusions. The key to improving cost-effectiveness appears
to lie in providing effective treatment in a less expensive setting (i.e. primary
care rather than hospital). This will necessitate improving treatment with
antidepressants, which seems unlikely to be achieved if cost-containment
policies continue to emphasize the primacy of TCAs.

It is not enough for clinicians alone to seek to provide evidence-based
treatment. Policy also needs to follow the weight of evidence that increasing
the intensity of treatment is cost-effective; accepting and even promoting
increased direct health care costs to achieve effective treatment, maximize
health gain, and reduce global costs.
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6.5
Economic Costs and Benefits of Depression Treatment from Naturalistic

Studies
Mingliang Zhang1

Depression is prevalent in the general population, with a 10.3% 1-year
prevalence of unipolar major depression and dysthymia among community
residents ages 15–54 in the United States. In addition, 11.0% of commu-
nity residents who do not meet the strict criteria for either depressive disorder
have substantial depressive symptoms.

Depression is costly, with estimated total economic costs of $43.7bn per
year in 1990 dollars in the United States. Over 70% of these costs are indirect
costs due to mortality and morbidity (disability and lost productivity) [1].
This estimate of total economic costs does not include the costs to family
caregivers, the cost of lost leisure time of depressed individuals, and the
cost of pain and suffering endured by depressed individuals and their
families.

Effective treatment for depression improves function and it also reduces
the associated costs of morbidity such as the cost of absenteeism and the
cost of decreased productivity while at work. In reviewing 10 published
treatment studies of depression, Mintz et al [2] conclude that ‘‘generally,
work outcomes were good when treatment was systematically effective.’’
Broadhead also demonstrates that depression severity is significantly related
to lost work days [3].

We analyzed data collected from a community-based sample of 470
depressed patients in the state of Arkansas, United States. Consistent with the
existing studies, our findings indicated that there was a greater reduction in

1Outcomes Research Department, Worldwide Human Health, Merck & Co., Whitehouse Station, NJ
08889, USA
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lost earnings due to lost work days for individuals who received depression
treatment during a 12-month period, compared to those who did not receive
depression treatment. The reduction in dollar terms was sufficiently large
to offset the costs of depression treatment. Further analysis indicated that
those who received their depression treatment from mental health specialists
had an even greater reduction in lost work days during the 12 months,
compared to those who received their depression treatment from general
medical providers [4]. In determining the economic value of depression treat-
ment, therefore, it is necessary to include the changes in potential savings in
morbidity costs, such as lost earnings.

Clinical studies of depression treatment provide information on efficacy;
however, results from these studies cannot be readily used to guide policy
decisions. Patients in clinical trials are selected according to stringent inclu-
sion and exclusion criteria; therefore, they are not representative of the
general population with the disorder. They are also randomized to exper-
imental and control groups and are not allowed to choose the types of
treatment as they do in reality. Policy decisions usually require information
on effectiveness from naturalistic study designs that reflect the real world.
In naturalistic (or observational) studies, subjects themselves decide whether
and where to seek treatment for depression. These decisions lead to potential
selection bias in comparing clinical and economic outcomes of treatment
versus no treatment, and in comparing clinical and economic outcomes of
different types of treatment. The selection bias needs to be corrected in
research and in forming policy decisions.

The ever rising health care costs in most developed countries necessi-
tate research into cost-containment measures. However, the wisdom of
focusing exclusively on treatment costs in evaluating the overall economic
effects of depression treatment is questionable, because only a small portion
of the total economic cost of depression is treatment costs. Depression
treatment is associated with savings in lost earnings. Unfortunately, commu-
nity studies indicate that only 30–40% of depressed individuals receive
treatment for depression during a 1-year period. To reduce the overall
economic cost of depression to society, a greater proportion of depressed
individuals needs to be treated for the disorder. Therefore, policies should
be designed to encourage depressed individuals to seek depression treat-
ment and to encourage providers, particularly primary care providers,
to detect depression in their practices. Naturalistic studies can be used
to examine the factors that influence a patient’s decision to seek treat-
ment and to seek a particular type of treatment. One such factor is the
economic cost of seeking treatment, which includes out-of-pocket costs for
services, travel costs, and time costs. Naturalistic studies can also be used to
examine the factors that influence a provider’s decision to detect and treat
depression.
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In today’s environment of managed care, cost of treatment for mental health
problems such as depression may become an easy target for cost-containment
policies. However, in forming policy decisions, it is important to take into
account the economic benefits of depression treatment, such as reduced
lost work days and increased productivity. It is important to increase
recognition of depression by the general population and by health care
providers, especially primary care providers who serve as gatekeepers in
managed care, so that more people who need depression treatment will
get it.
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6.6
Compliance: Another Factor in Estimating the Cost of Depression

Russell T. Joffe1

Rosenbaum and Hylan have provided a scholarly, incisive and compre-
hensive review on all aspects of the economics of depressive disorder. The
summary of their paper highlights the facts about the enormous direct and
indirect economic impact that depression has on individuals and society. In
particular, they provide an excellent summary of evidence that improving
the rates of adequate treatment of depression, not only enhances its cost-
effectiveness, but also enhances quality of life and all domains of function,
as well as reducing the burden of suffering both for patients and their
families.

The importance of adequate treatment in the management of depres-
sive illness cannot be overemphasized. Several studies have shown that
adherence to treatment guidelines in administering antidepressant therapy

1Department of Psychiatry, Faculty of Health Sciences, McMaster University, 1200 Main Street West,
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enhanced outcome and improved prognosis [1, 2]. For example, Melfi and
collaborators [1] showed that adherence to treatment guidelines vs. early
discontinuation significantly reduces the probability of relapse or recurrence
in Medicaid in the United States. In their study, continued treatment, even
if it involved switches to alternatives, was vastly superior to early discon-
tinuation. Duration of treatment is an important component of adequate
antidepressant therapy. In addition, the appropriate drugs, depending on
the subtype of depression, at the correct dose are also important features
of adequate therapy [3]. In the administration of antidepressants, selective
serotonin reuptake inhibitors (SSRIs) have some advantage over drugs such
as the tricyclics and also the monoamine oxidase inhibitors. Studies generally
show that the SSRIs are more likely to be prescribed and, when this occurs,
are more likely to be given at adequate doses, although duration of treatment
still tends to be short and generally inadequate with the SSRIs as with the
older classes of antidepressants [4].

There is another important component to adequate treatment which would
impact on the cost-effectiveness of antidepressant therapy and the economic
burden of depression. This issue, mentioned only briefly by Rosenbaum and
Hylan, is compliance with antidepressant therapy. It is estimated that up to
60% of depressed patients will not comply with antidepressant therapy [5, 6].
In general, patients will discontinue treatment of their own accord or take
their antidepressant medication differently from the way it was prescribed
by their treating physician. However, compliance is more than just adher-
ence to medication regimens or the absence of omission or commission
errors in taking medication. It also involves complying with all treatment
advice and attendance at diagnostic and therapeutic appointments [5, 6].
These latter aspects of compliance may be particularly important in psychi-
atric patients. Factors influencing compliance are generally complex and
hard to disentangle, but can be broadly categorized as being doctor, patient
and drug related [5, 6]. Many of the doctor and patient factors relate to
issues of adequate communication, the nature of the doctor–patient rela-
tionship and other interactional factors. As far as other patient issues are
concerned, in general, the diagnosis of depression does not increase the
likelihood of non-compliance, unlike other psychiatric disorders such as
schizophrenia [5, 6]. Drug factors are also important, with increased side-
effect burden a definite risk factor for non-compliance [6]. In this respect,
the SSRIs may have advantages over other antidepressant classes, espe-
cially the tricyclics, although the issue of sexual dysfunction related to
SSRI treatment and the inevitable impact on treatment compliance requires
further study.

If adequacy of treatment has an impact on the cost-effectiveness of treat-
ment of depression, as suggested by Rosenbaum and Hylan, the importance
of compliance cannot be discounted. This is an especially common occurrence
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with complex underpinnings which needs to be included in any models of
the costs of antidepressant treatment and the economic burden of depression.
Compliance issues, occurring in up to 60% of depressed patients, are a major
factor which impact on the identification, diagnosis and especially treatment
of depressive illness and, therefore, on its economic burden. It remains to
be determined how interventions which improve compliance and therefore
improve treatment adequacy may impact on the economics of depression
and the cost-effectiveness of its treatment.
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6.7
Capturing the Cost of Depressive Disorders in the Natural Laboratory of

the Workplace

Daniel J. Conti1

Comprehensive and integrative reviews of research such as Jerrold Rosen-
baum and Timothy Hylan’s substantiate the overall economic impact of
depressive disorders. While the subjective distress and lost opportunities
that the illness brings to its sufferers cannot be adequately measured, quan-
tification of one manifestation of depression is slowly emerging: its cost
with respect to lost productivity in the workplace. These environments,

1First Chicago NBD Corporation, One First National Plaza, Chicago, IL 60617-0006, USA
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in which behavioral output requires measurement for its compensation,
provide a natural laboratory for observing the impact of depression as well
as evaluating the outcomes of employer-sponsored health care plans.

The workplace is slowly awakening to the impact that mental health, and
particularly depression, has on its bottom line. The few employers who track
disability are discovering the impact that depression has in terms of duration
and chronicity. In a study of our corporation’s experience that extended the
observational period of our 1994 paper [1], depressive disorders maintained
their primacy over common chronic medical-surgical disorders such as heart
disease, low back pain, and diabetes in terms of the average length of
disability duration [2]. The likelihood of a return to disability status within
12 months of an initial disability period also remained high relative to the
other disorders.

Also observed in our follow-up study was a steady, year-to-year in-
crease in the number of psychiatric disability events, a category dominated
by depressive disorders. Between 1989 and 1996, these diagnoses rose from
the sixth leading cause of a disability event to the third leading cause
(excluding pregnancy and childbirth). In terms of the total number of
disability days, psychiatric disabilities ranked fourth in 1989, and second
in 1996.

The long disability durations produced by depressive disorders are due,
in part, to the nature of the disorder itself. Certainly, efficacy of treat-
ment is also a major contributory factor. With regard to the former,
the illness leaves its sufferer depleted of a key quality for successful
occupational functioning: initiative. Returning depressed employees to
work involves overcoming powerful forces of inertia and rekindling the
drive for achievement. Add to this the depressed employee’s negative
self-attributions and the considerable stigma that still surrounds psychi-
atric illness, and the return to work situation becomes, on average, far
more complex than the common medical-surgical disability situation. With
regard to the amount and type of treatment given to those disabled
by depression, Rosenbaum and Hylan’s review documents the advance-
ments and efficacy in pharmacotherapy and psychotherapy. But, given
the complicated nature of depressive disorder in a disability situation,
the need for enhanced psychosocial interventions seems undeniable. Our
anecdotal research on disability management has shown that less than
15% of employees disabled by depression are receiving any treatment
modality other than once-per-week outpatient sessions (including medica-
tion management visits); the same level of treatment for psychiatric disorders
producing minimal impairment. Furthermore, comparisons of the lengths
of psychiatric disability durations for our employees in different managed
behavioral health care organizations (MBHO) revealed significant differ-
ences in disability duration which seem to correlate with differences in their
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treatment protocol. The MBHO that made use of a partial hospital program
for psychiatrically disabled employees returned those employees back to the
workplace more than 2 weeks earlier than another MBHO that made use of
the common managed care approach of no more than one outpatient visit
per week.

The increasing frequency of disability resulting from depressive disor-
ders observed in our workplace is congruent with predictions made by
global epidemiological studies [3]. The fact that depression is becoming
a predominant occupational health issue at the beginning of the new
millennium coincides with the changing nature of work. The workplace
which was once dominated by a manufacturing environment has been
replaced by an information management environment in which ‘‘knowledge
workers’’ who provide efficient customer service hold the key to a company’s
success. Given the fact that depression can disrupt job-essential cognitive
processes (e.g. slowed thinking, poor judgement, high distractibility, etc.)
and negatively affect social interaction (e.g. decreased frustration toler-
ance, social withdrawal, increased irritability, etc.), depression’s intersection
with the ‘‘new’’ workplace authentically cripples occupational functioning.
In the previous manufacturing environment, musculoskeletal problems
produced a similar negative impact with workers who depended on phys-
ical strength, manual dexterity, and repetitive actions to carry out their
job duties.

As the awareness of lost productivity due to depression increases, emplo-
yer-sponsored insurance plans will come to be evaluated in terms of their
cost-offset for not only direct costs but also indirect costs. Workplaces again
provide a unique laboratory for this evaluation as tangible productivity
variables can be linked to differences in plan design. Studies of this type will
require workplaces to establish health data warehouses [4] where health and
productivity data can be linked under the proper confidentiality and security
maintenance. At this time, there seems no better situation in which to examine
and quantify the relationship of direct to indirect costs of depression, and
other illnesses, than the natural laboratory of the workplace.
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6.8
Depression Management: No Longer At All Costs

Gordon Parker1

Economics are the new religious core of public policy. [1]

For centuries, as Porter [2] recently observed, ‘‘medicine was impotent’’,
performing its tasks with meager success. Now, argues Porter, with ‘‘mission
accomplished’’, medicine deals with the legacy of its triumphs — inflated,
unlimited and unfulfillable public expectations. Once psychiatry was also
relatively impotent, offering little beyond non-specific therapeutic ingredi-
ents. It could plead ‘‘special case’’ status — that its compassionate approach
to mental illness demonstrated the best test of a society: how it cared for
those unable to articulate their own needs.

Psychiatry’s remedicalization, the development of effective psychophar-
macological treatments, and the demonstration of extensive psychiatric
morbidity in general communities, required psychiatry to join with other
medical disciplines in arguing for its place in the cost-benefit sun.

The Global Burden of Disease report [3] stirred health planners by demon-
strating the extraordinary disability effected by depression, both currently
and projected. It indirectly encouraged practitioners to move beyond an
insular clinician argument (e.g. ‘‘My job is to do what is best for my
patients, irrespective of cost’’) to a more integrated and population-weighted
perspective. Economic parameters became more salient.

While some early economic analyses appeared ‘‘creative’’ in invari-
ably ‘‘proving’’ the cost advantages of the particular new antidepressant
under study, greater sophistication is now evident in study designs — as
detailed in Jerrold Rosenbaum and Timothy Hylan’s excellent review.
Naturalistic studies undertaken in facilities such as Health Maintenance
Organizations, where costs can be drilled down to fine detail and where
efficiency is the Zeitgeist, have been particularly informative. Importantly,
such studies have generally supported the newer antidepressants, while
independence of many of these studies from the pharmaceutical compa-
nies has reassured us that designs have moved beyond company marketing
departments.

Recent studies have produced some positive results for psychiatry — in
giving some indications about those services and educational models that
are likely to be effective or ineffective. Conclusions are no longer simple.
For instance, improving the quality of depression treatment may be cost-
effective — but total costs are likely to increase. Rosenbaum and Hylan
provide many such examples of the complexities involved.

1School of Psychiatry, University of New South Wales, High Street, Randwick 2031, Sydney, Australia
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Now economic issues are one integral — but not necessarily domi-
nant — part of any strategic analysis for health care reform. For instance,
Katon et al [4] have considered effective disease-management strategies to
decrease the prevalence of major depression by mounting a population-
based approach, and provide a model melding divergent innovation and
convergent application.

The current review, like most individual studies, treats ‘‘depression’’ as
an entity. We are encouraged to consider costs as emerging from depres-
sion per se. Such an Axis I preoccupation is unnecessarily and unwisely
restrictive. Let me illustrate with a parallel issue. Most studies of subsyn-
dromal depression have indicated its association with greater disability than
demonstrated for major depression. Those with a subsyndromal depression
may, however, be more likely to have a personality or life style both driving
depressive symptoms and disability — and driving ‘‘economic costs’’ which
may not then be most fairly costed to ‘‘depression’’. That is, in any costing
exercise, there is wisdom in segregating the impact of ‘‘depression’’ from
the ‘‘white noise’’ of an unhappy life, temperament style and other relevant
factors.

Rosenbaum and Hylan make the important point that published mental
health economic studies may not hold up in, or be relevant to, countries with
differing health care systems. In many regions, decisions about antidepres-
sant medications are made entirely on the basis of cost, with such decisions
influencing both types of antidepressant interventions and treatment length.
An antidepressant for one day may be more costly than a day in hospital.
The capacity to even debate ‘‘adequate treatment’’ is then a luxury restricted
to a minority of regions.

The ‘‘cost’’ of depression is not only economic — there is a personal ‘‘cost’’.
At our Mood Disorders Unit, we are currently analyzing ‘‘costs’’ in patients
referred with persistent and treatment-resistant depressive disorders. The
percentages of patients recording costs as ‘‘severe’’, ‘‘extreme’’ or ‘‘catas-
trophic’’ were: 10% for direct financial costs; 28% for indirect financial costs
such as loss of income; 27% for social costs such as loss of friends; 38%
for relationship costs and 57% for ‘‘personal costs’’ such as loss of self-
esteem and lowered confidence. That is, having a depressive episode is also
‘‘depressing’’, whether due to the illness itself, associated stigma or other
factors, and this personal cost appears to be of greater magnitude than direct,
and many indirect costs.

In a climate of economic rationalism, there would be major risks in having
health managers ‘‘own’’ the economic analyses, with the risk being their
capacity to ‘‘know the price of everything and the value of nothing’’. There
is wisdom in health professionals designing, undertaking and interpreting
such studies, as clearly demonstrated in the accompanying review.
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6.9
Limitations to Cost Assessments of Depressive Disorders

Yvon D. Lapierre1

The extensive review of the costs of depressive disorders by Rosenbaum and
Hylan provides an excellent point of reference on the economics of these
illnesses. The burden of depression is becoming increasingly recognized
in the industrialized world because of the high costs of health care and
the negative impact that the disorder has on productivity. This is all the
more important when one considers that the World Health Organization
projects an increase in the incidence of depression as our societies evolve [1].
Historically, the assessment of costs has generally focused on the costs of
direct intervention, be it by medication or by health care professionals, with
or without additional institutional costs. Recently, a broadening of the cost
base has occurred to include indirect costs which are, for all intents and
purposes, astronomical.

An analysis of the indirect costs of depressive disorders is necessary to
bring them into perspective. Unfortunately, these ‘‘soft’’ costs are susceptible
to great variations in quantification. Consumer or patient assessments will
inevitably differ from those of providers of care, as will these from the views
of the payers of care or compensation. Though these three perspectives might
possibly converge on objective reality, comprehensive studies of this type
remain in the realm of utopia.

The apportionment of the costs is also subject to bias. Loss of income is
often viewed as a major component of indirect costs, but is this a loss to
the individual? A loss of productivity to society? Or a cost of compensation
benefits? Moreover, an inability to work, resulting in job loss, has a different

1Institute of Mental Health Research, Royal Ottawa Hospital, 1145 Carling Avenue, Ottawa, Ontario
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impact in a fully employed society than in a society with a high rate of
unemployment in an easily replaceable position. The loss of income is also
subject to a number of variables alluded to in the chapter by Rosenbaum
and Hylan. These include the incentives creating a necessity to return to
work, which may vary depending on the social network available. Should
there be a supportive network, the pressure to return to the former level of
productivity may be less than in a society where the individual is forced into
self-sufficiency.

A recently generally accepted variable in the measurement of indirect
costs is the impact of a disorder on quality of life, which has been refined to
quality of life years in many analyses. Quality of life is, however, extremely
difficult to quantify because of its mixed subjective and objective components.
The baseline assessment of quality of life may vary extensively between
individuals, between conditions, and between societal groups.

Comorbidity issues are more complex than they might appear at first sight.
Cost assessments must differentiate between comorbidity in the etiology and
comorbidity resulting from or associated with depression. Evaluating the
latter is, however, fraught with difficulties and is often highly dependent
on the duration of the illness. Whether the comorbid condition antecedes
depression or follows its onset, the outcome necessarily compounds the
severity, duration, and cost of the depressive disorder.

Most economic systems operate on item budgets. The cost of drugs, the
cost of provider services, institutional costs, other social benefits, and loss of
productivity are all budgeted individually. The result is that often savings
in one area lead to increased costs in the others. For example, the shifting
of mental health costs to forensic or correctional costs is well documented.
Unless these financing systems can be integrated, the true costs of depression
will remain inadequately assessed.

Nonetheless, from the review of the studies addressing the cost of depres-
sive disorders and their treatment, some conclusions can be drawn without
hesitation. First, the costs of these disorders are progressively increasing in
their impact on developed and developing societies. Second, the conclusions
derived from nearly all studies on treatment costs indicate that the most
expensive treatment is that which does not prevent relapse. It remains clear
that the most significant cost of depression is a relapse into depression. Any
manoeuvre or procedure that prevents this relapse will inevitably be the
least expensive.
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6.10
Understanding the Economic Implications of Depression

J.A. Henry1

Depressive disorders produce a heavy economic burden at the personal,
family and societal levels. This burden can be reduced considerably by cost-
effective interventions. While suffering from depression, the individual’s
working capacity is considerably impaired, and depression causes more
disability than any other mental disorder. One international multicentre
study showed that mental disorders (depression being near the top of the
list) were more strongly correlated with disability than common phys-
ical illnesses such as diabetes mellitus and hypertension in primary care
settings [1]. It is thus quite clear that depressive illness is a high health
management priority. However, all health care interventions have major cost
implications.

Some years ago I was co-author of a publication in which we said ‘‘The
relatively low cost of many of the older drugs might be considered a benefit.
However, most people agree that cost should only be used as a basis for
choosing between drugs once it has been decided that there is no difference
between them in terms of risks and benefits’’ [2]. It is quite clear that although
this consideration should hold in an ideal world, it is no longer acceptable.
The pressures imposed by economic constraints mean that any risk-benefit
analysis of drugs must take into account the cost that people are prepared
to pay.

Over the last 10 years, our understanding of the financial implications
of disease has advanced rapidly under the stimulus of budgetary limita-
tions, and Jerrold Rosenbaum and Timothy Hylan have provided us with
an impressive and up-to-date review of the cost implications of depres-
sive illness. The most important factors have been the limited financial
resources of health care providers, whether nationally based or private
sector, and the increasing costs of drug treatment which became especially
apparent of the selective serotonin reuptake inhibitors. These drugs initially
had such a high price that health care providers were tempted to intro-
duce a blacklist. Now, although they still cost considerably more than the
tricyclic drugs, their price has come down steeply, but more importantly
there has been a gradual change of opinion so that their additional cost
has come to be regarded as justifiable by prescribers. This is in no small
measure due to the influence of peer-reviewed publications in the medical
literature.

1Academic Department of Accident and Emergency Medicine, Imperial College School of Medicine, St
Mary’s Hospital, London W2 1NY, UK
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The debate about costs was initially fuelled by a landmark publication by
Stoudemire et al in 1986 [3], which estimated the direct and indirect costs of
depressive illness in the United States of America. It was this article which
made the medical profession aware of the enormous burden of indirect costs
which are a consequence of depressive illness. Indirect costs are borne by the
individual and by society at large, but not by the health care system, and they
therefore tend to be disregarded. Nevertheless the indirect costs are about
seven-fold greater than the direct costs and so the overall costs of depressive
illness alone could run into £2bn per year in the United Kingdom and
$15bn in the United States. These figures represent a significant proportion
of the gross national product for these countries, and since the treatment
of depression can be highly successful, with 65–85% of cases responding to
currently available medications, the cost implications of effective treatment
are enormous.

The most immediate cost is the direct cost of the medication provided, and
because it is so easily quantifiable this has become the biggest consideration
by health care providers, who bear no responsibility for indirect costs. Rosen-
baum and Hylan make it clear that short-term expenditures on treatment, if
successful, would cut down the most expensive costs of depressive illness:
absenteeism and low productivity in the workplace. This means that in the
long run pharmacotherapy of depression is cost-effective. It is worthy of note
that some national and local guidelines have now started to take indirect costs
into account, and this is a major victory for commonsense. The Gotland study
has shown that suicide prevention programmes, partly through prevention of
suicide, but probably more importantly through reducing morbidity, could
be cost-effective, even though they appear labour intensive [4].

We have moved a long way in our understanding of the costs of depressive
illness. There is still much work to be done in assessing the impact of
depression on quality of life and thereby influencing cost decision making
even more deeply. However, the process is underway, and the next few years
will deepen the rationale for cost decisions in the treatment of depressive
illness.
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6.11
The Burden of Depression and the Importance of Educational

Programmes

Lars von Knorring1

The economic burden of depressive disorders ranks second only to ischaemic
heart disease [1, 2]. However, self-inflicted injuries, alcohol abuse and some
road traffic accidents are related to depressive disorders [3]. As these condi-
tions are reported separately, the true burden is comparable to that of
ischaemic heart disease.

Furthermore, it is often accepted that the intangible burdens are not
measurable. However, some effects are possible to measure [3]. For example,
22% of the close relatives of patients involuntarily committed due to suicidal
ideas had not been able to leave the patient during the month preceding
the commitment and 17% had to abstain from work [3]. The losses in
productivity are measurable in monetary terms, although the pain and
suffering are not.

The costs are predominantly indirect, including the number of working
years lost. Thus, age of onset of depressive disorders is of great importance.
The age of onset seems to be decreasing, and the majority of bipolar patients
have their first episode before the age of 18 [3, 4].

When all the 16 year olds in Uppsala, Sweden, were screened [4], 4.9% of
the girls and 1.3% of the boys had a major depression; 14.2% of the girls and
4.8% of the boys had moderate depressive disorders. Furthermore, 7.4% of
the girls and 2.4% of the boys had made an attempted suicide bid before
the age of 16. Such a high prevalence of depressive disorders in adolescents
will greatly influence the economic calculations concerning expected years
of productive life.

Furthermore, the adolescents also had a high comorbidity with other
psychic and somatic disorders, for example, panic disorder (6.5%), obsessive-
compulsive disorder (27.4%), simple phobias (33.8%), eating disorder (4.3%)
and conduct disorder (24.2%) [4]. Such a high comorbidity rate might result
in considerable direct and indirect costs for society.

As demonstrated by DEPRES (Depression Patient Research in European
Society) [5], a minority of the depressed patients will receive adequate
diagnosis and treatment. Out of 100 depressed, 31 are lost without coming
into contact with the health care system and 51 because they are not correctly
diagnosed and treated. Thus, the most obvious results should come if the
awareness of depressive disorders was increased in society and the health
care personnel were better educated.

1Department of Neuroscience, Psychiatry, Uppsala University, University Hospital, SE-751 85 Uppsala,
Sweden
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The Defeat Depression Campaign in England [6] resulted in significant
positive changes in the attitudes to depression. For example, the number
of subjects who believe that depression is a medical condition like other
illnesses increased from 73% to 81%.

The Gotland project is often referred to as a suicide prevention programme.
However, the main emphasis was on the recognition, diagnosis and treatment
of depression [7, 8]. Apart from the decrease in suicides, an increased knowl-
edge about diagnosis and treatment of depressive disorders, a decreased
number of referrals to psychiatry, decreased sick-leave due to depression,
decreased prescriptions of sedatives and major tranquillisers and increased
prescriptions of antidepressants were reported.

In the cost-benefit analysis [7], it was demonstrated that the programme
was highly cost-effective, including when the effects on the suicide rate were
omitted.

The results are considerably strengthened by the Hungarian experience [9].
A correlation was found between the rates of working physicians and diag-
nosed depression, and both showed a negative correlation with the suicide
rate. Furthermore, when the reported and treated depressions increased
193%, the suicide rate decreased 19%.

In line with the DEPRES data and experiences from England, Sweden
and Hungary, the World Health Organization (WHO) [2] has proposed the
following strategies: (1) individuals’ and communities’ ability to recognize
problems can be developed by means of information; (2) health personnel
and other caregivers need to be better educated.

It is emphasized that a systematic training programme such as the Gotland
study can have a major impact on the suicide rate.

REFERENCES

1. Murray C.J., Lopez A.D. (1996) The Global Burden of Disease, World Health Orga-
nization, Geneva.

2. World Health Organization (1998) Health 21 — the Health for All Policy for the WHO
European Region — 21 Targets for the 21st Century (EUR/RC4810), World Health
Organization, Geneva.

3. von Knorring L., Bingefors K., Ekselius L., von Knorring A.-L., Olsson G. (1999)
Cost-effectiveness in the prevention of suicide. In Manage or Perish? The Chal-
lenges of Managed Mental Health Care in Europe (Eds J. Guimon, N. Sartorius),
pp. 295–309, Plenum Press, New York.

4. Olsson G. (1998) Adolescent Depression. Epidemiology, Nosology, Life Stress, and Social
Network, Doctoral Dissertation from the Faculty of Medicine, No. 770, University
Library, Uppsala.

5. Lepine J.P., Gastpar M., Mendlewicz J., Tylee A. (1997) Depression in the commu-
nity: the first pan-European study DEPRES (Depression Research in European
Society). Int. Clin. Psychopharmacol., 12: 19–29.

6. Paykel E.S., Hart D., Priest G. (1998) Changes in public attitudes to depression
during the Defeat Depression Campaign. Br. J. Psychiatry, 173: 519–522.



476 DEPRESSIVE DISORDERS

7. Rutz W., Carlsson P., von Knorring L., Wålinder J. (1992) Cost-benefit analysis of
an educational program for general practitioners by the Swedish Committee for
the Prevention and Treatment of Depression. Acta Psychiatr. Scand., 85: 457–464.
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6.12
Therapy of Depression Means Less Cost Than What is Otherwise Lost

Zoltan Rihmer1

Rosenbaum and Hylan’s comprehensive review on the costs of depressive
disorders clearly shows that they cause a great economic burden, and that
the cost of the diagnosis and treatment of depression (direct cost) is much
lower than the negative financial consequences caused by depressions which
are not treated or are undertreated (indirect cost). Moreover, the expenditure
on drugs in the treatment of depression represents only 10–20% of the total
direct cost. The reviewed literature also suggests that patients who initiate
treatment with ‘‘expensive’’ selective serotonin reuptake inhibitors (SSRIs)
have total direct and indirect health care costs equal to or lower than those
of patients who initiate therapy on the ‘‘cheap’’ tricyclic antidepressants
(TCAs). The advantage of SSRIs in the first line treatment of depression was
supported by a recent study [1], showing that in general practice TCAs were
very frequently prescribed in subtherapeutical dose (71%), while the same
figure for SSRIs was only 13%.

While it is quite easy to list and count the direct costs of depression, the
estimation of indirect costs is more difficult, since there are numerous hidden
and intangible burdens — also mentioned tangentially in Rosenbaum and
Hylan’s review — rendering the loss resulting from depression higher than
could be demonstrated in conventional studies. Increased cardiovascular
morbidity/mortality, as well as the high prevalence of family breakdown,
also belong to the most frequent hidden or intangible burdens of depres-
sion [2, 3].

There is a strong association between depression and cardiovascular
disorders [4], that is depression is a risk factor for cardiovascular morbidity
and it makes the prognosis of cardiac illness worse, increases mortality,

1National Institute for Psychiatry and Neurology, H-1281 Budapest 27, Pf. 1, Hungary
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prolongs the days of disability and reduces the success of rehabilitation [4].
We investigated the psychiatric (co)morbidity of 164 consecutive patients
at the Outpatient Department of Cardiology, Teaching Hospital, Semmel-
weis Medical University, Budapest. We found that 160 of them (98%) had
had at least one diagnosis of cardiovascular disorder and 27 of these 160
patients (17%) had met the DSM-III-R criteria for current major depres-
sion or dysthymic disorder. Only 6 out of these 27 comorbid patients were
diagnosed previously as depressed, and the majority of them (19/27 D 70%)
had never been seen by a psychiatrist [5]. Given the significant and very
complex relationship between cigarette smoking, depression, cardiovascular
disorders and premature death [4, 6], the hidden and intangible burdens of
depression-related smoking may also become the subject of further research.
On the other hand, more attention should be paid to the costs of depression-
related alcoholism and to the economic aspects of mania/hypomania.

The fairly high rate of divorce among depressives as well as the high
prevalence of depression and bipolar disorder in the population [3, 7],
particularly among suicide victims [8], are reflected in our previous finding
of a significant positive association between suicide rates and divorce rates
across the regions of Hungary and the USA, that is, the higher the suicide
rate of the region, the higher the divorce rate [9].

Rosenbaum and Hylan point out that shifting the treatment of depres-
sion from secondary care to general practice is cost-effective only if it is
accompanied by improvement of the quality of the treatment. The Gotland
study — also mentioned in their review — may be a good example of this.
The finding that the rate of depressive suicides among all suicides decreased
significantly after the depression training programme of Gotlandian general
practitioners (GPs), strongly indicates that the marked decline in suicide
mortality as well as other favourable (and cost-saving) changes after the
education were a direct result of the considerable decrease in depressive
suicides [10]. Therefore, the scepticism about the role of GPs in suicide
prevention [11] is appropriate only if GPs are not supported by health care
professionals in this sort of activity.

Psychiatrists should also cooperate with health care authorities, and the
most important thing they can tell health care resource decision-makers
today is that early detection and adequate treatment of depression results in
much lower cost than what is otherwise lost.
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6.13
Economic Aspects of Depression: the Experience of Developing Countries

R. Srinivasa Murthy1

Depression as a priority mental health problem has been the focus of attention
of mental health professionals in developing countries in the last two decades.
Until the publication of the World Health Organization (WHO) Expert
Committee Report on Organisation of Mental Health Services in Developing
Countries in 1975 [1], most of the care was in the institutional sphere.

A major breakthrough occurred with the WHO project ‘‘Strategies for
Extending Mental Health Care’’, which presented data on mental disorders
in primary care and demonstrated the feasibility of integrating mental health
with primary health care. It is significant to note that in the seven developing
countries which participated in this study there was a high prevalence of
depression which was the most common mental disorder in primary care
[2]. Subsequently, the WHO study on prevalence of psychiatric problems in
general health care (PPGHC) confirmed this finding. In addition the study
provided data relating to the disability as well as the burden of depression
in primary care [3].

1National Institute of Mental Health, Department of Psychiatry and Neuroscience, Post Bag 2900,
Bangalore, 56002-9, India
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In a study conducted in the second half of 1998, which was a collaborative
effort of the Institute of Psychiatry, London, the National Institute of Mental
Health and Neuroscience, Bangalore, India, and the Institute of Psychiatry,
Rawalpindi, Pakistan, an attempt was made to look at the economic aspects
of common mental disorders of which the depressions formed the main
group. This study involved 120 patients from Bangalore, India; 133 patients
from Rawalpindi, Pakistan, were identified at the level of the community. It
was found that the broad group of depressions, including mild, moderate
and severe depressive episode and dysthymia, accounted for more than
70% of the patients seen in the community. It was also noted that females
were predominant in the patient group. An important finding was that the
majority of this group of people were not receiving any care at the time of
initial follow-up and all those who had received any care were receiving
it mainly from the local health facility. The direct and indirect costs were
found to be significant in terms of cost of taking treatment as well as the
burden on the caregivers and other related factors. Patients with depression
reported at the baseline that in about 2 days in a month they were unable to
carry out activities and in about one day they were required to spend time
in bed due to illness. At the 3-month follow-up it was noted that ‘‘alerting
members of the local population to their mental health care needs (and, in
the case of Sakalwara, also training primary care workers in mental health
care) is not only associated with clear improvements in the outcome domains
of depression, disability and quality of life, but also reduces the economic
burden of mental disorder’’. The study concluded that it is possible to carry
out economic analyses of mental health care in low income countries. There
is a large unmet need in the community. The common disorders form a
significant burden on the individuals and community. The major approach
to providing care has to be at the local level and should emphasize integrating
mental health care with primary health care.

It is important for mental health professionals not only to focus on the
individual clinical issues, but also to take up the larger issues of unmet
needs, the burden of depression, and the economic aspects of unmet needs
as well as the cost-effectiveness of interventions [4]. Reviewing the literature
from India, it is seen that there are no papers on long-term treatment of
depression, as all the studies have limited themselves to the 4–6 weeks of
the clinical drug trial, most often undertaken for purposes of registration
prior to marketing. There have also been no systematic studies relating to
the role of treatment of depression in suicide prevention and the comparison
of nonpharmacological methods of treatment with drug treatment. The
advent of selective serotonin reuptake inhibitors (SSRIs) is recent and their
effectiveness as compared to traditional antidepressants is yet to be examined.
The systematic studies of Western countries offer approaches to plan similar
evaluative studies.
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