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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
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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,
attractattention 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. Stefanis! and Nicholas C. Stefanis?

University 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. Edited by Mario Maj and Norman Sartorius.
© 1999 John Wiley & Sons Ltd.



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, anumber 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 anumber 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 sc).
However, it was Hippocrates (460—370 sc) 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-1V 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
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TABLE11 Depressive disorders in ICD-10 and DSM-IV

ICD-10 DSM-1V (ICD-9-CM)
F32 Depressive episode (single) 296.2x Major depressive disorder,
single episode
F320  Mild depressive episode
.00 Without somatic syndrome
.01 With somatic syndrome With melancholic features
F321  Moderate depressive episode
.10 Without somatic syndrome
.11 With somatic syndrome With melancholic features
F32.2  Severe depressive episode
without psychotic
symptoms
F323  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
F334  Recurrent depressive disorder,
currently in remission
F33.8  Other recurrent depressive With catatonic/atypical
disorders features
F339  Recurrent depressive disorder, .30 Unspecified
unspecified
F34 Persistent mood (affective) disorders
F340  Cyclothymia 301.13 Cyclothymic disorder
F341  Dysthymia 3004 Dysthymic disorder
F348  Other persistent mood (affective) 3004 Dysthymic disorder with
disorders atypical features
F349  Persistent mood (affective)
disorder, unspecified

continues overleaf
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TABLE1.1 (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 See Appendix B: Recurrent
disorder 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 Table1.1, 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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TABLE1.2 Depressive episode according to ICD-10

General criteria

o The depressive episode should last for at least 2 weeks

¢ No hypomanic or manic symptoms sufficient to meet the criteria for hypomanic
or manic episode at any time in the individual’s life

e Not attributable to psychoactive substance use or to any organic mental disorder

Typical symptoms

e 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

o Loss of interest or pleasure in activities that are normally pleasurable

e Decreased energy or increased fatigability

Additional symptoms

o Loss of confidence or self-esteem

¢ Unreasonable feelings of self-reproach or excessive and inappropriate guilt

o Recurrent thoughts of death or suicide, or any suicidal behavior

o Complaints or evidence of diminished ability to think or concentrate, such as
indecisiveness or vacillation

Bleak and pessimistic views of the future

Sleep disturbance of any type

e 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.

Thereis no one single pathognomonic symptom thatin 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-1V 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 deptession 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-g-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].



14 DEPRESSIVE DISORDERS

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



DIAGNOSIS OF DEPRESSIVE DISORDERS: A REVIEW 15

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. Asa
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].

TABLE1.3 Dysthymia according to ICD-10

Criteria

e At least 2 years of constant or constantly recurring depressed mood

e Intervening periods of normal mood rarely last for longer than a few weeks; no
episodes of hypomania

o 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

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

Symptoms

Reduced energy or activity

Insomnia

Loss of self-confidence and feelings of inadequacy

Difficulty in concentrating

Frequent tearfulness

Loss of interest in or enjoyment of sex and other pleasurable activities
Feeling of hopelessness or despair

A perceived inability to cope with the routine responsibilities of everyday life
Pessimism about the future or brooding over the past

Social withdrawal

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 2years 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
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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.



20 DEPRESSIVE DISORDERS

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-1V, 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
isanintegral 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 hasbeen 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 tobe
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 theintense 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.



28 DEPRESSIVE DISORDERS

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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TABLE14 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. Ifcomplaints 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. 1If 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 symptomsinitially 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-INIR) 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 inbehavior that the
patient may notbe 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-Asberg 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
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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 tobe 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

11
Much Diversity, Many Categories, No Entities

Robert E. Kendell!

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
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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 Angst!

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
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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 Pichot!

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). Inboth 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.

14
Flaws of Current Diagnosis of Depression

Herman M. van Praag!

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
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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 IT 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
rubricand (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 AxisI 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.

The addition of a third (so-called functional) tier to the diagnostic process.

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.

o

Thus, research psychopathologists can expect a demanding but fascinating
task in the next century.
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1.5
Approaches to Diagnosing Depression, and the Reciprocal
Relationship to Depression Research

Robert J. Boland! and Martin B. Keller!

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.
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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 Coryell!

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
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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. Akiskal!

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
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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,
butalsoin 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. Mezzich! and Miguel R. Jorge?

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
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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 Zisook!

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
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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. Yip! and Dominic T.S. Lee?

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
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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 that40% 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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111
Self-rating Depression Scales: Some Methodological Issues

Toshinori Kitamura!

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 importantbut 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 Okasha!

The proper diagnosis of depression is of paramount importance, not

only because of the high prevalence of this condition in different patient
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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. Itis predicted thatin 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
psychiatricand 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. Chaturvedi?

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.”
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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 Ojeda!

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.
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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.

Currentdiagnostic 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 donot 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].

REFERENCES

1. Féabregas H. (1996) Cultural and historical foundations of psychiatric diagnosis.
In Culture and Psychiatric Diagnosis (Eds J.E. Mezzich, A. Kleinman, H. F4bregas,
D.L. Parrén), pp. 3—14, American Psychiatric Press, Washington, DC.

2. Otero Ojeda A.A. (1997) Prevenci6én secundaria de la depresién (diagnéstico
precoz). In Nuevas Aportaciones sobre la Depresién (Ed. F. Alonso-Fern4ndez),
pp- 95-108, Edikamed, Barcelona.

3. Alonso-Ferndndez F. (1995) CET-DE, Cuestionario Estructural Tetradimensional para
la Depresién, Tea, Madrid.

115
The Identification of Diagnostic Subtypes of Depressive Disorders

Nikolai Kornetov!

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.
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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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Pharmacological Treatment of
Depressive Disorders: A Review

Per Bech
Frederiksborg General Hospital, Hillerad, 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

Depressive Disorders. Edited by Mario Maj and Norman Sartorius.
© 1999 John Wiley & Sons Ltd.
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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 MAOIL 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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TABLE2.1 Classification of antidepressants by mode of action

Monoamine-oxidase inhibitors (MAOIs) Original Most used
Unselective MAOIs Iproniazid Phenelzine
Selective reversible inhibitors of Isoniazid Moclobemide
monoamine-oxidase type A (RIMA)
Monoamine reuptake inhibitors Unselective Selective
More serotonin than noradrenaline Clomipramine Venlafaxine
More noradrenaline than serotonin Imipramine Desipramine
Amitriptyline Nortriptyline
Selective serotonin reuptake inhibitors Citalopram
(SSRIs) Fluoxetine
Fluvoxamine
Paroxetine
Sertraline
Selective noradrenaline reuptake inhibitors Reboxetine
(NARIs)
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 MAQI 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 (SHT-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 SHT-2A antagonist and a weak SHT-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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TABLE2.2 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]) *Depression factor
(HAM-D-6)
Lack of vitality Psychomotor retardation Retardation*
Fatigue or loss of energy Somatic feelings, general*
Diminished ability to
concentrate
Decreased social ability Diminished interestinsocial =~ Work and interests*
activity
Anxiety Psychomotor agitation Anxiety, psychic*
Anxiety, somatic
Psychomotor agitation
Depressive affect Depressed mood Depressed mood*
Feelings of worthlessness or Guilt feelings*
guilt
Suicide ideas or plans Suicidal impulses
Somatic or vegetative Insomnia Insomnia (initial, middle,
symptoms late)

Decreased appetite, weight
loss

Decreased appetite,
weight loss

Hypochondriasis, sexual
disturbances, loss of

insight

TABLE2.3 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, aresponse 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,

Full remission
Normality (100%) n Recovery
‘. 47 @2
g Relapse 8
2 Response (50%) - 12
g Symptoms g
§ —418 &
2 | Major Early improvement (25%) é
=]
£ | depression 24 %
1 1 1 A\
02 4628 52
Woeeks of Weeks of
short-term medium-term
therapy therapy

FIGURE2.1 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



DEPRESSIVE DISORDERS

"SPeqmeIp [er30[0poaW J0feuT YHIM [eHL,

{¥s] 0861
‘v 1 UG
[es] 8461
‘v 13 uaddo)
[zsl vL61 [os]
‘v 33 UewIdD preuoa] pue Luen)
ASG] ¥861 J[FV] €261 [16] 8861 16¥] G961
‘W 32 us[) ‘Iv 32 weypury ‘v 12 Phed ‘stae( pue saoy (Arep Sw
douadns d0uadns doriadns douadns 00€—-0ST @sop) aunAidinury
[87] €661
‘v 13 yuely
[£zv] T661
‘v 32 333dny[
[9%] 0661 A¥¥] €261 [z€] 0461 ‘133304
‘v 33 ey ‘1v 12 wreypurN 101adns jou [9€] 5961 DA
[s¥] €261 [ev] 2961 [cv] 6561 [1%] 0961
‘Iv 12 waLg ‘prig pue 1o8eag Yoy pue reg ‘Iv 32 Suruusy (Ayrep
Aouadns douadns 10uadns douadns Swr (og-0g1 @sop) sururerdnuy
(SVO.L) sioquyus avidnas autuvouoy
[o7] [6€] 6861 [s€] [9€]
1661 ‘Iv fauoswIqoy ‘v 12 58103103 6£61 ‘1Aed G961 ‘AN (Arep
Aouadns doradns doriadns douadns jou 8w g6—Gp 3sop) surzpEuRYJ
(SIOVIN)
S40J1qIY U1 ISUPIXO JUIUDOUOIAT
sjueneding syuaneduy
s\quowr Hg< sipuowt 71>
un)-8uo] ULId}-WIIPS]AL WLIS}-HOYS spuessazdapnue Jo sasserD)

98

uorssardap 1ofewr ur 0gade(d 03 paredwod syuessardoprue uoneIdUIS-1SIY JO S[ELY PI[JONUOD PIZNUOpUEY P F1GVL



PHARMACOLOGICAL TREATMENT OF DEPRESSIVE DISORDERS: A REVIEW 99

well-performed trial by Paykel ef 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

Weeks of treatment

FIGURE2.2 The short-term outcome in terms of HAM-D scores in placebo-controlled
trials with TCAs. Notice thatat 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
etal 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—Asberg 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 RCT’s 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-Serensen
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). Aninpatient 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 ef 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].
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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 5SHT-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
therefore 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 journals. 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
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TABLE2.8 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
Anmitriptyline Psychiatric inpatients with
severe major depression
Especially agitate
Short- and medium-term 100-300 mg
Sedating
Imipramine Psychiatric outpatients with
major depression
Short-, medium- and 100-300 mg
long-term
Non-sedating

limited in medium- and long-term treatment. The problem with venlafaxine
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.
Although all antidepressants shown in Table 2.9 are safe in overdose,
it is very important to emphasize that for venlafaxine only a linear



PHARMACOLOGICAL TREATMENT OF DEPRESSIVE DISORDERS: A REVIEW 115

TABLE2.9 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

dose-response relationship seems to operate. The relationship between
response and dose-range indicated in Table 2.9 is rather diffuse, perhaps
even curvilinear. Although the response to antidepressants is delayed, it is
important, as shown by Stassen ef 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. 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
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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 [198].

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.

In minor depression, the SSRIs seem effective, but the number of RCTs is
still limited.
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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
combination 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

21
Antidepressants: Forty Years of Experience

Eugene S. Paykel!

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 (MAOISs). One reason for failure to find
efficacy for phenelzine in some major early inpatient studies was the use of
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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
isby 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 Gotland 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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22
Targeting Antidepressant Treatment: the Evidence is Weak

Chris Thompson!

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
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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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23
The Selection of the Antidepressant in Clinical Practice

Sheldon H. Preskorn!

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
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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.
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24
Gender and Antidepressant Response

Alan F. Schatzberg! and Susan G. Kornstein?

The past decade has witnessed the rapid growth of antidepressant therapy,
with a host of new antidepressants available for treating patients with
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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
etal [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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25

Validity of Atypical Depression: Evidence Provided by Pharmacological
Dissection

Frederic M. Quitkin!

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
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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.

REFERENCES

1. Quitkin FM., Stewart].S.,, McGrath P.]J., Liebowitz M.R., Harrison W.M., Tri-
camo E., Klein D.F.,, Rabkin J.G., Markowitz J.S., Wager S.G. (1988) Phenelzine
versus imipramine in the treatment of probable atypical depression: defining
syndrome boundaries of selective MAOI responders. Am. J. Psychiatry, 145:
306-311.

2. Quitkin FM., McGrath P.J., Stewart].W., Harrison W., Wager S.G., Nunes E.,
Rabkin J.G., Tricamo E., Markowitz J., Klein D.F. (1989) Phenelzine and imipra-
mine in mood reactive depressives: further delineation of the syndrome of atypical
depression. Arch. Gen. Psychiatry, 46: 787-793.

3. Quitkin F.M., McGrath P.J., StewartJ.W., Harrison W., Tricamo E., Wager S.G.,
Ocepek-Welikson K., Nunes E., Rabkin J.G., Klein D.F. (1990) Atypical depres-
sion, panic attacks, and response to imipramine and phenelzine: a replication.
Arch. Gen. Psychiatry, 47: 935-941.

4. Quitkin EM., Harrison W., Stewart].W., McGrathP.J., Tricamo E., Ocepek-
Welikson K., Rabkin J.G., Wager S.G., Nunes E., Klein D.F. (1991) Response to
phenelzine and imipramine in placebo non-responders with atypical depression:
a new application of the crossover design. Arch. Gen. Psychiatry, 48: 319-323,



PHARMACOLOGICAL TREATMENT OF DEPRESSIVEDISORDERS 139

5. Quitkin F.M.,, Stewart ].W., McGrath P.J., Tricamo E., Rabkin J.G., Ocepek-Welik-
son K., Nunes E., Harrison W., Klein D.F. (1993) Columbia atypical depression.
A subgroup of depressives with better response to MAOI than to tricyclic
antidepressants or placebo. Br. ]. Psychiatry 163 (Suppl. 21): 30-34.

6. Stewart].S., McGrath P.J.,, Rabkin J.G., Quitkin F.M. (1993) Atypical depression:
a valid clinical entity? Psychiatr. Clin. N. America, 16: 479-495.

7. American Psychiatric Association (1994) Diagnostic and Statistical Manual of Mental
Disorders, 4th edn, American Psychiatric Association, Washington, DC.

8. Kendler K.S., Eaves L.J., Walters E.E., Neale M.C., Heath A.C., Kessler R.C. (1996)
Theidentification and validation of distinct depressive syndromes ina population-
based sample of female twins. Arch. Gen. Psychiatry, 53: 391-399.

9. Glassman A., KantorS., Shostak M. (1975) Depressions, delusions and drug
response. Am. J. Psychiatry, 132: 716-719.

2.6
Increasing Our Understanding of the Working Mechanism of
Antidepressants

Johan A. den Boer!

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 antidepressants, back to a broader pharmacological profile
with a reduced propensity 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 intro-
duced dual action antidepressants venlafaxine and mirtazapine in particular
have been compared to SSRIs. Itis of great interest to see that both venlafaxine
and mirtazapine were found to be more efficacious compared to fluoxetine
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[1,2]. More recently, mirtazapine has been studied in two double-blind
comparative trials versus paroxetine and citalopram. Compared with citalo-
pram, 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-HT;a 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-HT4 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-HT; A receptor.

REFERENCES

1. Clerc GEE., Ruimy P., Verdeau-Pailes]. (1994) A double-blind comparison of
venlafaxine and fluoxetine in patients hospitalized for major depression and
melancholia. Int. Clin. Psychopharmacol., 9: 139-143.

2. Wheatley D.P., Van Moffaert M., Timmerman L., Kremer C. (1998) Mirtazapine:
efficacy and tolerability in comparison with fluoxetine in patients with moderate
to severe major depressive disorder. J. Clin. Psychiatry, 59: 306—312.

3. Kasper S. (1998) Lecture presented at the ECNP Meeting, Paris, 3 October.



PHARMACOLOGICAL TREATMENT OF DEPRESSIVEDISORDERS 141

4. Steen A., den Boer J.A. (1997) A double-blind six months comparative study of
milnacipran and clomipramine in major depressive disorder. Int. Clin. Psychophar-
macol., 12: 269-281.

5. Isaac M.T., Tome M.B. (1997) Selective serotonin reuptake inhibitors plus pindolol
(letter). Lancet, 350: 288-289.

6. Artigas F. (1997) Potential rapid onset: mechanisms of action. Eur. Neuropsy-
chopharmacol., 7 (Suppl. 2): $100-S101.

7. Tome M.B.,, Cloninger C.R., Watson J.P., Isaac M.T. (1997) Serotonergic autore-
ceptor blockade in the reduction of antidepressant latency: personality variables
and response to paroxetine and pindolol. J. Affect. Disord., 44: 101-109.

8. den Boer].A., Slaap B.R., Bosker F.]. (1998) Biological aspects of anxiety disor-
ders and depression. In SSRIs in Depression and Anxiety (Eds S.A. Montgomery,
J.A. Den Boer), pp. 23-80, Wiley, Chichester.

9. Van VlietLM., Westenberg H.G.M., den BoerJ.A. (1998) Pindolol does not
augment the panicolytic effects of fluvoxamine in panic disorder patients
(submitted for publication).

2.7
Are the First Generation Monoamine Reuptake Inhibitors Still Needed in
the Treatment of Major Depressive Episode?

Annette Gjerris!

With the toxicity and side effects of tricyclic antidepressants (TCAs) and
monoamine oxidase inhibitors (MAQIs) 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
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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 = 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 = 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 tobe 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.

28
Antidepressants in Broader Context

Cyril Héschl!

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
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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
(NK;) 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 NK; 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 Kasper!

Antidepressant pharmacotherapy revolutionized treatment in both unipolar
and bipolar depression. Whereas the first antidepressants were found by
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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 = reversible inhibitors
of monoamine oxidase A; NaSSA = nonadrenaline serotonin specific
antidepressants; SNRIs = serotonin noradrenaline reuptake inhibitors;
NRI = noradrenaline reuptake inhibitors; DAS = 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. Chaturvedi!

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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211
Compliance Issues and the Efficacy of Antidepressants

Koen Demyttenaere!

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
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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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212
The Parallel Need for Medicine-based Evidence
David S. Baldwin!

Welive 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
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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



PHARMACOLOGICAL TREATMENT OF DEPRESSIVE DISORDERS . 153

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”
s0 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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213
What is a Lot of Antidepressants for so Few Criteria of Choice?

Frédéric Rouillon!

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
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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.

214
Depression and its Treatment: a General Health Problem

Ahmed Okasha!

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
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(68%) 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 Murthy!

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
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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. Edited by Mario Maj and Norman Sartorius.
© 1999 John Wiley & Sons Ltd.
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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 donot 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 = 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 >10) 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 >18 on the HAM-D and >20 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 = 2.5; 95% confi-
dence interval (CI) = 1.5-4.2), MDD (odds ratio = 4.2; CI = 2.2-8.3), and
phobia (odds ratio =1.9; CI = 1.3-2.8). The adjusted odds ratio for the
joint effect of depression and chronic GMCs on incident disability was 17.0
(CI = 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
(M) 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 = 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 = 224). The 5-year follow-up found signifi-
cant reductions in cardiac mortality (p = 0.006) and acute MI recurrences
(p = 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 = 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



PSYCHOTHERAPIES FOR DEPRESSIVE DISORDERS: AREVIEW 167

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 >20 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 ef 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 >27) baseline symptom severity (i.e.
12 cells based on symptom severity, therapy type, and treatment duration)
(n = 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 = 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 = 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 = 91), IPT (n = 93), or usual care (UC)
(n = 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). Witha 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 =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 etal [62] treated HIV-positive, depressed outpatients with
16 weeks of IPT in an RCT, comparing it to supportive therapy (n =
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 =24) and IPT plus IMI (n = 26) over
those treated with supportive psychotherapy alone (n = 24) or cognitive-
behavioral therapy alone (n =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 ef 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 BD], 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.



PSYCHOTHERAPIES FOR DEPRESSIVE DISORDERS: AREVIEW 171

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 ef 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 >20) to one of four treatments.
In three conditions, patients received 12 weeks of acute treatment: IMI plus
CM, CT, or CT plus IML. 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 IMIL No differential response depending on
baseline severity was found — possibly due to small samples.

Another definitive study (n = 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, AM], and the combination (COMB),
in both in- and outpatients. AMI was given (fixed dose = 150 mg/day for
8 weeks) with CM (3 times/week for 20-30 minutes) in individual sessions
(n = 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 = 80) or COMB (AMI
plus CBT in 24 sessions) (n = 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 = 110) or inpa-
tients (n = 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
>20.

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
areview).

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
at3, 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 = 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 Butleret 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 =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] [# = 5]; [135] [n = 12];
[136] [n = 6]; [137] [n = 10]; and [138] [n = 15]).

Gonzales et al [139] (n = 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 >50% 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 Mufioz [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 = 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 etal [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 = 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 (>2 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 (=50% 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 = 2.2; CI = 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 5weeks. 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.

Jacobsonet al [177] compared CT (n = 20), BMT (n = 19), and the combination
of both BMT and CT (n = 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 >8 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 = 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 = 4-36) for NT plus IPT; 43% (CI = 25-61) for NT;
64% (CI = 45-83) for IPT plus PLA; and 90% (CI = 79-100) for PLA. NT
plus IPT was superior to IPT plus PLA; a trend (p = 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 efal [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 = 17.4 X 1.2 months) than those following medication discontinuation
(3.3 £ 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 >15 during a period
of remission (before recovery), while recurrence was declared if the BDI score
was >15 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 ef 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 = 26) received medication in acute and follow-up.
Group 2 (n = 22) received medication in acute followed by CT in follow-up.
Group 3 (n = 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 = 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 = 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 = 15) recovered with CT plus UC
than with UC (n = 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 (~10%) 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 (~30%). Major studies included Blackburn et al [84],
Hersen et al [209], Murphy etal [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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Commentaries

3.1
Latest Developments in Psychotherapy for Depression

Myrna M. Weissman!

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 Sta