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Preface

The gap between research evidence and clinical practice remains substantial
in psychiatry. The poor application of findings from research in clinical work
is probably due, in part, to the tradition of distance between those engaged
in academic pursuits and those working in the service institutions. This
separation is not characteristic of psychiatry alone, but is more dangerous
in the field of mental health — a field that has been, as a whole, separated
from the rest of medicine for a long time. The popularity of psychoanalysis
as a self-contained method of thinking about health, illness, social structures,
history and other matters may have also contributed to the reluctance to
use findings obtained in neuroscience laboratories, and through genetic
epidemiology. Other factors might also have been of importance; however,
the search for such other reasons must not postpone the effort to bridge the
gap and ensure that the vast amount of knowledge is considered and applied
in the provision of services to people suffering from mental disorders and in
teaching psychiatry to students of medicine and of other health professions.

The diagnosis and treatment of schizophrenia illustrate the gaps existing
between currently available knowledge and its application in mental health
services. Research in this field has been remarkably active during the last
decade: new drugs have been developed which have shown an innova-
tive therapeutic profile; new psychotherapeutic techniques have become
available, directly targeted to psychotic symptoms; and new rehabilita-
tive techniques and family interventions have been empirically tested and
proposed for clinical use. However, these advances are not adequately
reflected in clinical practice. Novel antipsychotics remain underused, and
several clinicians feel that clearer guidelines are needed concerning their
indications and the choice among them. Cognitive-behavioural psychother-
apies, in spite of the empirical evidence of their efficacy, are unknown
or ignored in several countries, whereas psychodynamic psychotherapies,
whose efficacy is not supported by research findings, remain widely used.
Rehabilitation has indeed emerged as a priority in the clinical management
of psychotic patients, but the techniques that are used in clinical practice
are often different from those that research has validated. Furthermore,
several clinicians are dissatisfied with the concept of schizophrenia itself,
and feel that the primary psychoses which are seen in clinical practice, espe-
cially in outpatient or community settings, are unlikely to represent a single
illness.



xvi PREFACE

Yet, all these issues do not emerge from 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 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 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. This second volume of the series compares
research evidence and clinical experience concerning schizophrenia, with
contributions from about one hundred psychiatrists representing twenty-
seven different countries.

Mario Maj
Norman Sartorius



CHAPTER

1
Diagnosis of Schizophrenia:

A Review

Charles B. Pull
Department of Psychiatry, Centre Hospitalier de Luxembourg, Luxembourg

INTRODUCTION

Schizophrenia is a disorder of unknown aetiology. Over the years, a number
of different signs and symptoms have been described to define its clinical
picture and to separate it from other disorders. Although there have been
numerous attempts in recent years to identify clinically useful laboratory
tests or biological markers that might confirm the presence of the disorder,
the diagnosis continues to rest upon essentially clinical criteria. The present
paper reviews the evidence concerning the diagnosis of schizophrenia as
described in Chapter V(F) of the International Classification of Diseases and
Related Health Problems or ICD-10 [1, 2] and the three latest editions of the
Diagnostic and Statistical Manual of Mental Disorders (DSM-III, DSM-III-R and
DSM-IV) [3– 5].

HISTORICAL BACKGROUND

The conceptual history of schizophrenia dates back to the end of the nine-
teenth century, and to the description of dementia praecox by Emil Kraepelin.
Other major influences on the current concept of schizophrenia are those of
Bleuler, Schneider, Jaspers and Hughlings Jackson.

In the fifth edition of his textbook [6], Emil Kraepelin established a classi-
fication of mental disorders which was based upon the medical model. His
goal was to delineate disease entities having a common aetiology, symp-
tomatology, course and outcome. One of these entities he called dementia
praecox, because it started early on in life and almost invariably led to psychic
impairment. Characteristic symptoms included hallucinations, experiencesof
influence, disturbances in attention, comprehension and the flow of thought,
affective flattening and catatonic symptoms. The aetiology was endogenous,

Schizophrenia, Second Edition. Edited by Mario Maj and Norman Sartorius.
 2002 John Wiley & Sons Ltd.



2 SCHIZOPHRENIA

that is, the disorder arose out of inner causes. Dementia praecox was sepa-
rated from manic-depressive disorder and from paranoia on the basis of
symptom and course criteria. Kraepelin distinguished three forms of the
disorder: hebephrenic, catatonic and paranoid.

Eugen Bleuler [7] acknowledged that ‘‘the concept of dementia praecox
comes from Kraepelin and that the grouping and identification of individual
symptoms is almost entirely due to him’’. Bleuler retained Kraepelin’s sepa-
ration of the disorder from manic-depressive illness and gave the disorder its
present name of schizophrenia. In his view, the course of schizophrenia was
variable, but probably never reached restitutio ad integrum. In fact, Bleuler
focused on ‘‘fundamental’’ and ‘‘primary’’ signs and symptoms rather than
on course and outcome. In particular, he emphasized the presence of a
dissociation (Spaltung) of mental functions as the essential characteristic
of the disorder. The main aspect of dissociation was a loosening of asso-
ciations. Other defining features of the disorder were affective blunting
and inappropriate affect, ambivalence, autism and disordered attention. For
Bleuler, schizophrenia was not a unitary disease. The ‘‘group of schizophre-
nias’’ subsumed multiple disorders that shared a number of clinical features
but differed in aetiology and pathogenesis. In particular, it included a
subgroup designated ‘‘simple schizophrenia’’, in which many of the promi-
nent features of the disorder were absent. Since schizophrenia encompassed
both severe and mild forms, the scope of the concept was much broader than
Kraepelin’s.

The writings of Karl Jaspers had a lasting influence on psychiatric nosology,
and in particular on the diagnosis of schizophrenia. In his Allgemeine
Psychopathologie [8], Jaspers considered that psychopathological symptoms
were organized in layers or levels, from the more ‘‘profound’’ to the more
‘‘superficial’’. The most profound level was represented by organic symp-
toms, then came schizophrenic, affective and neurotic symptoms, and finally
symptoms related to personality disorders. When symptoms from different
levels were present simultaneously, diagnosis was determined by those
symptoms that belonged to the most profound level. One of the major
consequences of this system, which was to become known under the name
‘‘Jaspersche Schichtenregel’’ (hierarchical rule of levels), was that when-
ever schizophrenic and affective symptoms were present at the same time,
clinicians opted for a diagnosis of schizophrenia.

For Kurt Schneider, psychiatric diagnosis was based fundamentally on the
clinical picture and not on the course. In his Klinische Psychopathologie [9],
Schneider distinguished between psychical abnormalities and diseases.
Diseases were subdivided into psychoses with demonstrable organic aeti-
ology, cyclophrenia and schizophrenia. In his description of psychopatholog-
ical phenomena, Schneider differentiated between abnormal ‘‘experiences’’
and abnormal ‘‘expressions’’. Abnormal experiences refer to disturbances in
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perceptions, sensations, feelings, impulses and volition. Abnormal expres-
sions concern disturbances in language, writing, mimic and movement.
For Schneider, the diagnosis of schizophrenia had to rely essentially on
abnormal experiences, with in particular a number of specified experiences
that he designated as ‘‘first-rank symptoms’’, and which he considered to be
pathognomonic of the disorder.

Hughlings Jackson [10] applied the terms ‘‘positive’’ and ‘‘negative’’ to
delineate primary from secondary neurological phenomena. According to
Jackson, negative symptoms result directly from damage to brain areas
that are responsible for the production of human behaviour, while posi-
tive symptoms reflect brain processes that are disinhibited or released by
the damaged brain. In 1974, Strauss et al [11] proposed to distinguish two
symptom profiles in schizophrenia: positive symptoms and negative symp-
toms. Positive symptoms are defined by the presence of abnormal features
such as hallucinations, delusions and disorganized thinking. Negative symp-
toms are defined by the absence of normal functions, and are characterized
by symptoms such as blunted affect, emotional withdrawal and cognitive
deficits. In 1980, Crow [12] proposed a typology of schizophrenia based on
the positive and negative dichotomy.

CHARACTERISTIC SYMPTOMS OF SCHIZOPHRENIA

The characteristic features of schizophrenia are hallucinations and delusions,
disorders of thought and speech, disorders of behaviour, disturbance of
emotions and affect, cognitive deficits and avolition.

Hallucinations and delusions are frequently observed at some time during
the course of schizophrenia. According to Cutting [13], visual hallucinations
occur in 15%, auditory in 50% and tactile in 5% of all subjects, and delusions
in more than 90%. Particular diagnostic importance has been attributed to
specific delusions and hallucinations.

Kurt Schneider [9] had identified a number of specific delusions and
hallucinations that he considered to be pathognomonic of schizophrenia
and for which he coined the term ‘‘first-rank symptoms’’. The concept
was included in DSM-III, but has been given much less prominence in
DSM-III-R and DSM-IV. It has been retained in the ICD-10 definition of
schizophrenia. The issue of Schneiderian first-rank symptoms is discussed
in detail below.

In DSM-III, DSM-III-R and DSM-IV, bizarre delusions have been attributed
major diagnostic importance, in that the presence of any delusion of this kind
qualifies for a diagnosis of schizophrenia, even if it is the only symptom. The
definition of ‘‘bizarre’’ has, however, been changed in DSM-III-R. In DSM-III,
bizarre delusions were defined as false beliefs whose content is patently ab-
surd and which have no possible basis in fact, that is, such delusions would be
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‘‘impossible’’. The DSM-III-R definition indicated that such delusions would
be ‘‘implausible’’, that is, that they involve a phenomenon that the person’s
culture would regard as impossible. The concept has remained controversial,
in particular because inter-rater reliability in the evaluation of a delusion as
bizarre or non-bizarre is poor [14, 15].

The term thought disorder refers to a disorder of the content as well as
of the form of a person’s thoughts. Delusions are a disorder of the content
of a person’s thoughts. Disorders in the form of thought may be subdivided
in two categories [16]: an intrinsic disturbance of thinking; and a disorder of
the form in which thoughts are expressed in language and speech.

The intrinsic disturbance of thinking encompasses concrete thinking, over-
inclusion, illogicality and loosening of associations. Disordered language
and speech include derailment, tangentiality, neologisms, poverty of speech,
poverty in the content of speech, incoherence, pressure of speech, flight of
ideas and retarded speech or mutism.

Evaluation of formal thought disorder has been handicapped for many
years by the lack of generally accepted definitions of the disturbance.
Andreasen [17] provided definitions for 18 varieties of formal thought
disorder as well as examples from the speech of patients. The relia-
bility of these definitions was found to be quite good for most of the
terms defined. Of the 18 definitions, only six had weighted kappa values
below 0.6: tangentiality, clanging, echolalia, self-reference, neologisms and
word approximations. All other varieties, including derailment, incoherence
and poverty of speech, had good to excellent kappa values.

The frequency and specificity of formal thought disorder in schizophrenia
vary considerably from one subtype to the other. According to Cutting
and Murphy [18], not all patients with schizophrenia had intrinsic thought
disorder and those that did tended to have over-inclusive categorization as
the most apparent manifestation. According to Andreasen [17], some types
of thought disorder, such as neologisms or blocking, occur so infrequently
as to be of little diagnostic value. Other types are common in schizophrenia,
but do not distinguish patients with schizophrenia from patients with mania
(e.g. derailment) or depression (e.g. poverty of speech). As a consequence,
formal thought disorder should not be used as a diagnostic criterion for
the diagnosis of schizophrenia except in the absence of affective symp-
toms.

Disorders of behaviour in schizophrenia include grossly disorganized
behaviour and catatonic behaviour. From the beginning, catatonic behaviour
has been described among the characteristic features of schizophrenia.
Cutting [19] defines catatonia as a set of complex movements, postures
and actions whose common denominator is their involuntariness. Catatonic
phenomena include: stupor, catalepsy, automatism, mannerisms, stereo-
typies, posturing and grimacing, negativism and echopraxia. Catatonic
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symptoms have been found in 7% [20] and between 5 and 10% [21] of patients
with schizophrenia. Catatonic symptoms are not specific to schizophrenia.
In particular, they may occur in mania [22].

Anhedonia or loss of feelings, and disorders of affect such as inappropriate
affect and blunting or flattening of affect, are among the characteristic
disturbances of emotions and affect that are classically associated with the
diagnosis of schizophrenia.

Anhedonia or loss of feeling has been proposed as a central [23] or
cardinal [24] feature of schizophrenia. Chapman et al [25] designed question-
naires of social and physical anhedonia. Physical anhedonia covers pleasures
such as admiring the beauty of sunsets, eating, drinking, singing, being
massaged. Social anhedonia covers pleasures such as being with friends or
being with other people. In a study by Watson et al [26], anhedonia was
significantly more frequent in patients with schizophrenia than in patients
with alcohol dependency. In a recent study by Blanchard et al [27], patients
with schizophrenia reported significantly greater physical and social anhe-
donia than controls. In a study by Cook and Simukonda [28], social but not
physical anhedonia was significantly higher in patients with schizophrenia
than in subjects from a hospital staff control group. Concerning the speci-
ficity of anhedonia, Harrow et al [29] found that only chronic, not acute,
schizophrenics were significantly anhedonic. According to Schuck et al [30],
physical anhedonia was no more prevalent in patients with schizophrenia
than in patients with depression.

In a study by Andreasen [31], inappropriate affect occurred in 20% of
acutely ill patients with schizophrenia, and flattening of affect in 50% of
acute or chronic patients. Inappropriate affect had poor reliability. The
symptom appeared significantly more often in patients with schizophrenia
than in patients with mania or depression. Affective flattening was found
to be common but not omnipresent in patients with schizophrenia, and was
also common in depressed patients. Abrams and Taylor [32] documented
that affective blunting distinguished between a group of patients with manic
symptoms and a group with schizophrenic symptoms.

Cognitive deficits have been listed among the central features of schizo-
phrenia since the original descriptions of Kraepelin and Bleuler.

Patients with schizophrenia demonstrate a generalized cognitive deficit,
that is, they tend to perform at lower levels than do normal controls across
a broad variety of cognitive tests [33]. Braff et al [34] compared patients with
schizophrenia with normal controls. Patients with schizophrenia had multiple
neuropsychological deficits on tests of complex conceptual reasoning, psycho-
motor speed, new learning and incidental memory, and both motor and
sensory–perceptual abilities. Saykin et al [35] showed that patients demon-
strated generalized impairment relative to controls and a selective deficit in
memory and learning compared with other functions. According to Goldberg
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et al [36], patients with schizophrenia perform systematically worse on cogni-
tive measures than patients with affective disorders.

Prominent selective cognitive abnormalities in schizophrenia include
deficits in attention, memory and problem solving:

ž Attentional dysfunction has been observed in patients with schizophrenia
on a number of neuropsychological tests, including tests of immediate
attention span, sustained attention, visual search and tracking, selective
attention, and executive control of attention [37]. In particular, sustained
attention has been investigated in many studies and consistently found
to be defective in patients with schizophrenia [38].

ž According to Goldberg and Gold [39], patients with schizophrenia demon-
strate marked deficits in episodic memory measures; procedural learning
that involves motor skills may be relatively intact, and the situation for
item-specific implicit memory is unclear.

ž Patients with schizophrenia appear to have difficulties in solving prob-
lems whose solutions are not readily apparent, or when they must rely
upon novel recombinations of existing knowledge [39, 40]. Deficits have
been observed in a wide variety of instruments, stimulus materials and
response modalities, including the Wisconsin Card Sorting Test [34, 41].

Apathy, abulia, lack of will or avolition are terms that have been applied to
characterize a fundamental inability to initiate and persist in goal-directed
activities. Avolition is usually included among the characteristic symptoms of
schizophrenia. In particular, avolition-apathy is included among the negative
symptoms of the disorder [42, 43].

CLUSTERING OF SYMPTOMS

The characteristic symptoms of schizophrenia that have been described above
may be classified in many different ways. Prominent among the attempts that
have been proposed up to now are Bleuler’s classifications in fundamental
and accessory symptoms and in primary versus secondary symptoms, as
well as Schneider’s division in first- and second-rank symptoms. In recent
years, the attention of researchers and clinicians alike has focused on the
distinction between positive and negative symptoms.

Bleuler identified two sets of symptoms, one descriptive, the other
aetiopathogenetic. The two dichotomies are distinct, although they are
defined by partially overlapping features. The first set distinguishes between
fundamental and accessory symptoms. Fundamental symptoms are present
at all times and in all cases. They include disturbances in association and
affect, ambivalence and autism (the four A’s). All other symptoms encoun-
tered in schizophrenia are accessory symptoms, including hallucinations,
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delusions, catatonia and behavioural problems. Accessory symptoms may
be absent at times and even throughout the whole course and they may
appear in other types of illness.

The specificity and inter-rater reliability of Bleuler’s fundamental symp-
toms have been questioned in a number of studies [44].

The second set distinguishes between primary and secondary symptoms.
Primary symptoms are direct manifestations of the disorder, while secondary
symptoms are viewed as psychological reactions of the personality to the
disease process. Primary symptoms consist above all in disturbances of
associations, while the bulk of the other symptoms described in schizophrenia
are secondary symptoms.

For the diagnosis of schizophrenia, Kurt Schneider ascribed a partic-
ular importance to 11 abnormal experiences for which he coined the term
‘‘first-rank symptoms’’. Schneider considered that first-rank symptoms were
pathognomonic of schizophrenia, provided that they could not be linked in
one way or another to an organic cause. Other abnormal experiences that
could contribute to the diagnosis were termed ‘‘second-rank symptoms’’.
A diagnosis of schizophrenia could also be made when only symptoms of
second rank were present. The presence or absence of first- or second-rank
symptoms did not carry any theoretical or prognostic significance.

The 11 first-rank symptoms included: thoughts experienced as spoken-
aloud or echoed; thought withdrawal, thought insertion and thought broad-
casting; voices heard commenting on the patient’s thoughts or actions and
voices discussing the person in the third person; feelings, impulses and
volitional acts experienced as under the control of some external force or
agency; somatic passivity and delusional perception. The presence of just
one first-rank symptom was considered sufficient for the diagnosis, provided
that its presence could be firmly established.

The prevalence of first-rank symptoms has been investigated in a number
of studies. The frequency of any first-rank symptom in patients with
schizophrenia varied from one study to another, ranging from 28% to
72% [45– 47]. According to the results of the International Pilot Study of
Schizophrenia [20], the prevalence of first-rank symptoms varied from one
participant centre to another, from a low 31% in Moscow to a high 79%
in Taipei.

The specificity of first-rank symptoms has been investigated by Abrams
and Taylor [48], Carpenter et al [49], Taylor and Abrams [50], and Koehler
et al [51]. According to the results of these studies, first-rank symptoms are
not pathognomonic of schizophrenia, but may occur during a depressive or
manic episode in a substantial number of patients.

Interest in the positive–negative distinction [52] led to the development of
a variety of instruments designed to assess positive and/or negative symp-
toms. Prominent among these instruments are the Scale for the Assessment



8 SCHIZOPHRENIA

of Negative Symptoms (SANS) [53, 54] and the Scale for the Assessment of
Positive Symptoms (SAPS) [55]. The SANS includes items that describe diff-
erent aspects of affective flattening, avolition-apathy, anhedonia-asociality
and attentional impairment. The SAPS includes items that describe halluci-
nations, delusions, bizarre behaviour and formal thought disorder. The first
factor analysis on the two scales showed that the correlations between the
negative symptoms were quite high, as was the internal consistency of the
SANS. The correlations between the positive symptoms were weaker, as was
the internal consistency of the SAPS. Subsequent analyses of 15 studies of
the SANS and the SAPS led to the conclusion that the symptoms fall into
three natural dimensions [43]. While negative symptoms remain more or less
the same, positive symptoms subdivide into a first dimension that reflects
psychoticism (hallucinations and delusions) and a second dimension that
includes disorganized/bizarre behaviour, positive formal thought disorder
and disorganized speech, and inappropriate affect.

PRODROMAL SYMPTOMS AND ONSET

It has long been known that schizophrenia does not start with first admission
and not even with the first psychotic symptoms. Early manifestations of the
disorder have usually been called prodromal signs and symptoms.

During the last decade, the question of when and with what symptoms
schizophrenia starts and what type of course it follows until the beginning of
the first psychotic episode has led to a considerable number of investigations
relative to the signs and symptoms that precede the actual onset of the
disorder and the time interval between the first manifestation of the disorder
and the first appearance of the full picture.

In 1996, Yung and McGorry [56] published an extensive review on past
and current conceptualizations of the prodromal phase of first-episode
psychosis, including compilations of definitions, descriptions of symptoms
and signs, and patterns and durations. ‘‘Prodrome’’ has been defined as
‘‘a heterogeneous group of behaviours temporally related to the onset of
psychosis’’ [57], as the time interval from onset of unusual behavioural
symptoms to onset of psychotic symptoms [58], or as the period from first
noticeable symptoms to first prominent psychotic symptoms [59]. For Yung
and McGorry, ‘‘in essence, the prodrome is the period between the most valid
estimates of the onset of change in the person and the onset of psychosis’’. The
pre-psychotic period preceding the first onset of a psychosis is sometimes
referred to as ‘‘initial prodrome’’ to distinguish this period from the one
preceding a relapse in patients with an established diagnosis of psychosis.

To facilitate determination of the duration of the prodromal phase,
Häfner [60] distinguishes between five different definitions of onset: first
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sign of a disturbance, first negative symptom, first positive symptom, first
episode, and first admission.

Concerning the sequence of changes that leads to psychosis over time, Yung
and McGorry identify two patterns. Pattern 1 consists in non-specific changes,
followed by specific pre-psychotic symptoms, then psychosis. Pattern 2 starts
with specific changes, followed by neurotic symptoms as a reaction to these,
then psychosis. In addition to the previous two patterns, there are variants of
patterns of change called ‘‘outpost syndromes’’, that is, clusters of symptoms
and behaviours that resemble prodromes but which resolve spontaneously
without immediately progressing to psychosis. The symptoms of outpost
syndromes have been described by Huber et al [61] under the name ‘‘basic
symptoms’’.

According to Yung and McGorry, the prodromal features most commonly
described in the most methodologically sound first-episode studies include,
in descending order of frequency: reduced concentration and attention,
reduced drive and motivation, anergia, depressed mood, sleep disturbance,
anxiety, social withdrawal, suspiciousness, deterioration in role functioning
and irritability.

In Loebel et al’s [58] sample, the first psychotic symptoms appeared on
average one year, and prodromal signs almost 3 years before first admission.
In the Age, Beginning and Course of Schizophrenia (ABC) study [62, 63],
the period from the first sign of a mental disturbance and the first hospital-
ization averaged 4.2 years for men and 4.9 years for women. The first signs
were non-specific indicators such as loss of energy and motivation, difficulty
concentrating, anxiety, suspiciousness and social withdrawal. Even the first
psychotic symptoms appeared on average 2 years prior to the first hospital-
ization. In the Determinants of Outcome of Severe Mental Disorders or DOS
study [64], negative manifestations, such as neglect of usual activities, and
loss of appetite, sleep or interest in sex were frequently recognized as the
first signs of the disorder.

The actual onset rate of the syndrome has been defined by Keith and
Matthews [57] as the time interval between the first appearance of charac-
teristic schizophrenic symptoms and a full picture of the syndrome. The
authors define onset rates as acute (less than 3 months), subacute (less than
6 months), subchronic (less than one year) and chronic (more than one year).
Häfner et al [65] adopt the following definition: acute (in less than 4 weeks),
subchronic (in more than 4 weeks but less than one year), and chronic (in
more than one year). According to the results of the ABC study, the chronic
onset type was most frequent (68%). The subacute type was observed in 15%
and the acute type in 18% of cases.

Although schizophrenia was first described as a disorder beginning in
adolescence or early adult life, current investigations confirm that onset can
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be in childhood as well as in older subjects. According to Häfner [60] and
Häfner et al [65], schizophrenia is a disorder of (almost) all ages.

In the ABC study, the prodromal phase started before age 30 in 77%, before
age 20 in 41%, and before age 10 in 4% of cases. The first psychotic episode
began before age 30 in 63%, before age 20 in 17%, and before age 10 in 1%
of cases. The same authors report a higher mean age of onset in females,
with a difference of 3 to 4 years between males and females. In addition, they
describe a second peak of onsets between ages 45 and 50 in females, but not
in men. In men, symptom severity decreased with increasing age of onset. In
women, symptom severity remained stable except for an increase of negative
symptoms with late onset. Within the group of late-onset psychoses, there
was no discrimination between schizophrenia and late paraphrenia.

The term ‘‘late-onset schizophrenia’’ was introduced by Manfred Bleuler
[66] to identify a form of schizophrenia with onset between the ages of
40 and 60. The concept was hardly used outside of the German-speaking
community, and it was commonly admitted that the onset of schizophrenia
was restricted to the first half of life. This view has been challenged in recent
years. According to a review of the literature by Harris and Jeste [67], onset
of schizophrenia in hospitalized patients had been after age 40 in approx-
imately 23% of the patients. Pearlson et al [68] found no differences in the
prevalence of first-rank symptoms in patients with early-onset or late-onset
schizophrenia. Rabins et al [69] and Mayer et al [70] found no characteristics
that clearly separated late-onset from early-onset patients with schizophrenia,
but reported that late-onset patients were more frequently female. Finally,
Howard et al [71], Riecher-Rössler et al [72], and Häfner et al [65] could not
find discriminating empirical criteria in the spectrum of schizophrenia and
paranoid disorders of old age sufficient to warrant that the two groups of
disorders be separated.

COURSE AND OUTCOME

Although the course and outcome of schizophrenia have been the subject of
a great number of studies throughout this century, the issue still remains a
topic of considerable debate.

There have been many attempts to classify the courses of schizophrenia,
but there is no universally accepted classification in this field. In a recent
review, Marengo [73] compares different prototypes that have been proposed
over the last 50 years. The author highlights differences in the number of
courses described, in the structure of course categories, in the relative
emphasis on syndrome character or severity (e.g. severe forms, intermediate
forms, etc.) versus syndrome change (e.g. persistent, progressive, etc.), and
in documenting specific course features such as illness onset, illness outcome
and type of symptoms.
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Earlier prototypes listed seven [74], ten [75] and five [76] course categories.
Müller’s categories [74] described onset, post-onset course and outcome,
while Arnold’s [75] and Ey’s [76] focused on post-onset course and outcome.
More recent prototypes identify eight [77, 78] and 12 [61] course categories.
Bleuler’s and Ciompi’s [77, 78] categories are similar and focus on onset,
post-onset course and outcome. Huber’s [61] classification is more complex,
in particular because it is represented in terms of a multilevel typology that
includes references to psychotic symptoms, residual symptoms and social
impairment.

For future studies on the course of schizophrenia, Marengo [73] recom-
mends that a minimum set of parameters should be documented, including:
(a) the rate of syndrome onset; (b) post-onset patterns of psychotic and
residual symptoms; (c) post-onset patterns of social, work, and self-care activ-
ities; and (d) outcome. For both parameters (b) and (c), Marengo proposes
nine patterns.

The course specifiers that are proposed in the current classifications of
mental disorders are listed in detail below.

The outcome of schizophrenia has been investigated in many studies
throughout the century. The results of these studies remain contradictory.

In 1994, Hegarty et al [79] identified a total of 821 studies on the course
and outcome of schizophrenia conducted worldwide between 1895 and
1992. Most of these studies did not, however, satisfy at least minimal
methodological standards. 320 studies met the inclusion criteria for a meta-
analysis. The results showed that only 40.2% of patients were considered
improved after follow-ups averaging 5.6 years. Diagnostic criteria have had
a consistent and predictable impact on outcome before and during the
era of modern biomedical treatment. As was to be expected, outcome was
significantly better when patients were diagnosed according to systems with
broad criteria (46.5% were improved) rather than narrow criteria (27.3%
were improved), in particular because of the introduction, in the latter, of a
duration-of-illness criterion.

The results of several reviews of North American and European long-term
follow-up studies of schizophrenia [80, 81] have found wide heterogeneity
in long-term outcome. Much of the variance in the results from these studies
could be linked to sample characteristics, such as broad versus narrow
diagnostic criteria and inclusion versus exclusion of dimensions of chronicity
in the definition of the disorder.

In 1998, Riecher-Rössler and Rössler [82] discussed the methodological
limitations of previous studies and reviewed in detail a number of studies
that satisfied certain methodological standards. In a third step, the authors
selected and discussed the results of those studies that they considered as
methodologically sound, in that they were prospective, standardized and
direct investigations of a representative, catchment-area-based sample of
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first-admitted or first-contact patients diagnosed directly and according to a
standardized diagnostic system.

According to Riecher-Rössler and Rössler, there were only three studies
that met these criteria: the Buckinghamshire Study [83], the DOS study [64]
and the ABC study [62, 63]. Further course (after first admission) was
assessed based on treatment parameters, symptomatology, and different
levels of psychological impairment and social disability. Duration of follow-
up was 2 years [64], 5 years [83], and 10 years [62]. About one third of the
patients in the three studies were never rehospitalized during these years.
Almost all received medication during this time.

In the Buckinghamshire study, 22% of the patients remained symptom-free
over the 5 years following first admission, 35% developed further discrete
episodes but were free of symptoms between episodes, and 43% showed
persistent florid symptoms. In the DOS study, 50% of the patients had only
one episode, 31% two or more episodes followed by remission, and only 16%
persistent symptomatology without remission.

In the DOS study, less than one third of the patients suffered more or less
severe impairment during the observation period, while more than one third
of them showed no impairment in social functioning during at least three-
quarters of this period. In the Buckinghamshire study, 45% of the patients
showed only minimal, 43% mild to moderate, and 12% severe impairment
during the observation period. Finally, in the ABC study, it was shown that
impairment often occurred already in the preclinical course of the disorder.

In the conclusion to their review, Riecher-Rössler and Rössler state that
the course of schizophrenia may in fact be less unfavourable than implied by
other studies in the past. It certainly does not appear systematically to show
a progressive deterioration as stated by Kraepelin.

There are, however, other recent studies which show that schizophrenia
still is a chronic and frequently disabling disease, and that its outcome
is generally worse than that of other functional mental illnesses [80]. In a
longitudinal study, Harrow et al [84] compared the course and outcome of
schizophrenia versus other psychotic disorders. According to the results of
this study, the majority of patients with schizophrenia did not show complete
and consistent remission over the long term and experienced significantly
poorer functioning than patients with other psychotic disorders at each of
three successive follow-ups over 7.5 years. In a study on the natural course
of schizophrenic disorders, Wiersma et al [85] present results on the 15-year
natural course of the disorder. The study revealed that two-thirds of the
subjects had at least one relapse and that after each relapse one of six subjects
did not remit from the episode. In addition, one of ten committed suicide.

On the whole, follow-up studies of the course of schizophrenia indicate
that there may be very different types of course, ranging from complete cure
to severe disabling chronic forms. Some patients experience only one episode
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of illness, others have several episodes, and still others suffer from chronic
symptoms.

DIFFERENTIAL DIAGNOSIS

The signs and symptoms that define schizophrenia may occur in the course
of any disease affecting the brain, including a range of mental disorders,
substance-induced disorders and general medical conditions.

The redefinition of the boundaries between schizophrenia and mood
disorders, either manic or depressive, with psychotic symptoms, has been
one of the most important changes in psychiatric nosology during the last
two decades. Jaspers’ hierarchical rule, according to which priority was to be
given to a diagnosis of schizophrenia when both affective and schizophrenic
symptoms were present, was abandoned and new rules were adopted to
separate the two disorders.

The presence, at the same time, of a manic or depressive episode and mood-
incongruent psychotic features, can be conceptualized in three different
ways [86– 88]: as forming a particular subtype of a mood disorder, that is,
mood incongruent psychotic affective illness (MICPAI); as defining a form
of schizoaffective disorder; or as belonging to schizophrenia. In the DSM-IV
Sourcebook, Kendler [88] has evaluated the three hypotheses regarding the
nosologic position of MICPAI. According to this author, the accumulated
evidence concerning antecedent validators (family history, demographics)
as well as concurrent validators (clinical and biological variables, treatment
response and outcome) supports the first hypothesis, that is, MICPAI should
be considered a subtype of mood disorder.

The new rules that were adopted to separate schizophrenia from mood
disorder also redefined the diagnosis of schizoaffective disorder. The current
evidence concerning the status of schizoaffective disorder has been reviewed
by Tsuang et al [89]. In the ‘‘necessarily provisional view’’ of the authors,
schizoaffective disorder is ‘‘a genetically heterogeneous condition primarily
composed of schizophrenia, unipolar and bipolar disorders and perhaps a
residual currently undifferentiated condition’’.

A considerable number of labels and definitions have been proposed
during the last century to designate transient psychotic disorders that are
regarded as separate from schizophrenia. Prominent traditional concepts in
this field are the bouffées délirantes of the French, the reactive or psychogenic
psychoses as well as the schizophreniform psychoses of the Scandina-
vian, and the cycloid psychoses of the German tradition. Although it
remains unclear whether transient psychotic disorders are different from
schizophrenia, current classification systems have introduced various cate-
gories that allow sufficient time for the symptoms to appear, be recognized,
and subside, before a diagnosis of schizophrenia can be made [90].
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Since the days of Kraepelin, a number of persistent delusional disorders
have been regarded as different from schizophrenia. The group includes a
variety of conditions in which long-standing delusions constitute the only, or
the most conspicuous, clinical characteristic and which do not meet criteria
for a diagnosis of schizophrenia. Prominent in this area are the concepts of
paranoia and paraphrenia, the délires chroniques of the French tradition, as well
as a variety of other concepts, either included in the preceding or separated
from them, such as delusional jealousy, folie à deux, Capgras syndrome, eroto-
mania, Cotard’s syndrome, or Kretschmer’s sensitiver Beziehungswahn. The
nosologic position of this group, in particular with regard to schizophrenia,
remains uncertain [90].

Schizophrenia spectrum disorders include paranoid, schizoid and schizo-
typal personality disorder. According to Siever et al [91], patients with schizo-
typal personality disorder demonstrate psychophysiological and cognitive
deficits that are similar to, but milder than, those found in schizophrenia.
In addition, the symptoms of schizotypal personality disorder seem to be
heritable and genetically related to schizophrenia, but there is considerable
overlap between schizotypal symptoms and symptoms of personality disor-
ders that are outside the schizophrenia spectrum.

Schizophrenic signs and symptoms may occur in many medical or neuro-
logical conditions. Psychotic disorder due to a general medical condition
must be excluded when making the diagnosis of schizophrenia.

The causal link between psychoactive substances and an episode of
psychosis must also be excluded. The relationship between schizophrenia and
substance-induced psychotic disorders may, however, sometimes remain
uncertain.

SUBTYPES OF SCHIZOPHRENIA

The classical subtypes of schizophrenia relate back to Kraepelin and Bleuler.
They are defined by the predominant symptomatology at the time of
evaluation.

The first three classical subtypes of schizophrenia (dementia paranoides,
hebephrenia and catatonia) were described as separate illnesses until Krae-
pelin brought them together under the name dementia praecox. Together
with schizophrenia simplex or simple schizophrenia, which was introduced
by Bleuler, Kraepelin’s paranoid, hebephrenic and catatonic subtypes formed
Bleuler’s group of schizophrenias. Over the years, additional subtypes, such
as latent, undifferentiated, or residual schizophrenia, have been added to
the four main types included in Bleuler’s original description; some of the
subtypes have been renamed, and others have been redefined using slightly
different criteria.
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In 1974, Tsuang and Winokur [92] suggested that patients with paranoid
schizophrenia had fewer psychomotor symptoms and that they were charac-
terized by later onset of illness, less seclusiveness, less distractibility, fewer
psychomotor symptoms, a higher incidence of marriage, more children, and
less disruption of social and familial relationships. In a review of 32 studies
related to intellectual functioning, attention, memory, language, visuo-
spatial, and motor functioning, Zalewski et al [93] did not find, however,
any consistent differences between patients with paranoid and patients with
non-paranoid schizophrenia.

In an extensive recent review concerning the classical subtypes of
schizophrenia, McGlashan and Fenton [94] have examined the validity of the
paranoid, hebephrenic (disorganized), catatonic, simple and undifferentiated
subtypes of schizophrenia. The authors review data from familial and genetic
studies, subtype stability studies, outcome studies, and neurological and
neuropsychological investigations. They conclude that the studies of the last
decade lend overall support for the validity of the paranoid, and, albeit with
less force, for the validity of the disorganized and undifferentiated subtypes.
According to the same review, catatonia is not specific to schizophrenia, but
can still characterize a subtype of this disorder. Finally, there is evidence to
support the validity of simple schizophrenia.

In 1989, Black and Boffeli [95] provided a historical overview of simple
schizophrenia, reviewed its modern successors, and provided recommenda-
tions and diagnostic criteria for its inclusion in DSM-IV. The category has
been included in DSM-IV, although with different criteria and only in an
appendix listing diagnostic categories which need further study.

New approaches to the subtyping of schizophrenia include the type I–
type II or positive–negative dichotomy and the proposition of a dimensional
model.

Crow [12] proposed a typology for schizophrenia which is based on the
positive–negative symptom dichotomy. According to this author, the two
types may reflect two aetiologically and prognostically distinct pathological
processes. The main symptoms of the positive syndrome (or type I) are
hallucinations and delusions. This type may be associated with biochemical
imbalance involving dopaminergic overactivity. The main symptoms of the
negative syndrome (or type II) are affective flattening and poverty of speech.
This type may be associated with structural or anatomical abnormality
reflected in ventricular enlargement and cortical atrophy.

In an appendix on criteria sets provided for further study, the DSM-
IV [5] introduces a dimensional alternative to the classical subtypes of
schizophrenia that have been described above. This alternative is based upon
a three-factor dimensional model. The three factors included in the model are
a psychotic, a disorganized and a negative one. The psychotic factor includes
delusions and hallucinations; the disorganized factor includes disorganized
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speech, disorganized behaviour, and inappropriate affect; and the negative
factor comprises affective flattening, alogia and avolition. According to the
authors of DSM-IV, there are studies which suggest that the severity of
symptoms within each of the three factors tends to vary together, both
cross-sectionally and over time, whereas this is less true for symptoms across
factors.

EXPLICIT DIAGNOSTIC CRITERIA FOR SCHIZOPHRENIA

In the early 1970s, a group of researchers at the Washington University
School of Medicine in St Louis, led by Robins and Guze [96], introduced a
method that attempted to enhance the reliability as well as the validity of
psychiatric diagnosis [97]. For a limited number of diagnostic categories, the
authors proposed research definitions that were based on clinical description,
laboratory studies, exclusion of other diagnoses, follow-up studies and
family studies. In addition, each category was defined by inclusion as well
as exclusion criteria that were explicit, descriptive and either monothetic or
polythetic. In the following years, the method was to be adopted not only for
the definition of specific diseases, but for the definition of each category in
psychiatric classifications.

The St Louis or Feighner definition of schizophrenia [97] rests upon three
criteria: the presence of a chronic illness with at least 6 months of symptoms,
in the absence of a period of depressive or manic symptoms sufficient to
qualify for affective disorder; the presence of delusions or hallucinations
or verbal production that makes communication difficult because of the
lack of a logical or understandable organization; and at least three of the
following manifestations: being single, poor premorbid social adjustment or
work history, family history of schizophrenia, absence of alcoholism or drug
abuse within one year of onset of psychosis, and onset of illness prior to
age 40.

The St Louis criteria had a major influence on the development of other
diagnostic criteria that have been elaborated over the years, in particular
because all subsequent criteria sets have been moulded on the format of the
initial St Louis criteria.

The Research Diagnostic Criteria (RDC) [98] were developed as part of a
collaborative project on the psychobiology of depression that was sponsored
by the National Institute of Mental Health (NIMH). The RDC provide
explicit criteria for depressive disorders, schizophrenia and several other
disorders.

The RDC for schizophrenia consist of a polythetic symptom criterion, a
duration criterion and an exclusion criterion. The symptom criterion lists
eight symptoms or groups of symptoms. The first seven symptom groups are
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Schneiderian first-rank symptoms and other delusions or hallucinations, the
last one gives diagnostic value to formal thought disorder if accompanied
by either blunted or inappropriate affect, delusions or hallucinations of any
type, or grossly disorganized behaviour. The duration criterion requires that
signs of the illness have lasted at least 2 weeks from the onset of a noticeable
change in the subject’s usual condition, and the exclusion criterion describes
the differential diagnosis with affective disorders: at no time during the active
period of illness being considered did the subject meet the full criteria for
either probable or definite manic or depressive syndrome to such a degree
that it was a prominent part of the illness.

The RDC have been used extensively by researchers since they were
first introduced and up to the present day. They may be applied on
the basis of a comprehensive clinical examination or, preferably, a semi-
structured interview, the Schedule for Affective Disorders and Schizophrenia
(SADS) [99].

Over the years, a number of other explicit diagnostic criteria for schizo-
phrenia have been developed by individual authors. Astrachan et al [100]
have developed a schizophrenia index that attempts to define the concept
of schizophrenia as proposed in DSM-II. Carpenter et al [101] have derived
a flexible system for the diagnosis of schizophrenia, that was based on data
from the International Pilot Study of Schizophrenia. Taylor and Abrams [102]
have elaborated criteria that attempt to correct several aspects of the Feighner
criteria. Pull et al [103] have produced diagnostic criteria that describe the
concept of schizophrenia held by French psychiatrists until recently (Kellam
[104]. Berner et al [105] have developed the Vienna Research Criteria, based
on the attributes of a fundamendal syndrome that the authors qualify as
endogenomorphic–schizophrenic.

In the third edition of the Diagnostic and Statistical Manual of Mental Disorders
(DSM-III) [3] the method introduced by the St Louis group was first applied
to define each of the disorders of a classification. The method was refined in
the DSM-III-R [4] and DSM-IV [5] and was adopted in the research version
of the ICD-10 [2].

THE DIAGNOSIS OF SCHIZOPHRENIA IN CURRENT
CLASSIFICATIONS

The two major current classifications in psychiatry are Chapter V(F) of the
International Classification of Diseases and Related Health Problems or ICD-
10 [1, 2] and the fourth edition of the Diagnostic and Statistical Manual of
Mental Disorders or DSM-IV [5]. Although major efforts have been made
in the preparation of the two systems to ensure as much compatibility
as possible, some differences have remained, also in the diagnosis of
schizophrenia.
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ICD-10

In the ICD-10, the diagnosis of schizophrenia depends upon the presence
of characteristic symptoms, a minimum duration of those symptoms, and a
differentiation from affective, other psychotic, organic or substance-induced
disorders. The ICD-10 diagnostic criteria for research of schizophrenia are
shown in Table 1.1.

TABLE 1.1 ICD-10 research diagnostic criteria for schizophrenia

G1. Either at least one of the syndromes, symptoms, and signs listed under
(1) below, or at least two of the symptoms and signs listed under (2) should
be present for most of the time during an episode of psychotic illness lasting
for at least 1 month (or at some time during most of the days).

(1) At least one of the following must be present:
(a) thought echo, thought insertion or withdrawal, or thought broadcasting;
(b) delusions of control, influence, or passivity, clearly referred to body or limb

movements or specific thoughts, actions, or sensations; delusional
perception;

(c) hallucinatory voices giving a running commentary on the patient’s
behaviour, or discussing the patient among themselves, or other types of
hallucinatory voices coming from some part of the body;

(d) persistent delusions of other kinds that are culturally inappropriate and
completely impossible (e.g. being able to control the weather, or being in
communication with aliens from another world).

(2) Or at least two of the following:

(a) persistent hallucinations in any modality, when occurring every day for at
least 1 month, when accompanied by delusions (which may be fleeting or
half-formed) without clear affective content, or when accompanied by
persistent over-valued ideas;

(b) neologisms, breaks, or interpolations in the train of thought, resulting in
incoherence or irrelevant speech;

(c) catatonic behaviour, such as excitement, posturing or waxy flexibility,
negativism, mutism, and stupor;

(d) ‘‘negative’’ symptoms, such as marked apathy, paucity of speech, and
blunting or incongruity of emotional responses (it must be clear that these
are not due to depression or to neuroleptic medication).

G2. Most commonly used exclusion clauses

(1) If the patient also meets criteria for manic episode (F30.�) or depressive
episode (F32.�), the criteria listed under G1 (1) and G1 (2) above must have
been met before the disturbance of mood developed;

(2) The disorder is not attributable to organic brain disease (in the sense of
F00–F09), or to alcohol- or drug-related intoxication (F1x.0), dependence
(F1x.2), or withdrawal (F1x.3 and F1x.4).
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The ICD-10 recognizes that no strictly pathognomonic symptoms can be
identified. Characteristic symptoms are divided into eight groups that have
special importance for the diagnosis and often occur together. The first four
groups are comprised of typical delusions and hallucinations; the last four
groups are comprised of less typical delusions and hallucinations, as well
as neologisms, breaks or interpolations in the train of thought, catatonic
behaviour, and negative symptoms such as marked apathy, paucity of
speech, and blunting or incongruity of emotional responses.

The delusions and hallucinations described in the first three groups are all
Schneiderian first-rank symptoms, while the delusions listed in the fourth
group are defined as culturally inappropriate and completely impossible
(they probably correspond to the definition of bizarre delusions in other
classifications).

The requirement for a diagnosis of schizophrenia is that a minimum of one
symptom belonging to any one of the first four groups, or symptoms from at
least two of the last four groups, should have been clearly present for most
of the time during a period of one month or more.

While adopting a one-month duration of typical psychotic symptoms,
the ICD-10 rejects the assumption that schizophrenia must be of compara-
tively long duration. According to the authors of the ICD-10, a substantial
proportion of patients who have clear and typical schizophrenic symptoms
lasting for more than one month but less than 6 months, have been shown
to make good, if not complete, recoveries from the disorder. According to
the authors of the ICD-10, in the present state of ignorance, there appear to
be no advantages in restricting the diagnosis of schizophrenia by specifying
a longer overall duration of the disorder and it seems best to avoid any
assumptions about necessary chronicity.

The authors of the ICD-10 recognize that before the appearance of typical
schizophrenic symptoms, there may be a period of weeks or months char-
acterized by the appearance of a prodrome of non-specific symptoms. If
a prodrome typical of and specific to schizophrenia could be identified,
described reliably, and shown to be uncommon in patients with other psychi-
atric disorders and in subjects with no disorder at all, it would be justifiable
to include such a prodrome among the optional criteria for schizophrenia.
It was considered that insufficient information was available on this issue at
present to justify the inclusion of a prodromal state as a contributor to the
diagnosis in ICD-10.

As a general rule, interference with the performance of social roles has
not been used as a diagnostic criterion in ICD-10. This decision has been
retained for the diagnosis of schizophrenia, with the exception of simple
schizophrenia, in which marked decline in social, scholastic or occupational
performance is part of the concept.
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According to ICD-10, the course of schizophrenia is variable. The course
may be specified after at least one year has elapsed since onset of the disorder.
The following patterns are listed: continuous; episodic with progressive
deficit; episodic with stable deficit; episodic remittent; incomplete remission;
complete remission; other.

Concerning differential diagnosis, the ICD-10 provides clear guidelines on
how to differentiate schizophrenia from affective and schizoaffective disor-
ders, other transient or persistent psychotic disorders, as well as any organic
or substance-induced mental disorder. The diagnosis of schizophrenia should
not be made in the presence of extensive depressive or manic symptoms
unless it is clear that schizophrenic symptoms antedated the affective distur-
bance. If both schizophrenic and affective symptoms develop together and are
evenly balanced, the diagnosis of schizoaffective disorder should be made,
even if the schizophrenic symptoms by themselves would have justified the
diagnosis of schizophrenia.

The separation of acute and transient psychotic disorders and schizophrenia
rests upon the presence and duration of symptoms of the schizophrenic type.
If such symptoms are present and persist for more than one month, the diag-
nosis should be changed to schizophrenia.

In persistent delusional disorders, delusions must be present for at least
3 months and the general criteria for schizophrenia are not fulfilled.

Finally, schizophrenia should not be diagnosed in the presence of overt
brain disease or during states of drug intoxication or withdrawal.

The ICD-10 describes seven subtypes of schizophrenia: paranoid, hebe-
phrenic, catatonic, post-schizophrenic depression, undifferentiated, residual
and simple.

DSM-IV

In DSM-IV, the diagnosis of schizophrenia depends upon the presence
of characteristic symptoms, a minimum duration of those symptoms, a
minimum duration of the disorder, the presence of social/occupational
dysfunction, and a differentiation from mood, schizoaffective, other psychotic
disorders, general medical conditions, substance-induced disorders and
pervasive developmental disorder. The DSM-IV diagnostic criteria of schizo-
phrenia are shown in Table 1.2.

According to DSM-IV, there are no strictly pathognomonic symptoms
of schizophrenia. Characteristic symptoms are conceptualized as falling
into two broad categories: positive and negative. There are four groups
of positive symptoms — delusions, hallucinations, disorganized speech, and
grossly disorganized or catatonic behaviour — and one group of negative
symptoms, which includes affective flattening, alogia and avolition.
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TABLE 1.2. DSM-IV diagnostic criteria for schizophrenia

A. Characteristic Symptoms
Two (or more) of the following, each present for a significant portion of time during

a 1-month period (or less if successfully treated);
(1) delusions
(2) hallucinations
(3) disorganized speech (e.g. frequent derailment or incoherence)
(4) grossly disorganized or catatonic behavior
(5) negative symptoms, that is, affective flattening, alogia, or avolition.
Note: Only one Criterion A symptom is required if delusions are bizarre or

hallucinations consist of a voice keeping up a running commentary on the
person’s behavior or thoughts, or two or more voices conversing with each other.

B. Social/occupational dysfunction
For a significant portion of the time since the onset of the disturbance, one or more

major areas of functioning such as work, interpersonal relations, or self-care are
markedly below the level achieved prior to the onset (or when the onset is in
childhood or adolescence, failure to achieve expected level of interpersonal
academic, or occupational achievement).

C. Duration
Continuous signs of the disturbance persist for at least 6 months. This 6-month

period must include at least 1 month of symptoms (or less if successfully treated)
that meet Criterion A (i.e. active phase symptoms) and may include periods of
prodromal or residual symptoms. During these prodromal or residual periods, the
signs of the disturbance may be manifested by only negative symptoms or two or
more symptoms listed in Criterion A present in an attenuated form (e.g. odd
beliefs, unusual perceptual experiences).

D. Schizoaffective and Mood Disorder exclusion
Schizoaffective Disorder and Mood Disorder With Psychotic Features have been

ruled out because either (1) no Major Depressive, Manic or Mixed Episodes have
occurred concurrently with the active-phase symptoms, or (2) if mood episodes
have occurred during active-phase symptoms, their total duration has been brief
relative to the duration of the active and residual periods.

E. Substance/general medical condition exclusion
The disturbance is not due to the direct physiological effects of a substance (e.g. a

drug of abuse, a medication) or a general medical condition.
F. Relationship to a Pervasive Developmental Disorder
If there is a history of Autistic Disorder or another Pervasive Developmental

Disorder, the additional diagnosis of Schizophrenia is made only if prominent
delusions or hallucinations are also present for at least a month (or less if
successfully treated).

The DSM-IV diagnostic criteria for schizophrenia require the presence of
symptoms from at least two of the groups listed above. Symptoms from
only one group are required if delusions are bizarre or hallucinations consist
of a voice keeping up a running commentary on the person’s behaviour
or thoughts, or two or more voices conversing with each other. Each of
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the symptoms must be present for a significant portion of time during a
one-month period (or less if successfully treated).

According to DSM-IV, schizophrenia is accompanied by marked social or
occupational dysfunction for a significant portion of the time since the onset
of the disturbance. The dysfunction must be present in at least one major
area such as work, interpersonal relations or self-care.

DSM-IV requires that continuous signs of the disturbance persist for at least
6 months. This 6-month period may include periods when only negative or
less severe symptoms are present. Such periods are referred to as prodromal
or residual, depending on whether they precede or follow the one-month
period of characteristic symptoms described above.

Classification of course can be applied only after at least one year has
elapsed since the initial onset of active-phase symptoms. According to DSM-
IV, the course of schizophrenia is variable. The manual lists the following
course specifiers: episodic with inter-episode residual symptoms; episodic
with no inter-episode residual symptoms; continuous; single episode in
partial remission; single episode in full remission; other or unspecified
pattern.

Concerning differential diagnosis, DSM-IV emphasizes the distinction
between schizophrenia and mood disorders. If psychotic symptoms occur
exclusively during periods of mood disturbance, the diagnosis is mood
disorder with psychotic features. If mood episodes have occurred during
active-phase symptoms, and if their total duration has been brief relative to
the duration of active and residual periods, the diagnosis is schizophrenia.

If a mood episode is concurrent with the active-phase symptoms of
schizophrenia, and if mood symptoms have been present for a substantial
portion of the total duration of the disturbance, and if delusions or halluci-
nations have been present for at least 2 weeks in the absence of prominent
mood symptoms, the diagnosis is schizoaffective disorder.

The differentiation between schizophrenia, brief psychotic disorder and
schizophreniform disorder rests upon a criterion of duration: less than one
month for brief psychotic disorder; more than one month but less than
6 months for schizophreniform disorder; at least 6 months for schizophrenia.

The differential diagnosis between schizophrenia and delusional disorder
rests on the nature of the delusions (in delusional disorder they are non-
bizarre) and the absence of other characteristic symptoms of schizophrenia
such as hallucinations, disorganized speech and behaviour, or prominent
negative symptoms.

Schizophrenia and pervasive developmental disorder are distinguished
by a number of criteria, including in particular the presence of prominent
delusions and hallucinations in the former but not in the latter.

Finally, the diagnosis is not made if the disturbance is due to the direct
physiological effects of a substance or a general medical condition.
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DSM-IV describes five subtypes of schizophrenia: paranoid, disorganized,
catatonic, undifferentiated and residual. Post-psychotic depressive disorder
of schizophrenia and simple deteriorative disorder or simple schizophrenia
are described in Appendix B, among conditions requiring further study.

In both the ICD-10 and the DSM-IV there is a distinction between positive
and negative characteristic symptoms of schizophrenia. According to the
definition provided in DSM-IV, ‘‘the positive symptoms appear to reflect an
excess or distortion of normal functions, whereas the negative symptoms
appear to reflect a diminution or loss in normal functions’’.

In both ICD-10 and DSM-IV, positive symptoms include hallucinations
and delusions, disorganized thought and speech, as well as disorganized and
catatonic behaviour. In both systems, negative symptoms include affective
flattening or blunting of emotional responses, alogia or paucity of speech,
and apathy or avolition.

The reliability and validity of psychiatric diagnoses that are based on
explicit diagnostic criteria have been investigated in a number of studies
during recent decades. According to Kendell [106], psychiatric diagnoses
are now as reliable as the clinical judgements made in other branches of
medicine. High reliability does not, however, by itself predict high validity.
In fact, reliability can be high while validity remains trivial. In a critique
of the DSM-IV operational diagnostic criteria for schizophrenia, Maj [107]
discusses several important issues. According to Maj, the symptomatological
criterion does not characterize schizophrenia as a syndrome, the five groups
of symptoms it mentions are all given the same weight, there is no clear
indication concerning the threshold above which the clinical manifestations
listed in the criterion should be regarded as symptoms, and the concept of
bizarre delusions has been kept despite the empirical evidence of the poor
reliability in the evaluation of a delusion as bizarre or non-bizarre. Most of
these critiques can also be addressed to the ICD-10 criteria for schizophrenia.
In addition to the preceding critiques, Maj also critically analyses the chrono-
logical criterion (6 months) used in DSM-IV, the definition of the functional
criterion, and the aetiologic component implied in the exclusion criteria.

ASSESSMENT INSTRUMENTS FOR THE DIAGNOSIS OF
SCHIZOPHRENIA

Traditional psychological tests continue to be routinely applied in psychi-
atric settings to assess patients with a potential diagnosis of schizophrenia.
The most widely used include questionnaires such as the Minnesota Multi-
phasic Personality Inventory and projective tests such as the Rorschach test
and the Thematic Apperception Test (TAT). The value of traditional tests
in diagnosing schizophrenia in the absence of clinical findings has been
questioned [108].
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A considerable number of instruments have been constructed for the
assessment of patients with schizophrenia or other psychotic disorders.

The ninth version of the Present State Examination [109] was used in the
International Pilot Study of Schizophrenia or IPSS [20]. The PSE includes
a considerable number of items for the assessment of psychotic signs and
symptoms and provides detailed definitions for each item.

For close to 50 years the most popular and universally used psychiatric
rating scale in the field of schizophrenia has been the Brief Psychiatric Rating
Scale or BPRS [110], which continues to be used widely, although often under
an expanded, or otherwise modified form.

A number of standardized, semi-structured as well as fully structured
instruments have been developed to facilitate the collection of data on the
basis of which it will be decided whether a patient meets the requirements
specified in the criteria for a specified disorder. Over the years, the various
instruments have been revised, and adapted to fit the criteria and algorithms
of the latest versions of ICD-10 and DSM-IV.

Prominent among structured instruments are the Diagnostic Interview
Schedule or DIS [111, 112] and the Composite International Diagnostic
Interview or CIDI [113, 114]. Both the DIS and the CIDI are fully struc-
tured diagnostic interviews, which can be used by lay interviewers after
proper training. They are intended for use in epidemiological studies in
general populations. There are computer programs for the CIDI and the
DIS that enable users to enter, clean, and score the interview. Both the
DIS and the CIDI have a section which contains relevant questions to
assess the presence or absence of each single criterion required for a diag-
nosis of schizophrenia in ICD-10 and DSM-IV. The inter-rater reliability
of the instruments is quite high, also for those questions that are listed in
the schizophrenia section. The concordance of CIDI and DIS positive or
negative diagnoses made independently by clinicians is, however, far less
perfect.

Prominent among semi-structured interviews are the SADS [99], the Struc-
tured Clinical Interview for DSM (III, III-R, IV) or SCID [115, 116], the
Schedules for Clinical Assessment in Neuropsychiatry or SCAN [117, 118]
and the International Personality Disorder Examination or IPDE [119, 120].
All of these instruments have been field tested and were found to be reliable
and applicable in different cultures.

The SADS was developed to facilitate the application of the Research
Diagnostic Criteria or RDC. It exists in three different forms: SADS regular
for the assessment of the present episode; SADS-L for the assessment of
lifetime diagnoses; and SADS-C for the assessment of change.

The SCID is an instrument that was developed for the assessment of
pathology and collection of data required for making diagnoses according
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to DSM criteria. It was first published for use with DSM-III, then revised for
DSM-III-R, and finally for DSM-IV.

The SCAN is a set of instruments aimed at assessing, measuring and
classifying the psychopathology and behaviour associated with the major
psychiatric disorders of adult life, including schizophrenia and other
psychotic disorders. It contains, in particular, the tenth version of the Present
State Examination (PSE-10) and is accompanied by a comprehensive glossary.
The SCAN yields diagnoses according to both ICD-10 and DSM-IV.

The IPDE assesses phenomenology relevant to the diagnosis of person-
ality disorder according to ICD-10 and DSM-IV. It includes, in particular,
items for the assessment of paranoid, schizoid and schizotypal personality
disorder.

Various scales have been developed for rating specific individual aspects
of schizophrenic symptomatology. For example, Andreasen [31] developed
a scale for evaluating the presence of flattening of affect and inappropriate
affect, and Chapman et al [25] have proposed an instrument for evaluating
social as well as physical anhedonia.

Different scales have been proposed for the assessment of positive
and negative symptoms in schizophrenia. The most prominent are the
SANS [53, 54], the SAPS [55] and the Positive and Negative Syndrome Scale
or PANSS [121, 122].

The SANS is a 25-item scale for the assessment of negative symptoms. The
items may also be scored (from 0 to 5) on a summary sheet on which they are
presented under five headings: affective flattening, alogia, avolition-apathy,
anhedonia-asociality, and attentional impairment.

The SAPS is a 34-item scale for the assessment of positive symptoms. The
items may also be scored (from 0 to 5) on a summary sheet on which they are
presented under four headings: hallucinations, delusions, bizarre behaviour
and positive formal thought disorder.

The PANSS is a 30-item instrument for assessing the prevalence of positive
and negative syndromes in schizophrenia. It provides specific interview
guidelines and assessment criteria, and includes two additional scales that
consider positive and negative syndromes relative to one another and relative
to general severity of psychopathology. Each item and each level of symptom
severity are defined. The ratings provide summary scores on a seven-item
positive score, seven-item negative scale, 16-item general psychopathology
scale, and a composite (positive minus negative) index.

BIOLOGICAL INDICATORS

During the last two decades, a considerable number of biological indices
have been investigated with the aim to find measurable indicators of, and
confirmatory tests for, the disorder. According to Szymanski et al [123], the
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most promising biological indicators are pursuit eye movement dysfunctions,
abnormalities in electrodermal activity, abnormalities in event-related brain
voltage potentials, deficits in attention and information processing, and
abnormal findings from brain imaging procedures.

According to a review by Clementz and Sweeney [124], between two-thirds
and three-quarters of patients with schizophrenia show an impairment in
smooth pursuit eye movements. The impairment is significantly higher in
patients with schizophrenia than in normal controls and in other psychotic
or non-psychotic control subjects [125, 126]. In addition, abnormal pursuit
eye movements have been found in one third to more than one half of first-
degree relatives of persons with schizophrenia, in contrast to only a small
proportion of relatives of persons with other psychiatric disorders. Abnormal
pursuit eye movements are, however, not entirely specific for schizophrenia.
In particular, they may be observed in bipolar disorder [127]. According
to Matthysse et al [128] and Holzman et al [129], eye movement impairment
may be one possible manifestation of a genetically determined latent trait,
with schizophrenic symptoms being one of several possible phenotypic
expressions of that trait. On the whole, eye movement dysfunction is ‘‘a
robust candidate in the search for a trait marker but not a confirmatory test
for schizophrenia’’ [123].

Measures of evoked potentials have been widely found to be abnormal in
patients with schizophrenia. St Clair et al [130] have reported smaller P300
amplitudes as well as delays in latency in patients with schizophrenia versus
control subjects. According to Pfefferbaum et al [131], reduced auditory-
and visual-evoked P300 amplitudes may be correlated with negative
symptoms, while increased auditory P300s have been associated with
positive symptoms [132]. Abnormalities in P300 are, however, not specific
for schizophrenia, since they have also been found in patients with other
psychiatric disorders, in particular in patients with schizotypal or borderline
personality disorders [133, 134] and in patients with dementia [135].

Other investigations on event-related brain voltage potentials (ERPs) have
found abnormalities in N100 and contingent negative variation as well as
defects in sensory gating. The results of these studies are, however, conflicting
and non-specific [123].

Studies on electrodermal activity have shown that 40–50% of patients with
schizophrenia are non-responsive with the phasic skin conductance orienting
response (SCOR) test versus 5–10% of non-psychiatric control subjects [136].
This type of response is, however, not specific for schizophrenia, since it
has also been found in other psychiatric disorders, in particular in mood
disorders [136]. Attempts to link non-response to positive or negative symp-
toms have yielded mixed results [137–140]. Recent studies on the SCOR
test in patients with schizophrenia have identified two subgroups: a large
subgroup of low to moderately aroused phasic SCOR non-responders; and a
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smaller subgroup of SCOR responders in which electrodermal tonic arousal
is abnormally high [141, 142]. According to Dawson et al [143], phasic SCOR
non-responding may qualify as a vulnerability indicator for schizophrenia,
whereas tonic electrodermal arousal qualifies as a state-sensitive indicator.

Impairment in sustained focused attention as measured by continuous
performance tests (CPT) may be a strong neuropsychological risk indicator
for schizophrenia. According to Erlenmeyer-Kimling and Cornblatt [144],
40–50% of patients with schizophrenia show impaired performance.
According to the same authors and to Nuechterlein et al [145], more complex
CPT versions show significant differences between high-risk children and
control subjects. In a recent review of more than forty studies that used
various versions of the CPT, Cornblatt and Keilp [146] concluded that
impaired attention is detectable in patients with schizophrenia, regardless of
clinical state; that the disturbance is detectable before onset of the disorder;
and that it is apparently heritable. The authors concede that attentional
disturbances are also found in patients with other disorders such as mood
disorders and children with attention deficit disorder, but report that there are
particular patterns of impairment that appear to be specific to schizophrenia.
They conclude that abnormal attention as shown with different versions of
the CPT is highly promising as an indicator of a biological susceptibility to
schizophrenia.

Structural and functional neuroimaging studies are providing new insights
into schizophrenia [147]. Computerized tomography (CT) and magnetic reso-
nance imaging (MRI) studies have shown an enlargement of lateral cerebral
ventricles in some but not all patients with schizophrenia. In a meta-analysis
of CT and MRI studies, Raz and Raz [148] found convincing evidence that
mean ventricular volume in patients is larger than in normal controls, but that
the magnitude of the effect is relatively small. There is also evidence that the
smaller cerebral tissue volumes found in patients with schizophrenia are due
to deficits in the volume of grey matter, with temporal and frontal regions
showing greater deficits than parietal and occipital areas [147, 149, 150]. The
question of whether the brain abnormalities in patients with schizophrenia
are static or progressive, or whether they are static in some patients and
progressive in others is still being debated [151].

Functional imaging techniques, such as positron emission tomography
(PET) or single photon emission computer tomography (SPECT) have
recently been reviewed by Liddle [152]. According to the reviewer, functional
imaging studies have provided strong evidence for widespread distur-
bance of brain function, especially in the association cortex of frontal and
temporal lobes.

Studies on the neurochemistry of schizophrenia, in particular on potential
neurotransmitter-related enzymatic activity markers, have not yielded any
consistent results up to now [123, 153].
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In 1987, Garver [154] identified the following criteria for a trait marker
to detect biological risk for psychosis: (a) it should distribute differently in
patients with psychosis than in control populations; (b) it should have a
greater prevalence in family members of identified patients with psychosis
than in the general population and be associated with psychotic spectrum
disorder in family members; (c) it should correlate with subsequent devel-
opment of psychotic spectrum disorder in high-risk children and occur
preceding the development of clinical manifestations of psychotic spectrum
disorder; (d) it should be reliable and stable over time.

Although some biological indicators, including in particular those listed
above, show promise for meeting Garver’s criteria, none of them meets
them completely. According to Szymanski et al [123], there are no biological
indicators at present that can be employed in establishing a diagnosis of
schizophrenia. According to these authors, longitudinal studies in high-risk
populations utilizing multiple biological measures may, however, eventually
define psychiatric syndromes with greater precision than clinical criteria or
single biological markers.

SUMMARY

This chapter has reviewed the evidence regarding the diagnosis of schizo-
phrenia. There are several areas where evidence is consolidated, others where
evidence is uncertain, and quite a few that are completely open to research.

Consistent Evidence

It is now well established that schizophrenia is a heterogeneous group of
syndromes which differ in symptomatology, course and outcome. Although
some of the symptoms are more characteristic of the disorder than others,
there are no specific or pathognomonic symptoms of schizophrenia. Charac-
teristic symptoms may be subdivided into positive and negative symptoms.
Prominent among positive symptoms are hallucinations, delusions and major
disturbances in the form of thought. Prominent among negative symptoms
are affective flattening, avolition and alogia.

Standardized and structured instruments are available for the assess-
ment of characteristic signs and symptoms and for making a diagnosis of
schizophrenia.

There is convincing evidence that schizophrenia is a disorder of all ages.
Although onset of the disorder is usually in adolescence or early adulthood,
schizophrenia may start in childhood and in late life. It has also been clearly
established that there usually have been non-psychotic symptoms, often for
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several years, before the appearance of characteristic psychotic symptoms.
Prominent pre-psychotic manifestations include symptoms related to impair-
ment of cognitive functioning, in particular impairment of attention.

Outcome studies have consistently shown that the course of schizophrenia
is poor in at least 50% of cases, but that a substantial proportion of patients
make good, if not complete, recoveries from the disorder.

Incomplete Evidence

The current definitions of schizophrenia, as described in the explicit diag-
nostic criteria provided in ICD-10 and DSM-IV, are, at best, validated in
part only. Owing to the polythetic nature of the symptom criteria, both the
ICD-10 and the DSM-IV criteria define a group of disorders which is possibly
extremely heterogeneous.

Although there is some evidence to support the distinction between the
paranoid subtype and the non-paranoid subtypes, there is little evidence
to support the differentiation of the individual classical subtypes of schizo-
phrenia. Alternatives to the classical subtyping of schizophrenia, such as the
three-factor dimensional descriptors that are proposed in DSM-IV to describe
current and lifetime symptomatology, have not been fully investigated up
to now.

While there is substantial evidence supporting the importance of a differ-
entiation between positive and negative symptoms, there is considerably less
evidence supporting the type I–type II or positive–negative dichotomy of
schizophrenia. In particular, further studies are needed to determine whether
the development of prominent negative symptoms justifies a diagnosis of
schizophrenia (simple schizophrenia) in a patient who has never shown any
positive symptoms.

Inclusion of prodromal or residual signs and symptoms in the defini-
tion of the disorder remains controversial, since no prodromal or residual
manifestations have as yet been identified that are typical and specific of
schizophrenia.

Attempts to differentiate schizophrenia more clearly from non-schizo-
phrenic psychotic disorders, either acute or chronic, have not been conclusive.
There also remain unsolved questions with regard to the distinction between
schizophrenia and mood disorders, whenever schizophrenic and mood
symptoms are present, either simultaneously or consecutively, in the same
patient.

There is, up to now, only limited information on schizotypal disorder,
and additional studies are needed to clarify the relationship between
schizophrenia, schizotypal disorder and the other schizophrenia spectrum
personality disorders.
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Areas Still Open to Research

Very promising results have been obtained on biological indicators, such as
abnormalities in eye movement, electrodermal activity, event-related brain
potentials, disturbances in attention and information processing, and brain
imaging. However, the importance of these abnormalities for diagnostic pur-
poses remains, at best, controversial. The validity of the same abnormalities as
trait markers for schizophrenia also needs to be confirmed by further studies.
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61. Huber G., Gross G., Schüttler R., Linz M. (1980) Longitudinal studies of schizo-
phrenic patients. Schizophr. Bull., 4: 592–605.
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age and sex on the onset and course of early schizophrenia. Br. J. Psychiatry,
162: 80–86.

64. Jablensky A., Sartorius N., Ernberg G., Anker M., Korten A., Cooper J.E., Day
R., Bertelsen A. (1992) Schizophrenia: manifestations, incidence and course in
different cultures. A World Health Organization ten-country study. Psychol.
Med. (Suppl. 20).
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66. Bleuler M. (1943) Die spätschizophrenen Krankheitsbilder. Fortschr. Neurol.
Psychiatrie, 15: 259–290.

67. Harris M.J., Jeste D.V. (1998) Late-onset schizophrenia: an overview. Schizophr.
Bull., 14: 39–55.

68. Pearlson G.D., Kreger L., Rabins P.V., Chase G.A., Cohen B., Wirth J.B., Schlep-
fer T.B., Tune L.E. (1989) A chart review study of late-onset and early-onset
schizophrenia. Am. J. Psychiatry, 146: 1568–1574.

69. Rabins P., Pauker S., Thomas J. (1984) Can schizophrenia begin after age 44?
Compr. Psychiatry, 25: 290–294.

70. Mayer C., Kelterborn G., Naber D. (1993) Age of onset in schizophrenia: rela-
tions to psychopathology and gender. Br. J. Psychiatry, 162: 665–671.

71. Howard R., Castle D.J., Wessely S., Murray R.M. (1993) A comparative study
of 470 cases of early-onset and late-onset schizophrenia. Br. J. Psychiatry, 163:
352–357.

72. Riecher-Rössler A., Rössler W., Först H., Meise U. (1995) Late-onset schizophre-
nia and late paraphrenia. Schizophr. Bull., 21: 345–354.

73. Marengo J. (1994) Classifying the courses of schizophrenia. Schizophr. Bull., 20:
519–536.

74. Müller C. (1951) Katamnestische Erhebungen über den spontanen Verlauf der
Schizophrenie. Monatsschr. Psychiatrie Neurol., 122: 257–276.

75. Arnold O.H. (1955) Schizophrener Prozess und schizophrene Symptomegesetze.
Maudrich, Vienna.

76. Ey H. (1959) Unity and diversity of schizophrenia: clinical and logical analysis
of the concept of schizophrenia. Am. J. Psychiatry, 115: 706–714.

77. Bleuler M. (1978) The Schizophrenic Disorders: Long-term Patient and Family
Studies. Yale University Press, New Haven.

78. Ciompi L. (1980) The natural history of schizophrenia in the long term. Br. J.
Psychiatry, 138: 413–420.

79. Hegarty J.D., Baldessarini R.J., Tohen M., Waterhaux C., Oepen G. (1994) One
hundred years of schizophrenia: a meta-analysis of the outcome literature. Am.
J. Psychiatry, 151: 1409–1416.

80. McGlashan T.H. (1988) A selective review of recent North American long-term
follow-up studies of schizophrenia. Schizophr. Bull., 14: 515–542.



34 SCHIZOPHRENIA

81. Harding C.M. (1988) Course types in schizophrenia: an analysis of European
and American studies. Schizophr. Bull., 14: 633–643.
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87. Pull C.B. (1993) Troubles affectifs et psychoses. Halopsy, 11: 2–5.
88. Kendler H.K. (1994) The nosologic validity of mood-incongruent psychotic

affective illness. In DSM-IV Sourcebook, vol. 1. (Eds T.A. Widiger, A.J. Frances,
H.A. Pincus, M.B. First, R. Ross, W. Davis), pp. 461–475. American Psychiatric
Association, Washington, DC.

89. Tsuang M.T., Levitt J.J., Simpson J.C. (1995) Schizoaffective disorder. In
Schizophrenia (Eds S.R. Hirsch, D.R. Weinberger), pp. 46–57. Blackwell Science,
Oxford.

90. Pull C.B. (1995) Atypical psychotic disorders. In Schizophrenia (Eds S.R. Hirsch,
D.R. Weinberger), pp. 15–27. Blackwell Science, Oxford.

91. Siever L.J., Bergman A.J., Keefe R.S. (1995) The schizophrenia spectrum person-
ality disorders. In Schizophrenia (Eds S.R. Hirsch, D.R. Weinberger), pp. 87–105.
Blackwell Science, Oxford.

92. Tsuang M.T., Winokur G. (1974) Criteria for subtyping schizophrenia: clin-
ical differentiation of hebephrenic and paranoid schizophrenia. Arch. Gen.
Psychiatry, 81: 43–47.

93. Zalewski C., Johnson-Selfridge M.T., Ohriner S., Zarrella K., Seltzer J.C. (1998)
A review of neuropsychological differences between paranoid and nonpara-
noid schizophrenia patients. Schizophr. Bull., 24: 127–145.

94. McGlashan T.H., Fenton W.S. (1994) Classical subtypes for schizophrenia.
In DSM-IV Sourcebook, vol. 1 (Eds T.A. Widiger, A.J. Frances. H.A. Pincus,
M.B. First, R. Ross, W. Davis), pp. 419–440. American Psychiatric Association,
Washington, DC.

95. Black D., Boffeli T. (1989) Simple schizophrenia: past, present, future. Am. J.
Psychiatry, 146: 1267–1273.

96. Robins E., Guze S. (1970) Establishment of diagnostic validity in psychiatric
illness: its application to schizophrenia. Am. J. Psychiatry, 7: 983–987.

97. Feighner J.P., Robins E., Guze S., Woodruff R.A., Winokur G., Munoz R. (1972)
Diagnosticcriteria foruse inpsychiatricresearch.Arch.Gen.Psychiatry,26:57– 63.

98. Spitzer R.L., Endicott J., Robins E. (1978) Research Diagnostic Criteria (RDC) for
a Selected Group of Functional Disorders, 3rd edn. New York State Psychiatric
Institute, New York.

99. Endicott J., Spitzer R.L. (1978) A diagnostic interview: the Schedule for Affective
Disorders and Schizophrenia. Arch. Gen. Psychiatry, 35: 837–844.

100. Astrachan B.M., Harrow M., Adler D., Brauer L., Schwartz A., Schwartz C.
(1972) A checklist for the diagnosis of schizophrenia. Br. J. Psychiatry, 121:
529–539.



DIAGNOSIS OF SCHIZOPHRENIA: A REVIEW 35

101. Carpenter W.T., Strauss J.S., Bartko J.J. (1973) Flexible system for the diagnosis
of schizophrenia: Report from the WHO International Pilot Study of Schizo-
phrenia. Science, 182: 1275–1278.

102. Taylor M.A., Abrams R. (1978) The prevalence of schizophrenia: a reassessment
using modern diagnostic criteria. Am J. Psychiatry, 16: 467–478.

103. Pull M.C., Pull C.B., Pichot P. (1987) Des critères empiriques pour les psychoses.
III. Algorithmes et arbres de décision. Encéphale, 13: 59–66.
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Commentaries

1.1
The Diagnosis of Schizophrenia: Practice and Concept

John S. Strauss1

The outstanding review by Prof. Pull provides an extremely scholarly and
useful perspective on current diagnostic practices in schizophrenia and
on their history. It is impressive to look back even a few decades in
psychiatry to see what a tremendous advance these practices have made
in promoting diagnostic reliability. And reliability is not merely the basis
for measurement and scientific study, as important as these are. In a more
subtle but even more crucial way, reliability is basic for communication
generally. For example, at a meeting among international schizophrenia
experts (I was just a trainee) held in the 1960s, the leader, Martin Katz,
asked to show a film of a patient with a severe mental disorder to see if
the participants would all diagnose the patient the same way. Everyone
seemed to feel that was totally unnecessary and protested, so it was
only with extreme persistence that Martin was allowed to proceed. He
asked each of us to write down our diagnosis on a piece of paper.
After the film, Martin asked for a show of hands for our diagnoses as
he read off several diagnostic categories. We were amazed and appalled
at how much disagreement there was. We had assumed that when we
were using the term ‘‘schizophrenia’’ we were all talking about the same
thing.

Since that time, developments in operational diagnostic criteria and their
use in diagnostic practice throughout the world have greatly increased our
ability to communicate. But diagnostic practice is only one leg of the two-
legged beast (or beasts) we are trying to understand and treat. The other
leg is ‘‘concept’’. What is the nature of the thing or things we are trying
to diagnose? Prof. Pull touches on several possibilities in the discussions on
validity. But the notion of validity often implies a sense that the nature of the
underlying ‘‘thing’’ is known at least roughly.

It was the magic of Kraepelin that he put together under the rubric
‘‘dementia praecox’’ ‘‘things’’ that by appearance looked almost entirely dif-
ferent. Many of his most influential contemporaries actually used a kind of
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operational diagnostic practice, grouping together into ‘‘syndromes’’ symp-
toms that they believed to occur together. Kraepelin emphasized the concept
of psychiatric ‘‘diseases’’ focusing on the underlying process that he believed
united the diverse syndromes, in the case of dementia praecox, the clue to
process he believed was deteriorating course.

As Prof. Pull notes, it is now clear that the course and outcome of
schizophrenia, the descendant of Kraepelin’s notion of dementia praecox,
are extremely diverse. The problem is where does that leave us? We have
made crucial advances in developing the practice of operational and reliable
diagnosis. But what is the thing we are diagnosing? Is it a ‘‘thing’’ at all? Or
is it a related group of ‘‘things’’ as Bleuler supposed? Or is it many different
‘‘things’’? And the further question, of course, is if there is a ‘‘thing’’ (or
things), then what is its (their) nature? In a sense, having gone through a
cycle since the time of Kraepelin, and having a great deal more information
than was available to him, we are back at some of the very issues he faced.

In the difficult bootstrapping task, trying to diagnose a thing reliably when
we are not entirely sure what that thing is, we have much company. In fact,
the search for the thing or things has been ongoing with many major shifts
since Kraepelin’s time, major shifts that are suggested in Prof. Pull’s review.
And, as is almost always the case in the history of science, shifts in concepts,
in methods, and in practices of labelling, occur at the same time, whether
these changes are noticed overtly or not. Bleuler lived on the grounds where
his patients lived and was influenced by Freud, and for these and other
reasons saw things somewhat differently from Kraepelin. Bleuler enlarged
the concept considerably, changed its name, and focused more on what he
believed to be underlying psychological mechanisms. Although Bleuler may
have improved the concept of dementia praecox in some ways, he made it
at the same time far more vague. Jaspers and his interest in levels shifted
the focus of observation again and changed the rules for weighting the
importance of observations made. Schneider returned somewhat more to the
pre-Kraepelinian attempt to identify diagnostically crucial symptom groups.

Where are we now in this evolving spiral of diagnostic practice and
concept? Somewhat mixed as have been all our predecessors, but with
our contemporary emphasis on diagnostic symptoms, we are more allied, I
think, to the pre-Kraepelinian and the Schneiderian approaches than to many
others. Many might disagree, but then it is often difficult to locate one’s own
position in historical patterns of change.

Where should we be? In my opinion ours is not such a bad location, basic
communication being as crucial as it is. If only we could be a bit more humble
than we sometimes are, and if only we could see ourselves more clearly and
promote more diversity of orientation, given the serious shortcomings in
present knowledge. Especially given current trends in medical practice
towards briefer contact with patients and the fact that many psychiatric
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researchers do not see patients at all, I think it particularly crucial that we
re-emphasize the importance, depth and complexity of patient experiences
and subjectivity as a basis for data, and for the understanding and improved
diagnosis of the processes underlying the ‘‘thing’’ for which we search.

1.2
Should Schizophrenia as a Disease Entity Concept Survive into the

Third Millennium?
Timothy J. Crow1

Charles Pull has put together a masterly overview of the recent litera-
ture on nosology and outcome of the disease entity that we have been
persuaded by E. Kraepelin and E. Bleuler to identify as ‘‘dementia praecox’’
or ‘‘schizophrenia’’. Arguably, the entity is still as well established as the
lynch-pin of psychiatric thought and practice at the turn of the millennium
as it was at the end of the nineteenth century. Other conditions, a fortiori the
affective psychoses, are defined by reference to schizophrenia — these are
diagnoses to be considered when schizophrenia has been excluded. Without
the concept of schizophrenia it is difficult to see how discussions of psychi-
atric diagnosis and practice could take place. The structure of textbooks and
examinations depend upon it. Take away this cornerstone and it seems that
the framework of psychiatry as a discipline is at risk of crumbling away.

And yet the edifice is built on sand. It sways and shudders in the wind.
And with every creak of the timbers there is a rush in the profession to shore
it up, for fear of what might happen without it. The prospect of psychiatry
without the concept of schizophrenia is awful to contemplate.

But the fundamental flaw is easy to see, was apparent to Kraepelin, and was
formally demonstrated in the literature some 17 years ago. It is simply that the
concept has no boundaries. In 1920 Kraepelin [1] wrote of, ‘‘the difficulties
which prevent us from distinguishing reliably between manic-depressive
insanity and dementia praecox. No experienced psychiatrist will deny there
is an alarmingly large number of cases in which it seems impossible, in spite
of the most careful observation, to make a firm diagnosis . . . it is becoming
increasingly clear that we cannot distinguish satisfactorily between these
two illnesses and this brings home the suspicion that our formulation of
the problem may be incorrect.’’ The failure of the concept was formally
demonstrated by Endicott et al [2] when they applied seven different sets
of operational criteria to a consecutive series of 46 patients admitted to the
Psychiatric Institute in New York who met any of the criteria for a diagnosis

1University Department of Psychiatry, Warneford Hospital, Oxford OX3 7JX, UK
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of schizophrenia. By the most liberal criteria 44 patients were diagnosed
as suffering from schizophrenia; by the most restrictive only six. Yet all of
these criteria can be traced back through Bleuler to Kraepelin. Something
is fundamentally wrong with the concept. What it is is clear from Endicott
et al’s seminal contribution and from the direction of recent research on
psychosis. Endicott et al [2] showed that the differences between different
sets of criteria are to a large extent related to whether or not patients with an
affective component to their illness are included. By the more liberal criteria
some who by modal Research Diagnostic Criteria (RDC) will be diagnosed
as manic-depressive will be given a diagnosis of schizophrenia. Nothing in
the recent literature, nosological, pathophysiological or genetic, appears to
challenge the concept of a continuum of psychosis [3–5].

But there is the further problem of specifying what it is a continuum of. This
is implicit in the now extensive literature on dimensions of psychopathology,
and, indeed, was implicit in the two-syndrome concept, in so far as this was
taken to describe separate dimensions of pathophysiology. If we really had
discrete disease entities why would we also have dimensions? What could
these be other than a single dimension of severity? Alongside this issue must
be placed the body of evidence that symptoms apparently characteristic of
psychoses are common in the general population [6]. Where is the line to be
drawn?

I incline [7] to the view that Kretschmer [8] put his finger on the nub
of the problem when he framed his challenge to the original Kraepelinian
concept: ‘‘we can never do justice to the endogenous psychoses so long as
we regard them as isolated unities of disease, having taken them out of their
natural heredity environment, and forced them into the limits of a clinical
system. Viewed in a large biological framework, however, the endogenous
psychoses are nothing other than marked accentuations of normal types of
temperament.’’

This is the challenge that no one has taken up. What is ‘‘the natural
heredity environment’’ and ‘‘its large biological framework’’? These ques-
tions impinge upon the origins of man, and the nature of human diversity.
In their solution the epidemiological characteristics of psychosis are crucial.
With the use of Schneider’s nuclear symptoms in the World Health Orga-
nization (WHO) Ten Country study, Jablensky et al [9] concluded that:
‘‘schizophrenic illnesses are ubiquitous, appear with similar incidence in
different cultures and have features that are more remarkable by their
similarity across cultures than by their difference.’’

Thus the predisposition to psychosis is intrinsic to human populations. The
biological disadvantage, that is, associated with such genetic predisposition
must be balanced by an advantage; the relevant variation is inseparable from
being human. It must, I have argued, be related to the speciation character-
istic, the capacity for language. Schizophrenia, according to this view, is ‘‘the
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price that Homo sapiens pays for language’’ [10]. Nuclear symptoms them-
selves can be conceived as anomalies of the transition from thought to speech
[11, 12]. They represent ‘‘language at the end of its tether’’. My response to
Kretschmer’s challenge therefore is that the ‘‘natural heredity environment’’
is the genetic change (the ‘‘speciation event’’) associated with the transi-
tion between a precursor hominid and Homo sapiens, and that this variation
may be associated with unusual characteristics — specifically, I suspect the
variation is ‘‘epigenetic’’ (associated with gene expression) rather than with
variation in the DNA sequence [13]. The ‘‘larger biological framework’’ is
the capacity for language and the associated revolution in brain function
(hemispheric differentiation) that allowed the transition to take place.

The focus on ‘‘schizophrenia’’ as a disease entity, as widely promoted
by psychiatric textbooks, and the drive to develop increasingly refined sets
of diagnostic criteria, does no justice to the nature of psychosis. These
phenomena are intrinsic to human populations and tell us about the genetic
origin of the characteristic that defines the species, the capacity for language.
The nuclear symptoms of schizophrenia can be regarded as a window on
the transition from thought to speech [12]. By the same logic the whole
range of psychotic manifestations, including the affective psychoses, tells
us about the variation that relates to the core characteristic of the human
brain — hemispheric differentiation [11]. By attempting to understand these
phenomena, we can hope to unravel what is distinctive about the function of
the brain in Homo sapiens and why it is so diverse.
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1.3
On Defining Schizophrenia

Josef Parnas1

Operational criteria were developed as a provisional and pragmatic tool, but
are increasingly reified and gradually elevated to a status of unquestionable
truth. A brief critical survey of the diagnostic criteria of schizophrenia (ICD-
10, DSM-IV) is therefore due. It may be helpful to realize that these criteria
represent a convention of unknown validity as compared to potential rival
definitions. The first-rank symptoms (FRS) are assigned a strong prominence,
due to their presumed simplicity and reliability, and their attractiveness as
model medical symptoms. However, the reliability of FRS, though reasonable
within one research group, is much weaker between the groups [1]. Schneider
was quite laconic in the sole description available in the English translation.
Consequently, what psychiatrists consider as representing a FRS varies in
important respects [2]. This variation is, moreover, not only due to linguistic
limitations. Today we know that FRS do not arise suddenly fully-fledged
but are antedated by subtle, anomalous subjective experiences [3]. FRS are
termini of progressive spatialization and externalization of these anomalous
experiences, usually completed by a delusional elaboration. Reliability prob-
lems arise when investigators define a FRS using different cut-off points
on these FRS continua [1, 2]. But even the patient himself, at the incipient
illness stages, may vacillate in the felt concreteness of his inner change, and
hence hesitate as to whether his verbalized explications are only metaphors
or should be taken literally.

The pathognomonic status of delusions with ‘‘impossible’’ (bizarre) content
was justified by an appeal to Jaspers’ notion of ‘‘incomprehensibility’’ of

1University Department of Psychiatry, Hvidovre Hospital, 2650 Hvidovre, Denmark
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delusions in schizophrenia. However, this notion was embedded in a more
overarching context of accessibility to empathic understanding. Impossibility
of content is neither definitive nor exhaustive of ‘‘incomprehensibility’’. In
fact, the diagnostic ineptitude of the sheer delusional content, commonly
recognized in the German-speaking psychiatry already by 1930, stimulated
interest in the form of experience in the arising delusion (e.g. delusional percep-
tion), in order to seize the experiential aspects suggestive of schizophrenia
[4]. Recently, it has been proposed [5] that typicality of schizophrenic delu-
sions lies partly in the fact that their content transpires a profoundly altered
form of experiencing: blurred Self-world articulation, solipsistic access to the
mind’s own constituting activity and a mutation of the ontological axioms of
experiencing. In conclusion, attributing to bizarre delusions a sufficient diag-
nostic efficacy is phenomenologically unfounded and historically inexact.

The second criterion of the ICD-10 (and its DSM-IV equivalents) is formu-
lated on a severity level that fails to diagnose cases clinically considered
as incipient disorganized and paranoid schizophrenia, with definite formal
thought disorder and peculiarities of rapport, but below the stipulated
severity level. In brief, the criteria work best with chronic patients, but defi-
nitely less so with first admission cases or cases identified in the population.

Defining schizophrenia equals specification of its validity criteria. No
robust extraclinical marker is available and attempts to subtype have been
dramatically unsuccessful. Factor analyses do not help because they rarely
tell news. They aggregate intercorrelated items, entered in the first place,
as reiterations of the clinically important aspects. Thus, the three-component
structure was mathematically demonstrated already in 1948 [6].

It is logically impossible to assess the diagnostic import of a symptom, by
looking at its distributions, if the symptom itself is a part of the very category
definition. It does not make sense to claim that, say, thought insertion is
more frequent in schizophrenia than in bipolar illness, if one believes, in
the first place, that this symptom is highly diagnostic of schizophrenia. That
is why many such studies are viciously circular or, at best, uninformative.
An access is needed to the definition, which is independent of single symptoms.
Given the lack of markers and singly typical course patterns, we can only
turn to the original definition of what schizophrenia was considered to
be. We need to distinguish criteria, defining the essence of schizophrenia,
from symptoms, which may, but need not, be present. It was considered
to be of essence of schizophrenia to persist, but persistence was conceived
of as a persistence of trait phenomena (e.g. autistic tendencies) and thus not
exhaustively reducible to chronicity of psychosis or debilitating course.
This essence was perceived as a change at the very core of mental life
and variously designated [7]. We can propose, more specifically, that the
essence of schizophrenia, marking the extension of its spectrum concept,
entails an alteration of the basic, pre-personal configuration of the Self and
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its intentional relation to the world. Modifications of the medical model
are needed in order to investigate this hypothesis more closely. First, we
must abandon the view that schizophrenia and its carrier can be sepa-
rated in the way as one separates an infection from its victim, that is,
that the subjectivity (Self) of the subject and his illness can be treated
as independent regions. The second modification follows from the first:
studying subjectivity calls for a suitable methodology, specifically devel-
oped to address first person data, namely phenomenology in its continental
sense [5].
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1.4
Diagnosis and Pathophysiology of Schizophrenia

Peter F. Liddle1

A century of research and clinical practice have confirmed many of the
features of schizophrenia delineated by Kraepelin and Bleuler, but funda-
mental attributes such as the time course and prognosis remain uncertain.
A number of developments in research methodology, such as the use of
standardized diagnostic criteria, attention to the problems of sampling bias,
and the development of multivariate statistical techniques, have enhanced
the rigour of clinical research. However, until there is a diagnostic method
that is not only reliable but also valid, it will remain difficult to draw
definitive conclusions.

1Department of Psychiatry, University of British Columbia, 2255 Wesbrook Mall, Vancouver, V6T 2A1,
Canada
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This is illustrated by the Buckinghamshire 5-year follow-up study [1],
which employed the Present State Examination (PSE) criteria for diagnosis
in a carefully ascertained sample. Among its findings was the observation
that 16% of cases have a single episode of illness, with no residual deficits.
However, despite the meticulous design of the study, the validity of this
conclusion depends utterly on the validity of the PSE criteria employed to
ascertain the cases. These criteria assign substantial weight to Schneiderian
first-rank symptoms. At the time the study was performed, these were
widely regarded as the best criteria available, but they have subsequently
been superseded by ICD-10 and DSM-IV. A similar study employing the
DSM-IV criteria, which demand a persistent illness lasting at least 6 months
before the diagnosis of schizophrenia is made, would probably find a smaller
proportion of cases having very good outcome. How are we to determine
whether or not the DSM-IV criteria are more valid than the PSE criteria?

It is unlikely this dilemma will be resolved until markers for the essential
pathological process or processes of schizophrenia are identified. There are
potentially two types of marker that might be applicable in clinical practice:
genetic markers and measurements of brain function. At this stage, the
prospect of a genetic marker that reliably predicts the occurrence of the
disease is not strong. With regard to measurements of brain function, a
multitude of different abnormalities have been reported in schizophrenia,
but in most instances the range of values observed in schizophrenia overlaps
the range in healthy subjects. Nonetheless, there are signs of convergence
on answers to several questions about the nature of the pathophysiology of
schizophrenia.

First, which brain areas are implicated in schizophrenia? A large body of
evidence indicates that the disturbance of cerebral function is widespread.
In particular, association cortex of frontal, temporal and parietal lobes, and
related subcortical nuclei, are involved. Relevant to the issue of clinical
heterogeneity of schizophrenia is the observation that different clusters of
symptoms are associated with aberrant cerebral activity in different cerebral
regions. For example, the characteristic symptoms of schizophrenia cluster
into three syndromes: reality distortion, disorganization and psychomotor
poverty (core negative features) [2]. Each of these syndromes is associated
with aberrant activity in a particular set of sites located in association cortex
and subcortical nuclei [3]. This observation confirms the evidence from many
other studies implicating diverse cerebral areas, and provides external vali-
dation for subdividing the characteristic symptoms of the illness into these
three syndromes. It should be noted that these syndromes are not separate
illnesses but tend to coexist within an individual patient; each individual
might have some degree of malfunction at all of the cerebral sites involved.

Secondly, what is the nature of the functional disorder? Functional imaging
studies suggest that the essential problem is a disorder of coordination of
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cerebral activity. Much of the evidence indicates abnormal fronto-temporal
connectivity [4]. There is also evidence that connections involving other areas
of association cortex and subcortical nuclei are abnormal [5]. If the problem
is a disorder of connectivity, the prospects for treating the essential defect
in function are potentially better than if the central problem was a focal
loss of neurons. The nature of the molecular abnormality responsible for the
putative disordered connectivity remains to be ascertained.

Third, when does the pathophysiological process begin? There is now
convincing evidence that schizophrenia is associated with subtle abnor-
malities of early neuronal development [6]. This association might indicate
either that disordered development creates a non-specific vulnerability to
schizophrenia, or that disordered neurodevelopment is an essential feature
of the illness.

In conclusion, there has been encouraging progress in the quest to identify
the cardinal pathophysiological process that defines schizophrenia. Once this
has been achieved, definitive answers to questions such as the differentiation
of schizophrenia from other psychotic disorders, time course and prognosis,
will be possible.
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1.5
The Significance of Intuition for the Diagnosis of Schizophrenia

Alfred Kraus1

The current classification and diagnosis in psychiatry, as presented in the
diagnostic manuals of DSM-IV and ICD-10, are based on operational criteria

1Department of Psychiatry, University of Heidelberg, Vosstrasse 4, 69115 Heidelberg, Germany
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and specific rules for use (so-called algorithms). To a large extent intuition
is excluded from the diagnostic process. What is lost with the exclusion of
intuition? Can we afford this loss [1]?

The intuition of the schizophrenic element is mainly identified with
the praecox-feeling. Minkowski’s [2] ‘‘diagnostique par penetration’’ and
Tellenbach’s [3] ‘‘atmospheric diagnosis’’ are also intuitive approaches to
the essence of the schizophrenic element. After Rümke [4] described the
praecox-feeling referring to dementia praecox, Wyrsch [5] further analysed
this intuitive recognition of the schizophrenic person. He recognized that
it is based neither only on signs such as facial or gestural expressions or a
bad emotional contact, nor only on an impairment of understanding other
people’s motives. According to Wyrsch, the praecox-feeling has nothing to
do with symptoms or other single features, but rather with a certain modality
of being (‘‘Eine Daseinsweise’’), a certain way of ‘‘being in the world and
taking part in it’’. What Wyrsch explicitly asserted, that this intuitive recog-
nition is no ‘‘guessing and presuming’’ but ‘‘really recognition’’, is decisive
in this context. Also according to Müller-Suur [6] the intuitive perception
of the schizophrenic element is not the perception of something vague, but
of a ‘‘definite incomprehensibility’’ (‘‘ein bestimmtes Unverständliches’’). It
is in our opinion a relatively definite changed form of being-in-the-world
(‘‘In-der-Welt-sein’’) with an order of its own. What is incomprehensible,
but intuitively perceived as something well defined, are certain basic struc-
tures of our being which have changed, as for instance the temporality
and spatiality of being, the being with others, etc. — in short the ontolog-
ical status of the person. Because these structures are not concrete, but are
constituting objectivity (Gegenständlichkeit), they are called prepredicative
structures.

We want to show this first with the hallucinations of schizophrenic
patients. The schizophrenic patient does not experience hallucination as
a normal perception: (a) his hallucination is like an event on another stage,
not in the world, but in front of it [7], that means not participating in the
field of normal perception; (b) the person concerned is at the mercy of this
perception not only because the hallucinated voice is coming from every-
where, but also because his body scheme [8] has changed (the perceived
voice reaches the centre of the person, while the activity of the ego is
blocked, and it is really impossible to objectify it); (c) schizophrenic hallu-
cination is like a revelation, stirring up the whole being of the person.
The intuitive diagnosis of hallucination is not made because this kind of
perception has no real object, as the operational definition of the ‘‘Arbeits-
gemeinschaft fur Methodik und dokumentation in der Psychiatrie’’ (AMDP)
says, but because the quality of this kind of perception is, as we have
shown, different and cannot be compared with normal perception. Therefore,
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Steffens and Graham [9] recently proposed not to conceive schizophrenic
hallucination as a perceptive disturbance at all, but as a disturbance of active
self-consciousness.

Delusion is another example showing the significance of intuition in the
diagnostics of schizophrenia, intuition here also recognizing a change of
prepredicative structures. As to DSM-IV, delusions are erroneous beliefs.
The difference between delusion and strongly held ideas is seen only in
the degree of conviction with which the belief is held, despite clear contra-
dictory evidence. But can superstitious and fanatical people not also keep
up erroneous beliefs with a similar strong opposition against contradictory
evidence? What really enables us to diagnose a delusion is not only the
assessment of lack of insight, abnormality of certainty and incorrectibility
[10] in connection with a wrong judgement of reality, not statements of the
patient about facts, but his totally different kind of relationship to reality and
to others. What the intuition of delusion recognizes, is not an alteration of
cognitive function, but a change of the personality of the patient and his rela-
tionship to the world, as Jaspers already stated [10]. The whole ontological
status of the patient has changed. Thus, it is this intuitively grasped, changed
self of the patient and his changed relationship to the world which gives his
abnormal certainty or lack of insight a special quality, and makes it a real
criterion of delusion.
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1.6
Heterogeneity vs. Homogeneity in Operationally-diagnosed

Schizophrenia

John L. Waddington1 and Paul J. Scully1

It is surely correct to conclude that schizophrenia, even when diagnosed
according to contemporary, operationalized criteria (DSM-III-R/IV; ICD-
10), is a disorder characterized by diversity in phenomenology and long-
term outcome, and that no known biological or psychological index is
pathognomonic of the disease. However, the affirmation that schizophrenia
is therefore a heterogeneous group of disorders requires further consideration
in relation to the available data and how they should be analysed to address
directly this fundamental issue [1]. For example, the proposition that a certain
proportion of patients with the disorder evidence a given abnormality while
a lesser proportion of controls do so, is not informative. More specifically,
to say that X% of patients evidence a given abnormality in comparison with
only Y% of controls (X > Y) cannot be interpreted fully when the presence
or absence of that abnormality is defined using some arbitrary value along
the continuous or categorical scale used in the measure thereof; such an
arbitrary definition of abnormality inherently dichotomizes patients (and
controls) into two (or more) groups independent of whether the underlying
distribution of the measured variable actually indicates the presence of such
(sub)groups.

Consider the ‘‘core’’, most widely replicated and accepted biological
finding in the brains of individuals with schizophrenia, namely ventricular
enlargement [1]. There is now a substantial body of evidence to contradict
the (widely held) assertion that such enlargement is present in some but not
all patients with the disease; on the contrary, ventricular size in patients with
schizophrenia is distributed unimodally in a manner similar to that of normal
individuals, the difference being that in patients the mean of this distribution
is shifted significantly to the right (greater ventricular size) [2, 3].

Several conclusions follow from these analyses [1]: (a) ventricular enlarge-
ment appears to be a population phenomenon in essentially all patients with
schizophrenia; (b) overlap between the distributions of ventricular size in
patients and controls, with only a proportion of patients having ventricular
size outside of the control range or 2 SDs above the control mean, affirm
that this measure has limited diagnostic utility, but should not be misin-
terpreted as indicating any subgroup(s) or heterogeneity, for which there is
no evidence; (c) for each patient, even those having ‘‘small’’ ventricles well
within the control range, ventricular size appears greater than would have
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been the case had schizophrenia not emerged in that person. Whether this
generic increase in ventricular size does or does not progress over the course
of chronic illness has been a contentious issue [1]; a recent prospective study
[4] has indicated progression therein, with the distribution of enlargement
not deviating from unimodality in a manner consistent with a homoge-
neous process. Similarly, neuronal size in layer III of the prefrontal cortex in
schizophrenia evidences a unimodal distributional shift in mean to the left
(reduced neuronal size) relative to controls [5]; though a large number of
neurons were examined in only a limited number of cases, the data indicate
a homogeneous effect.

This analytical approach has been applied to other aspects of schizophrenia
in comparison with control populations, within a developmental model
of the disorder [1], as follows: reduced premorbid IQ in the late teens
[6], reduced educational test score in childhood [7], increased craniofacial
dysmorphogenesis over the first half of pregnancy [8]. When each of these
diverse experimental findings along a lifetime trajectory of disease [1] is
analysed in this manner, the data appear to be characterized consistently
by a unimodal distributional shift in mean value among patients, and
thus a homogeneous process, at each time-point and for each level of
enquiry.

In summary, while this and alternative analytical approaches need be
applied to additional levels of enquiry at a wider range of time-points along
this dynamic, lifetime trajectory [1], the evidence to date suggests that when
schizophrenia is diagnosed in accordance with contemporary, operational-
ized criteria, diversity in a range of biological and psychosocial measures
may reflect normal variation within an unexpectedly homogeneous process.
The extent to which these notions might generalize to other operationally-
defined disorders, particularly schizophrenia spectrum conditions, other
non-affective and affective psychoses and bipolar illness, is unknown.
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1.7
Diagnosis of Schizophrenia: Arguments for a Narrowing of the Concept

Peter Berner1

The explicit criteria for schizophrenia provided by the DSM-IV and the
ICD-10 certainly allow us to establish the diagnosis more reliably, but they
have apparently not increased its prognostic and aetiopathogenetic validity.
This failure can be attributed to the fact — especially stressed by Maj [1] with
regard to DSM-IV — that both consensus classifications lack an underlying
paradigm. They combine elements of the diagnostic proposals of Kraepelin,
Bleuler, and Schneider, but without taking into account the different concepts
from which they were derived. Thus, the DSM-IV and ICD-10 symptoma-
tological criteria for schizophrenia incorporate not only some fundamental
and first rank symptoms but also some features belonging to either Bleuler’s
accessory or Schneider’s second rank symptoms. Since the consensus clas-
sifications consider all these phenomena only as characteristic, they add,
referring to Kraepelin, a chronological criterion in order to counterbalance
their lack of specificity. The arbitrary definition of the required continuity
raises, however, doubts about the usefulness of this strategy: the persistence
of symptoms over a certain time may increase the probability of a chronic
course but does not predict it.

The fact that the consensus definitions of schizophrenia establish a
heterogeneous group of disorders calls into question the maintenance of
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this category. A more promising strategy would be to restrict the diagnosis
to the presence of features which can be linked to a concept of their genesis.
In this regard Bleuler’s approach may still serve as a guideline.

Bleuler presumed that schizophrenic disorders were caused by a particular
basic dysfunction, which may have different aetiologies. He assumed that
nearly all clinically seizable schizophrenic symptoms are secondary elabora-
tions, but that some of them are particularly linked with the basic dysfunction
and occur in no other conditions. He considered therefore these ‘‘fundamental
symptoms’’ decisive for the diagnosis and opposed them to ‘‘accessory
symptoms’’, also supposed to appear on the basis of other disturbances.

A revival of Bleuler’s concept should focus on the identification of features
which may be linked with a high probability to a particular basic dysfunction.
This selection must start with the elimination of symptoms the unspecificity
of which has already become obvious.

Janzarik [2] has convincingly shown that first-rank symptoms, as well
as some of the features considered by Bleuler as fundamental — such as
ambivalence, depersonalization and derealization — emerge on the basis of
rapid alterations of the mood–drive state. Janzarik’s observation that this
‘‘dynamic instability’’ may occur in abnormal conditions of various origins
raises doubts as to the specificity of these phenomena. This is supported by
many studies demonstrating that they can be observed in organic, affective
and neurotic disorders, as well as in character disturbances [3–7].

Several studies suggest that formal thought disorders as well as affective
blunting occur in schizophrenia and sometimes in organic diseases, but not
in affective or psychogenetic disorders [8–10]. This led to the conclusion
that the diagnosis of schizophrenia should be based on these features. This
proposal has been contradicted with regard to formal thought disorders in
view of the claim that these phenomena can also be observed in mood disor-
ders [11, 12]. The validity of this argument must, however, be relativized:
recent neuropsychological research indicates that in schizophrenics a disin-
hibition of the associative network deviates the thinking toward removed or
unrelated thoughts, whereas manic flight of ideas only speeds up the access
to nearby associations [13]. If the distinction between these two different
associative processes is not clearly evaluated — which is often difficult — a
manic acceleration of association can erroneously be qualified as derailment.
Negative thought disorders can apparently not be distinguished from similar
phenomena occurring in depression. They can, therefore, only be used as a
diagnostic criterion for schizophrenia in the absence of a depressive mood.
If clearly seizable positive thought disorders are combined with affective
states, allowing the diagnosis of a mood disorder, the condition can be
classified as schizoaffective disorder. This diagnosis becomes in this perspec-
tive more restrictive and allows the assumption that such narrowly defined
schizoaffective states rely on the coincidence of two different vulnerabilities.
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The diagnostic value of the components of the ‘‘negative factor’’ can also
be called into question because they may be the result of different basic
disturbances; their occurrence in schizophrenia has been hypothetically
attributed to the same primary deficiency which causes formal thought
disorders [14]. But if negative symptoms are not combined with disorganized
thought their diagnostic validity must remain on the level of probability.

The review of the various features proposed up to now for the diagnosis of
schizophrenia suggests that formal thought disorders should be considered
as the most pertinent ones. In this perspective we have developed the Vienna
research criteria for schizophrenic psychoses, on the basis of follow-up
studies of paranoic patients [15]. These criteria, called ‘‘endogenomorphic-
schizophrenic axial syndrome’’ exclude Schneider’s first rank symptoms as
well as Bleuler’s accessory symptoms and some of his fundamental symp-
toms, because they are deemed to be expressions of a dynamic instability
devoid of any specificity. Thus, only formal thought disorders and affective
blunting were included. If the latter is not accompanied by thought disorders
the diagnosis is only qualified as probable. The application of these criteria
in genetic and follow-up studies demonstrates that they have a highly signif-
icant predictive value for the occurrence of schizophrenic disorders among
first-degree relatives as well as for a chronic illness course.

Basing the diagnosis of schizophrenia on the presence of thought blocking
and derailments, muddled speech and kryptic neologisms has two disad-
vantages. The first concerns the fact that the required formal thought
disorders may often not be present for long periods. Second, the attribu-
tion to schizophrenia may also be missed in patients presenting permanently
solely negative symptoms or only very discrete thought disorders. But are
these risks not much less important than the danger of labelling subjects
as schizophrenics whose disorder may be based on very heterogeneous
origins? In this perspective it seems preferable to attribute patients not
manifesting clearly seizable thought disorders to categories referring only to
the surface symptomatology. Such patients can then, for instance, be given
the diagnosis of a ‘‘paranoid’’ or ‘‘paranoid-hallucinatory syndrome’’ or a
‘‘deficit syndrome’’. This narrowing of the diagnosis of schizophrenia may
not only be beneficial for research, but may also preserve the patient and his
relatives from developing the pessimistic expectations with regard to their
prognosis, which are commonly linked with the term schizophrenia in public
opinion [16, 17].
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1.8
Schizophrenia: A Provisional Diagnostic Convention

Gisela Gross1 and Gerd Huber1

Due to the lack of pathognomonic somatic findings, every diagnostic concept
of schizophrenia can only be a provisional convention. If, for example, first
rank symptoms (FRS) are present and a brain disease is excluded, ‘‘we speak
in all modesty of schizophrenia’’ [1]. Here, to assert ‘‘right’’ or ‘‘wrong’’
diagnoses is not justified. We can only state that the disorder may be called
schizophrenia according to the criteria, for example, of Kraepelin, Bleuler,
Schneider, Leonhard, ICD-10 or DSM-IV. The crucial question is not whether
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the state is schizophrenia, but ‘‘does it fit with what I am accustomed to
call schizophrenia’’ [1]? The frequency of FRS depends on the duration of
observation. In the long courses, FRS occur in 79% of cases, in the first
6 months after onset in 52% [2]. The most frequent among FRS and second
rank symptoms (SRS) are delusional ideas (86%) and auditory hallucina-
tions (75%), followed by schizophrenic ego-experiences (51%), delusional
perception (42%), and bodily (39%), visual (33%), olfactory (13%) and gusta-
tory (11%) hallucinations [2]. In 21% of cases the diagnosis has to rely
merely on SRS and expression symptoms [2]. Of the latter, formal thought
disorders have — because of their infrequency (e.g. blocking 22%) and little
specificity — less diagnostic value, except incoherence (54%). Catatonic initial
syndromes (4.7%) occur more rarely than in the past [2]. In the whole course,
catatonic hyper- and hypophenomena are found in 55% of cases. Also
disturbances of affect and initiative and the negative symptoms (NS) affec-
tive flattening, avolition, alogia and anhedonia, occurring in a variety of
disorders, are of little diagnostic value, even if blunted and inappropriate
affect are differentiated from ‘‘feeling of unfeelingness’’, present mainly in
endogenous depressions [1], but also in pure residues of schizophrenia [2, 3].
‘‘Anhedonia’’ is a much too all-inclusive term. Cognitive deficits in neuropsy-
chological tests must be distinguished from cognitive thought disorders, a
frequent (75%) basic symptom (BS) in basic stages, partly correlated with
cognitive deficits [2, 4]. The BS’s diminution of emotional responsiveness,
drive, initiative and thought intentionality [3] are the subjective pendants of
the NS affective flattening, avolition and alogia.

As to the ‘‘prodromal or residual symptoms’’ (PRS), essential empirical
data of the BS research [5, 6] are neglected in DSM-IV and ICD-10. As the
pure residues [7], prodromes and outpost syndromes [8], preceding the first
psychotic episode 3.3 or 10 years respectively [2], are determined by BS,
which are, unlike NS and the PRS of DSM, experiential and not behavioural
in kind, typically only recognizable by the self-reports of the patients, who
have no lack of insight and are able to develop coping strategies [3, 5, 6].
The BS are rateable by the Bonn Scale for the Assessment of BS [3] and
can be differentiated in non-characteristic level-1 and rather characteristic
level-2-BS; out of distinct level-2 cognitive thought, perception and action
BS, distinct FRS develop, as has been shown in the first prospective early
recognition study in schizophrenia [9, 10], the transition rows study [11] and
earlier inquiries [5, 6, 12]. Early treatment including the prodromes improves
the long-term prognosis [2, 13]. BS, positive symptoms (PS) and NS must be
differentiated and develop in this chronological sequence: first BS, followed
only years later by PS and finally NS [3, 5, 9, 10].

The data regarding the outcome depend on the diagnostic concept. The
results of the European long-term studies, using Schneiderian and/or Bleule-
rian criteria, represent — according to Zubin — a revolution in the knowledge
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of schizophrenia [13]. Besides 22% with complete remissions, 40% of the cases
remit with mainly slight ‘‘pure residues’’, determined by BS as the prodromal
stages; 56% are fully employed, even if only 38% at the premorbid level [2].
The long-term studies have also shown the huge heterogeneity of outcome,
with social remission ranging in the 12 course types from 100% to 2% [2, 14].
The prognostically favourable factors of the Bonn study, for example, acute
onset, depressive syndromes, psychoreactive precipitation, normal primary
personality, are identical to criteria used to classify schizoaffective or cycloid
psychoses [6, 14]. As to the subtypes, the cenaesthetic schizophrenia [15, 16]
became by its very long (7 years in average) prodromes a prototype for the
early recognition research. This type is still today less known, as is the case
with the ‘‘pure defect’’ (7), corresponding partly to Crow’s type II, that is,
correlated with ventricular enlargement, but determined by BS and not by
NS [2, 5, 17]. We found in schizophrenics an enlargement of lateral and,
preferentially, third ventricles, associated with the ‘‘pure defect’’ and partly
progressing parallel to the psychopathological deficit [7, 12, 17]. The first
episode of schizophrenia begins before age 20 in females in 18% of cases and
in males in 32% of cases, while late-onset schizophrenia is seen in females in
22.4% of cases and in males in 10.6% of cases [2].
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1.9
Diagnosing Schizophrenia: A Personal View

Assen Jablensky1

In reviewing the ‘‘state-of-the-art’’ of diagnosing schizophrenia, one hundred
years after the concept of dementia praecox became established, we cannot
escape addressing the question what is the entity that we wish to diagnose? Is
schizophrenia a disease, a syndrome arising as a ‘‘final common pathway’’
for a variety of pathological processes, or a loose collection of poorly
interrelated symptoms and syndromes of multiple underlying causes, held
together by nosographic convention or lack of a better alternative?

By lumping together hebephrenia, catatonic insanity and dementia para-
noides into ‘‘one illness process’’, Kraepelin initiated a project for world
psychiatry that remains unfinished: to validate schizophrenia as a disease
entity by emulating the great nineteenth-century medical and neuropatholog-
ical precedents, best illustrated by general paresis. The process of discovery
was to proceed in stages: clinical (grouping the variable symptoms on the
basis of a common outcome and thus describing a provisional disease entity
that could be delineated from other entities); epidemiological (mapping its
incidence and distribution across populations and cultures); and laboratory
(describing its neuropathology, pathophysiology and neuropsychology, ulti-
mately narrowing down the search for causes). As it were by default, this
design is still providing a conceptual framework for schizophrenia research,
in spite of recurring doubts on the validity of its assumptions. Kraepelin
was among the first to realize the flaws, and to anticipate the critique, of the
disease entity theory, when he wrote, late in his life, that ‘‘our formulation
of the problem may be incorrect . . . the affective and schizophrenic forms
of mental disorder do not represent the expression of particular patholog-
ical processes, but rather indicate the areas of our personality in which
these processes unfold’’[1]. Yet we continue to rely almost exclusively on
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symptoms and history in diagnosing schizophrenia, thereby inferring an
underlying pathological process.

What is the value of symptoms in defining schizophrenia and in leading
us to where its causes might be? Much of the current research into the causes
of schizophrenia is predicated on a genetic paradigm, while the clinical
diagnosis is predicated on its symptoms. However, neither the symptoms,
nor the course of schizophrenia (including age at onset) appear to be under
tight genetic control. A telling example is provided by the Genain monozy-
gotic quadruplets, concordant for schizophrenia [2]. Although sharing a
virtually identical genome, the four sisters display very different clinical
types of illnesses and outcomes. The high heritability of the phenotype of
schizophrenia (defined by symptoms) does not necessarily imply a simple
direct pathway from genes to symptoms and behaviour. Complex interme-
diary mechanisms and feedback loops are likely to be involved, and the
search for endophenotypes is a strategy of rising importance [3]. Promising
leads include abnormalities in the P50 event-related potential, the control
of antisaccadic eye movements and sustained attention, all present in the
majority of patients, in a high proportion of their asymptomatic relatives, and
in a low proportion of controls drawn from the general population. While
the functional relationship of such endophenotypes to the clinical symptoms
remains yet to be understood, their genetic basis may be simpler to dissect
than that of schizophrenia. Other, novel candidate markers and phenotypes
are likely to emerge from functional brain imaging and neurochemistry. It
is this kind of empirical systematic research, abreast with advances in basic
neuroscience, that will eventually bring us to a state of knowledge from
which attempts to define the nature of schizophrenia will be more than spec-
ulation. Until then, efforts to reduce schizophrenia to linear causal models
are likely to be defeated by the complexity of the disorder and the persisting
gaps in fundamental knowledge about the organization of brain functioning.

This suggests a medium-term research agenda that involves a two-track
approach. On one track, clinical description should be further refined using
comprehensive, semi-standardized phenomenological interviewing sched-
ules such as the Schedules for Clinical Assessment in Neuropsychiatry
(SCAN) [4] rather than rating scales as short cuts. Alternative typologies,
like Leonhard’s system of subtyping the disorder [5] are probably worth
exploring more systematically. On the other track, the search and testing of
endophenotypes and the exploration of their associations with segments of
the schizophrenic syndrome, as well as with candidate genes and regions,
must transcend the conventional diagnostic boundaries and extend into
neighbouring territories (affective and personality disorders) and general
population samples.

Up to this point I deliberately avoided any mention of the current diagnostic
criteria of ICD-10 and DSM-IV. They are, beyond doubt, extremely useful for
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several different purposes, but research into the aetiology of schizophrenia
need not be subordinated to their dictate. Their role has been aptly described
as ‘‘gatekeeping’’ [6]. It is important to reiterate that such criteria do not define
schizophrenia but rather provide a common frame of reference enabling
clinicians and researchers to index their diagnostic formulations for retrieval
and comparisons.
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1.10
Comments on the Diagnosis of the Schizophrenic Syndrome

Aksel Bertelsen1

The introduction of a non-aetiological criteria-based diagnostic classifica-
tion in ICD-10 and DSM-III/IV has represented a major advantage in
psychiatric research and clinical psychiatry. This applies particularly to
the schizophrenic syndrome, which previously was diagnosed in widely
different ways in various countries even within the frame of ICD-8 and ICD-
9 [1]. The diagnostic approach based upon operationally defined criteria
ensures a high reliability of the schizophrenic syndrome in schizophrenia,
schizoaffective disorder, DSM-IV schizophreniform disorder and ICD-10
acute schizophrenia-like psychotic disorder. Reliability, however, does not
guarantee validity, but all the same is an indispensable prerequisite for
obtaining a diagnosis of useful validity. How does it help to have a defi-
nition of schizophrenia of high validity, if other psychiatrists are unable to
reproduce the diagnosis because of lack of explicit criteria, which could be
operationalized? Previously, ‘‘autism’’ or ‘‘schizophrenie-gefühl’’ have been

1Aarhus Psychiatric Hospital, DK-8240 Risskov, Denmark
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suggested as nuclear phenomena for the schizophrenia diagnosis, but both
have so far resisted attempts to be operationalized in order to be used as
diagnostic criteria, probably because of the inherent subjective component
on the part of the observer with poor inter-observer reliability.

The Schneider’s first-rank symptoms have proved to be particularly useful
because they are purely descriptive and operationalizable, and they are
therefore applied in both the ICD-10 and DSM-III/IV criteria, although with
different emphasis. Schneider claimed that the first-rank symptoms were
highly characteristic for schizophrenia, but not pathognomonic, because
they also appear in psychotic disorders with organic aetiology, which there-
fore has to be excluded. It has been stated that first-rank symptoms appear
quite frequently in affective disorders [2]. This probably has been caused by
inappropriate understanding of the proper definitions of these symptoms,
which have to be assessed very carefully following the explicit description by
Schneider to avoid false-positive assessments [3]. The first-rank symptoms of
hallucinatory commenting and discussing voices thus have to be in the third
person, assessed by two or three cited examples of their verbatim content.
Subjective disorders of thoughts and control are not only delusions, but also
and foremost experiences of thought insertion, withdrawal or broadcasting,
or of foreign control of actions, feelings or will. But to avoid false-positive
assessments, Schneider required explanatory delusions to accompany the
experiences to ensure their presence [4]. The same applies to passivity or
influence phenomena, which are combinations of somatic hallucinations and
explanatory delusions, which both have to be present. This is, however, not
made sufficiently explicit in the ICD-10 and DSM criteria for schizophrenia
and the schizophrenia-related disorders, but has been taken into consid-
eration in the Present State Examination included in the Schedules for
Clinical Assessment in Neuropsychiatry (SCAN) Version 2.1, for diagnostic
assessment according to both ICD-10 and DSM-IV [5].

Unfortunately, the ICD-10 and DSM-IV criteria differ, particularly for
schizoaffective disorders. ICD-10 and DSM-IV both require concurrent affec-
tive and schizophrenic syndromes. DSM-IV further requires at least 2 weeks
with delusions and hallucinations in the absence of prominent mood symp-
toms. In contrast to ICD-10, DSM-IV allows schizophrenia-characteristic
symptoms to appear during mood disorders. The ICD-10 definition of
schizoaffective disorder, therefore, is much broader, including many cases
of DSM-IV mood disorders with psychotic symptoms. The ‘‘new’’ diagnosis,
‘‘schizoaffective disorder’’, introduced with ICD-10 and DSM-III-R/IV, there-
fore, is in particular need of validation to see which of the concepts is the
more valid. External validation by genetic research as the most promising has
so far pointed to a strong genetic aetiological factor with morbid risk figures
higher than for mood disorders or schizophrenia, but with no indication
of a separate independent disorder. A combination of mood disorder and
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schizophrenia genes seems the most probable explanation, with secondary
cases of mood disorder and to a lesser degree schizophrenia among the
first-degree relatives, and only a minor risk of schizoaffective disorder [6].

For schizophrenia, the genetic aetiological factors are well demonstrated.
That ‘‘schizophrenia is a disorder of unknown aetiology’’ is correct only in the
sense that the aetiology and pathogenesis is not completely clarified and fully
demonstrated. We do indeed know much about aetiology with dominating
genetic factors in a multifactorial aetiological model, which also has been
clearly demonstrated for DSM and ICD-10 schizophrenia [7]. Identification
of one or more of the schizophrenia genes is, however, still awaiting the
results from intensive research in molecular genetics. This would allow
elucidation of the pathogenetic development of the schizophrenic syndrome,
establishing schizophrenia as a truly nosological entity or, probably, entities,
a group of schizophrenias as Bleuler suggested when he introduced the term.
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1.11
The Schizophrenic Syndrome: A Warning and a Conjecture

John E. Cooper1

This commentary is limited to two topics: first, how best to avoid some
drawbacks of ‘‘diagnostic criteria’’, and second, a conjecture that some of
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the effects of the schizophrenic syndrome can be usefully interpreted at the
conceptual level of a reduction of some of the ordinary social rituals of
everyday life.

ICD-10 and DSM-IV share two problems in the way that they present
the necessary names and criteria by which the subject matter of this review
is identified. They both use the term ‘‘schizophrenia’’ as if one illness is
being described, and they both give a list of symptoms under the title of
‘‘diagnostic criteria’’. But experienced psychiatrists know that even Bleuler
described ‘‘the group of schizophrenias’’, and they know that the heading
‘‘diagnostic criteria’’ should be replaced by ‘‘criteria for identifying the
disorder’’, since there are no implications about underlying processes or
knowledge of causes.

Until these defects are put right in future versions of the classifications,
psychiatric teachers and researchers should take care to make it clear that to
identify a disorder is not the same as making a diagnosis. Reference should
always be to ‘‘the schizophrenic syndrome’’ or the ‘‘schizophrenic disorder’’,
and the single misleading term ‘‘schizophrenia’’ should be avoided.

One of the most persistent impressions I have formed about patients with
long-standing schizophrenic syndromes can be interpreted as a remarkable
indifference to their immediate environment, both social and physical. This
is an interpretation, since when asked about the points noted below, the
patients themselves seem to be unaware of any problem, and have no
specific complaints. This indifference shows as an apparent unawareness
of minor discomforts in their immediate physical environment, but it is
the indifference to the immediate social environment that I should like to
examine, that is, their indifference to other persons. This is manifest as a
lack of the normal social rituals, such as greetings, farewells and the general
niceties of trivial but polite conversation.

To have a diminished ability to engage in the social rituals of everyday
life can be a very serious problem; ‘‘friendship exists through ritual’’ is a
well-known maxim in some schools of social anthropology. Most social roles
cannot be performed satisfactorily in any society without accompanying
social rituals, such as greetings, thanks and farewells. These exchanges allow
a person to establish and re-affirm an identity and a position in the social
group; this in turn facilitates performance of work or family duties.

The successful performance of a social ritual requires the brain and mind
to be functioning at the very highest levels. It requires the awareness,
monitoring and coordination of internal emotional and motor states, and the
perception of and responses to similar states in the other person concerned.
A variety of complicated motor and sensory processes are involved, such as
the recognition of facial expressions, the appreciation of subtle variations of
tone of voice, the performance of gestures, and the adoption of appropriate
postures.
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All animals have a repertoire of social rituals, by which they express
both their own individual identity and the identity of their species. We
are being most typically human when these social rituals are performed,
and it would not be surprising if the performance of these very human
activities requires that part of the brain that is most typically human — in
other words, the prefrontal cortex. A comment by Andreasen [1] implies
this, although without direct mention of the concept of social rituals, ‘‘the
negative symptoms of schizophrenia may represent a loss of functions that
are generally thought to reside in the frontal lobes’’.

There are some studies on patients with schizophrenic syndromes that can
be regarded as underpinning this suggestion. Their authors do not mention
the concept of social rituals directly, but often come very close. For instance,
Brown [2] reports marked loss of politeness in persons with schizophrenic
syndromes, and Davison et al [3] conclude that ‘‘schizophrenics showed a
generalised decrease in all facial behaviours measured’’. The efforts of Frith,
Done and others [4] to establish ‘‘a neuropsychology of schizophrenia’’ are
also relevant, in that a theme of ‘‘faulty self-monitoring’’ runs through the
conclusions of several of their studies.

The point of this conjecture is that, if even partially correct, it has impli-
cations for social treatments of some of the things lost (or perhaps never
present) in persons with long-standing schizophrenic syndromes. Social
skills training, as carried out in many centres at present, often includes
some aspects of what we are here calling social rituals, but, without doing
a systematic survey, my impression is that this is usually an incidental
part rather than a main focus. Perhaps what is needed is a purposeful and
concentrated programme that first assesses whatever social rituals are appro-
priate for the individual in question, and then tries to instil or regain any
that are missing. Since social rituals are heavily dependent upon culture,
there are all kinds of interesting opportunities to compare and contrast
across different cultures both the states of ritual defect, and attempts to find
remedies.
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1.12
A Century of Schizophrenia is Enough

Jane Kelly1 and Robin M. Murray1

As Charles Pull’s comprehensive review indicates, after a hundred years
of investigation, schizophrenia remains a chronically unsatisfactory disease.
Even as he outlines the supposed strengths of the concept, Prof. Pull reminds
us that there are no pathognomonic symptoms of schizophrenia and that
those individuals who receive the diagnosis have very different character-
istics and widely varying outcome. Although Prof. Pull indicates that the
use of standardized interviews and operational definitions enables trained
clinicians to make the diagnosis reliably, there now exists a ‘‘Tower of Babel’’
of different operational definitions, some of which, such as the DSM criteria,
are modified with confusing regularity. Consequently, the number of indi-
viduals diagnosed as schizophrenic varies by a factor of three depending on
which definition is used [1]. The borders of some definitions are quite arbi-
trary; for example, according to ICD-10, if an illness lasts for 29 days, it is not
schizophrenia, if it lasts for 32 days then it is schizophrenia. Most importantly,
there is no sharp boundary between the phenomena of schizophrenia and
manic-depressive psychosis; indeed, so many patients fall between the two
psychotic categories, that an intermediate form, the so-called schizoaffective
psychosis, had to be invented.

It has become increasingly clear that there is overlap in genetic predis-
position to schizophrenia and affective psychosis [2–4]. Pull also notes that
abnormalities in biological markers such as eye tracking and event-related
potentials are found in other psychotic conditions. Furthermore, the meta-
analysis of Elkis et al [5] has shown that lateral ventricular enlargement, the
most consistent abnormality in those diagnosed as schizophrenic, is also
found in affective psychosis. The fact that neither genetic predisposition
nor biological abnormalities are specific for schizophrenia undermines the
Kraepelinian concept of schizophrenia as a discrete disease entity.

In our view, therefore, 100 years of schizophrenia is enough. But what
should we replace it with? Murray et al [6] pointed to the evidence that a
number of developmental risk factors have been established for early-onset
psychosis. These include obstetric complications and late winter/spring
birth [7], as well as psychomotor and speech delay, inability to play and
poorer cognitive performance [8]. Other patients, conventionally diagnosed
as schizophrenic, have no developmental risk factors, often have symptoms
of, or relatives with, affective disorder, and many become ill following
social adversity. Murray et al [6] sought to divide the traditional category
of schizophrenia into neurodevelopmental (or congenital) and adult-onset

1Institute of Psychiatry, Maudsley Hospital, De Crespigny Park, Denmark Hill, London SE5 8AF, UK
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cases; the latter had much in common with affective psychosis. This proposal
deliberately harks back to views which were commonplace 100 years ago
[9], but were displaced by the stultifying disease concept of dementia
praecox/schizophrenia.

The existence of a neurodevelopmental form of psychosis received further
support from latent class analyses [10, 11], and from a twin study [12]. How-
ever, the neurodevelopmental adult-onset distinction has similar/difficulty
to the Kraepelinian system in dealing with cases on the borders between the
categories; that is, some psychotic patients appear to have both neurodevel-
opmental impairment and socially reactive/affective characteristics. Further-
more, it has become clear that neurodevelopmental risk factors are not specific
to schizophrenia. Thus, obstetric complications [7], childhood impairments
[13] and cerebral ventricle enlargement [5] are also risk factors for affective
psychosis, although the effect size is not so great as for schizophrenia.

A more plausible ‘‘dimensional’’ version of this idea is that there exists
a spectrum of psychosis which is under the influence of two major aetio-
logical effects. The first, ‘‘neurodevelopmental impairment’’, operates across
psychosis but has maximal effect in chronic cases with an early onset
and poor outcome. Such cases tend to be male and have a history of
obstetric complications or of a family member with a similar illness; they
are likely to have shown poor childhood function and to have struc-
tural brain abnormalities. The second effect arises when ‘‘social adversity’’
acts on genetic predisposition to affective psychosis to produce an acute
psychosis. The effect of this factor is maximal at the acute onset — good
outcome pole of psychosis; such cases tend to have good premorbid function
and to be female, and generally show less evidence of structural brain
abnormality. Thus, at the extreme poles of a continuum of psychosis,
neurodevelopmental and social/affective aetiologies predominate respec-
tively; however, in many of the intervening cases, both aetiological factors
are operating.

Might a classification based on such dimensional concepts have more
biological validity than the Kraepelinian system? A number of factor analyt-
ical studies of the symptoms shown by psychotic patients have produced
three psychotic dimensions or syndromes (positive, negative, and disorgani-
zation) and two affective syndromes (mania and depression). Sham et al [14]
showed that the positive and negative syndromes had pronounced, but
different, developmental antecedents, while mania and depression did not;
disorganization appeared to be a hybrid, being predicted by the combination
of low IQ and a family history of mania.

One of the main purposes of classification is to predict outcome. How
would a dimensional classification system work in this regard? Van Os
et al [15], who studied the clinical characteristics of some 700 chronic
psychotic patients, found that a four-dimensional model (positive, negative,
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manic and depressive dimensions) best fitted the data. They then compared
the ability of dimensional and categorical representations of the patients’
psychopathology to predict outcome; the dimensional approach had greater
predictive power than conventional diagnostic categories.

In summary, we agree with Charles Pull that neither symptoms nor
biological markers are specific to schizophrenia. While Pull looks to a day
when more specific markers for schizophrenia will validate the concept
and facilitate its diagnosis, we consider that this is an illusion. We are
more impressed by the evidence that not only biological markers but also
risk factors for psychosis operate across diagnostic categories. Indeed, not
only are dimensions more closely related to risk factors than categories, but
dimensions are also more useful in predicting outcome of psychosis. In short,
psychotic patients should be distinguished by differences of degree rather
than of kind, as a function of overlapping dimensions of psychopathology
[16]. Professor Pull’s article is a valiant eulogy for a concept which should be
buried with the twentieth century.
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1.13
Diagnosis of Schizophrenia: A View from Developing Countries

Narendra N. Wig1

This commentary deals with the question of diagnosis of schizophrenia in the
context of developing countries of Asia and Africa, where incidentally more
than half of the world’s population lives. It is only recently that scientifically
reliable observations are becoming available from these countries, which
at times significantly differ from those made in Western countries. Before
we consider data regarding the diagnosis of schizophrenia from developing
countries, it may be pertinent to list some of the important differences
that exist in the psychiatric setting of developing countries as compared to
developed countries:

ž Mental hospital beds are relatively few in developing countries. As a
result, most of the psychiatric patients are seen in general hospitals
or in outpatient clinics. Thus, while in Europe or the USA psychiatric
observations have been made largely on long-stay schizophrenic patients
admitted to mental hospitals, in developing countries these observations
have been made mostly in general hospitals and in outpatient settings.

ž Social setting in developing countries is also significantly different
from Western countries. In a recent comparative follow-up study of
schizophrenic patients in Liverpool (England) and Bangalore (India) it
was found that while over 98.3% of schizophrenic patients in Bangalore
lived with their families, this was the case for only 48.6% of patients with
schizophrenia in Liverpool [1].

1Postgraduate Institute of Medical Education and Research, Chandigarh, India
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Though it is well recognized now that schizophrenia occurs in all cultures, it
is important to note that significant differences exist in symptomatology in
developing countries as compared to the industrially developed countries:

ž Catatonic symptoms which have become rare in Western countries are
still commonly seen in Asian and African countries. Both auditory and
visual hallucinations are more commonly seen in developing countries.

ž Schneider’s first-rank symptoms of schizophrenia are seen less frequently
in developing countries as compared to the developed countries. This
is particularly true for symptoms representing subjectively experienced
thought disorder, for example, thought insertion or thought broadcast or
primary delusions [2].

In Prof. Pull’s review, in the section on course and outcome, there are two
areas where the findings from developing countries are significantly different
from those from developed countries and should be taken note of. Firstly,
in developing countries psychiatrists see a large number of cases of acute
psychosis which resemble schizophrenia but have a shorter course and good
recovery. Secondly, judged by any criteria, outcome of schizophrenia, in
general, is better in developing countries as compared to developed ones.

In the Collaborative Study on Determinants of Outcome of Severe Mental
Disorders (DOSMD), the largest diagnostic subtype of schizophrenia in
developing countries was acute schizophrenic episode (as per ICD-9) and it
constituted 40.3% of the total cases from these countries. In developed coun-
tries this subtype represented only 10.9% of cases [2]. With the current avail-
able information in the literature it is difficult to say whether acute transient
psychosis as frequently seen in developing countries is a distinct disorder
or a valid subgroup of schizophrenia. Cooper et al [3], while reviewing the
diagnostic data from the multinational World Health Organization (WHO)
study on acute psychosis, found that typical schizophrenic symptoms were
present in nearly half the cases of acute psychotic states from various centres.

In the final summary of his review, Prof. Pull concludes that outcome
of schizophrenia is ‘‘usually poor’’. The evidence from developing coun-
tries does not support this conclusion. In fact, the outcome has usually
been reported favourable in the majority of cases, with complete or partial
remission. The difference between developing and developed countries in
terms of outcome is well documented now in the WHO International Pilot
Study on Schizophrenia (IPSS) and DOSMD studies with a follow-up of 2 to
5 years. These findings have also been confirmed by a number of indepen-
dent studies. That this finding is not dependent on the duration of illness or
acuteness of onset is confirmed by the study of Kulhara and Chandiramani
[4], in which more than one diagnostic criterion was used for outcome. With
the available evidence from developing countries, it seems that chronicity
of schizophrenia may partly be culturally determined. Hence, it may not be



70 SCHIZOPHRENIA

justified to assume chronicity as an essential criterion for the diagnosis of
schizophrenia.
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1.14
Studies on Schizophrenic Symptomatology in Peru

Alberto Perales1

There is nothing new under the sun. Once more, Prof. Pull reveals, in his
thorough review, that psychiatrists of past decades exhaustively described
the clinical manifestations of schizophrenia. They had to develop semiologic
abilities to describe their clinical observations, and time has proven that they
were privileged to develop those skills. Unfortunately, today, the stress of
psychiatric training on semiology has considerably diminished in medical
schools and postgraduate courses and, as a result, clinical skills of new
specialists have been negatively affected. The exact recognition of symp-
toms, on which diagnostic process is scientifically grounded, is nowadays
superficially treated. Thus, a sound semiologic training is a compulsory
precondition for exact symptom recognition. Not only will this prevent
diagnostic confusion in the recognition of the different manifestations of the
disorder, but it will also be essential for clinical therapeutic decisions and for
avoiding misleading paths for research.

Although international classification systems aim to harmonize the concept
of schizophrenia, we should not forget, until proven wrong, that schizo-
phrenia seems to be not a single entity but a group of disorders with a
common core syndrome. It is for this reason that students of psychiatry

1Av. Javier Prado oeste 445, Dpto. 101, Lima 27, Peru
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should be taught to use diagnostic criteria of present classifications not
as absolute and indisputable truths, but as points of reference to correctly
identify the disorder, always remembering that the concept of schizophrenia
is still based on conventions.

Due to the short space available, I will only mention some of the contribu-
tions made by Peruvian psychiatry in clinical research on schizophrenia. For
many decades, several observations of outstanding Peruvian psychiatrists
[1–5] established almost a dictum: among Peruvian schizophrenic patients,
those native to the highlands would show a less florid clinical picture and a
more frequent depressive symptomatology in comparison to those native to
the coast (born at sea level). A research study was carried out [6] to test this
hypothesis. Schizophrenics (diagnosed by DSM-III criteria) from the coast
were those who grew up and lived in cities located between 0 and 500 m
above sea level, during their first 16 years at least, while the highlanders
were those who grew up and lived in cities located at 1800 m above sea
level during their first 16 years at least. Then, two groups of patients, one
from the coast (mean age 26.7 years) and one from the highlands (mean
age 30.8 years), consisting of 20 males and 10 females each, were compared.
The Brief Psychiatric Rating Scale and the Hamilton Depression Scale were
used. The Mann–Whitney statistical test was applied. The data showed no
significant differences between the groups. In another study carried out
in Peru, Ponce [7] applied a phenomenological and statistical approach to
evaluate the delusional content of 100 paranoid schizophrenics. He found 66
types of delusional themes. Comparing Ponce’s results with those published
by Andreasen and Black [8], we noticed that the three most frequent types
of delusions were those of persecution (81%), reference (49%) and mind
reading (48%) in the latter sample, and those of reference (65%), persecu-
tion (59%) and harm (34%) in the former. Delusions of harm involved the
patient’s conviction that someone had affected his health by using either
witchcraft or sorcery. Delgado [9] pointed out that although the mechanisms
of the delusional symptom are related to the specific schizophrenic brain
disorder (pathogenic factor), the content is strongly influenced by culture
(pathoplastic factor).
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1.15
Neuropsychological and Psychophysiological Contributions to the

Diagnosis of Schizophrenia

Allan F. Mirsky1 and Connie C. Duncan2

Although impaired attention in schizophrenia was described more than a
hundred years ago by Kraepelin (cited by Hoch [1]), it was not assessed
systematically until the 1930s and 1940s, with reaction time paradigms
(summarized in [2]). Following publication of the Continuous Performance
Test (CPT) of sustained attention as a test of brain damage [3], investigators
employed it to study schizophrenia. Stammeyer [4] reported that many
patients could perform the test as well as controls; however, when the
CPT was accompanied by distraction, patients’ performance deteriorated
significantly. Little change occurred in the controls’ performance. This was
the first demonstration of the principle that increased attentional demands
in patients could reveal a deficit that might otherwise escape detection.
This finding was confirmed by Wohlberg and Kornetsky [5] in a study of
remitted patients, and by a number of other investigators cited by Pull.
Currently, researchers make the CPT more demanding by degrading the task
stimuli [6, 7].

The attentional deficits in schizophrenia vary according to task stimulus
modality. Patients and their relatives perform worse on an auditory than a
visual CPT [6]. Possible explanations include compromise of structures in
the auditory brain stem and/or left temporal lobe [7].

1Section on Clinical and Experimental Neuropsychology, Laboratory of Brain and Cognition, National
Institute of Mental Health, 15 North Drive, Bethesda, MD 20982-2668, USA
2Clinical Psychophysiology and Pharmacology Laboratory, Department of Psychiatry, Uniformed
Services University of the Health Sciences, 4301 Jones Bridge Road, Bethesda, MD 20814, USA
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Thus, the impairment shown on the CPT, proposed initially as a test of brain
damage, emphasizes the role of brain dysfunction in schizophrenia. More-
over, the similarity of the deficits on the CPT in patients with schizophrenia
and with idiopathic generalized seizures (including greater difficulty with
auditory than visual tasks), suggest a shared pathophysiology in the two
disorders [8–10].

Pull’s review emphasizes the sensitivity of sustained attention tests, such
as the CPT, as markers of vulnerability to schizophrenia. However, such
sensitivity is also seen in other tests of attention. In a study in Ireland, tests
assessing the capacity to focus and to shift attention were also found to show
impairment in the patients and in their relatives [6]. In the Israeli High-
Risk Study, children at genetic risk for schizophrenia showed impairment
at ages 11 and 17 on a number of tests measuring aspects of attention [11,
12]. Moreover, poor performance on a cancellation task at ages 11 and 17
(especially under conditions of distraction) predicted which children at risk
would develop a schizophrenia spectrum disorder at age 25 [11].

Differences between auditory and visual processing are also reflected in
the P300 component of the event-related brain potentials. Patients show
substantial reductions in the amplitude of P300 elicited by auditory stimuli
as well as a less reliable reduction in the visual P300. Moreover, there is
some evidence that visual but not auditory P300 increases in proportion to
favourable response to medication [13]. These data, as well as the neuropsy-
chological findings, support the view of the greater vulnerability of auditory
than visual information processing in schizophrenia.

In conclusion, vulnerable persons may be identified by a number of
different attentional capacities, including sustained attention, focused atten-
tion and the ability to shift attentional focus. Moreover, sensitivity is increased
by using more demanding attention tasks, as well as those employing stimuli
in the auditory modality. Although the basis of these findings is not well
understood, they suggest that brain systems involved in the regulation
of attention are compromised in persons with schizophrenia and their
relatives.
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INTRODUCTION

Ever since antipsychotic drug treatment was introduced into clinical psychi-
atry almost half a century ago, establishing a breakthrough in the manage-
ment of schizophrenic disorders, this new therapeutic area is characterized
by a continuing attempt to optimize the results of treatment efforts for
these patients. A plethora of medications, called neuroleptics in classical
terminology, a term that is increasingly replaced by the indication driven
word antipsychotics, has been synthesized and tested to this end. Molecules
of different chemical structures, ranging from tricyclic phenothiazines to
thioxanthenes, butyrophenones, dibenzoxazepines, substituted benzamides
and benzisoxazole derivatives are used in the treatment of schizophrenia
today. The development of clozapine was clearly a quantum leap in these
efforts. This drug, available in some European countries since the early
1970s and introduced in the USA in the 1990s, was the first antipsy-
chotic that effectively treated the symptoms of schizophrenia with only
a minimal risk to induce extrapyramidal motor side effects (EPS) [1, 2].
Next to changing the mindset concerning clinical efficacy and adverse
drug effects, the success of clozapine has also strikingly influenced preclin-
ical development strategies for new antipsychotics. By and large this was
fuelled by the recognition that clozapine has excellent antipsychotic efficacy
without blocking nigrostriatal dopamine (D2) receptors at a similar extent
as classical neuroleptics [3]. Up to this point, powerful D2-blockade was
seen as a prerequisite for an antipsychotic effect. Eventually, clozapine’s
differing pharmacologic profile had as a consequence that a number of new
points are now considered in the preclinical screening of putative antipsy-
chotic drugs. These include dopamine blockade in extrastriatal, mesofrontal
and mesolimbic dopaminergic pathways, which have been studied using
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a host of different procedures, ranging from single neuron action poten-
tial recordings [4] to the expression of neuropeptides [5] and immediate
early genes [6]. Phases I and II in clinical psychopharmacology have also
experienced a methodological boost, including modern neuroimaging tech-
niques such as positron emission tomography (PET) and single photon
emission computed tomography (SPECT), which have been shown helpful
to characterize the action of new drugs both qualitatively and quantitatively
[7–11]. These strategies are complemented by experiments evaluating non-
dopaminergic systems, such as the serotonergic [12] and the glutamatergic
[13] pathways. Thus, clinical psychopharmacology, just as after the introduc-
tion of chlorpromazine, has catalysed new research in the neurobiology of
schizophrenia.

Clozapine has also helped change the demands on the clinical management
of schizophrenia. While there used to be a strong emphasis on positive
symptom reduction in the early days of pharmacologic treatment, new
therapeutic targets have been identified. Next to treating delusions and
hallucinations, the field of negative symptoms and cognitive dysfunction, as
well as the dimensions of suicide prevention, quality of life and psychosocial
reintegration, are now very much in the foreground of our considerations.
Safety research has also become a new major focus.

The following review is restricted to pharmacologic interventions. Clearly,
modern concepts of schizophrenia management include psychosocial and
rehabilitative measures. Even though pharmacotherapy is still very much
the backbone of our treatment efforts, it should always be embedded into
integrative treatment procedures, which include all levels of intervention.

In the following we will draw an artificial line between short-term and
long-term management, well aware that these cannot always be clearly
differentiated. When discussing short-term treatment we focus on symptom
control and crisis intervention, while making maintenance of therapeutic
effects and relapse prevention main topics in the long-term treatment
section, together with aspects of quality of life and psychosocial reinte-
gration.

SHORT-TERM TREATMENT (ACUTE TREATMENT)

Early Intervention Strategies

Following the seminal work of the late Richard Jed Wyatt (14), who was
the first to point out, based on his own work and the reports of others,
that a long course of untreated symptoms may have a negative impact on
the treatability and outcome of schizophrenia patients, efforts to shorten the
duration of untreated psychosis (DUP) have skyrocketed. Many centres in
the world have established early intervention clinics. As this concept is often
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misunderstood or presented in different ways, it needs to be clarified that
such programmes may have different foci: while some attempt to identify
and treat young people while they are still in a prodromal phase of the
illness, others have the goal to establish comprehensive treatment plans for
young patients that already have a confirmed diagnosis of a first episode
of schizophrenia. Clearly, the former interventions are still very much at
an experimental stage, and many open questions (type and duration of
intervention, ‘‘stigmatizing’’ patients by such interventions, prophylactic
effect on developing a true diagnosis of schizophrenia, etc.) remain to be
answered. On the other hand, every bit of knowledge that we have about
the course and outcome of schizophrenia certainly supports to intervene as
early as possible in patients with a confirmed diagnosis. This is independent
of the assumption that an ongoing psychotic episode may be neurotoxic. As
with every other disease, it is imperative to reduce the suffering of patients
and their significant others as effectively and quickly as possible.

Choice of Drug

Before the launch of clozapine, it was generally taken for granted, and backed
up by many comparative trials, that the available neuroleptics differed in
terms of tolerability but not regarding their efficacy. As a rule of thumb, high
potency drugs were associated with a greater risk for extrapyramidal motor
side effects, while low potency medications were said to have more autonomic
adverse events. The latter have also been said to be more sedative, even
though this was never formally studied in clinical trials [15]. These differences
in safety profile made the choice of drug mainly side-effect-guided.

Other criteria of choice include the potential for plasma level measure-
ments, which will be discussed in a separate section, as well as the availability
of depot preparations. In patients who have been pre-exposed to antipsy-
chotics, it will be advisable to fall back on medication that has shown a
beneficial benefit–risk profile during the treatment of previous episodes. It
must also be mentioned in this context that the choice of drug is of particular
importance when treating patients for the first time, as a dysphoric response
to an antipsychotic drug is known to influence the attitude towards further
pharmacologic treatments [16]. Especially stressful side effects may lead to
a long-lasting negative attitude towards medication, which is unfavourable
given the fact that many patients will eventually require long-term treatment.

Clozapine was the first drug for which qualitative and quantitative
differences to traditional antipsychotics could be convincingly demon-
strated [17–20]. Not only is clozapine more efficacious in patients suffering
from treatment-resistant schizophrenia, but it has also been shown to have
advantages in terms of the treatment of negative symptoms [17, 21] as well as
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in various psychosocial domains including quality of life [22] and prevention
of suicidal behaviour [23].

The fact that clozapine has good antipsychotic efficacy and a minimal risk
to induce extrapyramidal symptoms (EPS) has triggered the term ‘‘atyp-
ical’’ neuroleptic. This classification was originally designed to differentiate
clozapine from the older, traditional neuroleptics, which have sometimes
been referred to as ‘‘typical’’. Unfortunately, neither preclinical nor clin-
ical psychopharmacology offers a succinct definition for ‘‘atypicality’’. As
a categorical distinction between ‘‘typical’’ and ‘‘atypical’’ antipsychotic
drugs is not possible, some psychopharmacologists have fallen back on a
dimensional point of view in which various antipsychotics with more or
less ‘‘atypical’’ [24] properties can be found. These properties include a low
incidence of EPS, a reduced tendency to increase prolactin levels, as well as
greater improvements against the negative symptoms of schizophrenia than
traditional drugs. This is where clozapine and other new drugs, which will
be described in more detail at a later stage, show advantages over traditional
neuroleptics. As the term ‘‘atypical antipsychotic’’ does not describe a homo-
geneous group of medications, it is really of very limited use. Antipsychotics
that show more or less similarities to clozapine should more correctly be
classified as antipsychotics of the second generation [25].

Since clozapine cannot be used as a first-choice drug, given worldwide legal
restrictions that arise from the drug’s high risk to induce agranulocytosis [26],
there was a strong urge to develop antipsychotics without the propensity
to induce blood dyscrasias. This led to the development and consequent
registration of amisulpride, olanzapine, quetiapine, risperidone, sertindole,
ziprasidone and zotepine. Much can be said in favour of the use of these
agents as first-line drugs. Merely the fact that they have a significantly lower
EPS risk than traditional neuroleptics [27] would be argument enough. One
of the disadvantages of many of these novel antipsychotics, however, is the
lack of parenteral formulations, including depot preparations. As most of
the published data on the novel drugs provide results from pre-registration
phase II and III clinical trials performed in a highly selected group of
schizophrenic patients, one would be well advised to await more extensive
phase IV data and experiences made under routine treatment conditions
before giving definitive recommendations for the use of these drugs [25].
Lastly, pharmacoeconomic aspects need to be acknowledged, as the new
drugs are substantially more expensive than their predecessors. However,
these high drug costs have been shown to be counterbalanced by a reduction
in overall treatment costs, through lower relapse rates and less subsequent
rehospitalizations, as has been shown in various long-term studies [28].

In conclusion, it appears to be justified to recommend novel antipsychotics
as first-line treatment especially in patients with first manifestations of
schizophrenic disorders. It is still unclear whether these new drugs will
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eventually replace the traditional antipsychotics which at this time and date
still play an important role, especially in the treatment of multi-episode
patients who have shown a good response to these drugs and have tolerated
them well in the past.

Dose, Plasma Level and Route of Administration in Acute
Treatment

Ever since neuroleptics were introduced into clinical practice, dose recom-
mendations have varied up to 100-fold. On the basis of a meta-analysis of
studies using traditional drugs, Baldessarini et al [29] state that 100–700 mg
of chlorpromazine equivalents per day represent an adequate dose range for
most psychotic patients. This was confirmed in various more recent dose
finding studies. These showed that doses in excess of 20 mg haloperidol
[30, 31] or fluphenazine [32], or 6 mg of risperidone [33] daily do not provide
substantial additional therapeutic benefit. The lower end of the dose spec-
trum is less well defined. While McEvoy et al [34], for instance, reported that
most of their patients responded well to a mean of 3.4 mg haloperidol daily,
Van Putten et al [31] found improvement in only 6% of their patients treated
with less than 5 mg of haloperidol. This discrepancy can at least in part
be explained by different patient selections in the respective studies: in the
first trial almost half of the patients were either first-episode schizophrenics
or patients suffering from schizoaffective disorders, while the second team
studied mainly chronically ill schizophrenic patients, who most likely differ
from the first group of patients in terms of treatment response.

Various authors have also reported that the incidence of side effects
increases with dose [29, 31, 32, 35]. This is especially well documented for
EPS, and implies that a potential efficacy advantage of a higher dose may
by nullified by reduced tolerability. It has also been substantiated in two
independent studies that first-episode patients are especially sensitive to
EPS induced by risperidone. In such cases, doses of 1–3 mg/day have been
found equally effective and much better tolerated than higher doses (36,
37). Clearly, the dose should be adjusted to the needs of individual patients
within a certain frame of reference. Doses will therefore also be dependent on
target syndromes, meaning that higher doses will be used in more agitated
patients, while lower doses are given to patients with prevailingly negative
symptoms, although these recommendations come from a clinical empirical
background rather than from controlled trials.

For clozapine there is a distinct discrepancy between the United States and
Europe. The doses used in clinical trials as well as in everyday practice in
many centres of the US are about double the 200–300 mg daily that represent
the mean dose in many European countries [35]. The reasons for this are
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not entirely clear. A possible explanation is that clozapine is used more
restrictively in the US and is therefore mainly given to patients who are more
severely ill. These differences in dose are of high clinical relevance, as at least
some of the side effects of clozapine, such as seizures or confusion, are dose-
and plasma-level dependent [35, 38]. It seems strange that more than 20 years
after the registration of clozapine we still lack a sound dose finding study.

Some antipsychotics can also be administered parenterally. In principle,
this route of administration should be confined to emergency situations,
where lack of insight or acute psychopathology lead to a high risk of harming
oneself or others. Next to that, parenteral application may be necessary in the
select patients whose well-documented pharmacokinetic problems render
reaching adequate drug plasma levels on oral medication difficult.

There are no well-documented plasma level/efficacy correlation studies
for most of the traditional antipsychotics, with the exception of fluphenazine
and haloperidol. A haloperidol plasma level of around 15 ng/ml has been
described as optimal by various independent groups [39–41]. Research
also suggests that no additional therapeutic benefit is to be expected at
fluphenazine plasma levels beyond 1.5–2 ng/ml [42].

Judging effective clozapine plasma levels is much more difficult and has to
be seen in the light of the dosing discrepancies discussed above. Consequently
US authors recommend considerably higher plasma levels [43, 44] than those
that have been documented in successfully treated European patients [45, 46].
It must be noted, though, that American data stem from prospectively
designed plasma level response studies, while European authors have
reported clozapine plasma concentrations derived from naturalistic study
designs. In the most recent American report, VanderZwaag et al [47] suggest
that optimal plasma levels range between 200 and 250 ng/ml and submit
that quite a few patients have also responded well to levels below this
range. These numbers come closer to those found by European groups.
VanderZwaag et al [47] also stress that the time of venipuncture and the
distribution of clozapine doses over the day have a considerable impact on
clozapine plasma levels. Giving the full daily dose in the evening before
blood for plasma levels is drawn, for instance, results in higher levels than if
patients are treated with divided daily doses.

Even though plasma level monitoring of antipsychotics cannot yet be
recommended as a routine procedure, it may be of help in certain instances.
These include non-response to an adequate antipsychotic dose, the suspicion
of compliance problems, the use of pharmacologic combination treatment
which may lead to pharmacokinetic interactions, such as combinations
between certain antipsychotics and specific serotonin re-uptake inhibitors.
Clinically significant elevations of clozapine plasma levels have been found
for instance when this drug was combined with fluvoxamine [48]. The possi-
bility of monitoring plasma levels should also be entertained in very young
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or old patients and in such patients that suffer from relevant concomitant
medical diseases. Unusual side effects, especially if they occur at low doses,
may also justify checking antipsychotic plasma levels.

Duration of Acute Treatment

As there generally is a lot of inter-individual variation in the response to
the acute treatment of schizophrenia, the question of when to expect first
signs of this response or, alternatively, at which time the response may
be judged to be insufficient and a treatment change should be initiated, is
commonly asked. Respective recommendations range between 1 and 2 weeks
up to half a year. Some answers may be found in reports such as that by
Levinson et al [49], which documents that patients who ultimately respond to
antipsychotic treatment have shown an amelioration of various non-specific
symptoms, such as sleep disturbance or anxiety and agitation, but also of
positive symptoms within the first two treatment weeks. One may cautiously
conclude from such studies that ongoing treatment needs to be re-evaluated
if patients show no response whatsoever within the first treatment weeks.

There are some suggestions from clozapine trials that one needs to have
more patience in treatment-resistant patients [50, 51]. Treatment trials of up
to 3 months have been recommended.

Insufficient Treatment Response

The concept of treatment-resistant schizophrenia is not a homogeneous
one. Only the rare patient does not respond at all to psychopharmacologic
interventions. Most patients show at least a partial response in one or
the other symptom of their disorder. It is not uncommon, for instance,
that delusions or hallucinations remit, while negative symptoms remain
unchanged. Sometimes, the definition of treatment-resistant schizophrenia
also includes patients who do respond to antipsychotic treatment but do not
tolerate it due to significant side effects [52].

The definition of treatment-resistant or treatment-refractory schizophrenia
usually follows two different lines of thought: one is based on the necessity of
reproducible research; the other is built upon the needs of everyday clinical
practice.

Research calls for well-defined criteria that allow study of the issue in
different research centres and ultimately make a comparison of different
studies possible. Next to obtaining an exact drug history, patients in such
studies usually undergo at least one prospective antipsychotic treatment
trial [17]. Only if the history of the patient and the well-documented results
of this treatment attempt yield no adequate response is such a patient
classified as treatment resistant.
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In routine clinical care, the treating physician usually cannot fall back
on all of this sophisticated information. Judgement must often rely on an
incomplete history provided either by the patient or his/her significant others
and on far from perfect case notes. This information is then amalgamated
with the clinical impression that usually regards overall social functioning
and quality of life next to psychopathology.

It is not uncommon that the researcher’s and the clinician’s judgements
differ quantitatively. Many patients in whom the clinician is not satisfied with
treatment response will not fulfil strict research criteria, while on the other
hand patients entering research studies may represent a select population
and results provided by the studies of such patients are sometimes difficult
to generalize for a more clinical population.

It used to be common practice to switch patients who have not adequately
responded to a neuroleptic to another drug of a different chemical class. Simi-
larly, this was recommended for patients who did not tolerate certain medi-
cations. Research on this issue has produced controversial findings [52–54].
So far clozapine is the only drug for which this procedure is scientifically
justified [17]. Other second generation antipsychotics studied in this indica-
tion have led to either dissappointing [55] or difficult to interpret results, due
to methodological inadequacies [52 ]. For more information please refer to
the section in which the respective drugs are briefly reviewed.

Taking all the published evidence into account, we recommend the
following in the case of inadequate treatment response: if patients have
not shown at least partial response to an adequate dose of a traditional
antipsychotic after 2 to 3 weeks, compliance and plasma levels should be
checked. This may lead to additional supportive psychosocial measures
or to an adaptation of dose. If these modifications do not yield relevant
results within the next 2 to 3 weeks, switching to a second-generation drug
or clozapine is indicated. This recommendation is based on solid evidence
considering clozapine. On the other hand, it is clinically prudent to try
one of the newer antipsychotics first, although the evidence that these have
advantages over traditional neuroleptics in such instances is indirect at best,
in order to avoid the necessity of white blood count monitoring obligatory
with clozapine treatment. Patients who are switched to one of the novel
agents should be evaluated for treatment response within the 4–6 weeks;
in the case of clozapine treatment, a new treatment trial should last at least
2–3 months. If response remains unsatisfactory, various options should be
considered. These include concomitant administration of lithium [56–58] or
carbamazepine [59], as well as, alternatively, the use of benzodiazepines [60],
specific serotonin re-uptake inhibitors [61–63] or serotonin antagonists [64].
Electroconvulsive therapy also still has its place in these last resort treatment
trials [65]. All of these options result from clinical experience rather than
from controlled double-blind prospective treatment trials.
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Novel antipsychotics are increasingly used as drugs of first choice. What
to do if patients do not respond to these agents is still an open question.
Increasing the dose, sometimes beyond the levels recommended by the
manufacturers, switching to other novel antipsychotics or to traditional
neuroleptics, but also combining novel and classical drugs [66], appear to be
the most commonly chosen alternatives.

It has to be made very clear that the treatment of patients suffering
from treatment-resistant schizophrenia represents a highly complex clinical
problem that needs to be taken care of by the experienced and well-trained
specialist.

Adverse Effects During the Acute Treatment with
Antipsychotics

Table 2.1 gives an overview of antipsychotic-induced adverse events. This
table deliberately omits prevalence or incidence rates as, given huge method-
ologic differences between the available studies, unjustified comparisons of

TABLE 2.1 Adverse effects of antipsychotic drugs

Extrapyramidal Antiadrenergic
acute dystonia orthostatic hypotension

dyskinesia ECG alterations
akathisia ! tachycardia
parkinsonism ! tachyarrhythmia

tardive dyskinesia ! depressed ST segments
dystonia ! flattened U waves
(akathisia) ! prolonged QT intervals

Anticholinergic sexual dysfunctions
dry mouth Haematologic
constipation eosinophilia
blurred vision leucocytosis
urinary retention leucopenia
sexual dysfunctions agranulocytosis
Ophthalmologic Dermatologic
lenticular changes photosensitivity
pigmentary retinopathy seborrhoeic dermatitis
Endocrine and metabolic Sexual
increased prolactin diminished libido

gynaecomastia orgasmic dysfunctions
galactorrhoea erectile dysfunction incl. priapism

weight gain ejaculatory dysfunction
sexual dysfunctions reduced volume
lipid and glucose metabolism delayed ejaculation

dysfunctions
EEG alterations and seizures Neuroleptic malignant syndrome
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relative risks may lead to misinterpretation. For the classical drugs, the main
focus has traditionally been on EPS [67]. As the novel antipsychotics induce
EPS to a significantly lesser extent [27], non-EPS associated side effects have
gained interest following their introduction into clinical practice.

Many side effects can successfully be managed by dose reduction or
switching from one drug to another [68]. So far specific pharmacologic
interventions are only successful against EPS. Even though the efficacy of
anticholinergics against acute dystonia or parkinsonism [69] and that of
beta-blockers in treating akathisia [70] are impressive, these drugs should
be used cautiously. Anticholinergics are potent psychotropic drugs [71] that
may lead to memory deficits [72], substance abuse [73], as well as to a
worsening of psychotic symptoms [74]. Therefore, the general prophylactic
use of anticholinergic drugs is discouraged, a position also fortified by a
World Health Organization (WHO) recommendation [75]. The exception to
this rule are patients with a high risk for EPS such as young male patients or
patients with a history of significant EPS.

Concerning many of the non-EPS associated adverse events, individual
tolerance levels have to be discussed with the patients. This follows the
general rule that there is increasing emphasis on the subjective attitude of
patients and their relatives to pharmacotherapy, as this has been found to be
a crucial factor for compliance [76]. Consequently, drug-induced side effects
must be an ongoing topic even during the acute treatment phase.

The use of the novel antipsychotics as first-line drugs is an important
prophylactic measure to reduce the EPS risk. Next to that, a slow increase of
dose and using lower doses altogether prevent some of the acute side effects.
Naturally this approach is limited in very acutely, severely ill patients.

LONG-TERM TREATMENT

Next to maintaining the effects of acute treatment and relapse preven-
tion, an improvement in quality of life and psychosocial integration are
the goals of long-term treatment of patients suffering from schizophrenic
disorders.

There is increasing evidence that the long-term outcome of schizophrenia
is correlated to early pharmacological interventions and successful relapse
prevention [77–79]. It is one of the best documented and most reproduced
results in psychiatric outcome research that the long-term treatment with
antipsychotics is the major factor in preventing relapses and recurrences
of the disorder [67, 80]. The relapse risk is reduced by about two-thirds if
long-term antipsychotic medication is sustained [81]. In order to optimize
treatment response, pharmacological measures have to be complemented
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by psychosocial interventions. As discussed in the introductory section, the
latter are not the topic of this review and will be summarized elsewhere.

Even given optimal treatment conditions, about 20% of all schizophrenic
patients will experience a relapse despite antipsychotic prophylaxis [82]. On
the other hand, another 20% will suffer from a single episode of schizophrenia
only, no matter whether they are treated or not [83]. Unfortunately, we have
yet no way to predict the outcome of schizophrenia in individual patients.
Therefore, all patients suffering from schizophrenia, including those with first
episodes, are advised to continue medication on a long-term basis [84–87].
The rare patient with brief psychotic episodes without negative psychosocial
consequences may be an exception to this rule as would be a patient with an
intolerance to all existing antipsychotics.

Choice of the Antipsychotic

The choice of the antipsychotic will follow similar considerations to those
outlined in the acute treatment section. One has to keep is mind that switching
from one antipsychotic to another may pose problems, as the efficacy and
tolerability of the respective antipsychotics show significant intra-individual
variation. It is therefore preferable to plan long-term treatment already when
initiating acute treatment, in order not to have to change drugs between
treatment phases.

Unfortunately, pharmacoeconomic considerations play an increasing role
in the choice of antipsychotics in many countries. As the novel drugs
are considerably more expensive than traditional neuroleptics, clinicians
and patients are increasingly confronted with restrictive reimbursement
policies. This is especially disturbing when taking into account that phar-
macoeconomic studies have convincingly shown that higher drug costs
are outweighed by savings in other areas of treatment such as reduced
rehospitalization and relapse rates [28, 88].

Next to efficacy, tolerability and subjective acceptance of a drug by the
patient are important factors in long-term treatment. The benefit–risk profile
of an antipsychotic has to be a regular topic in treatment sessions with
patients and their significant others.

Duration of Treatment

Two types of studies give direct or indirect information on the length
of treatment issue: prospective placebo-controlled long-term trials and
discontinuation studies. In the latter, antipsychotics are discontinued under
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controlled conditions in patients who had been prophylactically treated
for varying amounts of time. While prospective studies usually extend
over time periods from 1 to 2 years, discontinuation studies often provide
information about considerably longer courses of treatment. Both study
options unanimously document a high relapse risk without antipsychotic
prophylaxis [80, 89].

A 1- to 2-year maintenance treatment is usually recommended for patients
suffering from first episodes of schizophrenia. Multi-episode patients should
be in remission for at least 5 years until the discontinuation of antipsychotic
treatment is discussed [84–87].

The time frames recommended above must be seen in the light of the fact
that there are no prospective relapse prevention studies which cover a time
period of more than 2 years and that all discontinuation trials have shown
high relapse rates, even if patients had been in remission for many years
before stopping antipsychotics. Therefore, these recommendations must be
considered a minimal standard. Especially in first-episode patients they
are also influenced by practical considerations, in so far as it is unrealistic
to suggest life-long pharmacologic relapse prevention, even though, when
judging the available evidence, this would not appear unreasonable. It is
also evident that such recommendations, although commonplace in various
chronic somatic diseases, are still met by much irrational criticism when
applied to the psychiatrically ill.

In the last decade, five independent research groups have evaluated
the effects of so-called intermittent pharmacologic treatment [90–94]. These
studies were based on the assumption that it should be possible to educate
patients and their significant others about early warning signs of an
impending relapse. In such patients, antipsychotics could be stopped after
successful acute treatment and reinitiated in the case of impending relapse,
detected by the advent of early warning signs. This was hypothesized to lead
to a reduced use of antipsychotics, thereby minimizing the risk for long-term
side effects such as tardive dyskinesia (TD).

Patients randomized to this type of management showed significantly
higher relapse rates than patients on continuous antipsychotic treatment.
Even though patients on intermittent treatment received significantly fewer
cumulative antipsychotic doses, there were no differences in the incidence
of TD between groups. In summarizing the available evidence, it can be
concluded that intermittent treatment has not been shown to be a gener-
ally practical alternative to the current recommendation of continuous
antipsychotic administration, especially when considering a separate study
in which an increased TD risk was found in patients with interruptions of
neuroleptic treatment [95]. First-episode patients may be an exception to this
rule [96].
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The strategic goal of the long-term treatment of patients suffering from
schizophrenic disorders remains to minimize the risk of a psychotic relapse
in order to avoid all its negative biological and psychosocial consequences.

Dose, Plasma Levels and Route of Administration in
Long-term Treatment

In general, the same doses of antipsychotic that have been efficacious during
the acute and the stabilization phases are also recommended at the beginning
of relapse prevention. For most patients these doses range between 5 and
15 mg daily of oral haloperidol or a respective equivalent dose of another
antipsychotic [84]. Dose–response relationships of the novel antipsychotics
have not yet been sufficiently studied; the few available double-blind, long-
term trials [97–99] indicate that the principle of maintaining patients on the
dose that had been used in the acute treatment is also helpful with these
drugs.

If a dose reduction is indicated, it should not be performed in steps larger
than 20% of the previous dose. The intervals between these steps should
be between 3 and 6 months, as it is well known that relapses following
insufficient neuroleptic doses may appear with a significant time lag [80, 100].
Naturally, it should be attempted to treat patients with a minimal effective
dose. In clinical practice this is not always easy and may, while trying to
reach this dose, lead to a risk of underdosing and subsequent relapse.

The administration of depot antipsychotics is an important treatment
option during long-term management. These injectable preparations produce
relatively constant plasma levels of the neuroleptics over a period of several
weeks [91]. The disadvantages of this type of treatment include the fact that
some patients refuse intramuscular injections or develop pain or irritations
at the injection site. Another problem is that the dose of a depot antipsychotic
cannot be reduced once administered. Advantages include the facilitation of
management through a certainty concerning compliance and the fact that the
patients do not need to take medication every day. Various expert groups
have therefore promoted the use of depot antipsychotics [84, 101, 102].

If a treatment with these drugs is anticipated, patients should first be
treated with the oral form of the antipsychotic, in order to gather information
about dose requirements and the benefit–risk profile of the drug. Ideally,
patients should be switched from the oral to the depot route after successful
stabilization has been achieved. This should be done in an overlapping
fashion, as depot medications reach steady state plasma levels only after a
certain period of time [103].

Dose finding studies are available for haloperidol and fluphenazine. They
are the basis of the following recommendations: 50–200 mg haloperidol
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decanoate every 4 weeks [104] or 12.5–50 mg fluphenazine decanoate in
bi-weekly intervals [101] represent an optimal dose range for many patients.

Adverse Effects of Long-term Treatment with Antipsychotics

Most acute antipsychotic-induced side effects can become chronic. Clearly,
clinicians will do the best to avoid this, although in some instances compro-
mises may be necessary, especially when clear benefits of medication
outweigh the relevance of certain side effects. As discussed previously, this
benefit–risk determination must be an integral component of all treatment
strategies.

Some side effects may already be apparent during acute treatment but
become relevant only during long-term management. These include sedation,
weight gain and sexual dysfunctions [105]. As these adverse events are
thought to have a negative impact on compliance, they warrant special
consideration.

Tardive dyskinesia is a specific long-term side effect that is relatively
common with traditional antipsychotics [106]. The annual cumulative
incidence rate is around 5% [107]. Given the increased attention to tardive
dyskinesia and the implementation of prophylactic measures, severe and
irreversible manifestations have become considerably less frequent. It
is important to acknowledge that tardive dyskinesia is not necessarily
irreversible. Observations over long time periods have shown that this
motor side effect remits spontaneously in about half of the afflicted patients
despite continuous antipsychotic treatment [108].

While no well-documented case of clozapine-induced tardive dyskinesia
has been published so far, it is important to note that this does not hold
true for the other novel compounds. Even if these drugs have a certain risk
for tardive dyskinesia, this is still significantly lower than that found with
traditional antipsychotics [109, 110].

The management of chronic side effects of antipsychotics, with the excep-
tion of tardive dyskinesia, follows the same principles as have been described
in the acute treatment section. Treating manifest tardive dyskinesia is still
unsatisfactory; prophylactic measures are therefore of utmost importance.
Patients have to be examined regularly with regard to incipient tardive
dyskinesia. As soon as such symptoms are found, if continuous antipsy-
chotic treatment is considered necessary, an attempt to reduce the dose
should be the first step. If tardive dyskinesia progresses despite this, treat-
ment must be changed to clozapine or another compound with a low TD
risk. Patients with a shorter duration of TD may also profit from an addi-
tion of tocopherol (vitamin E) [111]. As the risk to induce weight gain and
disturbances of glucose and lipid metabolism differs significantly between
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antipsychotics, these complications are discussed below, when the specific
drugs are reviewed.

SECOND-GENERATION ANTIPSYCHOTICS

The problem of artificially categorizing all novel antipsychotics as ‘‘atypical’’
has been alluded to earlier in this review. A critical review of these drugs
clarifies that they are pharmacologically heterogeneous substances [27]. This
most likely results in diverging clinical profiles, although these are not yet
fully understood.

New developments are briefly summarized below. As this is currently a
very prosperous field of research, the interested reader is referred to the
most recent publications in scientific journals. Table 2.2 summarizes receptor
affinities and dose recommendations for the novel antipsychotics. As some
of the features of clozapine are mentioned elsewhere in the review, they are
not discussed in this section.

Amisulpride

Amisulpride is a substituted benzamide and a specific dopamine D2 and D3
antagonist [112–114]. The terminal elimination half-life is approximately 12
hours [115].

In patients with positive symptoms, higher doses (400–800 mg/day) of
amisulpride led to reductions in mean Brief Psychiatric Rating Scale (BPRS)
scores similar to those achieved with haloperidol [116, 117] or flupenthixol
[118]. In studies of patients with predominantly negative symptoms of schizo-
phrenia, 50–300 mg were more effective than placebo [119–122]. EPS induced
by amisulpride are dose related and lower than those caused by haloperidol,

TABLE 2.2 Novel antipsychotics

Drug Receptor profileŁ Recommended dose
(mg/day)†

Amisulpride D 300–800 (50–1200)
Clozapine 5HT, D, ˛, M, H 200–450 (50–900)
Olanzapine 5HT, D, M, ˛, H 10 (5–20)
Quetiapine H, 5HT, ˛, D 150–750
Risperidone 5HT, D, ˛, H 4–6 (1–16)
Sertindole 5HT, D, ˛ 12–20 (4–24)
Ziprasidone 5HT, D 40–160
Zotepine 5HT, D, ˛, H, M 100–300 (50–450)

D, Dopamine; ˛, ˛-adrenergic; M, muscarinic; H, histamine; 5HT, serotonin.
ŁListed in order of descending affinity.
†Doses in general correspond to the recommendations of the manufacturer.
Doses listed in parentheses represent extremes sometimes justified in indi-
vidual patients.
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flupenthixol or fluphenazine in comparative trials. Amisulpride induced less
tardive dyskinesia than haloperidol in patients with schizophrenia [123].

Amisulpride provoked higher prolactin increases than did haloperidol or
flupenthixol [124]. However, no differences were found in the incidence of
clinical endocrine adverse events. Amisulpride was associated with lower
weight gain than risperidone in a trial comparing the two drugs [125].

Olanzapine

Olanzapine is similar to clozapine both in its chemical structure and in
its pharmacologic properties [126]. It has a plasma half-life of about 30
hours [127]; the manufacturer recommends doses between 5 and 20 mg daily.
An acute i.m. formulation of olanzapine should soon become available.

Before registration, olanzapine was compared to placebo and haloperidol
in clinical trials [128, 129]. It was shown to be superior to placebo [128]
and at least equal to haloperidol [128, 129] when treating patients with
schizophrenic or schizoaffective disorder. It was more effective than
haloperidol in treating depressive [130] and negative symptoms [131] in
schizophrenic patients. The problems in interpreting these findings will be
discussed at the end of this review.

All therapeutic effects of olanzapine are maintained over longer periods
of time as 1-year extension studies against placebo and haloperidol have
shown [98, 132]. In a study with similar design as the classic clozapine
trial [17], olanzapine was compared to chlorpromazine in patients suffering
from treatment-resistant schizophrenia. The drugs did not differ from each
other and showed disappointing response rates [55]. In contrast, a more
recent study comparing olanzapine to clozapine found both drugs to be
comparably effective in treatment resistant patients, with olanzapine showing
a tolerability advantage [131].

In all clinical trials and at all dose levels olanzapine induced extrapyra-
midal symptoms that, with the exception of akathisia, were not higher than
those found in patients randomized to placebo [133]. Olanzapine was shown
to be associated with a significantly lower tardive dyskinesia risk than
haloperidol [109]. As with most other antipsychotics with strong antisero-
tonergic effects, the treatment with olanzapine leads to a significant weight
gain in a considerable number of patients [128, 129, 134]. Disturbances of
glucose and lipid metabolism [135, 136], as well as de novo diabetes mellitus
type II, have been reported following olanzapine treatment. Whether or not
this is linked to the weight gain induced by the drug is as yet unclear. Despite
its similarities to clozapine, no indications for any relevant adverse effects to
white blood cells have been reported. With the exception of a small sample
of young first-episode patients [137], olanzapine has not been reported to
induce a sustained increase in prolactin levels.
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Quetiapine

While quetiapine also structurally resembles clozapine, its preclinical phar-
macology is different, especially with respect to a lack of anticholinergic
effects [138]. It has a short half-life (about three hours) [139]. Dose recom-
mendations range between 150 and 750 mg daily.

In phase II and III studies, quetiapine was found to be superior to placebo
and comparable to haloperidol [140–142] and chlorpromazine [143].

The risk to induce acute EPS was not higher than that of placebo, and
data concerning TD are available from elderly populations which show a
considerably lower risk than one would expect when treating such patients
with traditional neuroleptics. The fact that quetiapine has also been shown
effective in treating L-dopa-induced psychosis in Parkinson’s disease patients
without worsening motor functions also speaks [144] to the good EPS
tolerability of this drug. Transient elevations of liver enzymes, dizziness
and orthostatic hypotension, especially in the first days of treatment, have
led to the recommendation of a slow dose increase during the initiation
of treatment. The evidence concerning quetiapine-induced weight gain is
equivocal: while weight gain has been found in short-term studies [145],
other authors [146, 147] have not found this to be a problem in longer term
trials. Quetiapine does not lead to a clinically relevant prolactin increase.

Risperidone

Risperidone is a new molecule. Its elimination half-life has been reported
to be between 3.2 and 24 hours [148]. Recent dose recommendations are
2–6 mg daily. Risperidone has also been tested against placebo [33] and
haloperidol [149]. As with the other drugs, its therapeutic effect was found to
be better than placebo and similar to haloperidol. Risperidone has been found
superior to haloperidol in a relapse prevention study, following patients for
at least 1 year [99]. It has also been shown to be equally efficacious in
treatment resistant schizophrenia patients, although this trial has been much
criticized [52]. The main points of critique were that the sample size may
have been too small, the doses of clozapine too low, and that there was
no differentiation between patients who had not responded to previous
treatments and patients who had not tolerated previous neuroleptics. For
negative symptoms, advantages like those of olanzapine have been found
when comparing the drug to haloperidol [150]. Preliminary results have also
shown positive effects when treating children and adolescents [151, 152],
although this group of patients may have a higher risk to gain weight on
risperidone than adults [153, 154].

Risperidone also has a lesser risk to induce acute EPS than traditional
neuroleptics. In contrast to the other drugs, the EPS risk of risperidone
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is dose dependent. Higher doses start to resemble traditional antipsy-
chotics; above 12 mg daily, the EPS rate is similar to that of haloperidol
[33, 149]. As amisulpride, risperidone appears to have a higher propensity to
increase serum prolactin levels than traditional neuroleptics like haloperidol
[155, 156].

As for quetiapine, a slow dose increase is recommended to prevent
disturbing sedation and/or hypotension.

Sertindole

Sertindole has the longest half-life of all the novel drugs (close to 3 days) [157].
Doses between 4 and 24 mg daily are used to treat patients with schizophre-
nia. Pre-registration clinical trials comparing sertindole to placebo [158]
and haloperidol [158, 159] have yielded similar results as for the previously
mentioned novel antipsychotics. A long-term study found significantly lower
rehospitalization rates with sertindole compared to haloperidol [97]. The
same holds true for its EPS profile. An unusual side effect reported for
sertindole is a reduction of the ejaculatory volume. Next to that, weight gain
has been found.

Sertindole leads to a prolongation of the QTC interval in the ECG [158–160].
This effect is not only more common but also more pronounced than with
any other of the novel antipsychotics and is still discussed with respect
to its clinical relevance. While this book was being printed, the European
regulatory agency was re-evaluating the safety profile of this drug.

Ziprasidone

Ziprasidone differs pharmacologically from the previously described drugs
by its potent 5-HT1A agonistic effect and by the inhibition of serotonin and
noradrenaline re-uptake [161, 162]. The half-life is reported to be between 3.2
and 10 hours [161]; the dose range is 80–160 mg daily. Ziprasidone is also
available as an acute i.m. formulation. 10–20 mg have been reported to be
effective single doses.

These doses were also evaluated in clinical trials in which ziprasidone was
compared to placebo [163] and/or haloperidol [163, 164]. Again, positive
and negative symptoms (at higher doses) were improved similar to other
novel antipsychotics. In a placebo-controlled 1-year trial, in which stable
patients were switched to either ziprasidone or placebo, the former had a
significantly higher efficacy than placebo to reduce the risk of impending
relapse [165]. A recent study available on the FDA website has produced
evidence that ziprasidone induces a mean prolongation of the QTc interval
of 20.3 msec. This was a larger increase than the one induced by haloperidol,
risperidone, olanzapine and quetiapine. Only 2 out of 2988 patients (0.06%)
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having received ziprasidone in placebo controlled clinical trials showed QTc
intervals above 500 msec. While so far none of the published studies or the
post-marketing experiences have revealed increases of cardiac arrhythmias
or excess risk for unexplained sudden death following ziprasidone treatment,
the clinical consequences of the drugs’ propensity to increase QTc interval
are still under investigation.

EPS risk is comparable to the other new medications. The most commonly
found side effect is sedation. Interestingly, and in contrast to all the drugs
discussed above and below, ziprasidone has not been found to induce
weight gain.

Zotepine

Zotepine is also structurally related to clozapine [166]. Similar to ziprasidone,
it inhibits the re-uptake of noradrenaline with a potency comparable to
tricyclic antidepressants [167]. The recommended dose is 50–450 mg daily.

Again, results of clinical trials resemble those found with other novel
antipsychotics [168–171]. It was also used successfully in a small study
treating patients with prevailingly negative symptoms [172]. When patients
with stable symptoms were switched to either placebo or zotepine and
followed for 6 months, the risk of relapse was significantly higher in the
placebo group [173].

Zotepine has fewer side effects on the extrapyramidal motor system
than haloperidol. Dose-dependent adverse effects include sedation, transient
elevations of liver enzymes, and seizures.

Methodological Considerations of Treatment Trials with
Antipsychotic Drugs

When analysing the clinical trials initiated by various pharmaceutical compa-
nies over the last decade in order to license new antipsychotics, it needs to be
considered that all of these studies were performed in a highly selected group
of patients. These were usually in their late 30s and two-thirds were of male
gender. The average duration of illness was over 10 years in many cases and
frequent hospitalizations preceded the clinical trial. Little is known about the
pretreatment of these patients and wash-out phases were generally short. In
almost all studies, about 20% of the population suffered from schizoaffective
disorder.

When looking at response rates of these 6–8 week clinical trials, it becomes
evident that the scores of the rating scales used to measure psychopathology
(the Brief Psychiatric Rating Scale, BPRS, or the Positive and Negative
Symptom Scale, PANSS were used) were reduced by 20–40% at the most.
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This holds true for the experimental as well as for the comparator drugs
(mostly haloperidol or chlorpromazine).

As stated at the outset, this brief summary of recent clinical trials exempli-
fies that the investigated sample was a highly selected one. Chronically
ill, frequently hospitalized male schizophrenic patients, who probably
responded only insufficiently to previous treatment attempts and were
usually far from reaching full remission during the course of the clinical trial,
constituted the core group, on which the benefit–risk evaluation of the test
substance was based.

The attempt to generalize results obtained from studying this group of
patients to the whole population of schizophrenic patients appears problem-
atic, to say the least. The spectrum of schizophrenia includes many patients,
who hardly ever make it into phase II and III clinical trials. These range from
early-onset female patients with suicidal ideation all the way to hostile and
agitated treatment-refractory patients. One must not be surprised, therefore,
if the results from clinical trials cannot always be translated into clinical
practice.

Many clinicians are disappointed with the efficacy of the novel compounds
in treating acutely psychotic patients, which may be related to the fact that
many of the new drugs have less sedative effects than their traditional
counterparts. This often calls for additional sedative medication in the early
stages of treatment. A lack of sedation must not be confused with a lack of
antipsychotic efficacy, which always, also with the older drugs, takes days
to weeks to kick in.

Most of the novel antipsychotics have been reported to be more efficacious
in treating negative symptoms than traditional neuroleptics. These findings
have to be interpreted with a grain of salt, as this effect is only documented
for patients suffering from positive and negative symptoms concomitantly
for most antipsychotics. It is accepted knowledge that negative symptoms
in this group of patients respond to treatment considerably better than
primary enduring negative symptoms as seen in patients with deficit states
of schizophrenia [174]. Post-hoc path analyses have been performed for olan-
zapine [175] and risperidone [150] to analyse how much the improvement of
negative symptoms has been influenced by intervening variables. It has been
reported that at least a part of the therapeutic efficacy is independent of an
improvement in positive symptoms or a reduction of EPS [83, 175]. As path
analysis is not a confirmatory, inferential statistical method, these results need
to be replicated using other study designs. Amisulpride [122], ritanserin [64]
and zotepine [172] have been studied in patients with prevailingly negative
symptoms and have been documented to lead to an amelioration of deficit
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states. Ritanserin was used as an add-on to an ongoing neuroleptic treatment;
amisulpride and zotepine were shown to be beneficial as monotherapy in
low doses. Clozapine [176] has been found to be superior to haloperidol
in treating positive but not negative symptoms, and to be associated with
long-term improvements in social and occupational functioning for patients
with and without the deficit syndrome.

The evaluation of the tolerability of novel antipsychotics contains some
potential pitfalls as well. Side effect assessment is performed in different
ways in different studies: while some trials include specific side effect rating
scales, others rely on spontaneous reporting of patients and/or clinicians.
These two methods will understandably yield different incidence rates. A
reliable comparison of antipsychotics is only possible if drugs are compared
within the same clinical trial.

EPS present a specific problem. All published controlled clinical trials with
the novel antipsychotics find an EPS risk that corresponds to that found in
the placebo group. In this context, it needs to be noted that patients in the
placebo group generally develop EPS at a rate of about 20%. This seemingly
paradox finding can be explained in different ways: as clinical trials tend to
have brief wash-out periods, EPS resulting from pretreatment often carry
over into the comparative part of the study. If these effects occur, they may be
misinterpreted as induced by whatever drug these patients are being treated
with in the clinical trial. Withdrawal dyskinesias, which occur frequently if
tardive dyskinesia is masked by traditional antipsychotics [177, 178], can be
an alternative explanation. Next to that, problems in differential diagnoses,
such as the delineation of acute akathisia from agitation in acutely psychotic
patients, can lead to a misdiagnosis of motor symptoms [179]. Kraepelin [180]
has already described that schizophrenia may be accompanied by motor
symptoms. Phenomenologically, these are very similar to drug-induced
dyskinesias. Several reports in recent years have also found movement
disorders in drug-naı̈ve schizophrenic patients [181, 182]. Lastly, a true
placebo effect, as it may be expected in neuroleptic experienced patients, as
well as the tendency of patients abusing anticholinergics to feign EPS in order
to receive the desired prescription, may be seen as possible reasons for the
surprisingly high EPS incidence in the placebo groups of clinical trials. One
must keep in mind that the fact that the EPS rate of a new drug corresponds
to that found with placebo must not lead to the false assumption that the
novel compound has no EPS risk at all.

In conclusion, it is emphasized that efficacy and tolerability data from
phase III clinical trials should be converted into everyday clinical practice
with all due caution and with regard to the potential sources of error
discussed above, in order to prevent unrealistic expectations.
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SPECIAL ASPECTS OF THE PHARMACOTHERAPY OF
SCHIZOPHRENIA

Negative and Depressive Symptoms; Suicidality

Various methodological issues impede the interpretation of clinical trials in
patients suffering from negative and/or depressive symptoms in the course
of schizophrenia. Differential diagnosis is one of them: negative symptoms,
depression and akinesia share many common features. This makes diagnosis
difficult, especially in a cross-sectional evaluation. Negative symptoms can
be of secondary nature, for instance as a result of EPS or as sequelae of
positive symptoms or psychosocial deprivation [174]. Depressive syndromes
in schizophrenia are commonly seen as an inherent feature of the illness;
they can also occur as a psychological reaction to the diagnosis [183–185].
Problems of clinical trials evaluating negative symptoms have been dealt
with in the previous section.

Imipramine has a positive effect against depressive syndromes in schizoph-
renic patients [183]. Recently serotonin re-uptake inhibitors have also been
shown to exert beneficial effects in this indication as well as against negative
symptoms [186]. For a review of potential treatment strategies for these
symptoms complicating the clinical picture of schizophrenia see [187]. Before
pharmacologic treatment is initiated, it is important to come to a reliable
diagnosis. The fact that negative and depressive syndromes are difficult to
manage must not lead to therapeutic nihilism. This is especially important
in light of the fact that patients suffering from schizophrenia have a high
suicide risk [188]. Preliminary results on the suicide prophylactic effect of
clozapine are very encouraging [23, 189].

Cognitive Functions

Cognitive disturbances have been described ever since the first systematic
research in schizophrenia. They include a general intellectual deficit that
has a special emphasis in memory and executive functions [190, 191]. These
dysfunctions hinder the rehabilitation of schizophrenic patients indepen-
dently of the other psychopathological symptoms [192]. They constitute a
negative predictor for the course of the illness [193, 194]. Classical neurolep-
tics have little influence on cognitive dysfunctions, if at all, and may lead
to a deterioration of cognitive abilities [190]. This seems to be different with
novel antipsychotics. Clozapine, for instance, has been shown to ameliorate
various cognitive functions, especially attention and verbal fluidity [195].
An improvement of working memory has been found after treatment with
risperidone [196], while olanzapine has been shown to enhance selective
attention [197]. In general, effect sizes in studies evaluating the effects of
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second generation antipsychotics on cognitive impairment tend to be modest
and a number of methodologically problems still limit the conclusions
drawn from the available studies [198–200]. All evidence taken together
does indicate, though, that second generation antipsychotics might also
have advantages over the traditional drugs in this important facet of the
schizophrenia syndrome.

Compliance

As in any other illness in which a long-term intake of medication is neces-
sary, compliance is also of high clinical relevance in patients suffering from
schizophrenic disorders. This is also documented by the fact that less than
50% of the schizophrenic patients in long-term treatment take their medica-
tion according to the physician’s recommendations [201]. Non-compliance
has implications that go beyond mere patient management. It may distort
the results of psychopharmacological trials, especially of placebo-controlled
studies in which the experimental drug has more side effects than placebo.
In this case, non-compliance can be expected to be more prominent in
the active treatment group than in the placebo-treated patients. Conse-
quently, these non-compliant patients will show a lower rate of treatment
response, whereby the difference between placebo and active compound may
be artificially diminished. This may lead to an underestimation of potential
therapeutic advantages of the experimental drug. Similar problems can occur
in a comparison of two active drugs that show different side effect profiles.

Compliance is influenced by a host of different variables. These are
usually grouped into patient-related, clinician-related, treatment-related
and environment-related factors [202]. Patient-related factors include demo-
graphic characteristics such as age [203], sex [204, 205] and social status,
but also illness-associated characteristics such as type of disorder and
psychopathological symptoms [206–208].

Various aspects of the clinician–patient relationship [209, 210] as well as
the information accessible to patients are also part of the influences on
compliance [211].

The psychosocial environment of patients also determines attitudes to-
wards treatment and health belief concepts [212, 213].

Adverse effects of drugs are the best studied treatment-related factor [201].
These include EPS, in particular akathisia [16], as well as weight gain and
sexual dysfunctions [214–216]. In contrast, several authors have reported
that side effects do not have a negative effect on compliance [202, 217]; even
a positive influence has been found [218]. These paradoxical findings can
easily be explained by an indirect improvement of the clinician–patient
relationship and the information about treatment in the case of the advent
of drug-induced adverse events. Both appear to have a positive influence
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on compliance that outweighs the negative consequences of side effects.
Another important treatment-related factor is the complexity of treatment.
Polypharmacy and multiple therapists with poorly defined roles impede the
cooperation between the patient and the treatment team.

Interventions to enhance compliance can be targeted to all of these levels.
Ideally, they should be implemented at the beginning of treatment. The
success of compliance-enhancing measures is well documented [219, 220].
On the basis of a working doctor–patient relationship, concise and relevant
information provided to patients and their significant others must be an
integral part of these efforts. Information must also include illness concepts,
as these are often unrealistic. Next to that, the prevention and/or rapid
management of adverse effects play a crucial role.

Lastly, compliance of clinicians with rational, scientifically determined
treatment guidelines and recommendations will optimize treatment efforts
and reduce the uncertainty of patients and/or relatives confronted with
different treatment concepts suggested by different doctors.

SUMMARY

Pharmacotherapy is the basis of the management of patients suffering from
schizophrenic disorders. There is no doubt that the novel antipsychotics
enhance the spectrum of acute and long-term treatment options. It is to be
expected that the better tolerability of these agents, especially in terms of a
reduced EPS risk, will also facilitate rehabilitative measures. An improvement
in cognitive functions should contribute to that. On the other hand, it must be
emphasized that antipsychotics may induce non-extrapyramidal side effects
which in turn can have a negative influence on compliance and psychosocial
treatment. The prescriber will therefore still be charged with establishing a
sound risk–benefit profile of medication, which is not yet available for the
novel antipsychotics. More post-marketing research data are necessary to
establish such profiles.

New findings in the field of psychopharmacology, together with advances
in psychosocial treatment strategies, have given rise to a new optimism in
the treatment of this severe psychiatric disorder. The continuous process of
scientific evaluation of new treatment options is a prerequisite for an optimal
integration of these into the treatment of schizophrenia. The following
paragraphs highlight the current state of research in the clinical psychophar-
macology of schizophrenia.

Consistent Evidence

Many clinical trials from throughout the world have consistently shown
that neuroleptics/antipsychotics are effective drugs in the management of
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the acute symptoms of schizophrenia. It is also beyond doubt that novel
antipsychotics have clear advantages over the older medications in terms of
a substantially lower risk to induce extrapyramidal motor side effects.

The fact that continuing antipsychotic medication maintains its beneficial
effects over many years and prevents relapse in most schizophrenic patients
is also based on findings from numerous studies. Unfortunately, these
positive aspects are overshadowed by a considerable reluctance of patients
to stay on long-term medication. Effective doses are known for many of
the available drugs, although optimal doses still need to be established for
many of them. Clozapine is still the only antipsychotic for which efficacy
advantages over traditional neuroleptics have been documented in a number
of independently conducted studies.

Incomplete Evidence

Of the many clinical issues for which the research base is incomplete only a
few will be outlined in the following.

ž There are some indications that a delay in initiating pharmacologic
treatment worsens the outcome of patients suffering from schizophrenia.
Whether early intervention strategies even in the prodromal phase can
remediate this problem is a pressing question.

ž For many drugs, including clozapine, optimal dose levels have yet to
be established. For long-term treatment, although many authors agree
to treat with ‘‘minimally effective doses’’, these are yet to be deter-
mined. The same applies for plasma levels of antipsychotic medication,
where evidence for acute treatment is available for some drugs but the
knowledge about long-term plasma level requirements is scant.

ž Most of the evidence available to date about the benefit–risk profiles
of the second-generation antipsychotics stem from industry sponsored,
preregistration clinical trials. The field badly needs supplementary infor-
mation based on results from independent, large scale post-marketing
studies, reflecting everyday clinical practice as much as possible. In such
studies the new antipsychotics should also be compared to each other and
ideally, to lower doses of traditional neuroleptics (other than haloperidol
or chlorpromazine). Results from such trials will undoubthfully provide
helpful guidance concerning differential indications of antipsychotics.

ž More research needs to be done to improve treatment recommen-
dations for symptoms outside the positive spectrum. These include:
negative symptoms, especially primary negative symptoms, where there
is still debate whether or not antipsychotic treatment helps; depressive
symptoms, where we know surprisingly little about potential effects of
non-tricyclic antidepressants; as well as cognitive dysfunctions. We also
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need to learn more about the interactions between pharmacotherapy and
psychosocial measures.

ž More information on clinically relevant long-term side effects of the
second-generation antipsychotics is eagerly awaited. This pertains espe-
cially to the critical areas of glucose and lipid metabolism and aberrations
of cardiac conductivity.

Areas Still Open to Research

Several aspects of the pharmacotherapy of schizophrenia are in dire need of
future research:

ž We still have no way of predicting which patient will eventually respond
to what antipsychotic and whether or not he/she will tolerate the drug
chosen. We continue to have no answer to the important question of
which patients are or are not at risk for relapse. This is, of course, a crucial
question, when planning long-term treatment strategies.

ž We also have no reliable clue as to what to do with a patient not responding
to one of the novel antipsychotics. Although many empirically based
treatment attempts for these patients exist, none of them has been the
subject of larger scale, controlled clinical trials.

ž Lastly, we still do not know the real neurobiological mechanism of
action determining the efficacy of antipsychotic drugs, more specifically
which neurotransmitter system is involved in what type of therapeutic or
adverse response.
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172. Barnas C., Stuppäck C., Miller C., Haring C., Sperner-Unterweger B., Fleisch-
hacker W.W. (1992) Zotepine in the treatment of schizophrenic patients with
prevailingly negative symptoms: a double blind trial vs. haloperidol. Int. Clin.
Psychopharmacol., 7: 23–27.



PHARMACOLOGICAL TREATMENT OF SCHIZOPHRENIA: A REVIEW 111

173. Cooper S.L., Butler A., Tweed J., Raniwalla J., Welch C.P. (1997) Zotepine in
the prevention of relapse. Poster presented at 6th World Congress of Biological
Psychiatry, Nice, 22–27 June.

174. Carpenter W.T. (1996) The treatment of negative symptoms: pharmacological
and methodological issues. Br. J. Psychiatry, 168 (Suppl. 29): 17–22.

175. Tollefson G.D., Sanger T.M., Beasley C.M. (1997) Negative symptoms: a path
analytic approach to a double-blind, placebo- and haloperidol-controlled clin-
ical trial with olanzapine. Am. J. Psychiatry, 154: 466–474.

176. Buchanan R.W., Breier A., Kirkpatrick B., Ball P., Carpenter W.T. Jr. (1998) Posi-
tive and negative symptom response to clozapine in schizophrenic patients with
and without the deficit syndrome. Am. J. Psychiatry, 155: 751–760.

177. Gardos G., Cole J.O. (1995) The treatment of tardive dyskinesia. In Psychophar-
macology: The Fourth Generation of Progress (Ed. F. Bloom), pp. 1503–1511. Raven
Press, New York.

178. Schultz S.K., Miller D.D., Arndt S., Ziebell S., Gupta S., Andreasen N.C. (1995)
Withdrawal-emergent dyskinesia in patients with schizophrenia during anti-
psychotic discontinuation. Biol. Psychiatry, 38: 713–719.

179. Miller C.H., Fleischhacker W.W. (2000) Managing antipsychotic induced acute
and chronic akathisia. Drug Safety, 22: 73–81.

180. Kraepelin E. (1919) Dementia Praecox and Paraphrenia. Livingstone, Edinburgh.
181. Caligiuri M.P., Lohr J.B., Jeste D.V. (1993) Parkinsonism in neuroleptic-naı̈ve

schizophrenic patients. Am. J. Psychiatry, 150: 1343–1348.
182. Chatterjee A., Chakos M., Koreen A.R., Geisler S., Sheitman B., Woerner M.,

Kane J.M., Alvir J.M.J., Lieberman M.A. (1995) Prevalence and clinical corre-
lates of extrapyramidal signs and spontaneous dyskinesia in never-medicated
schizophrenic patients. Am. J. Psychiatry, 152: 1724–1729.

183. Siris S.G. (1995) Depression and schizophrenia. In Schizophrenia (Eds S.R.
Hirsch, D.R. Weinberger), pp. 128–145. Blackwell Science, Oxford.

184. Liddle P.F., Barnes T.R.E., Curson D.A., Patel M. (1993) Depression and the
experience of psychological deficits in schizophrenia. Acta Psychiatr. Scand., 88:
243–247.

185. Hausmann A., Fleischhacker W.W. (2002) Differential diagnosis of depressed
mood in patients with schizophrenia: a review. Acta Psychiatr. Scand., in press.

186. Goff D.C., Kamal K.M., Sarid-Segal O., Hubbard J.W., Amico E. (1995) A
placebo-controlled trial of fluoxetine added to neuroleptics in patients with
schizophrenia. Psychopharmacology, 117: 417–423.

187. Hausmann A., Fleischhacker W.W. (2000) Diagnosis and management of de-
pression in schizophrenia. CNS Drugs, 14: 289–299.

188. Roy A. (1990) Relationship between depression and suicidal behaviour in
schizophrenia. In Depression in Schizophrenia (Ed. L.E. DeLisi). American Psychi-
atric Press, Washington, DC.

189. Meltzer H.Y., Okayli G. (1995) The reduction of suicidality during clozapine
treatment in neuroleptic-resistant schizophrenia: impact on risk–benefit assess-
ment. Am. J. Psychiatry, 152: 183–190.

190. Mortimer A. (1997) Cognitive function in schizophrenia — do neuroleptics
make a difference? Pharmacol. Biochem. Behav., 56: 789–795.

191. Sharma T., Mockler D. (1998) The cognitive efficacy of atypical antipsychotics
in schizophrenia. J. Clin. Psychopharmacol., 18 (Suppl. 1): 12S–19S.

192. Goldberg T.E., Gold J.M. (1995) Neurocognitive deficits in schizophrenia.
In Schizophrenia (Eds S.R. Hirsch, D.R. Weinberger), pp. 146–162. Blackwell,
Oxford.



112 SCHIZOPHRENIA

193. Kolakowska T., Williams A.O., Ardern M., Reveley M.A., Jambor K., Gelder
M.G., Mandelbrote B.M. (1985) Schizophrenia with good and poor outcome. I.
Early clinical features, response to neuroleptics and signs of organic dysfunc-
tion. Br. J. Psychiatry, 146: 229–246.

194. Perlick D., Mattis S., Stasny P., Teresi J. (1992) Neuropsychological discrimi-
nators of long-term inpatient or outpatient status in chronic schizophrenia.
J. Neuropsychiat. Clin. Neurosci., 4: 428–434.

195. Schall U., Catts S., Chaturvedi S., Liebert B., Redenbach J., Karayanidis F.,
Ward P. (1998) The effect of clozapine therapy on frontal lobe dysfunction
in schizophrenia: neuropsychology and event-related potential measures. Int.
J. Neuropsychopharmacol., 1: 19–29.

196. Green M., Marshall B., Wirshing W., Ames D., Marder S., McGurk S., Kern R.S.,
Mintz J. (1997) Does risperidone improve verbal working memory in treatment-
resistant schizophrenia? Am. J. Psychiatry, 154: 799–804.

197. Cuesta M.J., Peralta V., Zarzuela A. (2001) Effects of olanzapine and other
antipsychotics on cognitive function in chronic schizophrenia: a longitudinal
study. Schizophr. Res., 48: 17–28.

198. Harvey P.D., Keefe R.S. (2001) Studies of cognitive change in patients with
schizophrenia following novel antipsychotic treatment. Am. J. Psychiatry, 158:
176–1984.

199. Sachs G., Katschnig H. (2001) Kognitive Funktionsstörungen bei schizophrenen
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Commentaries

2.1
Pharmacotherapy of Psychotic Disorders: A Perspective on Current

Developments

Ross J. Baldessarini1

The broad and compelling clinical utility of antipsychotic agents led to revolu-
tionary changes in modern psychiatry [1]. They are highly effective, though
essentially palliative, across virtually the entire spectrum of syndromes
marked by severe agitation with psychotic features, including organic mental
disorders and major affective syndromes as well as schizophrenia and other
delusional, brief, and other idiopathic psychotic syndromes [2, 3]. Over
95% of short-term, controlled efficacy trials of antipsychotics show statis-
tical superiority to placebos, though response rates and levels of individual
improvement are more limited than such results may suggest [2, 3]. More-
over, most trials of standard neuroleptics involved patients diagnosed with
schizophrenia by broad criteria, further encouraging exaggerated expecta-
tions of putative ‘‘antischizophrenia’’ drugs [3, 4].

Antipsychotic effectiveness is clearest in acute syndromes marked by
agitation with psychotic abnormalities of thought and perception. Lack of
motivation and capacity for independent living remain unsolved challenges
in schizophrenia, even with newer treatments [3–5]. Only a minority of
patients meeting contemporary diagnostic criteria for schizophrenia attain
full early remission or virtual absence of psychotic symptoms, and later func-
tional recovery [3–5]. Since affective psychotic disorders are more prevalent
than schizophrenia, and other psychotic conditions are common, the actual
and potential utility of antipsychotic therapy is arguably much greater in
conditions other than schizophrenia [5, 6].

As antipsychotic experimental therapeutics grows in complexity [3], it is
increasingly left to the pharmaceutical industry, whose licensing–marketing
aims are much narrower than the field requires for adequate judgements
about long-term cost–benefit relationships. Contemporary trials include too
many unrepresentative samples of poorly treatment-responsive, chronic

1Mailman Research Center, McLean Hospital, 115 Mill Street, Belmont, MA 02178-9106, USA
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patients followed at specialized clinics. Long-term assessments of clin-
ically meaningful outcomes and functional recovery in broader clinical
samples are uncommon, as are controlled evaluations of synergistic inter-
actions of antipsychotic medication with cost-effective rehabilitation [3, 5].
Under-appreciated drug carryover, and discontinuation-associated effects of
interrupting ongoing treatment now routinely confound studies of psychosis
[7, 8]. Most ‘‘schizophrenic’’ patients tolerating 6 months without medication
(c. 50%) have remained stable thereafter, suggesting high levels of diagnostic
or clinical heterogeneity that further obscure requirements for long-term
treatment [8]. Hopes that newer antipsychotics may be superior in effective-
ness as well as better tolerated than older neuroleptics are yet unproved,
with the notable exception of clozapine [9].

Finally, psychiatry is now strongly influenced by aggressive marketing
of newer antipsychotics, and much more independent research is required
to assess their long-term cost–benefit relationships. Such drugs (Table 1)
have convincing short-term efficacy over a placebo and comparable average
benefits to standard neuroleptics. Clozapine, olanzapine, quetiapine and
risperidone have reduced (but not eliminated) risks of acute extrapyramidal
symptoms and tardive dyskinesia, with apparently improved acceptance
by both patients and clinicians. However, they may be insufficient alone
in acute psychoses, are often supplemented with standard neuroleptics or
potent sedatives, currently lack injectable or long-acting forms, and are
expensive. They also vary in risks of producing untoward metabolic effects,
including hyperprolactinaemia, new-onset diabetes, and sometimes severe
weight gain, presumably with increased risks of long-term adverse health
consequences. Finally, the putative superior safety and tolerability of newer
antipsychotics against conservative, carefully individualized use of standard
neuroleptics remains to be proved [10].
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2.2
Pharmacotherapy of Schizophrenia: Gaps in our Knowledge

John Kane1

The introduction of a new generation of antipsychotic medications is a
very welcome development in the treatment of schizophrenia (and other
psychotic disorders). I agree with Prof. Fleischhacker that the term ‘‘atypical’’
has outlived its usefulness [1]. The criteria which have generally been used
to define atypicality (e.g. less frequent extrapyramidal side effects (EPS)
and/or superior efficacy for positive and/or negative symptoms) are so far
quantitative rather than qualitative. The term atypical has no real scientific
relevance as the mechanism(s) responsible for the various differences have
not been established.

The new generation drugs do have important advantages in terms of
reduced adverse reactions, particularly neurologic side effects such as
akathisia and parkinsonism. So far the results are encouraging with respect to

1Long Island Jewish Medical Center, Hillside Hospital, Glen Oaks, NY 11004, USA
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tardive dyskinesia (TD), but those data are still limited. We have been
impressed by the relationship between early occurring EPS and the subse-
quent development of TD [2]. Therefore, the clear reduction in EPS seen with
the new generation drugs should hopefully bode well for a reduction in TD.

There are a number of areas where the new drugs have yet to be fully tested
which will ultimately determine or clarify their potential advantages. It is
hoped that a reduction in adverse effects will lead to enhanced compliance,
but as Fleischhacker points out this has not been consistently established and
certainly needs to be studied with the new generation drugs. The problem
of weight gain could prove to be an important factor in long-term compli-
ance. Clearly, rates of non-compliance contribute to high rates of relapse
among persons with schizophrenia. A substantial proportion of patients
(approximately 20% in one year) relapse even when receiving long-acting,
depot injections [3]. This would suggest that antipsychotic prophylaxis (at
least with conventional medications) is far from 100% effective. Whether
or not the new generation drugs can improve outcome in this respect
remains to be seen. One important gap in our knowledge, even with conven-
tional drugs, is what are the best strategies for managing patients who
‘‘break through’’ maintenance medication? Many clinicians will increase
dosage in such individuals, but there are no data supporting the value
of this approach. Another critical gap in our knowledge is in the context
of acute treatment. When and by what criteria should an initial trial be
abandoned or modified, and to what other medication(s) should patients
be switched? We now require a whole new generation of studies involving
dosage escalation, adjunctive treatments and switching to various other
medications to inform clinical practice. Ironically, none of these issues were
well studied even after many years of use of conventional antipsychotic
medications.

Considerable appropriate attention is being focused on cognitive func-
tioning in schizophrenia. Clearly this aspect of the illness does contribute
considerably to the functional deficits and disability associated with this
disease. However, will the effects of new generation antipsychotic drugs
be of sufficient magnitude to impact functional outcome? Ultimately the
question regarding cognitive functioning is but one dimension of the larger
issue as to how far have we advanced treatment across the full range of
substantive measures of outcome.

As new treatments emerge and advantages are documented, a continuing
challenge will be the application of this new knowledge in clinical practice.
Increasingly, obstacles in this context are being studied with the realization
that public health issues are far more complex than proving the value of a
specific treatment in a clinical trial.

Currently in our field there are striking examples of the underutilization
of specific treatments with clear advantages. As Fleischhacker points out,
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clozapine is the only drug so far with established efficacy in treatment of
refractory patients, yet in many countries around the world (including the
USA) clozapine is significantly underutilized.

Similarly, despite proven advantages for depot drugs in preventing
non-compliance (or at least making detection straightforward) [4], these
medications are also used far less than they should be. Though now there
is a dilemma in choosing between a conventional depot drug and a new
generation oral medication, hopefully long-acting preparations of the newer
drugs will become available soon.

We all face an enormous challenge of ensuring that treatment advances
can be applied on the broadest possible scale.
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2.3
Atypical Antipsychotic Drugs and Schizophrenia

Herbert Y. Meltzer1

Professor Fleischhacker provides an excellent overview of the current
approach to the use of antipsychotic drugs in the treatment of schizophrenia.
We agree that clozapine, risperidone, olanzapine and quetiapine have
sparked a multifaceted revolution in current thinking and practice with
regard to the treatment of this illness as well as other disorders in which
antipsychotic drugs have an important role. There is, however, disagreement
between Fleischhacker and me as to whether to refer to the drugs listed above
as ‘‘atypical’’ antipsychotics, which Fleischhacker feels has no clear definition
and therefore he suggests ‘‘novel’’ or ‘‘second generation’’ as alternatives. As
discussed in detail elsewhere [1], there has been a very clear definition of atyp-
icality from its first introduction by Hippius and Angst to describe the lack
of extrapyramidal side effects (EPS) of clozapine in animal models and man.
Preclinical pharmacologists have adhered to this definition, while clinical

1Department of Psychiatry, Vanderbilt University School of Medicine, 1601 23rd Avenue South,
Nashville, TN 37212, USA
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investigators have generally confused the issue by introducing other criteria
of atypicality such as improvement in negative symptoms. Terms like novel or
new as alternatives are unsatisfactory, because they are quickly outdated by
the latest additions to the armamentarium. In which generation(s) of antipsy-
chotic drugs should clozapine and ziprasidone, which are 30 years apart in
their introduction, be considered? I also suggest that the term ‘‘typical’’ rather
than ‘‘traditional’’ be retained for haloperidol-type agents. I am concerned
that conservative clinicians may be overly reluctant to break with tradi-
tion! I would settle for ‘‘old-fashioned’’ or tardive-dyskinesia-producing
antipsychotics as an alternative, to get the appropriate message across.

I am generally in agreement with the precepts and practice of the algorithm
for treatment choices which Fleischhacker recommends, with some impor-
tant differences. The issue of whether patients who have a ‘‘good response’’
to typical neuroleptics should be switched to an atypical antipsychotic rests
on what is a good response. All too many clinicians think a good response
is control of positive symptoms and a modicum of social function, ignoring
cognitive deficits, poor work and sexual function, significant negative symp-
toms, and increasing risk of tardive dyskinesia with ageing. Only patients
with the equivalent of Global Assessment of Functioning Scale (GAFS) scores
š70 might be considered for continuation with the typical neuroleptics in
my view, and only after the risk of tardive dyskinesia has been evaluated.
The chances of doing better with one or more of the atypicals is sufficiently
high that substitution of the latter in these ‘‘good responders’’ should be
recommended.

The recommendations that are made for patients who do not respond
adequately to typical antipsychotics or to one of the non-clozapine atypicals
are confusing. It is suggested that after a single trial of a typical neuroleptic,
patients should be treated with clozapine or perhaps one of the other atypical
antipsychotic drugs. Most commonly, it is recommended that one, but no
more than one, of the non-clozapine atypicals be tried before clozapine [2].
It would have been useful to discuss explicitly what happens when there is
a failure to respond adequately to one of the atypical antipsychotic drugs.
I strongly recommend that the next agent be clozapine rather than another
kind of atypical, unless the issue has been tolerability.

This raises the issue of the perception of clozapine by clinicians — a
perception that may be transmitted to patients — that the drug is sufficiently
dangerous to be withheld until all other steps have been exhausted. The
risk of clozapine is in fact minimal, with about 1 in 10 000 dying from
agranulocytosis [3]. At the time of writing, it appears that clozapine, and
only clozapine, reduces the risk of suicide in schizophrenia, which is as high
as 10% lifetime [4]. The other risks of clozapine are not trivial, but the chances
of recovery to a meaningful extent would seem to most rational observers
to warrant risking agranulocytosis [5]. The proportion of patients who are
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highly resistant to typical neuroleptic drugs is about 30%, but only about 5%
are receiving clozapine treatment.

My view of the discrepancy between dosage of clozapine in Europe and
the USA is that a higher proportion of more recent onset, non-treatment-
resistant schizophrenic patients are being treated with clozapine in Europe.
Both factors lead to lower dosage of clozapine in my experience. This means
even fewer of the more genuinely treatment-resistant patients are receiving
clozapine or even any other of the atypical agents.

Although we have made great strides in the pharmacotherapy of schizo-
phrenia in recent years and enabled perhaps as many as 15% of patients to
achieve levels of recovery that were unimaginable with typical neuroleptic
drugs, the majority of patients with schizophrenia remain moderately-
severely disabled. To go beyond this requires at least the following: optimal
utilization of current therapies from the first episode on; possible identifica-
tion of patients in the prodrome, and initiation of treatment with these agents
before psychosis and cognitive deterioration emerges; and development of
more effective antischizophrenic, as differentiated from antipsychotic, agents.
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2.4
Compliance Issues and the New Antipsychotics

Thomas R. E. Barnes1

In his comprehensive review of the pharmacotherapy of schizophrenic
disorders, Prof. Fleischhacker refers to the increasingly robust association
between early pharmacological intervention and long-term outcome. Delay

1Department of Clinical Psychiatry, Imperial College School of Medicine, London W6 8RP, UK
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in initiating antipsychotic treatment, such that there is a relatively prolonged
period of unchecked psychosis, has been related to poor response to medica-
tion, and a poorer long-term outcome in terms of negative symptoms, social
functioning and likelihood of relapse [1]. Whatever the explanation for this
association, it raises the importance of several of the other issues addressed
in the review related to ensuring adherence to maintenance drug treatment.
Specifically, one implication is that, even after starting medication, extended
episodes of active psychosis related to partial or complete non-compliance
with medication might also augur a poor outcome. If this were so, then it
becomes critical that prescribing clinicians choose an appropriate and well-
tolerated antipsychotic drug to treat schizophrenia during the first episode,
and in the early stages of the illness, in order to minimize compliance prob-
lems. Prof. Fleischhacker argues for the novel antipsychotics to be first-line
treatment in such patients (excepting clozapine, because of its restricted
licensed indications). Nevertheless, it should be borne in mind that while
a better side-effect profile has been claimed for these newer drugs (such as
clozapine, risperidone, olanzapine, amisulpride, ziprasidone and zotepine)
compared with conventional drugs, significantly improved compliance in
the long term has yet to be convincingly demonstrated.

Compliance is a complex phenomenon, and it may be simplistic to assume
that the lower incidence of extrapyramidal side effects (as well as the asso-
ciated reduction in the requirement for antiparkinsonian agents), clearly
established for the newer drugs, will necessarily translate into better adher-
ence to the medication regime. Studies examining the association between
extrapyramidal side effects and compliance have yielded discrepant find-
ings, which may partly reflect whether an attempt was made to measure the
subjective burden of these side effects. For example, Fleischhacker et al [2]
reported a lack of concordance between objectively-rated extrapyramidal
symptoms and compliance with antipsychotic medication. However, the
presence of akathisia and subjective dysphoria, side effects diagnosed by
eliciting patients’ subjective experience, has been found to predict future
non-compliance [3–5]. Further, the influence of non-neurological problems
on compliance may have been underestimated. Side effects such as seda-
tion and weight gain, both of which are not uncommon with some of
the newer drugs, have been shown to adversely affect medication compli-
ance [6].

Speculating further, compliance may also be a relevant variable when
considering the evidence for a lower risk of tardive dyskinesia in patients
taking particular atypical antipsychotics [7, 8], particularly in those clinical
trials directly comparing a newer drug with a conventional antipsychotic [9].
If tablet taking were more erratic in the patients taking the conventional
drug, then there would be a greater likelihood of withdrawal dyskinesia
being observed in that group at some point during the study period. Also,
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interruptions in treatment have emerged as a possible risk factor for the
development of tardive dyskinesia [10].

Ultimately, superiority for the newer antipsychotics needs to be demon-
strated in terms of enhanced compliance and greater relapse prevention
than the conventional drugs. Further, prescribing clinicians want to know
the relative liability for a range of non-neurological side effects across all
the new drugs. This information can only be provided by direct compar-
isons between the newer drugs in so-called ‘‘head-to-head’’ clinical studies.
Currently, knowledge about such side effects with the new antipsychotics
comes predominantly from trials that have tested only one new drug, often
against a conventional antipsychotic. That the conventional comparator has
most commonly been haloperidol in relatively high doses, often up to 20 mg
a day, makes the apparent superiority of the side effect profile with the newer
drugs difficult to interpret. Further, the reported incidence of any individual
side effect with a particular drug tends to vary between studies, depending
on the nature of the rating instrument and stringency of the criteria used to
identify it, as well as the characteristics of the patient sample.

While the full clinical impact of these newer drugs awaits evaluation, clini-
cians may sometimes find it difficult to decide whether or not to recommend
to a relatively stable patient a change from depot antipsychotic medication
to a newer drug because of a disappointing clinical response or some intol-
erance of adverse effects. The advantage of avoiding covert non-compliance
with the depot injection will be lost by switching to the newer, oral drug.
Thus, there is the possibility that unreliable tablet-taking will go unnoticed,
and lead to an increased risk of psychotic relapse. However, this concern
needs to be balanced against the possibility of a better therapeutic response
and improved tolerability.

Professor Fleischhacker notes that the patients entering clinical trials
are highly selected, which limits the generalizability of the findings to
clinical practice. This may be particularly true in respect of compliance
with pharmacotherapy. Bowen and Barnes [11] studied a sample of patients
with schizophrenia who were identified as eligible for a placebo-controlled
study of an antipsychotic preparation. Those consenting to participate in
the study had a history of a significantly greater number of psychiatric
hospital admissions, were receiving higher doses of antipsychotic medication
and exhibited more neurological side effects than those who declined to
participate, although there was no difference in the overall severity of
illness between the two groups. Perhaps most critically, over the subsequent
9 months, those not consenting to take part in the study were significantly
less compliant with medication and general treatment plans, as well as
less likely to consent to further research participation. This suggests a
relatively consistent link between consent to research and compliance with
treatment.
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2.5
Schizophrenia and Second-generation Antipsychotics: Mechanistic

Implications and Potential for Early Intervention

John L. Waddington1 and John F. Quinn1

There is little doubt as to how the renaissance of clozapine has impacted on
our perspectives of antipsychotic medication: its influence has been profound
at multiple levels, from mechanistic underpinnings at the neuronal level,
through concepts of efficacy and adverse effects, to broader considerations
of antipsychotic drug use.

1Department of Clinical Pharmacology, Royal College of Surgeons in Ireland, 123 St Stephen’s Green,
Dublin 2, Ireland
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At a mechanistic level, clozapine has so extensive a range of pharma-
cological actions, at multiple levels of neuronal function, as to seriously
confound isolation of its essential properties; hence this breadth to its range
of actions can be considered either as a rich reservoir for theorizing on or,
alternatively, extremely muddy waters in which to fish for the substrate(s) of
its advantageous profile [1]. In terms of the classical D2 dopamine receptor
blockade hypothesis of neuroleptic drug action, attention now extends to
antagonism of a broader family of D2-like (D2/3/4) receptors in antipsy-
chotic activity. While it has been proposed that clozapine occupies a lower
percentage of brain D2 receptors than do typical antipsychotics, there are
counter-arguments that higher, more typical occupancies are attained empir-
ically and theoretically [2] or that D2 occupancy in important extrastriatal
regions such as the temporal cortex may materially exceed that evident in
more conventional basal ganglia estimates [3]. However, several of these
counter-arguments require experimental replication or empirical support.
The extent to which the modest preference of clozapine for D4 over D2
receptors might be relevant is not yet clear [2, 3]. While an initial study of the
selective D4 antagonist L-745 870 indicates a lack of antipsychotic activity,
the ongoing development of a range of additional D4 antagonists (e.g. CP-
293 019; PD-172 760; PNU-101 387; RO61-6270) should provide further insight
into these critical issues.

It is not yet clear whether a common action or profile of actions is
shared by clozapine and subsequent novel antipsychotics (amisulpride,
olanzapine, quetiapine, risperidone, sertindole, ziprasidone, zotepine), or
whether diverse actions can underpin similar therapeutic profiles [1]. One
of the most widely considered unifying models for such agents is variable
D2 antagonism combined with more prominent 5-HT2A antagonist activity.
However, it should be noted that chlorpromazine is capable of giving almost
complete occupancy of cortical 5-HT2A receptors, like clozapine, olanzapine
and risperidone, with high occupancy of basal ganglia D2 receptors, like
olanzapine and risperidone; conversely, amisulpride occupies D2 receptors
in the absence of 5-HT2A receptor occupancy [4]. On this basis, it is difficult
to equate combined D2/5-HT2 antagonism with any particular therapeutic
profile. However, initial clinical studies with the selective 5-HT2A antagonist
MDL 100 907 appear provocative.

The descriptor ‘‘atypical’’ is widely applied to clozapine and subsequent
novel antipsychotics, but such terminology may not be helpful. While it
has at its core reduced liability to induce extrapyramidal side effects (EPS),
clozapine confirms that it is now realistic to have yet higher aspirations for
new agents; these include broader domains of superior efficacy, improved
adverse effect profiles beyond EPS liability, and pharmacoeconomic consid-
erations [1, 5]. The balance between these various advantages (and liabilities)
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in their overall profiles appears to differ among individual agents; hence the
descriptor ‘‘second generation’’ antipsychotics, with specification of indi-
vidual profiles, may be more appropriate [6]. Availability of depot and other
parenteral preparations would be a further advantage, particularly in the
context of non-compliant and hostile/aggressive patients where the absence
of acute sedative effects might pose management problems. The optimal
mode of transition between conventional and novel antipsychotics remains
to be defined.

There is an increasing body of evidence that intervention with antipsy-
chotics at the earliest signs of psychotic disturbance can lead to improved
long-term outcome; a fundamental challenge is the extent to which ‘‘second
generation’’ antipsychotics might reduce physician concerns over possible
consequences of early intervention and favour improved patient compliance
over this crucial phase of illness [1, 7]. Additionally, might they allow safer
intervention with medication at a yet earlier, prodromal phase of the illness,
given the increased likelihood of then treating behavioural states which do
not prove to be the harbingers of a psychotic process?
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2.6
Dose and Duration of Antipsychotic Treatment: Key Variables, Critical

Uncertainties
Guy M. Goodwin1

The classical antipsychotics have traditionally imposed such severe side
effects on patients that their use was always accompanied by the suspicion
that the benefits were close to being outweighed by the costs. By offering us
new choices that reduce the burden of side effects, the recent rush to market
of a whole range of new antipsychotics must be welcomed. At the same time,
the evaluation of the relative efficacy and effectiveness of these novel drugs
poses new problems and sharpens the focus on older ones.

Atypical antipsychotics are defined from animal screens as less likely
dose for dose to produce catalepsy, believed to be the animal equivalent
of extrapyramidal motor side effects (EPS), while retaining activity against,
for example, amphetamine actions that may model psychosis. This desirable
pharmacology has translated into claims that newer compounds offer acute
antipsychotic action without EPS. Indeed, the adjective ‘‘atypical’’ implies a
qualitative advance. The proper quantitative question of any antipsychotic
is ‘‘how large is the therapeutic ratio between antipsychotic action and
unacceptable motor side effects?’’

There is a supplementary question. Have the classical neuroleptics been
used at doses unnecessarily high to produce antipsychotic action? A quantita-
tive review of 22 published trials demonstrated that no clinical improvement
was found above doses equivalent to 375 mg of chlorpromazine, while a
significant increase in adverse reactions was noticed [1]. It appears that
psychiatrists tend to use antipsychotics at too high a dose [2]. Often this
may be the consequence of trying to use one drug to achieve two acute
ends: antipsychotic action and sedation. The older term ‘‘major tranquil-
lizer’’ enshrined the concept, in fact. There is now an increasing practice
based on anecdotal clinical experience, rather than clinical trials, to use lower
doses of classical antipsychotic drugs in combination with selectively seda-
tive compounds like benzodiazepines. The critical question is whether the
advantages of the new drugs can to some extent be obtained by sticking to
lower doses of classical neuroleptics. On this view, instead of immediately
declaring ‘‘novel atypicals’’ to be first line, a rational pharmacology could
start with low doses of classical antipsychotics and escalate to more expensive
options when increases in dose, required to produce antipsychotic action,
produce unacceptable side effects [3].

Acute treatment has uncertain short-term objectives. What we usually
know about any intervention is how fast a rating scale score changes (with the

1University of Oxford, Department of Psychiatry, The Warneford Hospital, Oxford, OX3 7JX, UK
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confound of ‘‘last observations carried forward’’). However, the complexity
of the psychotic syndrome, the possibility that we should be targeting indi-
vidual symptoms or symptom dimensions, perhaps with different drugs, and
more empirical questions relating to broader objectives of clinical manage-
ment, are largely unaddressed by the existing evidence. Ultimately one
wishes to see resolution of psychosis and return to a range of activities of
daily living. Conventional measures fail to address outcomes the patient
and carers may prioritize for the effectiveness of treatment. In an era
when evidence-based patient choice may be increasingly important, this
is unacceptable. Furthermore, the clinician does not know when the patient
can be expected to leave hospital, require reduced nursing or profit from
rehabilitation.

Schizophrenia is, par excellence, a chronic disease and we should be clear
how long to offer treatment and which treatment to offer. The evidence
favouring an effect of neuroleptics on relapse and recurrence of illness over a
1–2 year interval is persuasive. Nevertheless, some of this evidence is related
to the rapid relapse seen on drug withdrawal. A parallel example in the
treatment of bipolar disorder may be instructive. There, mania after lithium
withdrawal has inflated the apparent efficacy of the drug in discontinuation
designs, and presents particular clinical dangers in poorly compliant clinic
populations [4]. The same considerations may well apply in schizophrenia.
So, there is real uncertainty about the best duration of treatment to advise.
Currently, we are stuck with the formula that what gets you well may keep
you well and how long we should be treating for is left vague. We should
be initiating really large trials, randomizing patients to different duration
of intended treatment and incorporating simple outcomes as endpoints,
following the precedent from general medicine [5].

We remain even more uncertain about the relative effectiveness of
different drugs to influence the course of the illness. The apparently greater
efficacy of clozapine, in particular, ought eventually to prompt a long-
term pragmatic trial to establish the fact either for clozapine or a safer
alternative.
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2.7
Dosing Problems of Classical Neuroleptics and the Relevance of Novel/

Atypical Antipsychotics in the Pharmacotherapy of Schizophrenic
Disorders

Hans-Jürgen Möller1

While there is growing consensus that a high dose approach, applying
about 10-fold the standard dose, does not seem to be beneficial, even in
most cases of therapy-resistant schizophrenics, the question of whether
a comparatively low dose approach is preferable to a medium range of
dosing in the therapy of acute schizophrenic episodes does not seem to
be definitely answered. Especially the frequently hypothesized problem of
more extrapyramidal side effects at a medium compared to a low dose
range needs to be questioned based on recent studies. The study from
McEvoy et al [1] is often quoted as proof for sufficient efficacy of a low dose
approach in acute therapy. However, the study seems to contain severe
methodological pitfalls. The authors compared the treatment results of an
individually titrated low dose of haloperidol �3.7 ± 2.3 mg/day�, which
induced only very mild parkinsonian symptoms, with a medium dose range
�11.6 ± 4.7 mg/day�. They did not find better efficacy in those patients who
were switched to the medium dose. However, a pitfall of this study might
be the inadequate duration (14 days) of the control-group design and a
possibly too small sample size to find differences [2]. Of special interest in
this context is the seven-arm sertindole–haloperidol study, as part of which
three different doses of haloperidol — 4, 8, 16 mg/day — were compared
in the treatment of acute schizophrenia, under double-blind conditions [3].
There were no distinct differences in extrapyramidal side effects between
the various haloperidol dosage groups. Frequencies for administration of
anticholinergics were between 40% and 50% for all three doses.

With respect to prophylactic long-term treatment, the low dose approach
should also not be overdone, as we learn from the relevant studies in
this field. The ‘‘low dose strategy’’ appears to be efficacious only when
the dosage is not lowered too much (not more than about one-fifth of

1Psychiatric Hospital, Nussbaumstrasse 7, D-80336 Munich, Germany
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the standard dosage) and only when selected patients (e.g. history of
neuroleptic stabilization with relatively small dosages, no destabilization
during change to these low dose treatments) are treated [4, 5]. According to
clinical experience and data available from controlled studies, the optimal
dosage has to be individually determined for each patient. The minimal
effective dosage seems to be 6.5–12.5 mg every 2 weeks for fluphenazine
decanoate, 20 mg every 2 weeks for flupenthixol decanoate, 50–60 mg every
4 weeks for haloperidol decanoate, 2.5 mg daily for oral haloperidol and
2.5 mg daily for oral fluphenazine hydrochloride [6].

The introduction of the novel/atypical antipsychotics gives the chance
to overcome these dosing problems, given the fact that these drugs have
no or only a very low risk of extrapyramidal side effects and in most
cases no dose-related increase of these side effects. They also have to be
seen as a major step forward as regards a richer efficacy profile (nega-
tive symptoms, affective symptoms). The better extrapyramidal tolerability
results in improved compliance. Nevertheless, these drugs are also not
free of problems which may interfere with compliance, such as weight
gain.

The term atypical antipsychotics has been discussed controversially,
however it seems meaningful when used not in a classificatory but in a
dimensional sense. There should be no doubt that the available atypical
antipsychotics differ from traditional ones as far as their pharmacolog-
ical profile, clinical efficacy (especially with regard to negative symptoms),
tolerability and the state of evaluation of these parameters are concerned.
Similar to the case with traditional neuroleptics, we are dealing with a
heterogeneous group in which one specific drug cannot easily be substi-
tuted by another. The indications for each atypical antipsychotic have to be
reviewed in each individual patient, as is the case for classical neurolep-
tics. However, comparing this new generation of atypical antipsychotics
to the family of typical neuroleptics, their overall advantages should be
highlighted.

The superior efficacy of novel/atypical antipsychotics on negative symp-
toms should be especially focused upon. The data from recent empirical
studies, most of which were performed according to a more sophisticated
design for the evaluation of drug effects on negative symptoms, show
that these drugs are more useful for treating negative symptoms in acute
schizophrenic patients than the classical neuroleptics such as haloperidol
and chlorpromazine. Apparently, the greater efficacy in negative symptoms
can only partially be explained by indirect effects via better extrapyramidal
tolerability, better effects on productive psychotic symptoms, etc., and is to a
certain degree due to a direct effect of the atypical antipsychotic on negative
symptoms, as has been shown using a path analytical approach [7]. This
view is confirmed by the results from one trial studying the efficacy of an
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atypical antipsychotic in patients suffering from chronic schizophrenia with
stable, predominantly negative, symptoms [8].

The usefulness of the novel/atypical antipsychotics seems of relevance not
only for acute treatment but especially for prophylactic long-term treatment
of schizophrenic patients. The better acceptance of novel antipsychotics by
patients might lead to a generally more widespread use of oral long-term
treatment in the future. In this respect, the recently published ‘‘guidelines
for depot-antipsychotic treatment in schizophrenia’’ [9] might assess the
situation too conservatively in favour of depot neuroleptics. However, the
need for depot antipsychotics will remain in those patients who are non-
compliant due to lack of insight or who have a very unstable, fluctuating
disease course which reduces their capacity for a close and continuous
patient–doctor relationship [10].
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2.8
Can We Use Pharmacotherapy More Logically in Schizophrenia and

Other Psychoses?

Patrick McGorry1

In the past decade we have begun to emerge from something of a dark age
in which antipsychotics have been widely used in the treatment of psychotic
illnesses in seriously excessive doses. There has been little regard by many
for the subjective experiences of patients and evidence on dosages which
has been available for some time. During the early years of antipsychotic
use, there were serious attempts to define the lower limits of treatment
effectiveness in relation to the threshold for distressing neurological side
effects [1]. Subsequently, rapid neuroleptization inflicted a range of acute
and chronic iatrogenic effects upon a generation of psychotic patients.
Many found themselves marooned on excessive doses which produced
distressing and disabling side effects. Even after the waning of enthu-
siasm for this damaging approach, impatient dosing in the acute phase
and a lack of knowledge of the time course of action of the antipsy-
chotic effects [2], plus a willingness to use the adverse effects — sedation
and extrapyramidal side effects (EPS) — of the antipsychotics to deal with
acute agitation and insomnia, rather than the safer and gentler benzodi-
azepines, has perpetuated the problem. This has created a huge backlog of
problems, some of which can be addressed by careful dose reduction strate-
gies and switching to novel antipsychotics, as described in Fleischhacker’s
comprehensive review. Such a salvage operation for those who unfortu-
nately failed to receive the benefits of the novel antipsychotics and the
low dose approach seems feasible [3]. However, we need to identify this
large cohort of patients as conceptually separate from those with emerging
psychosis, who, with the benefit of better evidence and a rational approach,
can be treated more effectively with many fewer adverse effects in a phase
specific way.

At present, the earliest evidence-based use of pharmacotherapy is as
soon as clear-cut positive symptoms have emerged and a diagnosis of a
DSM-IV or ICD-10 psychotic disorder can be made. The recognition of
first-episode psychosis in contrast to first-episode schizophrenia (a more
complex task) is an important practical distinction, since drug treatment
within first-episode psychosis is syndromal [4]. Low-dose antipsychotics
in the 2–4 mg haloperidol equivalent range are empirically highly effec-
tive, not only in research samples [2] but in real-world clinical settings
too [4]. Furthermore, these dosing levels are supported by positron emis-
sion tomography (PET) data which show the clinical feasibility of treating

1Department of Psychiatry, University of Melbourne, Locked Bag 40 Parkville Victoria 3052, Australia
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most treatment-responsive cases without causing significant EPS [5]. This
requires longer intervals in the acute phase between dose increments. In
our own service, over 60% of a sample of 96 first-episode cases responded
by 3–4 weeks to 2 mg of risperidone as a first-line treatment. By around
12 weeks 80–90% have achieved remission, some requiring a change in
therapy. While the novel antipsychotics do seem to confer additional advan-
tages, there would be substantially less difference in tolerability and efficacy
between them and the typicals if the latter were used in doses below
or at the neuroleptic threshold in the first episode and beyond. Even
for new multiepisode patients, especially treatment-responsive cases, it
seems that only a slightly higher dose of around 4 mg may be required
for most patients [2]. In our experience, this low-dose acute strategy
requires a commitment to a combination of acute benzodiazepine use
(often in high doses for a brief period) and supportive nursing inter-
ventions, to avoid the use of sedating antipsychotics for management
of the behavioural, dysphoric and sleep disturbances which commonly
occur.

Beyond the first episode, it is critical to identify early treatment resis-
tance. Once two novel antipsychotics have been given an adequate trial
without remission of positive symptoms, after considering adherence issues,
substance use and the psychosocial environment, we would offer cloza-
pine as the next logical step. There seems little point withholding this until
entrenched treatment resistance has developed, when it may be less effec-
tive and more psychosocial damage will have occurred. On the other hand,
clozapine is not and should not be considered the ‘‘last resort’’, since other
strategies (typical neuroleptics, emerging novel antipsychotics and cognitive
behavioural treatments) may yet prove to be effective. Relapse prevention is
a key part of management, as identified by Fleischhacker; however, it is not
an end in itself, and it is important to win the war rather than merely the
battle. A flexible attitude and a comprehensive community-based psychoso-
cial programme is essential for this to be possible. The ultimate goal is
for patients to accept responsibility for illness self-management where the
vulnerability to illness persists. More studies are required to determine who
needs longer term protection and for how long.

With the above caveats, I believe Fleischhacker’s careful review condenses
much of the evidence required for enhancing the psychopharmacological
treatment of patients with schizophrenia and related psychoses. This in turn
provides a sound basis for a more enlightened future era.
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2.9
Long-term Treatment in Schizophrenia: For Whom and How Long?

Wolfgang Gaebel1

Pharmacological treatment in schizophrenia should be illness-phase orien-
tated [1]. However, as Fleischhacker states, the line between acute and
long-term treatment is an artificial one, which cannot be clearly drawn.
Primary prevention is an ambitious goal, and there are now increasing
research activities on this issue, raising a number of conceptual, ethical,
and methodological questions [2]. Secondary prevention of re-exacerbation,
however, is still the main treatment goal in manifest schizophrenia — but
for whom and how long? Current treatment guidelines give clear recom-
mendations [1], but evidence is based on selected patients — the rate of
non-response and placebo-response amounting to 20–30%.

The florid acute episode in most cases resolves and transits into
a stable phase of remission and recovery [3]. Obviously, the risk
of relapse and recurrence is not constant during the illness course.
According to the vulnerability-stress-coping model, the probability of
relapse/recurrence depends on the interaction between vulnerability
factors, stressors and protectors [4]. Imbalance — possibly reflected by
prodromal symptoms — moves the psychobiological system from a
stable state of remission/recovery to a destabilized state of psychotic
exacerbation. Identification of the underlying processes could provide better
understanding of the developing psychopathology and psychophysiology
of schizophrenia, and could also be of predictive value in order to initiate
therapeutic actions [5].

1Department of Psychiatry, Heinrich-Heine-University, Rheinische Kliniken Düsseldorf, Bergische
Landstrasse 2, D-40629 Düsseldorf, Germany



136 SCHIZOPHRENIA

Since demographic, clinical and biological variables are of only limited
usefulness as predictors of illness course [6], the concept of prodromal symp-
toms as predictors of psychotic (re-)manifestation has been put forward [7].
However, research findings are not consistent and there are a number of still
unresolved conceptual and methodological issues [8]. The relapse predictive
validity of prodromal symptoms has been assessed in a number of studies [9].
Sensitivity rates range from 8% to 81%, and specificity rates range from 70%
to 93%, our own findings [10] being at the extremes of the range (sensitivity
10%, specificity 93%). With a corresponding positive predictive value of 43%,
relapse prediction by early warning signs is obviously no better than by
chance.

The rationale of intermittent treatment was based on the assumptions
that relapse is an episodic phenomenon in stabilized schizophrenics, that
prodromal symptoms are valid predictors of relapse, and that impending
relapse can be prevented by early neuroleptic intervention. According to
Fleischhacker, all controlled 2-year studies on early intervention treatment
have not confirmed this strategy to be as effective as maintenance treatment
in preventing relapse. A recent reanalysis of our own data [11] demonstrates,
however, that first-episode patients seem to profit more from early interven-
tion, intermittent, targeted medication than multiple episode patients. These
findings need replication given the guideline recommendation that remitted
first-episode patients may be slowly withdrawn from drug treatment after 1
to 2 years of maintenance treatment [1].

In accordance with Fleischhacker’s conclusion, the application of inter-
mittent treatment based on early warning signs cannot be generally recom-
mended. Overall poorer results, restricted feasibility, greater burden on the
patients and their families, as well as greater demands on treatment facilities
contribute to this conclusion. Moreover, the neuropharmacological rationale
of intermittent treatment is far from clear, and an increased risk of tardive
dyskinesia may be associated. On the other hand, stepwise drug withdrawal
under monitoring of early warning signs may be the only possible way to
identify patients who do not need continuous treatment — and to manage
patients not accepting maintenance medication. In accordance with clin-
ical experience [12], recovery from an acute episode seems to be the most
important prerequisite, that is, patients stable without medication and — if
at all — at risk for recurrence, not for relapse. Fully recovered first-episode
patients, in particular, might be candidates for an intermittent prodrome-
guided early intervention strategy. A controlled study on this issue is now
underway [13].
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2.10
Novel Antipsychotics in Schizophrenia and Related Disorders:

Preliminary Findings from a First-episode Study

Stein Opjordsmoen1

Recent literature indicates that reduction of the duration of untreated
psychosis (DUP) may improve the prognosis of schizophrenia [1]. However,
there is still a lack of empirical evidence, since studies have not been able
to rule out that poor prognosis in ‘‘long DUP patients’’ might be due to
sampling bias.

The TIPS project [2] aims at answering this question by comparing the
outcome of consecutively admitted first-onset patients from a catchment area

1Clinic for Psychiatry, University of Oslo, Ullevaal Sykehus, N-0407 Oslo, Norway
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with an early detection programme for reducing DUP (Rogaland County,
Norway, population 320 000) with that of patients from two catchment
areas with ‘‘usual detection’’ (Ullevaal Sector, Oslo, Norway, population
190 000 and Roskilde, Denmark, population 95 000). All patients receive
the same 2-year treatment programme including medication, multi-family
group intervention and individual supportive psychotherapy. Course and
outcome are studied by using a wide range of assessments, including
psychopathology and neuropsychology. Extrapyramidal side effects (EPS)
are recorded according to the St. Hans Rating Scale [3]. The study was
planned in 1995–96 to include patients from 1997 through 2000 with subse-
quent follow-ups. It was decided to use perphenazine as the first drug of
choice. If there are persistent negative or positive symptoms or side effects,
the medication should be changed to risperidone, with clozapine as the third
drug.

In schizophrenia (DSM-IV), maintenance medication for 2 years was
recommended, while 1 year was recommended in schizophreniform dis-
order, 1–2 years in schizoaffective disorder and 6 months in brief psychosis.
During 1997 new research data on novel antipsychotics, especially concerning
compliance and side effects, made us revise the protocol, with olanzapine
as the first drug, followed by risperidone, any other novel antipsychotic or
perphenazine, and clozapine as the fourth choice. This allows us to compare
the results from a traditional neuroleptic with a novel antipsychotic as the
first choice. Preliminary data from the Ullevaal site [4] are the following: 32
patients were recruited (13 male and 19 female, median age 29 years). Their
diagnosis was schizophrenia (n = 11), schizophreniform disorder (n = 8),
schizoaffective disorder (n = 3), delusional disorder (n = 3), brief psychosis
(n = 1), major depressive disorder with mood-incongruent psychotic features
(n = 4), psychotic disorder NOS (n = 2).

Fifteen patients were included in 1997 (group 1) and 17 in 1998 (group 2);
the follow-up period was 1 month–2 years. At follow-up, only one patient
from group 1 was still on perphenazine (8 mg), while two were on risperidone
(2 mg and 6 mg respectively), six on olanzapine (10 mg n = 5, 5 mg n = 1).
Additionally, one of these received valproate and two selective serotonin
reuptake inhibitors (SSRIs), one was on valproate only (mood disorder,
with severe EPS on antipsychotics), and five patients had no medication
(in agreement with the therapist in three cases — two of these had used
perphenazine successfully, one had to change to risperidone, two patients
had stopped the medication against advice, out of whom one was still
psychotic).

Change of medication in group 1 was undertaken because of EPS in
five instances, dysphoria in three, impotence in one and lack of treatment
response in one.
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In group 2, thirteen patients still used olanzapine (mean dose 10.4 mg), one
of these with additionally an antiparkinsonian drug (akathisia), and three
with SSRIs (one had akathisia on this combination). One patient used an
SSRI only (mood disorder), one received perphenazine depot (compliance
problem, had akathisia at follow-up and received an antiparkinsonian drug
as well), and two patients had stopped the medication against advice (one of
them was still psychotic). In two of the patients on olanzapine weight gain
was reported. No other side effects were recorded.

Only three patients (20%) who received a traditional neuroleptic (perphe-
nazine) could be treated successfully without persistent side effects. There-
fore, a frequent change of medication to a novel drug was found in this
group. In none of the cases treated initially with a novel drug (olanzapine),
has change of medication been undertaken because of lack of treatment
response or side effects, but the effect is reported to be insufficient in one
case. The observation period is 1 year longer in the first group, and it remains
to be seen if the tendency will be confirmed with follow-up periods of similar
length in the groups. Some of the patients who started with perphenazine
in 1997 received olanzapine as the second drug during 1998 without trying
risperidone. The data as regards risperidone, therefore, are too scarce at this
point.

The findings are preliminary and must be interpreted with caution. Never-
theless, they support the use of novel antipsychotics as first-line treatment in
first-episode patients with schizophrenia and related disorders. In our sample
the doses could be kept relatively low. Reasons might be that it included first-
onset patients, with female preponderance. The study is performed under
naturalistic conditions. The findings are therefore relevant for everyday clin-
ical practice. These data will be extended and reported with standardized
measures from all three sites later.
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2.11
The Pharmacotherapy of Schizophrenia in Clinical Practice

René S. Kahn and Jan M. Van Ree1

The article of Prof. Fleischhacker provides a comprehensive and inclusive
review on the treatment of schizophrenia. Several points may require some
comments, more for emphasis than elaboration. Prof. Fleischhacker mentions
that the treatment of schizophrenia has changed since the introduction of
non-sedative newer antipsychotics. However, clinicians are used to admin-
ister antipsychotics as sedatives or to combat agitation and aggression
initially in the treatment of schizophrenia and other psychotic disorders.
The antipsychotic effects may not be immediately evident, although it has
been described that antipsychotics may reduce psychotic symptoms very
early — in a matter of days — in the treatment of schizophrenia [1, 2]. Psychi-
atrists still increase doses of typical and also atypical antipsychotics. Indeed,
the average dose of olanzapine appears to be 17.5 mg/day, although efficacy
has been demonstrated with doses as low as 10 mg/day. It may be that
psychiatrists in clinical practice focus more on the ‘‘absence’’ of sedative
effects of the new antipsychotics than on the antipsychotic effects of these
compounds. Sedation should be induced by sedatives, such as the benzodi-
azepines. After a few days, they can be tapered when the initial agitation has
decreased.

Although long-term efficacy (up to a year) of the atypical antipsychotics
has been convincingly demonstrated, Prof. Fleischhacker points out that
phase IV studies are needed until definitive conclusions can be made on
the applicability of atypical antipsychotics. Moreover, it should be cautioned
that the fact that the atypical antipsychotics do not induce extrapyramidal
side effects (EPS) more than placebo, does not suggest that these drugs do
not induce any EPS. It is evident that these compounds do induce akathisia,
and in some cases it may be just as pronounced as it was with the classical
antipsychotic drugs. We should remain vigilant in detecting EPS, including
tardive dyskinesia and akathisia. Furthermore, it is clear that the newer drugs
are not free from side effects, as weight gain and sexual side effects can be
pronounced.

The treatment of negative symptomatology in schizophrenia still remains
an important issue. So far, there is little, if any, convincing evidence that
the currently available antipsychotics affect the core negative symptoms.
There may be a decrease of these symptoms during treatment, but in
most cases this can also be explained in the context of the improvement
of the condition of the patient. We urgently need antipsychotics that are

1Departments of Psychiatry and Pharmacology, Rudolf Magnus Institute for Neurosciences and
Academic Hospital Utrecht, Utrecht University, Heidelberglaan 100, 3584 CX Utrecht, The Netherlands
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effective in decreasing negative symptomatology of schizophrenic patients.
This effectiveness should be established in patients in whom these symptoms
are not secondary to other symptomatology.

All in all, the newer antipsychotics appear to have opened a new chapter
in the treatment of schizophrenia. Their main advantage may be that they
humanize the treatment of some of these patients and hopefully may even-
tually improve their course of illness.
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2.12
A New Era of Hope in Treating Persons with Schizophrenia

Anthony F. Lehman1

As documented by Prof. Fleischhacker’s excellent review of pharmaco-
therapy for persons with schizophrenia, we have entered what may be a
new era in the treatment of persons with psychotic disorders. The review
raises several important points to ponder as we move forward into this
new era of hope. Despite the advances represented by new antipsychotic
medications, there is a great deal that we do not know about how to
optimize pharmacotherapies. The review raises questions about optimal
dosing, and notes significant differences in dosing between Europe and the
United States that we do not understand. Such variations in practice also
occur within much smaller geographic areas and are a point of great concern
regarding inappropriate practice variations that impact on the quality of
care [1]. The paper also points to the importance of attending to outcomes
other than psychotic symptoms, especially functional status and quality
of life. We must pay more attention to strategies that improve negative
symptoms and that address comorbid depression, which can prove so lethal
among young persons with schizophrenia. The importance of combined
pharmacologic and psychosocial therapies is also emphasized. For example,
it is important to acknowledge that research indicates that adding family

1Department of Psychiatry, University of Maryland School of Medicine, 645 West Redwood St.,
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education and support to a good regimen of pharmacotherapy can further
reduce relapse rates by about 50% [2]. Finally, we must improve the processes
of delivering treatments, in particular the therapist–patient relationship, that
can substantially influence the course of care. Our research agenda must be
expanded beyond the traditional randomized clinical trial to answer many
of the questions raised in Prof. Fleischhacker’s review.

This new era of hope in treatment of schizophrenia is shaped by at least
three forces. First of all, recent and ongoing advances in the neurosciences are
yielding a better understanding of how the brain functions and are offering
many new opportunities to design treatments for psychosis and other disor-
ders of the brain. These scientific advances instil renewed interest and hope
for treatment of patients who have lived with disability for many years and
spur a new activism in efforts to intervene early with patients at the beginning
of these disorders to try to avert disabilities. The most visible manifestation
of these new treatment efforts are the new antipsychotic agents, but with
them has come renewed interest in psychosocial programmes that enable
patients to take advantage of the clinical gains made with new medications.

A second phenomenon contributing to this emerging era of renewed hope
is the dramatic growth of family and consumer advocacy. Once disempow-
ered by treatment systems that viewed patients as incompetent and families
as part of the problem, patients and families have developed strong voices in
the shaping of public images and policy towards mental illness. In the United
States, the National Alliance for the Mentally Ill has grown to over 185 000
members and about 1200 chapters in all 50 states and is a powerful lobby
for programmes to treat severe mental illnesses at the national, state and
local levels. Hence we have not only new opportunities for better treatments
afforded by science, but demand for better treatments from consumers and
their advocates.

The third phenomenon driving this new era is managed care. While not
always a positive force in improving the quality of care to date, managed
care does espouse principles of providing care that have been demonstrated
effective, so-called evidence-based practice, and offers the tools to promote
more sound practice. If used appropriately, managed care could insist that
effective treatments are made available to patients and that resources be used
to support the best care.

One visible product of this new era is the introduction of several sets of
criteria to define quality care. These include the American Psychiatric Asso-
ciation’s Guidelines for Treatment of Schizophrenia [3], the Schizophrenia
Patient Outcomes Research Team (PORT) Treatment Recommendations [4],
the Veterans Affairs Practice Guidelines for Psychosis Treatment [5], and
the Expert Consensus Guidelines for Treatment of Schizophrenia [6]. Most
important about these is that they provide explicit guidelines for treating
persons with schizophrenia and other psychoses and establish expectations
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about quality care. They constitute some common tools that can be used by
patients and families to evaluate the care they are receiving, by providers
to assess the quality of care they offer, by insurance companies and other
payers to make decisions about what to purchase, and by advocates to guide
advocacy agendas. In order to maximize advantages afforded by new devel-
opments in pharmacotherapies and psychosocial treatments, strategies that
disseminate knowledge about and appropriate use of these new technologies
must be promoted.
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2.13
New Perspectives in Antipsychotic Pharmacotherapy

Joseph Peuskens1

Neuroleptics were the first effective antipsychotic treatment: reducing posi-
tive symptoms at the acute psychotic episode, neuroleptic therapy enables
patients to be discharged from the hospital and, by preventing psychotic
relapses, the psychosocial integration can be maintained. Soon neuroleptics
were considered to be the cornerstone of the treatment of psychotic disorders
in general and of schizophrenia more specifically. However, neuroleptics only
partly fulfilled the promises, the prognosis of schizophrenia still remains
poor, and different aspects of antipsychotic therapy were considered to
improve treatment outcome.

With the introduction of neuroleptics, in the early 1950s, the number of
institutionalized patients rapidly decreased. Unfortunately, severely disabled
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patients were often dumped in society without adequate provisions, unpre-
pared to cope with the demands of social and professional integration.
Antipsychotic pharmacotherapy should be part of a large and compre-
hensive therapeutic approach aiming at the psychosocial rehabilitation of
the patient. While neuroleptic medication can reduce positive symptoms
and prevent psychotic relapses, psychotherapeutic support and training of
coping strategies help the patient to adapt to the environment and to cope
with stress, and familial and socioprofessional interventions modify envi-
ronmental factors to the capacities of the patient. This multidimensional
approach is continuously offered, assessed and coordinated over time and
over different settings and adapted to each individual patient and his specific
needs. In this way, the risk of provoking exacerbation of psychotic symptoms
by overstimulation and inducing regression and deficit by understimulation
may be avoided [1].

Furthermore, the importance of early treatment with antipsychotic medi-
cation at the beginning of the psychotic process has been stressed. The
earlier antipsychotic treatment is started, the better the short- and long-term
outcomes will be [2]. Partly this may be attributed to the fact that at the acute
psychotic episode a pathological process is reactivated or superimposed on a
pre-existing deficit, but also the longer the normal psychosocial development
is disturbed and interrupted during adolescence the poorer the patient will
be prepared and the lower are his chances to establish a successful social and
professional integration [3].

Recently, more careful and lower dosing of classical neuroleptics has been
advocated to improve efficacy and to reduce side effects. Clinical studies
show that high dosing does not induce a higher or more rapid antipsychotic
effect. Neuroimaging research showed that neuroleptics at low doses (3–5 mg
haloperidol) result in an occupancy of cerebral dopamine D2 receptors of
about 70%, sufficient to obtain an antipsychotic effect, while at a higher
occupancy extrapyramidal symptoms (EPS) are provoked, indicating also
that antipsychotic effects and EPS are not inextricably linked [4].

Prevention of psychotic relapses is essential, but the incidence of relapse
is very high due to poor compliance with maintenance antipsychotic treat-
ment. Although avoiding side effects is important for the adherence to
maintenance treatment, it has been shown that systematic and repeated
psychoeducation of the patient, the family and health care professionals is
necessary. Informing patient, family and health care workers on the patho-
physiological mechanisms in schizophrenia, the relapse risks and on the
importance of prophylactic therapy has proven to be effective, and several
systematic educational modules have been developed [5, 6].

Nevertheless, 10–20% of schizophrenic patients do not respond to antipsy-
chotic treatment, while many (up to 50%) patients continue to suffer from
residual psychotic symptoms. Furthermore, negative symptoms as well as
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cognitive deficits are either not improved or only marginally improved by
classical antipsychotics and have an important impact on rehabilitation.
Depressive episodes are frequent, and the incidence of suicide attempts and
of suicide in schizophrenia is high. Side effects, especially EPS and tardive
dyskinesia, reduce the acceptability of neuroleptic treatment for the patient
and the health care professional and as such antipsychotic treatment is
postponed and maintenance treatment is not prescribed or interrupted too
soon.

Certainly important progress is being made with the development of the
new antipsychotics. At least as effective in reducing positive symptoms,
the new antipsychotics also reduce negative symptoms and affective symp-
toms and improve cognitive functioning. Inducing few or no extrapyramidal
symptoms, treatment with new antipsychotics is more acceptable to patients
and professionals, offering perspectives for better compliance with acute
and prophylactic treatment. Having an antipsychotic effect without inducing
important side effects, new antipsychotics may offer the possibility of preven-
tion of the first psychotic episode, by treating patients at the appearance of
the first premorbid signs [7], while for first-episode patients, often being
particularly vulnerable to side effects, treatment with new antipsychotics
is indicated. Also the protection offered by lifelong prophylaxis with new
antipsychotics will certainly outweigh the disadvantages of the few side
effects.

New antipsychotics are valuable alternatives to classical neuroleptics,
particularly in the treatment of patients sensitive to EPS (elderly patients,
patients with psychotic mood disorders), and as such they are an important
step in the treatment of psychotic syndromes in general. Treatment with new
antipsychotics will not only reduce symptomatology but also support and
promote the participation of patients in the psychosocial rehabilitation and
result in a better overall quality of life.
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2.14
Some Aspects of the Maintenance Treatment of Schizophrenia

Carlo L. Cazzullo1

I would like to focus on some aspects of the current pharmacological
management of schizophrenic disorders, which have not been specifically
examined in Fleischhacker’s review.

The first point concerns the period of time between the acute schizophrenic
episode and the implementation of long-term therapy. This period is defined
as the ‘‘stabilization phase’’. It usually starts after an acute schizophrenic
episode (with the patient’s hospital discharge) and lasts from 3 to 6 months,
being characterized by a continuous neuroleptic treatment. Surprisingly,
the ‘‘stabilization’’ process has received little attention in the literature, in
contrast to the acute and maintenance phases of antipsychotic therapy in
schizophrenia. Such a knowledge gap, at least partly, can explain the high
rates of complications occurring after the hospital discharge.

During this period, psychotic symptoms can further improve, albeit at a
slower pace, and this is particularly evident in patients with a shorter dura-
tion of illness compared to those with a more lasting (chronic) schizophrenic
disorder. In patients treated with haloperidol decanoate (HL-D), the ratio
between the plasma levels of HL and the administered doses tends to increase
progressively in the first 4–5 months, thus indicating that patients can be
undertreated in the period after implementation of a therapy with HL-D,
following an acute treatment with conventional HL (‘‘shifting phase’’). This
finding is particularly relevant if plasma levels of HL during hospitalization
period and after discharge are compared [1]. Thus, schizophrenic patients
during the ‘‘stabilization’’ phase of treatment with neuroleptics are particu-
larly susceptible to relapse for various clinical and pharmacological reasons,
particularly if receiving HL-D.

A second issue I would like to cover is the treatment of more vulnerable
populations, such as elderly or adolescents, which has become more and more
important in recent years and deserves a special featuring of the use of typical
antipsychotics compared to adult population. Treatment of adolescents poses

1Association Ricerche sulla Schizophrenia, Via Tamagno 5, 20124 Milano, Italy
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three main problems: the higher metabolic rate; the proneness to develop
extrapyramidal reactions; and the hormonal fragility [2]. Because of the first
of these problems, the dosage should be the same or higher, but because
of the other two conditions it should be reduced and strictly monitored,
in our experience, to avoid severe disruption of hormone functioning (e.g.
prolactin, oestrogens, growth hormone, etc.).

Concerning the use of atypical compounds, in children and adolescents
there are few data on a better tolerability profile of clozapine and risperidone.

The use of antipsychotics in the elderly is another important issue, which
involves drug tolerability, the dose and modality of administration, and the
comparison between typical and atypical compounds [3]. Elderly patients
suffering from basal subclinical dysfunctioning of subcortical nuclei are more
prone to develop parkinsonian symptoms. Another point is represented by
the frequent anergic or residual patterns encountered in the elderly, which
may require some combination antidepressive therapy. In general, due to
tolerability problems and impaired hepatic metabolism, the average dosage
of typical compounds should be reduced; more recent preliminary data on
the use of atypical compounds are promising [4], especially since they have
been used for treating psychotic symptoms occurring in senile dementia and
Parkinson’s disease dementia.

A last point I would like to stress is the importance of psychosocial
treatments, which are now increasingly available [5, 6]. It is already well
known [7] that the presence of high expressed emotions (EE) in the family
may facilitate relapse also in the presence of pharmacological treatment.
Psychoeducational intervention, also at its first level (information group),
has shown the capacity of increasing the adherence to pharmacological
treatment [8]. On the other hand, the second level (support group, psycho-
educational family intervention) is able to reduce both the familial EE level
and the rate of relapse in chronic schizophrenic patients [9].
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2.15
Highlights on the Management of Schizophrenia

Ahmed Okasha1

Our goals in the short-term management of schizophrenia are symptom
control and crisis intervention. Long-term management is targeted to main-
tenance of therapeutic effect, relapse prevention, social reintegration and
promoting quality of life. Although the management of schizophrenia
encompasses psychosocial intervention, rehabilitative measures and phar-
macological treatment, the paper by Fleischhacker focuses on drug treatment.
We all agree that there is no scientific evidence that newer antipsychotics
(NAPs) are superior to classical neuroleptics (CNLs), at least regarding posi-
tive symptoms. Antipsychotics, whether atypical or classical, may differ in
tolerability rather than efficacy. The argument against the high cost of NAPs
can be buffered by the lower relapse rate and reduced rehospitalization.
The dose required for the treatment of schizophrenia, either in the acute
or maintenance phase, should be adjusted to the needs of the individual,
taking into consideration the ethnic and transcultural variables in the phar-
macokinetics and pharmacodynamics. While Americans and Europeans use
clozapine in doses ranging from 300 to 800 mg/day, in our clinical experience
in the Arab World, patients can be controlled by 150–300 mg/day and even
agranulocytosis is very rarely recorded [1].

Fleischhacker points out that, if there is partial response to CNLs after 2
or 3 weeks, we should augment the dose and have supportive psychosocial
intervention for a further 2 weeks, then use NAPs for 2 or 3 months and,
if there is unsatisfactory response, add lithium, or benzodiazepines, or

1Institute of Psychiatry, Ain Shams University, 3 Shawarby Street, Kasr El Nil, Cairo, Egypt
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selective serotonin re-uptake inhibitors (SSRIs) and, lastly, electroconvulsive
therapy (ECT). In developing countries, the onset of schizophrenia is usually
managed, primarily, with ECT and neuroleptics. If there is no response in
3 weeks, we initiate increased dosages, augmentative therapy or change of
medication. If there is a partial response in 4–5 weeks, we follow the same
steps as no response. It is customary, in our culture, to start with CNLs, if
the patient is young, fit and can tolerate some side effects; otherwise, we can
start with NAPs. We agree that treatment of the first episode should continue
from 9 months to 1 year. We should be aware that, in developing countries,
we encounter more acute transient psychotic episodes than schizophrenia.

We are in complete agreement that multi-episodic schizophrenia requires,
at least, 3–5 years of maintenance therapy. The challenge we face with NAPs
is that there is not enough data on how long we should continue maintenance
therapy especially in view of the high cost. Is it possible to shift to CNLs
after remission for 1 year on NAPs? In this case, is there a possibility that the
patient is sensitized against side effects through exposure to NAPs?

It was mentioned that compliance is influenced by diverse variables
grouped into patient-related, clinician-related, treatment-related and envi-
ronment-related factors. Compliance in traditional societies, where the
physicians’ image is still high and respectable, is mainly dependent on
doctor–patient relationship. I have met hundreds of patients who adhered
to CNLs, in spite of many side effects, because of the trust in the physi-
cian’s recommendations. Non-compliance will be mainly due to economic
reasons, as still the majority of mental patients in developing countries are
not medically insured and they have to buy their medications, especially the
NAPs.

All the new drugs are launched after extensive drug trials, which have a
lot of exclusion and inclusion criteria. The majority of these trials prefer not
to include females in their fertile period. So, in clinical settings, we may face
many problems, indications and contraindications that are not included in
drug trials. This requires that the psychiatrist should be abreast of scientific
knowledge and pharmacological understanding and independent of the
industry’s advice. The proper use of antipsychotics is an art depending on
good clinical experience.

Ambulatory patients and those who require an active social life will be
unable to tolerate the side effects, especially the extrapyramidal, anticholin-
ergic and cognitive complications of CNLs, and we are better to start with
the novel antipsychotics.

A study of tardive dyskinesia in an Egyptian sample [2] detected a
prevalence of only 1.7% as compared to the international figures of 5% [3].
This can be attributed to the lower doses used, the non-compliance because
of the cost and lack of family education, and the absence of supply of
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medications from mental health state services, because of exhaustion of the
state subsidies.

There are three further points worthy of comment. First, there are some
claims that the effect of NAPs on cognitive functions is unrelated to positive
and negative symptoms or the severity of psychosis. Second, the effect
of NAPs on negative symptoms can be secondary to improvement of the
depression which is an integral part of the clinical picture of schizophrenia.
Third, there have not been enough follow-ups on NAPs to know the long-
term sequelae, especially with some NAPs that, when you increase the dose,
become typical antipsychotics.

The improved tolerability associated with NAPs has swung the
risk–benefit balance in favour of early and aggressive treatment. By
intervening early and providing long-term maintenance treatment, the
course of schizophrenic disorder may be altered, with overall decreased
deterioration and chronicity and improved functioning and quality of life
resulting in lower societal costs [4].
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2.16
Pharmacotherapy of Schizophrenia: The Case of Developing Countries

Driss Moussaoui1

Eighty per cent of schizophrenic patients of the world live in developing
countries. However, very few studies are conducted to detect potential speci-
ficities of the management of schizophrenia in these countries, as compared
to what happens in the industrialized ones. The current state of knowledge
is that there are more similarities than differences in the management of
schizophrenic disorders. For example, it is clear that neuroleptics represent

1University Psychiatric Center Ibn Rushd, Bd. Tarik Ibn Ziad, Casablanca, Morocco
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an essential tool in the treatment of this group of diseases worldwide. Among
the differences, however, it seems that in developing countries the outcome
of schizophrenia is better than in industrialized ones. There are many reasons
for such differences. Among others, one can mention the solidarity of the
extended family towards schizophrenic patients, as well as the lesser social
pressure to obtain professional achievement. This explains why the number
of psychiatric beds in developing countries can be small, and still an accept-
able service can be delivered to the patients and their families through
community-based institutions. A city like Casablanca, Morocco, for example,
with 5 million inhabitants, has 200 beds only. On the other hand, more than
40 000 psychiatric patients consult in outpatient clinics every year, about half
of them having a schizophrenic disorder. Without family solidarity, it would
have been impossible to satisfy most of the urgent needs of mental health in
the city with that small number of beds.

Part of this solidarity is passive tolerance, which also has a downside. It is
a fact in developing countries that many families do not seek medical help
for schizophrenic patients who do not disrupt their social life with violent
acts or acute delusional states. It is not unusual to see patients having their
very first contact with a medical institution 20 years after the beginning
of the illness. Meanwhile, a number of them have consulted one or many
traditional healers. As time goes by, we see a progressive decrease in this
solidarity/tolerance phenomenon. More and more families are in a burn-out
situation towards their patient, and sometimes even towards a father or a
mother suffering from a schizophrenic disorder.

This cultural change is counterbalanced by the tools of modern psychiatry.
What would have been the situation of these patients in developing countries
if neuroleptics did not exist? The only alternative would have been to build
larger and larger asylums at an unbearable cost, representing the worst
possible scenario from every point of view. Fortunately, no developing
country considers this as a viable strategy for the future. That is why
community-based services are easier to initiate in developing countries,
where services are often built from scratch.

The problem is with budget. The institutions of the public sector can buy
only neuroleptics of the first generation, which are very effective in reducing
positive symptoms, but which have little effect on negative ones. Many
patients need antipsychotics of the second generation, but cannot afford
them.

A special type of neuroleptics is particularly precious and affordable: long-
acting neuroleptics. They are not only useful for schizophrenic patients with
little insight and reluctance to comply with the medical prescription, but also
for patients who live in remote areas, where neuroleptics are not easy to get.

In the pharmacotherapy of schizophrenia, there are some clinical aspects
which are of a cultural nature. For example, tremor is perceived by some
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traditional families in Maghrebian countries as a symptom of an illness which
could lead to the death of the patient. This has to do with the past history of
various epidemic or endemic infectious diseases in these countries, especially
malaria. That is why such a common side effect as tremor can produce a lot
of anxiety in the patient and in his/her family. If such cultural perception is
not addressed, the result would be non-compliance and subsequent relapses.

Finally, what could be the contribution of psychiatrists from developing
countries to research on pharmacotherapy of schizophrenia? One of the
characteristics of these countries is the availability of large numbers of
never medicated schizophrenic patients. We can therefore observe situations
similar to the one prevailing during the pre-neuroleptic era. That is how,
for example, we found a prevalence of abnormal involuntary movements in
schizophrenic patients who never received neuroleptics which is higher than
the one existing in already treated patients. Some of these movements were
not very different from those seen in patients with tardive dyskinesia [1].

Another field of research, which is still neglected, is the one of transethnic
psychopharmacology. As a matter of fact, it has been shown that there are
some differences in the pharmacokinetics in patients from various ethnic
origin, explaining, to some extent, differences in side effects. It is clear that
one of the future challenges of pharmacotherapy of schizophrenia is the
necessity of taking into account the pharmacogenetic differences in various
regions of the world. This could have a direct impact on the clinical aspects
of the prescription of psychotropic medications to schizophrenic patients.
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3
Psychotherapies for Schizophrenia:

A Review

Max Birchwood and Elizabeth Spencer
Northern Birmingham Mental Health NHS Trust, Aston, Birmingham, UK

INTRODUCTION

Historical Overview of the Psychotherapies for Schizophrenia

Prior to the 1970s, individual and group psychotherapies for schizophrenia
were generally based on psychodynamic theories, or theories that conceived
of schizophrenia as being caused by the behaviour or communication patterns
of the sufferer’s family [1]. As well as being ineffective in terms of the core
psychotic symptoms [2, 3], these treatment methods stigmatized sufferers’
families, often their main support system. Thus, following the introduction
of effective antipsychotic medication in the 1960s, there was a shift of focus
away from psychological interventions for schizophrenia.

Gradually, there was dissatisfaction with the over-reliance on pharma-
cological treatments for schizophrenia, as it emerged that a high propor-
tion of individuals with schizophrenia continue to experience positive
symptoms of psychosis despite taking antipsychotic medication [4, 5]. Simi-
larly, the usefulness of this medication in remediating the social and
cognitive deficits associated with the illness was found to be limited [6,
7]. Furthermore, in a series of now classic studies, Brown, Vaughn and
their colleagues demonstrated that the nature of the family environment
to which the schizophrenia sufferer returns after hospital discharge is
strongly predictive of psychotic relapses over the ensuing 9 months [8, 9].
Thus, controlled trials of psychological interventions designed to promote
acquisition of social skills and reduce relapse by improving family atmo-
sphere emerged in the 1980s [10–12]. Their positive results were well
received and promoted increased interest in psychological therapies in this
population.

Schizophrenia, Second Edition. Edited by Mario Maj and Norman Sartorius.
 2002 John Wiley & Sons Ltd.
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Concurrent with these developments, the usefulness of cognitive therapy
for the symptoms of depression [13] encouraged clinicians and researchers
to extend its techniques to the treatment of medication-resistant positive
symptoms of psychosis. The use of a cognitive intervention for psychotic
symptoms in schizophrenia had been reported as early as 1952 by Beck.
He used a variety of cognitive techniques (such as the careful examination
of the antecedents of the symptoms, reality-testing, and homework exer-
cises) in the treatment of a patient with paranoid schizophrenia [14]. Such
techniques form the basis of the cognitive behavioural approach to the indi-
vidual treatment of psychotic symptoms today. Psychological interventions
moved away from concentrating on traditional psychiatric diagnostic classes
to a detailed focus on the experiential and behavioural phenomena associ-
ated with schizophrenia. Single symptom interventions have been woven
into global treatment strategies as part of the development of cognitive
behavioural therapy. This was accompanied by a need for increased preci-
sion in the measurement of individual symptoms in order to plan treatment.
Promising results initially appeared in case reports and uncontrolled trials.
However, in the last few years, several randomized controlled trials have
been published (e.g. [15, 16]). Recently also, attention has been focused on
the treatment of depression in schizophrenia in its own right [17].

Rationale for the Use of Psychotherapies in Schizophrenia

The stress–vulnerability model [18] conceives of the symptoms of schizo-
phrenia as resulting from the actions of environmental stresses on the
vulnerable individual. Possible individual vulnerability factors include basic
information processing deficits and other, as yet unspecified, biological
factors, poor adherence to prescribed medication, and social skill deficits
that may increase the occurrence of an environmental stressor or amplify
its effects. Environmental stressors may include drug use and various social
stressors, such as disruptive life events or a hostile or critical family envi-
ronment [19]. Psychotherapies are ideally suited to address a number of
stress and vulnerability factors. For example: family interventions attempt to
change adverse family environments; social skills training aims at buffering
the individual’s coping skills; psychoeducation may address adherence to
medication; and individual cognitive psychotherapies focus on improving
coping skills and intervening in information processing.

There now exists a body of literature, including a number of methodologi-
cally sound randomized controlled trials covering four types of psychother-
apy of schizophrenia which can be implemented in the general clinical
setting: family interventions; cognitive behavioural psychotherapy; social
skills training; and psychoeducation. Data on effectiveness from these trials
can be used to guide clinical practice.
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Planning Psychotherapies for Schizophrenia: What Are the
Dependent Variables?

While most research attention has focused on the prevention of psychotic
relapse and the reduction of persistent (generally positive) psychotic symp-
toms, schizophrenia can be a chronic disorder that involves multiple
handicaps. It may affect all aspects of functioning, begins in adolescence or
young adulthood and often derails critical educational and social milestones.
Its psychotic symptoms are fearful and demoralizing, and it is associated
with a high rate of depression and feelings of hopelessness and a high rate of
suicide [20]. Caring for a person with schizophrenia can lead to high levels of
burden and, consequently, the sufferer’s social network may become over-
taxed. If the sufferer has lost or failed to develop appropriate social skills, this
social network may become permanently depleted. Furthermore, problems
experienced by sufferers may vary with the stage of their illness or with their
developmental stage and age.

Consequently, in planning and implementing psychotherapies for schizo-
phrenia, any or all of a range of outcome variables, including relapse
rates, level of positive and negative psychotic symptoms, depressed mood,
family burden, and social and occupational functioning, can legitimately
be the focus of therapeutic endeavour. Functional outcomes may require
assessment with broad based instruments such as the Quality of Life
Scale [21]. Conversely, intensive cognitive treatment of an individual posi-
tive symptom will require assessment instruments, such as the Beliefs about
Voices Scale [22], which provide detailed multidimensional assessment of
psychotic symptomatology.

Thus, in choosing an appropriate psychotherapy for schizophrenia, not
only its overall effectiveness but also its effectiveness on the outcome vari-
able of interest and with the patient population group being treated is
important. In this paper we review evidence for the effectiveness of family
interventions, cognitive behavioural psychotherapy, social skills training and
psychoeducation for schizophrenia in the light of these considerations.

FAMILY INTERVENTIONS FOR SCHIZOPHRENIA

The interest in family interventions for schizophrenia grew out of observa-
tions that 30–40% of patients with schizophrenia who take medication as
prescribed continue to relapse [4, 5] and that those discharged to live with
families characterized by high levels of criticism, hostility and emotional
overinvolvement (collectively termed ‘‘Expressed Emotion’’(EE)) are at high
risk of psychotic relapse [8, 9].

Since the early 1980s there have been numerous trials, of increasing
methodological rigour, investigating the effectiveness of family interventions,
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primarily in decreasing rates of psychotic relapse, and to a certain extent in
improving social functioning in people with schizophrenia, through reducing
families’ EE.

Most such family interventions share a common set of assumptions:

1. Schizophrenia is regarded as an illness, the course of which is influenced
by a variety of psychosocial factors (the ‘‘stress–vulnerability’’ model).

2. The family is seen as an invaluable ally in the rehabilitation of the patient,
and the formation of a therapeutic alliance with family members is seen
as crucial [23].

3. While the family is not implicated in the aetiology of the illness, it is
presumed that attempts to positively alter the emotional climate of the
family will favourably alter the outcome of the illness for the individual
patient.

4. Family interventions are seen as complementary to, not alternatives
for, drug treatments of schizophrenia, and are usually delivered in the
context of a comprehensive psychosocial care package.

Some studies have investigated the effects of brief educational interventions
(generally less than ten sessions) on knowledge and attitudes among families
of schizophrenia sufferers [24–31]. These interventions are generally short,
the patient is usually not present during the sessions, and they focus solely
or mainly on the delivery of information about schizophrenia, rather than on
explicit skills training.

Most of these studies have found significant increases in knowledge about
schizophrenia following the intervention [24–26, 29, 30, 32]. Furthermore,
knowledge gains were maintained to a certain extent after 6 to 9 months [23,
24, 30, 32]. Some studies [23, 25, 28], but not all [31], have also found
significant short-term improvements in measures of carer distress and sense
of burden. However, it appears that there is some recurrence in distress
and pessimism over the 6 months following the intervention [23, 32]. Also,
none of these interventions has resulted in robust changes in measures
of family atmosphere [23, 27, 28, 30]. Importantly also, studies involving
European or American samples have found no evidence of a reduction in the
rates of psychotic relapse following family interventions involving education
alone [30, 33].

Studies which have evaluated different methods of information delivery
have determined that face-to-face family educational sessions and educa-
tional printed or video material can all result in significant increases in
knowledge about schizophrenia and short-term decreases in carer distress.
No method, however, has been found to be superior in maintaining reduc-
tions in career distress at 6 months [23, 32]. Nevertheless, these modest
positive results are of relevance to services with limited resources which may
be unable to conduct face-to-face family educational programmes.
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Despite these limited treatment effects, attention has been drawn to the
other positive aspects of family education, in providing a non-threatening
medium for family engagement [25], as a consumer right, and as a basis
for problem solving [34]. Birchwood et al [32] found that improvements in
measures of family distress were positively correlated with knowledge gains,
and carer optimism that they had a positive role to play, suggesting that the
provision of accurate information is, in itself, helpful.

Thus, more recent family interventions have incorporated family education
as merely one aspect of a comprehensive treatment package. Since most of
these interventions have as their theoretical framework the EE literature,
their aim is usually to improve family atmosphere, and so reduce the
patient’s relapse rate, by increasing the family’s ability to cope with problems
and communicate in a positive fashion, with appropriate expectations and
boundaries.

Most of the comprehensive family intervention packages evaluated in
controlled trials to date comprise psychoeducational and skills training
components. Virtually all include formal education, usually in the form of
lectures, often supported by printed or audiovisual material, delivered either
in the clinic or in the family home. Most utilize either didactic instruction in
coping techniques and problem solving, usually accompanied by homework
exercises, or the modelling of successful coping strategies used by other
families met through relatives’ groups. Some include explicit training in
communication skills. Packages differ, however, in the site of treatment,
whether the intervention is provided in a single or multifamily setting
and whether the patient is included in the family sessions. Only a small
minority of family interventions have not used this approach but have,
rather, borrowed from psychodynamic or other schools of family therapy.

Table 3.1 displays the results of the major randomized controlled trials
of comprehensive family interventions. These can be divided into: those
evaluating brief behavioural family interventions either in the inpatient or
outpatient setting [35–38]; those evaluating care packages including longer
behavioural family interventions against standard care control [11, 39–46];
those investigating the effectiveness of alternative models of behavioural
family interventions [33, 47–55]; those evaluating family interventions in
a non-Western setting, among minority groups or among special popula-
tions [46, 56–59]; and, finally, those evaluating family interventions which
are not based on a behavioural model [60–62].

The Effectiveness of Family Interventions for Schizophrenia
in Postponing Psychotic Relapse

There is now little doubt that family interventions in schizophrenia are
effective in postponing psychotic relapse over periods of up to 2 years.
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The magnitude of the treatment effect was recently quantified by Marie
and Streiner [63], who performed a methodologically strict meta-analysis of
12 randomized controlled studies of family interventions for schizophrenia.
They concluded that there is robust evidence that family interventions
decrease relapse rates at 12, 18 and 24 months, although the data for
longer follow-up periods had a high level of imprecision. Similarly, family
interventions reduce hospital admission over follow-up periods up to
18 months. The magnitude of the treatment effect is reflected in the fact
that between six and seven families must be treated to prevent one relapse of
schizophrenia at about 1 year, and between five and six families to prevent
one hospitalization.

Examination of the individual studies in Table 3.1 supports this conclusion.
With the exception of the study by Linszen et al [46], all evaluations of long-
term (9 months to 2 years) behavioural family interventions conducted in
Western samples have shown significant reductions in psychotic relapse
rates at 9 months to 1 year compared with standard care controls. Relapse
rates for patients in the family intervention condition have ranged from
6% [41, 42] to 19% [11, 45], with corresponding control relapse rates of
44% [41, 42] and 35% [11, 45]. Hospitalization rates have also been found to
be reduced [41].

In contrast, a study by Linszen et al [46], conducted in a sample of patients
with recent-onset schizophrenia who were unselected for family level of
EE, found no significant reduction in 12-month relapse rates attributable to
the family intervention and no significant interaction of level of Expressed
Emotion with treatment condition when predicting relapse rates. It is notable
in this study, however, that overall relapse rates were relatively low, the
individual intervention received by the control group was of very high
quality, and patients in both conditions had received some family inter-
vention during their hospitalizations prior to randomization. Similarly, the
patients, all of whom had relatively short durations of illness, may have
responded well to standard treatment. Thus, a ceiling for treatment effects
may have existed.

The effects of the three studies involving brief courses of family interven-
tions on patient relapse and symptomatology [35–38] were weaker. In the
study by Goldstein et al [35], six weekly sessions of crisis-oriented family
therapy were administered in the outpatient setting. Within medication
conditions there were no significant decreases in relapse rates attributable
to family therapy, although there was a significant main effect of family
intervention on total scores of the Brief Psychiatric Rating Scale (BPRS).
A similar brief family intervention performed in an inpatient setting [36,
37] also found post-treatment effects on global functioning to be limited
to a small subgroup of the subjects with schizophrenia. The 10-week inter-
vention studied by Vaughan et al [38] also failed to significantly reduce
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relapse rates of psychotic symptomatology among patients relative to
controls, despite being well received by the families. Thus, short courses
of family therapy, like brief education-only interventions, appear of limited
usefulness.

The effect of long-term ongoing family interventions in preventing relapse
has been generally preserved into the second year, although relapse rates are
invariably higher than in the first year, ranging from 17% [42] to 40% [39, 40].
In all of these studies the frequency of contact between clinicians and families
declined in the second year. However, in the single intervention that failed
to preserve a significant treatment effect into the second year [40], clinician
and family contact in the second intervention year was minimal, each family
attending an average of 1.1 groups and 1.1 family sessions between months
9 and 24.

Hogarty et al [45] interpret these findings as indicating that family interven-
tions postpone rather than prevent relapse in schizophrenia. They suggest
that maintenance of the family intervention effect requires the continued
availability of clinicians to family members, possibly throughout the patient’s
age of risk. They underscore this by the uncontrolled results of the follow-up
of their 1986 subjects to the seventh post-study year, which showed that
at least 83% had sustained a psychotic relapse or rehospitalization during
that period. In contrast, Tarrier et al [64] report controlled data indicating a
significantly lower rate of relapse at all follow-up points (9 months and 2,
5 and 8 years) in the group who had received family intervention in their
earlier study [33, 47] compared with the control group, although there was a
clear trend for an increasing rate of relapse in the family intervention group
as time progressed.

Thus, in summary, comprehensive family interventions do postpone
psychotic relapse and rehospitalization among patients with schizophrenia,
but those that have proved consistently effective have been of at least
9 months’ duration. Most treatment benefits are gained during the period of
active intervention and there is insufficient evidence at the moment to say
for how long these benefits are maintained.

The Effectiveness of Family Interventions for Schizophrenia
in Improving Patient Psychosocial Functioning

Relatively few studies have examined the impact of family interventions for
schizophrenia on broad measures of patient functioning.

Methodological and conceptual problems complicate the investigation of
psychosocial functioning in family intervention studies. Hogarty et al [45]
point out that analysis of entire samples with inclusion of end-point assess-
ments made at the time of relapse will confound the well-documented
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success of family interventions in decreasing relapse, with their effects
in improving functioning in the unrelapsed patient. However, the use
of only unrelapsed patients will lead to an unrepresentative sample of
possibly hardy individuals where it may be difficult to detect a treatment
effect.

Falloon et al [44] chose to include their entire sample in the analysis and
found widespread and consistent positive results. They found that, at the
end of the 9-month period of intensive intervention, the family management
group had significantly more favourable scores on a wide variety of self-
report, clinical and observer rated measures of social functioning, including
measures of overall social impairment, the performance of household tasks,
and of work or study activity and friendships. At 24 months, the difference
between the groups was still significant in some aspects of social func-
tioning, including overall social impairment and family dissatisfaction with
the patient’s role performance. Falloon et al [44] comment on the fact that
this was achieved without a specific emphasis on social rehabilitation and
hypothesize that it was obtained through reduction of the florid symptoms
of schizophrenia and enhancement of the family’s general problem-solving
abilities. Barrowclough and Tarrier [48] also reported a significant improve-
ment in an overall measure of social adjustment as well as in subscales
measuring withdrawal, interpersonal functioning and prosocial activities at
9-month follow-up in patients in their combined Behavioural Intervention
groups, with little improvement in similar measures among controls. Since
the information was gained from relative reports, however, the fact that
the apparent improvement in social functioning resulted from a decrease
in hostile or critical attitudes of relatives due to the intervention cannot be
excluded.

Hogarty et al [45], on the other hand, considering only unrelapsed patients,
did not find any consistent significant differences in measures of role perfor-
mance or overall adjustment to favour the family intervention group at
either 9-month or 2-year follow-up, although they did find that more patients
from the family intervention group were working at 2 years. Similarly, Leff
et al [49] found only small and non-significant changes in the social and
occupational functioning of patients after 9 months of family intervention.
These data were for their two family treatments combined, however, and the
rate of non-attendance was high. Other studies which have found significant
positive social effects in the family intervention condition are difficult to
interpret, due to culturally ungeneralizable settings [56, 57] or incomparable
or absent standard care control groups [51, 56, 57, 61].

Thus, while there is suggestive evidence that family interventions improve
patient functioning, whether this effect is independent of their effects in
preventing relapse is yet to be demonstrated.
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The Effectiveness of Family Interventions for Schizophrenia
in Reducing Family Distress and Burden of Care

Given the theoretical underpinnings of most family interventions in schizoph-
renia, it is not surprising that most evaluations of their effectiveness have also
examined changes in family Expressed Emotion. Overall, significant positive
changes in one or more of its components have generally been found [11, 33,
39, 40, 47]. However, surprisingly few studies have examined whether the
relatives who attend these family interventions gain any benefit from them
in terms of reduction of distress or burden of care.

Even following interventions that were ineffective in altering patient vari-
ables [38, 60], families reported satisfaction with the intervention, suggesting
that they find the opportunity for support itself beneficial. Zastowny et al [51]
found a significant decline in family conflict and burden after participation
in both of their family invervention conditions, but this cannot be attributed
to the intervention in the absence of a standard care control group.

The only study which has systematically investigated the effects of family
intervention on relative distress is that of Falloon and Pederson [43]. After the
first 9 months of treatment, the relatives who had been involved in the family
intervention had significantly better scores on a global measure of subjective
burden and were significantly less distressed about the patient’s behavioural
disturbance and social performance deficits than were the control relatives.
Unlike the control relatives, they showed a significant decline in minor
psychiatric symptoms over the 9 months, but due to baseline differences
this may have been due to regression towards the mean. Relatives from the
family intervention group also showed significantly higher scores on ratings
of the effectiveness of coping over 9 months of the intervention, although
there were some methodological problems in calculating a baseline measure.

Thus, more research is needed on the effects of comprehensive family
interventions on the well-being of relatives. One problem here is that many
families who are low in Expressed Emotion also report high burden [32].
Family interventions that are burden-focused should be blind to Expressed
Emotion [65]. Overall, they have been successful in reducing Expressed
Emotion in families and, presumably, this is experienced positively by
relatives. There is suggestive evidence that they also reduce subjective
burden and distress and increase coping, but this conclusion is based on only
one study and requires replication.

The Most Effective Model of Family Intervention in
Schizophrenia

Recent studies [33, 49, 51–55] have gone beyond the now answered question
of the overall effectiveness of family interventions in schizophrenia to
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investigate the relative effectiveness of variations on the method and site of
delivery.

Randolph [52] and Tarrier et al [33, 47] addressed straightforward ques-
tions about the best site of delivery and method of instruction for classical
psychoeducational and skills-based family interventions conducted with
single family units, including the patients.

Randolph [52] found that the significantly lower rates of psychotic relapse
in the family intervention condition versus standard care were preserved
when an intervention based on that of Falloon [41] was delivered in the
clinic rather than family home setting. While the 1-year relapse rate in
the family intervention group of 14.3% is higher than that obtained by
Falloon [41], it is comparable to that achieved in other home-based family
interventions [11, 33]. Rates of hospitalization were particularly low (3%) in
the family intervention group, and, while treatment condition had no effect
on BPRS scores, this may have been because all patients were relatively well
at baseline. Despite the clinic-based nature of the intervention, attrition rate
was minimal, possibly due to the fact that the investigators made one or two
home visits to engage families, usually early in the programme.

Tarrier et al [33, 47] also made straightforward modifications to a home-
based family intervention including the classic techniques of education, stress
management and goal setting. They found that, in terms of reducing the rate
of psychotic relapse at 9 months to 2 years, there was no significant advantage
in including elaborate activities such as role playing, guided practice and
record keeping in preference to simple discussion and instruction, into the
family session. They confirmed, however, that education alone has no effect
on psychotic relapse rates. Similarly, Zastowny et al [51] found that family
sessions involving education, advice and discussion about problems were
as effective in reducing rates of relapse as those involving more structured
problem-solving methods, although the rates of relapse in both groups were
relatively high.

Four main recent studies have examined whether effective behavioural
family interventions can be delivered in a group setting [49–55]. Clearly,
such a question is relevant to services with limited resources.

In the intervention conducted by Leff et al [49, 50], individual families were
either given family sessions in their own home (with the patient present), or
invited to attend a relatives’ group where no patients attended. There was
no significant difference in relapse rates between the two family intervention
conditions at either 9 months or 2 years. The results of this study are difficult
to interpret, however, as five of the eleven families recruited to attend the
relatives’ group did not attend any groups at all, and the small sample size
reduces the statistical power of the analysis. It appears that attendance at the
relatives’ group was helpful, since, among the six families who attended the
group, the 2-year relapse rate was only 17%. The highest rate of relapse in
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the study was 60%, found among the patients whose families failed to attend
the group. However, given the methodological limitations of this study, no
conclusions about the relative effectiveness of the two interventions can be
drawn. It is important to note, however, that, as in some other studies which
have failed to show a treatment effect from family intervention [38, 60], the
schizophrenia sufferers did not attend the family sessions.

In contrast, McFarlane et al [53, 54] have examined the effectiveness of
‘‘multiple family groups’’, an intervention involving the meeting of a small
number of families for education, support and problem solving, with the
schizophrenia sufferers present for all sessions. In their first study [53],
they evaluated the multiple family groups condition relative to a classic
hospital-based single family intervention programme. While overall rates
of relapse were not statistically significantly different between the condi-
tions, if the subgroup of families and patients who completed treatment
only were considered, the relapse rate associated with the multiple family
groups condition (32%) was significantly lower than that associated with the
single family intervention condition (48%). There was a significant interac-
tion between treatment condition and baseline symptomatology, in that the
beneficial effect of the multiple family group condition in reducing relapse
was most pronounced in those patients who were most symptomatic at
baseline. Unlike the Leff et al [49, 50] study, the attrition rates for the two
conditions over the 2-year period were comparable and moderate (25%
for the single family condition and 29% for the multiple family condi-
tion), probably due to the use of several initial single family engagement
sessions.

The authors attribute the greater relative treatment effectiveness of the
multiple family group condition to the larger numbers of individuals
involved in problem solving and to the development of a social support
network. However, the essentially negative results of their next study [54]
must temper enthusiasm about this approach. They found that the multiple
family group condition was not associated with lower rates of relapse,
hospitalization or symptoms, compared with a standard control in a
group of difficult patients with schizophrenia being treated within an
assertive outreach framework. The only significant result was in the area of
employment, where significantly more patients from the family intervention
condition than from the control group were in sheltered employment after
2 years of intervention. The authors suggest that, since in both cohorts,
patients showed significant improvements in measures of relapse and
psychotic symptoms over the study period, the functional domain was
left to indicate the relative effectiveness of the family intervention condition.
The alternative explanation, that the multiple family group intervention had
a relatively weak treatment effect in this difficult patient group, requires
more research on this mode of treatment.
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Schooler et al [55] also compared the effectiveness of an individual and a
group family intervention within the context of neuroleptic dose reduction.
Three dose levels were manipulated using fluphenazine decanoate under
double-blind conditions: standard (12.5 to 50 mg biweekly), low dose (2.5 to
10 mg biweekly) or early targeted intervention (medication free but given
fluphenazine at the onset of any psychotic prodrome). Participants were
randomized to one of two family strategies: the traditional psychoeducational
skills-based family interventions developed by Ian Falloon, who trained
the team (Applied Family Management); or a supportive family approach
involving group meetings, case management and consultation for family
problems (Supportive Family Management). There was no significant effect
of type of family intervention on relapse-free time nor any interaction
between type of family intervention and dose condition. Patients receiving
targeted treatment had a shorter relapse-free period and community tenure.
Interestingly, there was no difference between low and standard dose regimes
in time to (or risk of) relapse or hospitalization, although ‘‘rescue medication’’
was used more often in the low dose than in the standard group.

The Supportive Family Management group received an impressive level
of therapeutic input. The authors point out the difficulty of maintaining
fidelity of family intervention across five sites, and also note that eliminating
many patients who failed to meet criteria for clinical stability reduces the
opportunity to show a differential effect of family treatment, since the most
severe and persisting symptomatic patients were excluded. However, they
conclude that the study definitively shows that family support and encour-
agement is essential, but that the specialized inputs inherent in Applied
Family Management are not. The caveats and limitations discussed here do
not support such a confident assertion.

Thus, there is suggestive evidence from single studies that behavioural
skills-based family interventions offered to individual families in a clinic
setting are as effective as similar interventions conducted in the family home,
and that discussion about problems might be as effective as more active
methods of instruction. The relative effectiveness of multiple family groups
compared with family interventions conducted among single families is
unclear. It appears that to be effective the patient must be present in the
family sessions and the main problem in conducting interventions with
groups of families is engaging them and encouraging them to attend.

The Effectiveness of Family Interventions for Schizophrenia
in Patient Subgroups

Table 3.1 shows that samples of patients from families who are low in
Expressed Emotion are under-represented in studies of family interventions
in schizophrenia. Strictly speaking, the effectiveness of these behavioural
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family interventions against a standard care control in the Western setting
have only repeatedly been demonstrated in samples of patients from high
Expressed Emotion homes [39, 41, 11, 49]. The single study which compared a
comprehensive behavioural family intervention against a control in a sample
unselected for Expressed Emotion [46] found no beneficial effect on relapse
rates attributable to the family intervention.

There is suggestive evidence that patients from low Expressed Emotion
homes may benefit from family interventions, however.

Randolph [52] found, for example, that there was no significant treatment
by Expressed Emotion interaction in predicting psychotic exacerbations
in their sample. Leff et al [50] also did not find a significant relationship
between reduction in Expressed Emotion and relapse rate. Furthermore,
McFarlane et al [53] enrolled a population unselected for Expressed Emotion
and showed positive overall results. There is also evidence that up to 40%
of low expressed emotion families experience problems of burden, stress or
coping, suggesting that they may benefit from interventions [32].

An excessive restriction of family interventions to high expressed emotion
families ignores the influence that untreated psychosis in a patient may have
on the emotional atmosphere of the family. Tarrier et al [33, 47], for example,
showed that some of their low expressed emotion relatives who received stan-
dard care only changed to high expressed emotion during the intervention.
Furthermore, the choice to focus on high expressed emotion relatives comes
from the association of measures of this concept with psychotic relapse. As
we have indicated, if carer burden is chosen as a legitimate outcome vari-
able in its own right, the justification for excluding low expressed emotion
relatives from intervention may disappear.

Family interventions are now increasingly being conducted in non-Western
settings. There has recently been a series of reports about family interven-
tions performed in China [56–58]. All of these have shown beneficial effects
of the family intervention condition on a wide variety of outcome variables,
including rates of relapse and rehospitalization and level of psychotic symp-
toms. However, the extent to which their research findings can be generalized
to a Western population is unclear. For example, the control condition against
which all of these family interventions are compared involves haphazard
attendance at an outpatient clinic (standard care). In general, attendance at
follow-up and compliance with medication [56, 57] were increased in patients
in the family intervention condition, and the extent to which the treatment
effects were a function of this is unclear. Perhaps the most interesting aspect
of these investigations, however, is that they demonstrate that family inter-
ventions can be conducted in services that are not rich in resources and that
it is possible to adjust them to the needs of differing cultural groups [56].

Whether behavioural family interventions can be successfully applied in
ethnic or cultural minorities in a Western setting is still unknown. The
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study by Telles et al [59], which found that, among unacculturated Hispanic
Americans, family intervention actually significantly increased the risk of
psychotic exacerbation, suggests that the answer may be no. Further research
is needed in this area. Similarly, it is unclear whether family interventions
are useful in patients suffering from recent-onset schizophrenia, since one
of the two studies conducted in this population [46] failed to demonstrate
a beneficial effect attributable to the family intervention and detected an
increase in distress in the low Expressed Emotion families, and the other
study [58], conducted in China, is difficult to generalize from.

The Effectiveness of ‘‘Unconventional’’ Family Interventions
for Schizophrenia

Only three studies have investigated the usefulness of family interventions
for schizophrenia which are not based on an educational and behavioural
skills training model. Much of this work is difficult to interpret due to method-
ological problems in the research. Kottgen et al [60] used a family intervention
based on psychodynamic principles and found that it did not reduce rates of
psychotic relapse relative to control. Conversely, Levene et al [61] found that
Focal Family Therapy, a technique related to Brief Therapy, resulted in signifi-
cant improvements in psychotic symptomatology while a behavioural family
therapy intervention did not. Since subjects in the Focal Therapy condition
had higher baseline symptomatology scores, however, it is possible that their
improvement with time was a result of regression towards the mean rather
than an effect of the family therapy. Finally, De Giacomo et al [62] evaluated
a family therapy model in which there was no formal psychoeducation and
which relied heavily on paradoxical interventions. Furthermore, medication
management was the responsibility of the family therapy team, while in
the standard care control condition it was conducted by pharmacothera-
pists. Although the investigators found significant advantages for the family
therapy condition in terms of improvements in symptoms and functioning,
the medication regimes were quite different between the conditions and it is
unclear to what extent this contributed to the significant difference.

Thus, consistent evidence for the effectiveness of family therapy interven-
tions in schizophrenia only exists for those based on a psychoeducational and
skills training model. Research on other types of family therapy is limited
and has methodological drawbacks.

INDIVIDUAL COGNITIVE BEHAVIOURAL THERAPY
FOR SCHIZOPHRENIA

The Cognitive Behavioural Therapy (CBT) approach to psychosis and
psychotic symptoms is a relatively recent development. There was in fact a
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brief flirtation by the radical behaviourists in the late 1960s and early 1970s,
based on the operant conditioning paradigm, but this focused exclusively
on the behavioural concomitants of psychotic thinking and not on their
phenomenological underpinnings [66]. Recent interest in CBT originated in
the UK and was influenced by the work of Carlo Perris in Sweden. The CBT
approach which has emerged in fact comprises two different strands, each
with its own theoretical substrate, although of late these two approaches
have become conjoined in practice.

The first approach is inspired by the stress-vulnerability model of schizoph-
renia. Vulnerability here is viewed as a ‘‘black box’’ drawing mainly from the
biomedical tradition. The focus is upon symptoms (e.g. voices) or clusters of
symptoms (e.g. a psychotic episode). It is assumed here that stressors capable
of triggering or exacerbating symptoms may be generated or modulated by
the individual and thus the focus is on how the individual deals with these
putative stressors and triggers of symptoms. One class of stressors emanates
from the immediate social environment, for example, close friends or relatives
high in expressed emotion, and these are assumed to be modulated by the
patient’s own appraisal of their stressfulness and his/her coping strategies.
The work of Gerard Hogarty on ‘‘Personal Therapy’’, which we will review,
operates entirely within this framework.

Another class of stressors are the symptoms themselves — the distress they
cause is assumed to be linked to the patient’s own ways of coping with them.
Thus Falloon and Talbot [67] documented the coping strategies used by voice
hearers and concluded that those who had multiple strategies available to
them were more able to cope with their voices. Tarrier [68], on the other hand,
focusing on a wider range of psychotic symptoms, concluded that those who
applied strategies consistently tended to fare the best. These were convention-
ally divided into affective strategies (e.g. relaxation, sleep, etc.), behavioural
strategies (being active, drinking alcohol, etc.) and cognitive (distraction, chal-
lenging voices, switching attention away from voices, etc.). It is assumed
that certain strategies are unhelpful and generate stress in the individual,
which impinges reciprocally on the symptoms themselves, thus exacerbating
them. This underpins the approach known as Coping Strategy Enhancement
(CSE) [16], in which patients are offered a range of strategies which are imple-
mented in an empirical fashion to determine their effectiveness in symptom
control. This approach suffers some implementation difficulties, however. For
example, if a delusional belief is formulated as the stressor, then the imple-
mentation of a strategy can only occur in the context of the individual’s belief,
for example that he or she is being persecuted. Thus distraction and other
similar strategies cannot be offered if they are seen by the individual as exacer-
batingthesupposedthreat.Copingstrategies inrelationtovoices, forexample,
are not randomly assigned to hallucinators but are almost entirely driven by
the beliefs (delusions) that patients have about their voices; offering coping
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strategies incompatible with these beliefs are commonly rejected [69]. Never-
theless, although without empirical validation, it seems likely that certain
strategies may indeed exacerbate distress and problem behaviour (e.g. where
a patient may decide to confront a supposed persecutor). The CSE approach
views the individual as an active agent who attempts to reduce the threat
or distress posed by psychotic symptoms, but does not concern itself with
the content or meaning that psychotic symptoms may have to the individual.
There is also in this approach assumed to be a fundamental discontinuity
between normal and abnormal functioning, which comes about once the
biological vulnerability is ‘‘on-line’’.

The second CBT strand draws its theoretical strength from the cogni-
tive therapy (CT) approach [70]. Here the emphasis is on the similarity
between normal (but strongly held) beliefs and delusional beliefs in terms
of psychological processes at play in their maintenance. Thus Brett-Jones
et al [71] showed that delusional beliefs, like everyday beliefs, lead the indi-
vidual to recruit evidence to support them and to de-emphasize or dismiss
contradictory ones.

This supports one of the strategies in cognitive therapy, which is to
encourage the individual to weigh evidence which contradicts a delu-
sion. While it is possible that there are biases in the thinking of people
with psychosis, CT acts to compensate for this rather than correcting the
basic information-processing abnormality resulting in psychotic experi-
ence [72]. Some delusions in psychosis are closely linked to primary psychotic
experiences, such as hallucinations. Birchwood and Chadwick [73] argue
that certain beliefs about voices’ power may be considered as a quasi-
rational response to anomalous experience, and the meaning attributed
to them in terms of identity, power and the consequence of disobedi-
ence has been shown to determine distress and behaviour in relation
to the voice. This is inherent in the CT approach which focuses on the
‘‘evidence’’ of voices as support for a delusion (e.g. that a voice is that of the
devil).

The CT approach in depression emphasizes the importance of evalua-
tive beliefs about the self (e.g. self-worth) in the genesis and maintenance of
depressed mood, and such beliefs are addressed during therapy. The applica-
tion of this school of CT to psychosis also embraces an emphasis on evaluative
beliefs about the self. The precise relationship between self-evaluative beliefs
and delusional thinking is a much debated issue of the present time. It
has been argued, for example, that delusions may serve the function of
defending the individual from the full impact of low self-worth through
blaming others for negative events rather than the self — the so-called
‘‘paranoid defence’’ [74]. The content of psychotic thinking often reflects
such personal issues; for example, for the patient who has been sexually
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abused, this theme tends to crop up in the content of voice activity or in the
supposed identity of the voice [73].

While these two approaches to CBT in psychosis have led to very different
therapeutic strategies, they do share much in common:

1. They each place heavy emphasis on the formulation of a supportive and
trusting relationship. In CT this is essential, if the client is to feel safe in
order to examine directly the veracity of a belief.

2. In many ways both approaches are not strictly a ‘‘treatment’’ in the
conventional sense. They each place the individual at the centre of
therapy and encourage him/her to take responsibility for and control of
his/her psychotic experiences. Thus in the CT approach it is acknowl-
edged that a change in a delusional belief might not occur, but that a
satisfactory outcome might ensue: for example, a patient might decide
that a persecutor is in fact unable to harm him/her, and feel relief.

3. It follows therefore that both approaches are collaborative in spirit and
not prescriptive, and that the intervention is individualized for each
patient depending on the nature and content of the beliefs, the presence
of other evaluative beliefs, and so on.

4. Both approaches emphasize the scientific method as inherent in the
process of therapy. In the CT strand, for example, a patient may be
invited to consider, in a collaborative manner, alternative constructions
and meanings of a particular piece of ‘‘evidence’’, paving the way for
an empirical (reality) test. This is sometimes known as ‘‘collaborative
empiricism’’.

5. There is a common focus on symptoms rather than syndromes; this is not
necessarily ideological, but a pragmatic issue. In one study, for example,
CT was applied to the syndromes of acute psychosis, but did so by
addressing three core delusional beliefs [76].

Randomized Controlled Trials of Cognitive Behavioural
Therapy for Schizophrenia

Most data on this type of intervention come from case reports and uncon-
trolled trials. However, six controlled trials exist and are summarized in
Table 3.2.

While four of these trials [15, 16, 76, 79] involved random assignment of
subjects to experimental and control groups, the study by Garety et al [72]
involved sequential allocation of subjects to cognitive therapy and waiting-
list control groups. It is included in this review due to its importance as
an early controlled trial in the area and as the pilot study to the larger
London–East Anglia Study. The study by Tarrier et al [75] was also not
totally randomized, in that their waiting list control group was drawn from
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the experimental and control conditions but was statistically treated as a
separate group.

Methodological Issues

Some methodological problems emerge in these studies. Firstly, there is
difficulty in establishing an appropriate control group. In two of the six
studies [15, 72], the cognitive intervention was examined against a standard
care control, leaving the study open to suggestions that non-specific factors,
such as the increased amount of therapist contact in the intervention group,
were responsible for the positive results. Conversely, in the absence of a
standard care condition, it might be argued that certain control interventions
have impeded recovery from psychosis, perhaps through the provision of
an over-stimulating environment [76, 77] (although in Drury et al’s study
‘‘standard care’’ in chaotic inner-city wards was considered more stressful
than their control condition).

Secondly, the study by Tarrier et al [16] is the only one of the six which
explicitly states that symptom ratings were conducted by assessors who were
blind to the subjects’ experimental allocation, although in all studies these
assessors were independent of the provision of treatment, and close attention
was paid to ensuring the reliability of ratings.

Thirdly, there was difficulty in ensuring that subjects in both groups
received similar medication regimes during the intervention. This was
despite the fact that most studies explicitly limited subject selection to
patients on stable medication [16, 75] or at least to those with treatment-
resistant symptoms [15, 72]. In both the London–East Anglia Study [15, 78]
and the study by Drury et al [76, 77], medication use was somewhat different
in the CBT and the control groups. However, in the former study, the direc-
tion of the difference could be expected to mask any treatment effects of
CBT relative to control, while in the latter, the significant findings were still
preserved after adjusting for medication use.

The Effectiveness of Cognitive Behavioural Therapy on the
Positive and Negative Symptoms of Schizophrenia

Despite the above methodological problems, the six studies reviewed are
consistent in their findings that CBT for schizophrenia can result in a statis-
tically significantly greater improvement in psychotic symptoms relative to
control conditions.

Three early studies used a relatively limited range of CBT techniques and
relatively short periods of intervention and showed modestly positive results.
In the first controlled trial of CBT for schizophrenia, Tarrier et al [75] found
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that, immediately after a 5-week intervention, the change in a measure of
total positive symptoms was significantly greater in their group treated
with CSE than in the control group who had been instructed in problem
solving. Examination of subscales, however, showed that it was only in
the area of delusions, and not in those of hallucinations, depression or
negative symptoms, that a significantly different improvement had taken
place between the groups. Despite this, the results were clinically promising:
immediately after the intervention, 60% of the CSE group versus 36% of the
control group had achieved a 50% or greater reduction in total symptom
severity score from baseline, and 42% of the CSE group remained similarly
improved at 6-month follow-up.

Using a slightly broader intervention, that involved cognitive therapy to
challenge delusions and dysfunctional assumptions as well as the enhance-
ment of coping strategies, Garety et al [72] also demonstrated a rate of
decrease in total BPRS scores that was significantly greater in the CBT group
than in the waiting list control. A detailed examination of the dimensions of
delusional belief showed that improvements in some measures of delusional
conviction, preoccupation and distress were significantly different between
the two groups over the study period. Importantly, as in Tarrier et al’s [16]
study, hallucinations appeared more difficult to modify. Improvement in a
measure of hallucinatory experience did not significantly differ between the
two groups over the study period.

Drury et al [76, 77] focused more explicitly on challenging delusions and
dysfunctional beliefs than on identifying precipitants and coping mecha-
nisms for psychotic symptoms. They too found that cognitive therapy was
associated with a significantly greater rate of decline in positive symptoms
relative to control in the immediate post-intervention period. By the seventh
week after entry to the intervention, the cognitive therapy group showed
significantly lower mean scores on a measure of positive symptoms of
psychosis, and also had significantly shorter times to recovery than did the
control group. In fact, depending on the definition of recovery used, the time
was reduced by 25%–50%. The improvement was maintained: at 9 months
after the intervention, the cognitive therapy group showed fewer positive
symptoms than did the control.

Following these early studies, there have been three further randomized
controlled trials of CBT for schizophrenia. Unlike the earlier studies, they
have employed broader combinations of cognitive behavioural methods
to result in treatment packages that have been examined with increasing
methodological rigour.

The London–East Anglia Study [15, 78] built upon the early work of
Garety et al [72], and employed a manual-based treatment strategy involving
enhancement of coping strategies, challenging of delusional and dysfunc-
tional beliefs, management of social disability, and relapse prevention over
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a treatment period of 9 months. Like other investigators, it found that there
was a significantly greater improvement in BPRS scores in the CBT group
over the 9 months of the intervention relative to a standard care control.
The improvement was clinically significant for the CBT group: by 9-month
follow-up their total BPRS score had improved by 25%, and 50% of the CBT
group could be classified as treatment responders versus 31% in the control
group. Unlike the previous studies, BPRS items concerning hallucinations
were among the most changed in the CBT group compared with the control.
The authors, however, failed to find any significant differential treatment
effect on self-reported measures of delusional conviction, delusional distress
and frequency of hallucinations. This raises the possibility that the posi-
tive results of the behaviour therapy may have been due to non-specific
factors, such as therapist attention, rather than being mediated by changes
in dysfunctional beliefs.

The methodologically strict study by Tarrier et al [16] explicitly addresses
this issue by evaluating CBT against both a supportive counselling and a
routine care condition. They found significantly greater improvements in
the severity and number of positive symptoms (measured by the BPRS)
in the CBT condition compared with the control condition over a 3-month
follow-up period. The supportive therapy condition also resulted in greater
improvement than the control, but this was not significant. This suggests that
part, but not all, of the effects of CBT on positive symptoms of schizophrenia
may be explained by non-specific factors. Again, the improvement in symp-
toms in the CBT group was clinically significant: receipt of CBT resulted in
almost eight times greater odds of showing a reduction in psychotic symp-
toms of 50% or more compared with routine care. Importantly also, while
the total number of days spent in hospital was only one for the CBT group
and one for the supportive counselling group, it was 204 for those receiving
routine care.

Finally, Hogarty et al [79, 80] evaluated a somewhat different cognitive
behavioural intervention for schizophrenia: Personal Therapy. This was
developed on the basis of the results of their previous studies explicitly to
prevent psychotic relapse in the second year of treatment. It consisted of
an individualized and graded approach to stress management, involving,
in particular, the identification and management of affect dysregulation
preceding a psychotic relapse. The programme was divided into three steps,
titrated to individual performance so that not all participants completed
all sections. It progressed from a focus on therapeutic engagement and
psychoeducation, through stress management, selected social skills training,
relaxation training, and conflict and criticism management.

The investigators found that, for patients living with their families, Personal
Therapy resulted in circumscribed but positive effects. There was a significant
overall effect of Personal Therapy in delaying adverse effects, including
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psychotic or affective relapse or treatment-related termination, relative to
supportive therapy. This effect was most pronounced in the first year after
treatment. The effect in delaying psychotic or affective relapse alone was not
significant, but the authors attribute this to the large number of treatment-
related terminations in the supportive therapy group, leaving only the hardy
individuals to act as a control group. Importantly, however, for patients
living with their families, the authors found that participation in Personal
Therapy actually increased the risk of relapse relative to the supportive
therapy condition. In their discussion they suggest that the experience of
Personal Therapy may have been too stressful for this group of patients,
some of whom were in unstable social or accommodation situations.

Thus, in summary, there is consistent evidence from five studies [15, 16, 72,
75, 76] that CBT for schizophrenia can reduce positive psychotic symptoms
to a greater extent than that which can be achieved with standard care or
non-specific counselling alone. The effect appears clinically significant, with
proportions of recipients in the range of 50% [15] to 60% [75] achieving good
treatment responses and reductions of 25–40% in time to recovery from an
acute episode of psychosis [77]. Those studies which have examined changes
in measures of hallucinations and delusions separately have generally found
more promising results for delusions, but conclusions must be tentative due
to limited data.

There is suggestive evidence [16, 75–77] that some, if not all, of these
positive effects are due to the specific effects of CBT on dysfunctional beliefs.
However, it has not always been possible to demonstrate changes in the
detailed dimensions of the symptoms of psychosis despite positive overall
changes in psychotic symptomatology [15, 72, 78]. Garety et al [15], however,
report that patients who had a ‘‘chink’’ of insight — who were willing to
consider that they may be wrong — were most likely to respond to CBT,
supporting the notion that part of the therapeutic action comes from a direct
impact on delusional thinking.

Finally, data with respect to prolongation of relapse are mixed, and definite
conclusions cannot be drawn, as they are based on the evaluation of a single,
specific intervention [79].

Currently there is insufficient evidence to recommend a particular method
of CBT for schizophrenia. Those interventions reviewed above have moved
towards employing a variety of techniques as a therapeutic package. Simi-
larly, there is insufficient evidence to determine which subgroups of patients
with schizophrenia do and do not benefit from treatment, although at present
Personal Therapy could not be recommended to people not living with their
families [79, 80]. In each of these studies a considerable number of patients
initially referred for entry into the trial were excluded due to factors such
as non-compliance with medication, refusal to participate or persecutory
ideation which interfered with engagement, suggesting that this treatment
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will not be suitable for all patients. Similarly, Kuipers et al [78] report that
response to CBT in their study was associated with greater cognitive flexi-
bility concerning delusions at baseline. This suggests that the sufferer may
need some small degree of insight into the fact that he or she might be
mistaken to benefit from cognitive therapy for delusions.

The Effectiveness of Cognitive Behavioural Therapy on
Broader Outcome Measures

Despite the success of CBT in reducing positive psychotic symptoms, three
of the four studies which examined its effects on measures of social func-
tioning [72, 75, 78] did not find any significant therapeutic advantage relative
to standard care or non-specific counselling controls. The exception to this
was the study of Personal Therapy [80], which found a positive main effect
attributable to receipt of Personal Therapy on a composite measure of social
functioning after 18 months of intervention. For patients who lived with
their families, there were widespread main effects of Personal Therapy on
measures of global functioning, leisure activities and self-care. For those who
did not live with their families, however, significant main effects were limited
to measures of work-related activities. It is possible that these positive find-
ings are due to the unusual length of the intervention (3 years), a focus which
was broader than the management of medication-resistant symptoms of
psychosis, and the use of a broad range of therapeutic techniques, including
psychoeducation, social skills training, and stress and conflict management.

Finally, it appears that the management of depression associated with
schizophrenia is not amenable to the cognitive behavioural interventions
reviewed above, since only one [72] of the three studies [72, 75, 78] that exam-
ined changes in depression found a significant treatment effect attributable
to the cognitive behavioural intervention.

Depression and Suicidal Thinking

The failure of the CBT interventions on psychotic symptoms to make
any significant impact on associated depression is surprising, given that
these symptoms are so distressing to patients. It is surprising still because
some theories argue that depression is an ‘‘intrinsic’’ part of the psychotic
process, so that one might expect a reduction in depression concomitant
with psychotic symptoms. There has been, however, a revival of interest
in the phenomenon of depression in schizophrenia. Recent studies suggest
that depression is more closely tied not to the psychotic process itself but
to patients’ beliefs about psychosis and beliefs about themselves as sufferers
from psychosis.
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Depression in the context of a schizophrenic illness has been studied since
Bleuler described certain ‘‘basic moods’’ of schizophrenia [81] and has its
own place in the International Classification of Diseases, 10th revision (Post-
schizophrenic Depression). Depression is a common clinical problem among
people with schizophrenia and may be somewhat resistant to antidepressant
medication [82]. It is understood to precede suicide, particularly if asso-
ciated with hopelessness [83]. Depression in schizophrenia has not been
studied within either the cognitive or psychosocial frameworks which have
been so productive in unipolar depression [13, 84]. This is possibly due
to a nosological confusion that surrounds it [85]. Various hypotheses have
been proposed that explain depression in schizophrenia as a response to
neuroleptics [86], as intrinsic to the schizophrenic process itself [82, 87], or
as a result of ‘‘phenomenological overlap’’ with negative symptoms [88].
The ‘‘intrinsic’’ theory suggests that depression is an essential aspect of the
schizophrenic process and as such should be discernible at one or more
stages during the course of an acute psychotic episode [89, 90]. However,
studies have reported a lack of a significant temporal relationship between
the emergence of depression and the span of a psychotic episode [91]. ‘‘Phar-
macogenic’’ theories suggest that depression observed in psychosis may
be simply a drug-induced akinesic dysphoria that is well maintained by
antiparkinsonian medication [92]. The suggestion is therefore that medica-
tion side effects may play a contributory factor in the high prevalence rates
reported in some studies. However, a 10-year follow-up study by Berrios
and Bulbena [93] refutes the claim that neuroleptic drugs are a causal factor
in the onset of depression in psychosis. In addition, Leff [89], among others,
provides results which suggest that patients’ depressive symptoms decrease as
acute psychotic pathology is combated by the administration of neuroleptic
drugs.

The lack of a clear-cut theory may be due to the poor consensus for diag-
nosing schizophrenia and/or a failure to eliminate cases of schizoaffective
disorder [94]. Munro [95] highlights ‘‘grey areas’’ where errors occur in the
differentiation between affective disorders and schizophrenia. Although this
argument may provide an answer to the considerable variation in incidence
rates for depression in psychosis, it is highly unlikely that every study has
employed consistently poor diagnostic classification.

A further possibility suggests that depression following a psychotic illness
may be a reaction to the changes associated with the psychosis itself.
Barnes et al [88] observed that subjective experiences of deficits in chronic
schizophrenia, such as thinking, feeling and perception, were associated
with vulnerability to depression. Birchwood et al [96] show that depres-
sion following acute psychosis may be viewed as a psychological response
(demoralization) to an apparently uncontrollable life event (the psychosis)
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and all its attendant disabilities. Siris’s [97] review of nearly 30 studies
investigating secondary depression in schizophrenia suggest a rate of depres-
sion varying from 7% to 65%, with a modal rate of about 25%.

Leff [89] proposes three types of clinical course for secondary depression
in schizophrenia: (a) depressive symptoms at the acute stage that are amelio-
rated as psychotic pathology recedes, and do not re-emerge after discharge;
(b) depressive symptoms that emerge at the point of discharge following
the remission of the acute psychosis; (c) depressive symptoms that emerge
independently of the acute psychosis and at a point several months after
discharge.

The consistent features found in recent studies to accompany depression
in schizophrenia are suicidal ideation, attempt or completion [83, 98]. The
latter of these studies concluded that depressed mood and the psychological
aspects of depression (hopelessness, guilt and low self-esteem), not the
vegetative symptoms, were important risk factors linked to later suicidal
behaviour.

Recent research on the role of life events in triggering unipolar depres-
sion in community samples of women [84] provides a framework to help
understand the link between a putative life event (‘‘psychosis’’) and depres-
sion. This work has pointed clearly to the appraisal of the life event as
being of primary importance particularly where the event involves loss (e.g.
of status or cherished ideal) or threat and is further appraised as humili-
ating or entrapping (i.e. from which there is no escape). Whereas cognitive
theory [13] argues that the lowering of self-regard has early developmental
origins, recent ideas based on social ranking and power from ethology [99,
100] argue that certain situations are likely to be depressogenic, including: a
direct attack on the individual’s self-esteem linked to acceptance of a forced
subordinate role (‘‘loss’’); events which undermine the person’s rank, attrac-
tiveness or status (‘‘humiliation’’); and entrapment in a punishing situation
or a disbelief in the ability of the individual to reaffirm an identity or sense
of belonging (‘‘entrapment’’ or defeat).

We have argued that placing the individual at the centre of our thinking
locates psychosis as a major life event whose appraisal may involve all of the
above elements. The onset of psychosis can limit activity in the interpersonal
and achievement domains, thus leading to loss of valued roles or goals;
the social stereotypes of mental illness may be viewed as a direct attack on
the individual’s attractiveness and rank [96, 101], and finally, individuals
may feel a sense of entrapment in their symptoms (e.g. voices [73]) or in a
relapsing psychotic illness [96], such that the achievement of desired roles or
goals are constrained, and the individual feels entrapped. Two studies have
found strong evidence for this model [96, 102].

The lack of impact of CBT on depression may be due to a failure to focus on
patients’ critical beliefs. We argue that it is the person’s appraisal of psychosis
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which is vital to understand the meaning of depression in psychosis, and it
is these beliefs or appraisals which need to be focused upon in CBT [17].

SOCIAL SKILLS TRAINING FOR SCHIZOPHRENIA

The poor social adjustment achieved by many people with schizophrenia
[103] and the low correlation between adjustment and symptoms [104]
have provided a rationale for efforts aimed at directly improving these
patients’ social functioning. Research has also highlighted the importance
of premorbid social competence as a predictor of outcome in schizophrenia
[104], suggesting that its remediation may also be accompanied by improved
prognosis. Furthermore, the stress-vulnerability model of schizophrenia
implies that the acquisition of adequate skills for dealing with the social
environment will reduce its stressfulness and, thus, decrease the risk of
psychotic relapse.

Social skills have been defined in a variety of ways, with reference to the
internal states of patients, the topography of their behaviours, their goals and
the effects of their interactions on others [105]. A representative definition
states that they are those skills which allow the individual to ‘‘promote
problem solving, engage others in successful affiliative and instrumental
relationships, mobilize supportive networks and engage in work’’ [106]. They
have been shown to predict social functioning independent of the severity
of psychotic symptoms [107]. Social skills are composed of multiple verbal
and non-verbal component skills, including both observable behaviours
and skills in the social perception and cognitive domains [108]. Social skills
training involves the systematic teaching of these component skills and the
facilitation of their smooth integration [108].

Common content areas targeted for intervention include holding conver-
sations, friendship making, conflict resolution, leisure and recreational
activities, medication management and dealing with substance-abuse-related
situations. Methods of social skills training are based largely on social
learning principles, and interventions are generally specified in detail in treat-
ment manuals. They use structured educational methods, such as behavioural
rehearsal, modelling, role playing and positive social reinforcement, to teach
skills in the presence of disruptive symptoms and cognitive deficits. They
also aim to maximize generalization of skills to the real-life setting, by the use
of homework exercises and in vivo training, and generally involve repeated
practice until criteria for progress to the next treatment stage are met.

Numerous investigations of social skills training programmes among the
patients with chronic psychiatric illness have been conducted since the 1970s.
There have also been a number of reviews [105, 109, 110] and two meta-
analyses [111, 112]. Early reviewers concluded that there was consistent
evidence that social skills training is effective in increasing participants’
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feeling of ability, comfort and assertiveness in social situations, and in
changing the topographical elements of social skills. However, this latter
effect generally only occurred when the assessment situation was very
similar to the training setting. Often the generalization of changes in social
behaviour to natural settings was not assessed. Available evidence suggested
that social skills training could improve symptoms and reduce rates of relapse
in patients with serious mental illness, but the treatment effect appeared to
be weak and based on few studies [105, 111, 112]. From the small number
of studies of overall psychosocial functioning among these patients, it did
not appear that social skills training had any effect on this variable [112].
Furthermore, the paucity of studies in an outpatient setting was noted [111].

These early studies, however, were hampered by poor methodology.
Most importantly, many concerned ‘‘chronic psychiatric patients’’, and used
poorly specified mixtures of patients. This limits the extent to which research
findings can be summarized into a coherent whole. For example, in the widely
cited meta-analysis by Benton and Schroeder [112], only 41% of the studies
reviewed restricted their sample population to patients with schizophrenia
only, and many of these studies were unpublished. Similarly, even in studies
restricted to patients with schizophrenia, the method by which this diagnosis
was reached was rarely standardized or even specified.

Since the mid-1980s, however, there have been a number of randomized
controlled trials of social skills training in well-specified samples restricted
to patients with schizophrenia. This chapter will review these studies, which
are presented in Table 3.3.

Methodological Issues

These studies represent a considerable methodological improvement on
those previously conducted in the field, through their use of standardized
methods of diagnosis to screen subjects for entry to the study. Furthermore,
by their choice of control groups, they attempt to evaluate the specific
therapeutic effects of social skills training over and above the non-specific
effects of therapist and group contact. However, generally they are not as
methodologically rigorous as those evaluating other psychotherapies for
schizophrenia. For example, not all ratings were performed by assessors who
were blind to subject treatment condition [12, 113] and only two studies [11,
113] specifically mentioned the comparability of medication use in the two
groups or examined treatment effects independent of medication compliance.

The study by Bellack et al [10] has particular methodological problems
which are worthy of comment. The investigators began their analysis by a
series of t-tests contrasting social skills training and standard day hospital
care with respect to change scores derived from a series of outcome measures.
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They report that these tests ‘‘were almost uniformly nonsignificant, reflecting
a consistent lack of differences in the degree of improvement’’ [10]. They then
proceeded to examine pre- and post-test change for each variable within the
two intervention conditions separately, and concluded that, since there were
a large number of significant improvements in variables in the social skills
group but fewer in the day hospital group, the effects of social skills training
were discernible over and above those of the core treatment programme.
The validity of this second statistical analysis may be questioned, since the
repeated use of a univariate statistical analysis on measures likely to co-vary
probably inflated the type one error rate. The larger sample size in the
social skills group also gave the t-tests in this group greater power, possibly
explaining the slightly larger number of significant score changes reported in
this group over time. Furthermore, although they did find some significant
between-group differences in change scores when calculated from baseline to
6-month follow-up, the attrition rate was over 50%, and the internal validity
of these findings is suspect.

The Effectiveness of Social Skills Training in Improving
Life Skills

Of the four studies that examined changes in the performance of specific
social skills [10, 12, 114, 116], all except that of Bellack et al [10] reported
pre- to post-test changes that were convincingly significantly greater in
the social skills group than in the control condition, on at least some of
the measures tested. Superior performance was most consistently, but not
uniformly, demonstrated in behaviour tests such as role plays [12, 114].
The results concerning generalization of social skills to the real-life setting
were inconsistent. Studies which reported results of a generalization test
involving observed conversation with a stranger [12, 114] showed that social
skills training had a significantly superior treatment effect to the control
conditions. However, self-reported improvement in social skills in the real-
life setting varied. Bellack et al [10] reported no differential improvement
in self-reported assertiveness between their two experimental conditions.
Similarly, Liberman et al [12] showed significant differential improvements
in only some self-report measures of social skills. Both of these studies
involved relatively brief periods of intervention, however. In a later study
of a much more comprehensive intervention, Liberman et al [116] showed
significantly greater improvements in a self-report measure of total indepen-
dent living skills averaged over the 2-year period of follow-up, favouring
those subjects treated in the social skills condition. They point out that the
skills taught in the training programme were not isomorphic with those
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measured in the assessment instrument, suggesting some generalization of
both stimulus and response. The authors attribute this to the fact that the
treatment programme not only involved 6 months of intensive social skills
training, but also assigned subjects to case managers who were charged
with ensuring that they put their skills into practice over the ensuing
18 months.

Clearly, the above findings are limited by the self-report nature of some
of the data. However, the research suggests that there is consistent evidence
that people with schizophrenia can be taught a variety of social skills and
that these can generalize, at least to situations in which the behaviours called
upon are similar to those taught in the training situation. There is suggestive
evidence that wider generalization can be obtained, provided the training
programme is of sufficient duration and continuing efforts are made to
encourage the participants to put their skills into practice.

The Effectiveness of Social Skills Training in Reducing
Symptoms of Psychosis and Rates of Psychotic Relapse

All of the studies in Table 3.3 examined this question. With respect to
reduction of relapse, the results are disappointing. The brief intervention
by Bellack et al [10] showed no significant difference between experimental
conditions in rates of psychotic relapse over the 12 months following the
intervention (both conditions had relapse rates of approximately 50%).
Similarly, in the 2 years following Liberman et al’s [12] brief intervention,
although the members of the control group were hospitalized twice as
often as were members of the social skills group, this difference failed to
make statistical significance (possibly due to the small sample size). The
longer social skills interventions by Hayes et al [114] and Marder et al [115]
also failed to significantly reduce relapse rates over periods of 6 months to
2 years.

However, the most detailed and informative exploration of the relationship
between social skills training and psychotic relapse comes from the well-
designed study by Hogarty et al [11, 45]. In this study, patients receiving
both social skills training and family therapy had significantly lower rates of
psychotic relapse at 1- and 2-year follow-up assessments than did patients
receiving antipsychotic medication only. The effects of the two interventions
were found to be additive, not interactive. A significant main effect of
social skills training in reducing psychotic relapse was found at the end of
the first year of follow-up, both in the entire sample and in patients who
completed sufficient treatment sessions to be considered ‘‘treatment takers’’.
The mechanism of this effect is unclear, however, as, when the subset of
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patients who faithfully complied with their antipsychotic medication was
examined alone, the main effect of social skills training was no longer
significant in the full sample and could be considered only marginally
significant in the ‘‘treatment takers’’ (p < 0.09). In any case, the significant
effect of social skills training in forestalling relapse appeared temporary, as
at the 2-year follow-up the significant main effect of social skills training was
no longer evident.

Thus, there is only very modest evidence that social skills training is
effective in forestalling relapse. It may offer some benefit in combination
with family therapy, but its effect appears to be temporary and may occur
indirectly through increased compliance with medication.

Four of the studies in Table 3.3 also examined the effects of social
skills training on the level of psychotic symptoms independent of rates
of relapse.

The brief intervention by Bellack et al [10] showed no convincing benefits of
social skills training in reducing a variety of psychiatric symptoms compared
with the control condition, given the methodological limitations of their
study. Two other brief interventions did show some significant benefits of
the social skills condition in decreasing symptomatology, however: Liberman
et al [12] demonstrated improvements in BPRS and Present State Examination
ratings over the 2 years following the intervention, significantly favouring
the social skills group over the control. Similarly, while Dobson et al [113]
found that total and positive scores on the Positive and Negative Symptom
Scale (PANSS) were not significantly different between their social skills
and social milieu groups immediately following the intervention, negative
PANSS scores were significantly lower in the social skills group. This effect,
however, was no longer evident at the 3-month follow-up.

The intensive social skills training programmes were ineffective in causing
reductions in schizophrenic symptomatology over that which could be
obtained with the control interventions, despite patients’ successful acqui-
sition of social skills. Both the studies by Hayes et al [114] and Liberman
et al [116] found no differential improvement in BPRS between the social
skills and control conditions over follow-up periods ranging from 6 months
to 2 years. However, there was a significantly greater improvement in a
measure of distress in the social skills group compared with control following
the intervention by Liberman et al [116].

Thus, currently the evidence is contradictory. Most favours the proposition
that social skills training does not result in large or sustained decreases in
core psychotic symptoms, but may result in changes in minor psychiatric
symptomatology or possibly short-lived changes in negative symptoms.
Clarification of these results must await better designed studies investigating
subgroups of patients and controlling for such factors as medication use
between groups.
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The Effectiveness of Social Skills Training on Patient
Psychosocial Functioning

All studies in Table 3.3 examined the impact of the social skills training
programmes on broad measures of patient psychosocial functioning.

For example, Hogarty et al [11, 45], in the most methodologically sound of
the studies, examined a broad range of indicators of psychosocial functioning
in patients who had not relapsed over the 1 to 2 years of their study. In the
first year, they found a significant main effect of social skills training on some
of these measures, but by the 2-year follow-up, little of the effect remained,
despite many of the subjects continuing to have weekly training sessions.
This was consistent with their findings of the time-limited nature of social
skills training in postponing relapse.

Liberman et al [116] also, despite a long training programme and evidence
of generalization of social skills acquisition to the real-life setting, could
not demonstrate that this impacted on patients’ self-esteem, self-reported
social activities or quality of life over the 2-year intervention period.
Hayes et al [114] too failed to demonstrate any differential effect of their
treatment conditions on quality of life or psychosocial functioning as
measured by the Global Assessment Scale, despite their 6-month training
programme.

The brief intervention of Bellack et al [10] found no significant advantage
of social skills training over the control condition in improving psychosocial
functioning, while Liberman et al [12], in contrast, did find that relatives’
assessments of patients’ social adjustment were significantly more improved
after the intervention in the social skills group relative to control. This was
validated to a certain extent by health worker ratings.

Interestingly, Marder et al [115] did find significant main effects of social
skills training on a measure of total social adjustment and personal well-
being, following a long training programme of 2-year duration. On measures
of social and leisure activities, external family role and overall adjustment,
there was a significant interaction between the two factors of the study
(psychological therapy and drug condition). This indicated that significant
benefits of social skills training were only seen in patients able to be stabilized
on low dose medication who had shown themselves vulnerable to relapse
but who were actively treated with neuroleptic medication at the first sign of
exacerbation of symptoms. This suggests that social skills training may not
demonstrate its effect on psychosocial functioning in patients who are either
very well and unlikely to relapse, or treated with suboptimal medication.
Interestingly also, when treatment effects on overall social adjustment were
analysed by age of illness onset, it was found that the significant beneficial
effects of the social skills condition were only present in patients whose
illness had had its onset before the age of 24.
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Thus, the best evidence that social skills training exerts an effect on
overall psychosocial functioning was obtained in two programmes of 2 years’
duration. At the best these advantages seem modest, but their importance in
subgroups of patients may be obscured by analyses using total samples.

The Effectiveness of Social Skills Training in Subgroups of
Patients with Schizophrenia

Little work has been conducted on the effectiveness of social skills training
in subgroups of patients with schizophrenia apart from that of Marder
et al [115]. Kopelowicz et al [117], in a small pilot study of social skills training
in three patients with the deficit syndrome of schizophrenia and three with
non-deficit negative symptoms, found a significant difference in the acquisi-
tion of behavioural skills favouring the non-deficit syndrome group. There
is also evidence that cognitive deficits interfere with the acquisition of
social skills in patients with schizophrenia [118, 119]. This has prompted
the development of treatment strategies such as Integrated Psychological
Therapy (ITP) [120], which consists of hierarchically organized subpro-
grammes ranging from those targeting basic cognitive skills to training
in social skills and complex interpersonal problem solving. Most evidence
exists for the effectiveness of ITP on elementary cognitive processes, but
overall social adjustment has been found to improve significantly after ITP
in an inpatient setting [121].

INDIVIDUAL PSYCHOEDUCATION FOR
SCHIZOPHRENIA

Psychoeducation refers to the provision of information about psychosis and
skills of self-management. It has generally been targeted either at neuroleptic
medication compliance and/or improving understanding and insight into
psychotic illness itself.

A randomized controlled trial by Eckman et al [122] randomly assigned
41 DSM-III-R patients to a modularized psychoeducation programme or
to supportive psychotherapy. Two modules were taught including symp-
tom self-management (identification of early signs of relapse, coping with
persistent symptoms, avoiding street drugs) and medication management
(information about medication, knowing correct doses, identifying side
effects, negotiating medication with professionals). Outcomes were evaluated
in terms of ‘‘skills performance in a series of role-played tests’’. No data on
medication compliance were available, but BPRS measures of mental state
were available. Fewer experimental subjects dropped out (5/20 vs. 9/21)
and, in those that remained, skills acquisition was greater in the experimental
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group and retained over 12 months. No improvements in BPRS symptoms
were seen in the psychoeducation group. Smith et al [123] report a similar
study of a group psychoeducation approach comparing patients with and
without positive symptoms. They demonstrated an improvement in retention
of information but no improvement in insight or attitude to medication.

Patients with symptoms were also less likely to acquire ‘‘information
about symptoms’’, which the authors felt was a result of patients’ resistance
to information which is dissonant with their current beliefs. Goldman and
Quinn [124] report a study of psychoeducation about schizophrenia and
its treatment. One group completed a 3-week programme while another
randomly assigned control group continued to receive routine ward activ-
ities. Again, while an improvement in knowledge was demonstrated, no
impact on symptoms was apparent. These early studies demonstrate that
patients can acquire information and skills, but they still beg the question as
to whether such information and skills internalize such that these are seen
as relevant to the individual and his or her own situation. This requires an
improved focus on outcome measures with greater clinical validity (see also
Hornung et al [125]).

Some recent well-controlled studies have departed from this approach and
have developed an individualized form of therapy with an explicit focus on
medication compliance.

This approach known as ‘‘compliance therapy’’ has been developed in
the UK by Kemp et al [126]. Compliance therapy uses the motivational
interviewing approach pioneered in the drug and alcohol field. The first phase
involves reviewing the history of illness and the patient’s conceptualization
of his/her own problem. The next phase focuses on symptoms and the side
effects experienced by the individual. The benefits and drawbacks of drug
treatment are considered, and the patient’s ambivalence explored, with the
therapy highlighting discrepancies between the patient’s actions and beliefs,
so as to create a form of ‘‘cognitive dissonance’’ which is resolved through a
change in behaviour towards greater compliance. The last phase is concerned
with the stigma of drug treatment and is tackled by considering that drugs
are seen as a freely chosen strategy of the patient to enhance his/her quality
of life. The intervention uses metaphors such as a ‘‘protective layer’’ and
‘‘insurance policy’’ in an attempt to distance the patient from otherwise more
stigmatizing implications.

In Kemp et al’s randomized controlled trial [127], patients were drawn
from an acute psychiatric ward (n = 47), and 25 were randomly assigned
to compliance therapy with the remainder receiving non-specific coun-
selling. Compliance was measured by the patient and by an objective
method involving information derived from relatives, community psychi-
atric nurses, pharmacies, etc. Insight and attitudes towards medication were
also measured. Results showed not only a major improvement in compliance
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in up to 40% of those receiving the therapy (10% for controls), but also in
insight and attitude to medication, which persisted over 6 months’ follow-
up. No difference in psychiatric symptoms was apparent at 6 months. An
18-month follow-up has been reported [127], which showed that these effects
were retained but, crucially, survival in the community prior to readmis-
sion/relapse was significantly longer in the compliance therapy group, with
50% of the latter surviving within an 18-month follow-up versus 30% for
controls. These effects were also shown in a subsequent paper to be cost-
effective when costs of admissions were balanced against the treatment
costs [128]. There was a high readmission rate overall but the clinical reality
of this sample was ensured by the use of minimal selection criteria. Around
one third of the sample refused to enter the study or dropped out (the
analysis used was ‘‘intention to treat’’), which is broadly comparable with
studies of CBT in general [75, 76). The group differences in insight/attitude
to drugs averaged approximately 15.6% in the measures used.

This compliance therapy approach points to a clear benefit in short-term
risk of relapse, but not in psychotic symptoms, which was linked to the
receipt of compliance therapy. Many of the psychoeducational interventions
have assumed that patients have, as it were, a deficit in knowledge or skills
assumed to be responsible for poor compliance. Kemp et al’s trial, on the
other hand, focused on patients’ existing beliefs (i.e. fears or concerns about
medication) and used these in a positive and individualized way to promote
compliance.

SUMMARY

In this paper we have reviewed the evidence for the effectiveness of the four
most commonly used psychotherapies for schizophrenia in order to guide
clinicians in their appropriate application. This evidence can be summarized
as follows.

Consistent Evidence

Family Interventions

ž Family education alone does not reduce rates of psychotic relapse, but
provides a non-threatening medium for engagement, increases knowl-
edge, and results in short-term reduction in carer distress and increase in
optimism.

ž Printed or video materials and in vivo educational sessions are equally
effective in increasing knowledge.

ž Comprehensive psychoeducational and skills-based family interventions
postpone psychotic relapse and rehospitalization if of sufficient duration
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(generally at least 9 months). Most benefits occur during the most inten-
sive phases of intervention.

ž The beneficial effects of family intervention in forestalling relapse are
most evident in patients from high EE homes.

ž Family interventions can be implemented in non-Western settings with
few resources.

ž There is no evidence for the effectiveness of family interventions not
involving a psychoeducational skills-based model.

Cognitive Behavioural Therapy

ž Cognitive behavioural therapy for schizophrenia can reduce psychotic
symptoms and/or distress associated with them to a greater extent than
that which can be achieved with standard care or non-specific counselling
alone.

ž Despite this, it has little effect on social functioning or depressed mood.

Social Skills Training

ž People with schizophrenia can be taught a wide variety of social skills
which generalize to a certain extent to the real-life situation.

ž The effect of social skills training in forestalling relapse is modest and
temporary.

ž The effects of social skills training on psychosocial functioning and quality
of life are modest and found in programmes of long duration.

Individual Psychoeducation

ž People with schizophrenia can learn about their illness and treatment,
but this is generally not accompanied by changes in psychotic symptoms.

Incomplete Evidence

Family Interventions

ž The duration of the beneficial effects of family intervention in post-
poning relapse beyond 2 years is based on few data and needs further
investigation.

ž There is suggestive evidence that family interventions reduce carer
distress and burden, based on one study which requires extension.

ž There is suggestive evidence that patients from low EE households may
benefit from family interventions, but this requires more research.
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Cognitive Behavioural Therapy

ž Delusions may be easier to modify than hallucinations with cognitive
interventions.

ž There is suggestive evidence that some, if not all, of the positive effects
of cognitive interventions on symptoms of schizophrenia are due to the
specific effects on dysfunctional beliefs.

ž It is likely that a ‘‘chink of insight’’ is helpful for the success of cognitive
therapy for delusions.

Social Skills Training

ž The extent to which social skills training affects the symptoms of
schizophrenia is uncertain. Most evidence suggests that it does not
result in large or sustained decreases in core psychotic symptoms but
may result in changes in minor psychiatric symptomatology or possibly
short-lived changes in negative symptoms.

Individual Psychoeducation

ž Currently an individualized approach to psychoeducation (Compliance
Therapy), focusing on patients’ existing beliefs, appears most promising
in increasing knowledge about illness and postponing relapse. Further
work focusing on the relevance of psychoeducational material to the
individual and his or her own situation needs to be conducted.

Areas Still Open to Research

Family Interventions

ž While there is suggestive evidence that family interventions improve
patients’ psychosocial functioning, whether this is independent of their
effect on relapse is unknown.

ž The effects of family interventions among families from minority ethnic
groups or among patients experiencing first-episode psychosis are rela-
tively unknown.

Cognitive Behavioural Therapy

ž There is insufficient evidence to recommend a particular method of
cognitive therapy other than interventions which have employed a wide
variety of techniques as a therapeutic package.
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ž There is insufficient evidence to determine which subgroups of patients
with schizophrenia do and do not benefit from cognitive therapy.

ž Depression and suicidal thinking do not respond to treatment focused on
psychotic symptoms: CBT interventions need to be developed focusing
on patients’ appraisal of their psychosis and self-evaluative beliefs.

Social Skills Training

ž The mechanisms by which social skills training exerts its positive mild
positive effects on relapse and symptoms is not clear.

ž The subgroup of patients who might benefit most from social skills
training is unclear.
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Commentaries

3.1
Relevant Methods, Goals, Time-dimensions and Emotional

Influences in the Psychotherapy of Schizophrenia

Luc Ciompi1

The overview presented by Birchwood and Spencer marks important
progress in current knowledge on psychotherapy of schizophrenia. It
confirms the effectiveness of psychoeducational and skills-based family
interventions, of cognitive behavioural therapy, of social skills training, and
of individual psychoeducation. It also separates areas of robust knowledge
from areas of still insufficient evidence concerning, for example, the effects
of family interventions in low expressed emotions (EE) households, or the
effectiveness of the studied methods beyond 2 years. Finally, it identifies
important questions for future research, among them differential effects on
different subgroups, and correlations between psychosocial functioning and
relapse rates.

Certain problems may, however, deserve some additional reflection,
among them the focused field of psychotherapy itself, the question of rele-
vant dependent variables, the influence of time, and the possible key role of
emotional factors in schizophrenia and its psychotherapeutic implications.

The range of psychotherapy is reduced in the overview to the four
methods which are best explored by empirical research. While certainly
justified from a methodological standpoint, this procedure has also possible
disadvantages: it perhaps prematurely excludes other methods, such as
systemic and psychodynamic approaches, which are statistically less well
explored, but appear as efficient in a number of cases according to clinical
experience. Therapy-relevant insights into relations of psychotic symptoms
with biographic and sociodynamic factors, too, might thus get lost, as well
as valuable information from different well-studied psychotherapy-based
approaches in the community, such as the ‘‘need-adapted treatment’’ in
Finland [1], the ‘‘Soteria’’ projects in the USA and Switzerland [2–4], and

1La Cour, Cita 6, CH-1092 Belmont-sur-Lausanne, Switzerland
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comprehensive rehabilitation programmes which also include social skills
training and psychoeducation [5].

Concerning the problem of dependent variables, the question arises
whether a certain hierarchy among the adopted criteria of success (mainly
positive and negative psychotic symptoms, relapse rates, social and occu-
pational functioning, family burden) should not be established. Statistical
correlations between psychopathology and social functioning are rather
loose. As certain schizophrenics function quite well in the community in
spite of severe symptoms such as hidden hallucinations and/or delusions,
improving social autonomy and survival in the community may be a more
relevant general goal of psychotherapy than psychopathologic and/or cogni-
tive improvement. Variables such as housing situation and working situation,
which are probably the most valid indicators for social autonomy, could
therefore be considered as supraordinated dependent variables towards
which all therapeutic efforts should converge. Under this perspective, too,
psychotherapy and rehabilitation are broadly overlapping.

For obvious methodological reasons, most of the reviewed studies have
a time horizon of 2 years or less. As the usual duration of schizophrenic
disturbances is, however, much longer, and ongoing psychotherapeutic
and/or sociotherapeutic support is usually needed according to clinical
experience, future research should extend beyond that limit.

Long-term research has, on the other hand, revealed a remarkable poten-
tial for unforeseen changes and improvements in the long run [6]. There
is growing evidence that the evolution of schizophrenia follows complex
nonlinear dynamics [7, 8]. Under this perspective, the level of emotional
tension appears as a crucial control parameter capable of provoking sudden
bifurcations from normal to psychotic functioning in vulnerable individuals.

Other converging evidence, including clinical observation, the reported
importance of Expressed Emotions, of personal trust and therapist
attention, and innovative concepts on the emotional bases of thinking
supported by recent neurobiological findings [9] speaks for a considerably
greater pathogenetic and therapeutic impact of emotional factors in
schizophrenia than hitherto believed. Schizophrenia may even be
understood as an ‘‘affective psychosis’’ of, however, another type
than depression and mania [10]. This assumption is also supported by
the fact that systematically reducing emotional tensions by combined
psychotherapeutic–milieutherapeutic methods, such as those employed in
the mentioned Soteria houses, had in two controlled studies similar 2-
year effects on acute psychotic symptomatology, relapse rates, and social
functioning as standard hospital treatments with 3–5 times higher total
doses of neuroleptics [2–4]. Additional psychotherapeutic, preventive and
theoretical implications of a higher emphasis on emotions are discussed in
other contributions [9, 10].
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3.2
Family and Individual Cognitive–Behavioural Interventions

Nicholas Tarrier1

The review of indications and planning of psychotherapies for schizophrenia
provided by Birchwood and Spencer is thorough and comprehensive. Some
further comments may be helpful to add to the literature review carried out
by these authors.

There is good evidence to support the efficacy of family intervention in
reducing relapse in schizophrenia. However, the published studies involve

1Department of Clinical Psychology, University of Manchester, Withington Hospital, West Didsbury,
Manchester M20 8LR, UK
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research teams evaluating a novel treatment, which may represent high levels
of skill and motivation that may be absent or difficult to sustain within a stan-
dard clinical setting. This is clearly an important issue in effecting the dissemi-
nation and availability of innovative non-drug treatments. In Manchester, we
have considerable experience in developing and evaluating psychosocial and
psychological treatments and it is an issue that has concerned us. A random-
ized controlled trial was conducted to test the effectiveness of a family inter-
vention delivered within a routine service setting [1]. Patients and their carers
were recruited through screening of a geographical sample and randomized
either to a needs-based psychosocial intervention service including family
support (treatment group) or to family support alone (control group). Patients
and carers in the treatment group were offered specific psychosocial inter-
ventions, the focus and content of which were determined by a systematic
assessment of carer need for psychosocial intervention. This was deter-
mined by use of a specially designed assessment instrument, the Cardinal
Needs Schedule (RCNS) [2]. Ten intervention sessions were regarded as the
minimum ‘‘dose’’ to produce a treatment effect. Of the control group, 46%
relapsed compared to 24% of the treatment group, with fewer days in relapse
being experienced by the treatment group. Survival analysis demonstrated
that there was a significantly better outcome in survival time to relapse in the
treatment group. There were also significant benefits of treatment in terms of
global outcome of patients and a decrease in identified needs of their carers.

There is little evidence available regarding the durability of treatment
effects of cognitive–behaviour therapy. Perhaps this is unsurprising given the
recent origins of these treatments. Follow-up of 97% of chronic schizophrenic
patients who had participated in the Manchester trial comparing cogni-
tive–behaviour therapy, supportive counselling and routine care [3] found
that, 12 months after the end of treatment, significant advantages for cogni-
tive–behaviour therapy over routine care were sustained in both positive
and negative symptoms [4]. Initial analysis of 2-year follow-up data suggests
that there is a significant disadvantage for patients who receive only routine
care. Thus, evidence is beginning to accumulate to suggest that treatment
benefits are durable over time.

We have examined whether different symptoms may respond differentially
to cognitive–behaviour therapy [5]. There were indications that while both
delusions and hallucinations showed improvements, delusions responded
better to non-drug treatments. There was no evidence that patients suffering
from paranoid delusions were more difficult to treat than those suffering from
other types of delusions. Thought disorder also showed an improvement
with treatment as did negative symptoms. Improvements in depression were
associated with improvements in positive symptoms.
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If there is strong evidence for the efficacy and effectiveness of non-drug
treatments for schizophrenia, how can these treatments be made widely
available? In Manchester and London, training courses that train mental
health professionals in family and cognitive–behavioural interventions have
been developed, which have provided a model for a large number of
satellite courses within the UK [6]. Despite evidence that mental health
staff can acquire specific therapy skills [7] and that the use of these ther-
apies by staff can have clinical benefits for their patients [6], the success
of such training courses in making these therapies widely available has
been disappointing. Although it has been assumed that staff training is
the key to dissemination, it is probable that organizational and manage-
ment aspects of mental health services are as important. Given the potential
benefits of the widespread availability of these non-drug treatments, the
ways in which the workforce can obtain these skills and the organiza-
tional factors, which would facilitate their implementation, deserve closer
attention.
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3.3
It is no Longer Surprising that Cognitive–Behavioural Therapy Reduces

Distressing Psychotic Symptoms

Philippa A. Garety1

Recently, I presented the results of the London–East Anglia study of cogni-
tive–behavioural therapy (CBT) for medication-resistant psychosis to an
audience of British psychiatrists [1, 2]. This study is one of the six included
in Birchwood and Spencer’s review of CBT. The first comment from the floor
intrigued me. The questioner acknowledged that the results showed good
evidence that CBT is effective to reduce distressing positive symptoms, but
expressed surprise that the results did not show a corresponding signifi-
cant improvement in depression. These two points are consistent with the
conclusions drawn by Birchwood and Spencer. What intrigued me was the
questioner’s lack of surprise or doubt about the results concerning positive
symptoms. In a few years, and with rather few studies (only six rather
disparate controlled trials), there has been a major change in the under-
standing most British psychiatrists have of psychosis and of the relevance of
psychological therapies to its treatment. Now, it is recognized widely that
distressing psychotic symptoms, particularly delusions and hallucinations,
previously thought to be inaccessible and intractable, are amenable to cogni-
tive approaches. This proposition, which used to be unthinkable, is no longer
surprising.

The conclusion that CBT is effective for positive symptoms seems to be
robust. Indeed, the findings of the recently published London–East Anglia
follow-up study, to which Birchwood and Spencer were not able to refer, add
further encouragement [3]. It was found that the improvement in positive
symptoms was sustained or even augmented 9 months after treatment had
terminated, so that, whereas at the end of the treatment phase 50% of
patients showed significant clinical improvements, at 18 months follow-up,
65% showed reliable and significant clinical benefits. Specific measures of
delusions and hallucinations, not significantly different from controls at
the end of treatment, also showed significant reductions. Furthermore, an
economic evaluation found a preliminary indication that the costs of CBT
were offset by reductions in service use, particularly inpatient days, in the
CBT group.

Therefore, in addition to psychotic symptom reductions, the London–East
Anglia study noted a preliminary finding that CBT may reduce rehospital-
ization. A review of CBT for schizophrenia [4], which draws on most of the
studies discussed by Birchwood and Spencer, but which also includes a study
on ‘‘compliance therapy’’ as a variant of CBT [5], reports a meta-analysis.

1Department of Psychology, St Thomas’ Hospital, London SE1 7EK, UK
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This found that CBT groups were significantly less likely to deteriorate or
relapse and that the differences in comparison with standard care were
considerable, suggesting that CBT may reduce the risk of relapse by 54%
(number needed to treat 6, confidence interval 3–30). It is therefore possible,
but by no means established, that, like family therapy, CBT may have an
impact on relapse and rehospitalization.

However, even if the findings of future studies are consistent with regard
to CBT leading to psychotic symptom reduction and support the suggestion
of relapse reduction, there are a number of important further questions. First,
why are there no changes in depression? Birchwood and Spencer suggest that
to be effective with depression the focus needs to shift to the appraisal of the
psychosis and self-evaluative beliefs. It may also be that a CBT intervention
may need to be of longer duration than the typical 6 to 9 months if it is to deal
effectively with distressing positive symptoms, relapse reduction strategies
and depressogenic beliefs. Secondly, do the two different CBT approaches
clearly described by Birchwood and Spencer differ in effectiveness, in general
or in specific outcomes? The distinctive results of personal therapy in terms
of social functioning may indicate this [6]. Thirdly, do outcomes differ as a
function of therapy duration, as is the case for family interventions? Current
studies describe therapy which varies from 10 weeks’ to 3 years’ duration.
These are but three of the possible research questions. The results of new
studies will doubtless continue to surprise, but seem likely to offer support
for a well-grounded claim that CBT for schizophrenia is, for some people
and for some outcomes, a valuable intervention.
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3.4
Serious Questions Remain Concerning Efficacy, Effectiveness and

Scope of Family Interventions in Schizophrenia

George Szmukler1

Birchwood and Spencer offer a most valuable review of the place of psycho-
logical treatments in schizophrenia. Clinicians and service planners will find
it a boon. I restrict my comments to family interventions since I am most
familiar with these. There are three issues I wish to raise.

The first is: are family interventions making less difference today? When
looking at family intervention studies over the 15 years or so of their history,
I observe that the gap in efficacy between the family treatment and control
treatments so evident in earlier studies has all but disappeared in the
most recent studies. Three of the latest [1–3], each large and carefully
designed, show few differences between the ‘‘formal’’ family treatment
condition and controls, and certainly not in relapse or rehospitalization
rates. These studies also cover between them a broad range of patients with
schizophrenia — recent onset cases [1], the especially difficult [2], and a broad
spectrum but favouring the less persistently ill [3]. Their generalizability is
thus presumably greater than the earlier studies treating smaller groups of
high expressed emotion (EE) families. To these studies can be added another
negative study [4]. Again quite large, it failed to show differences in relapse
between regular relatives’ groups (without patients, and therefore perhaps of
questionable efficacy) and standard treatment only. Relapse rates were high.

What is the explanation? Interpretation is complicated by the move from
treating high EE families only (although this has the advantage of helping
clinicians who no longer have to worry about how they might detect high
EE in routine practice). The control groups in recent studies have been better
specified, and in each case received a high level of care including elements of
family involvement. ‘‘Standard’’ treatment has over the years become better
and thus differences are harder to show. This is supported by lower relapse
rates in these studies than among controls in the early studies. One is then
left with the questions: is there a ‘‘ceiling effect’’ for family interventions, and
what interventions are adequate to achieve it? Perhaps ‘‘intensive’’ family
treatments are unnecessary.

A second issue is: effectiveness, cost effectiveness and the service provider’s
perspective. Even if family interventions show ‘‘efficacy’’ under experimental
conditions, are they ‘‘effective’’ under routine clinical conditions? We do not
know since there have not been any ‘‘effectiveness’’ studies. What about
cost effectiveness? A useful measure of treatment effects is the ‘‘number-
needed-to-treat’’ (NNT). The figure given by Mari and Streiner [5] is 6; that is,

1Bethlem and Maudsley NHS Trust, Maudsley Hospital, Denmark Hill, London SE5 8AZ, UK
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six families need to be treated to prevent one relapse or rehospitalization over
9–12 months. I have made some calculations for my own service in South
London. We know that in a service sector for a population of around 45 000
we have around 250 patients with a psychosis, 80% being non-affective [6].
Of the 200 patients with schizophrenia or related disorders, 55% have a carer
with whom they are in regular contact. Of these 110 families about 50%
(55) are likely to accept a family intervention [7]. With an NNT of 6 for
rehospitalization over 1 year, family treatment will prevent nine admissions.
Admissions average 20 days and cost £200 per day; the service will thus
save £36 000 per year. But to treat 55 families will require 2.75 therapists (at
20 families per therapist, fortnightly sessions). At £25 000 per therapist, this
will cost £68 750. Thus costs will exceed savings by about £30 000. If the NNT
holds for multiple family groups, the position is better; 1.5 therapists will
result in the service breaking even. The review indicates there is no evidence
that intensive family interventions result in better coping with fewer relapses
after the cessation of treatment. Support for families will thus need to be
maintained. The above analysis, though crude and taking no account of
other values associated with providing intensive family interventions, gives
an indication of the scale of the problem for a cash-strapped service. If, as
suggested by recent studies, a lesser quantum still of family input achieves
similar results, substantial savings may occur. I hope future research will
address these questions.

The third issue is: what about other members of the family? It is disap-
pointing that family interventions continue to neglect outcomes for other
family members. Families are a cornerstone of community care and their
new status as ‘‘carers’’ may require new obligations from services. As the
authors point out, the evidence on family interventions reducing carer
distress or improving family functioning is meagre. A further randomized
controlled trial (RCT) showing a modest gain in carer outcomes from a family
intervention is omitted in Birchwood and Spencer’s review [7]. There are
difficulties in measuring such outcomes, but there are now some promising
instruments [8]. I find the term family ‘‘burden’’ unacceptable: it is pejorative,
conceptually unsatisfactory as a basis for measurement, and fails to capture
important dimensions of caregiving by focusing purely on the negative. A
neutral term such as ‘‘caregiving’’ is less constraining and more appropriate.
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3.5
The Interaction of Psychotherapy and Drugs in the Management of

Schizophrenia: A Neglected Field

Heinz Katschnig1

Summarizing the evidence about the efficacy of psychotherapeutic measures
in schizophrenia is a much more difficult task than reviewing the evidence
of the efficacy of drugs. Not only does there exist a much broader diversity
of psychotherapeutic interventions than of neuroleptic drugs (although on
the basis of some superficial characteristics psychotherapeutic interventions
might be grouped into a few types), but it is much more difficult to keep
fidelity of the intervention over time and across study sites than it is for drug
treatment. What makes generalization so difficult in this field is the mostly
neglected possible interaction between drugs and psychotherapy.

While research protocols addressing the issue of the efficacy of new drugs
explicitly exclude patients who are currently undergoing psychotherapy of
any form (and at most allow ‘‘psychosocial support’’), most studies testing the
efficacy of psychotherapeutic treatment techniques in schizophrenia explicitly
allow or even encourage the simultaneous use of neuroleptic drugs. There
are good reasons to do so, since the efficacy of neuroleptic treatment, both for
treating acute episodes of schizophrenia and preventing relapse, is beyond
doubt, and not using neuroleptics could be an ethical problem. In fact, today,
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most scholars and advocates of psychotherapeutic treatment techniques (in
a broad sense) favour the concomitant use of drug treatments. In clinical
practice usually ‘‘treatment packages’’ are applied which include drugs.

However, while drugs are allowed in most clinical studies which aim
at testing the efficacy of psychotherapies, the use of these drugs is rarely
controlled for. Issues such as whether drugs are taken at all, which drugs
are taken and in which dosages, are often not considered — and this creates
a problem of interpretation of the results. Thus, although it is suggested by
common sense to combine drug and psychosocial treatments, and although
the combination is practically used in clinical routine in many places, very
little systematic knowledge exists about the efficacy of the combination. In
our own review of randomized long-term studies explicitly combining drug
treatment and psychosocial measures (and fulfilling minimal methodological
standards), only five of fifteen identified trials controlled for drug treatment
or introduced drug treatment as a separate treatment variable; all other
studies allowed ‘‘routine drug treatment’’ [1].

One might assume that randomization renders this problem irrelevant, but
interaction between drugs and psychotherapy might develop over the course
of the trial and this might influence the drop-out rate and the study results.
Such interactions might occur only after a lengthy period of treatment: in
their classical combination study, Goldberg et al [2] could show that the
effect on relapse prevention of combining chlorpromazine with ‘‘major role
therapy’’ became only apparent after 1 year of treatment.

Interaction issues are probably especially relevant if the atypical antipsy-
chotics are used. We know from clinical experience that one consequence
of using these new drugs is that patients are getting more interested than
before in taking part in psychosocial programmes, in other words: the new
antipsychotic drugs increase compliance with such programmes. Why this is
so, is not quite clear — it might be the lack of extrapyramidal side effects (with
a possible change in self-perception in the sense of becoming more attractive
to other people), the efficacy of the new drugs for negative symptoms and
the possible antidepressant effect of some of the new agents.

The net result is that patients are more and more actively asking us for
‘‘psychotherapeutic’’ help and we have to respond to this request — and
this might even lead us to develop new types of psychotherapies. It is
our experience that, if we offer such programmes, they should not just be
of the disease-centred psychoeducational type, but give more prominence
to positive quality of life aspects. For 1 year we have been running such
a programme in Vienna. It is called ‘‘Knowing — Enjoying — How to live
better’’ and — besides the usual psychoeducational topics (centred around
the issue of how to understand schizophrenia and its treatment) — typical
topics are ‘‘How to make friends’’, ‘‘How to create a pleasant surrounding’’
and ‘‘Where to go to feel well’’.
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Systematic studies controlling for both psychotherapy and drug treatment
are necessary, because their combination could also be harmful (e.g. drugs
might prevent a patient from profiting from psychotherapy because of their
impairment of learning processes). Falloon and Liberman [3] have pointed
out the possible outcomes of such combinations, including ‘‘no additional
effect’’ of one of these treatments if added to the other, additive effects,
multiplicative effects, but also the possibility that one treatment might
reduce the effect of the other.

But such combination studies are easier suggested than carried out, espe-
cially if one considers the necessity to have study periods of many months
or even years and to get sufficiently large numbers of patients for the many
subgroups required for such studies. Also, patients who will participate in
such studies and do not drop-out before the end constitute a highly selected
group. The same applies to the researchers, who are usually well trained
because research funds are available. Before such studies become available,
we have at least to be modest in generalizing about the efficacy or non-efficacy
of psychotherapeutic interventions in schizophrenia.
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3.6
How Effective are Psychotherapies for Schizophrenia?

Michael G. Madianos1

The heterogeneity of the clinical forms of schizophrenia has had implications
in the treatment modalities [1]. Drug treatment has proved not to affect
sufficiently patients suffering from specific symptoms. On the other hand,
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therapies based on interpersonal communication in the form of insight
psychotherapy have largely failed to find support to their efficacy [2].

In the years since 1970, a number of individual, group and family
psychotherapies focusing on the ‘‘restoration’’ of social and cognitive deficits
of schizophrenia have been developed. The current body of literature on this
subject provides evidence that these types of psychotherapies are consistently
effective.

It appears that patients suffering from schizophrenia, despite all the serious
psychopathologic background and the variety of impairments in information
processing, are capable of actively participating in therapy, and successfully
respond to the various therapeutic stimuli. However, this positive agreement
on the effectiveness of cognitive–behavioural therapy, social skills training
and individual or family psychoeducation, as shown is several studies, raises
several questions.

First of all, to what extent is the improvement of symptoms and social
functioning of the patient by the application of these models of psychotherapy
independent from some good prognostic features of the illness and the
patient?

Among several good prognostic features of illness are prominent affective
symptoms [3]. In Birchwood and Spencer’s review of literature, the majority
of the randomized trials of cognitive therapy and family interventions also
included patients with schizoaffective disorder [3]. Additionally, one study
included only first-episode patients, a second only patients with stable or
low levels of symptoms, and another married, non-chronic patients. Only
three studies out of a total of 32 focused on patients with persisting or
unremitting forms of schizophrenia or poor response to medication. A
limited number of patients had a range of negative symptoms. The approach
of treating patients with negative symptoms is rather multidimensional,
requiring a long-term community-based aftercare programme with a variety
of therapeutic activities [4]. Since, among psychotherapeutic variables, there
are several which have been considered as being influenced by the good
prognostic features of the illness and the patients’ characteristics, future
researchers should eliminate any risk of critique of their methodologically
‘‘sound’’ results.

Second, how long are the benefits gained from these psychotherapies
maintained? Is the follow-up time span sufficient to provide robust results?

In Birchwood and Spencer’s review of literature, the follow-up study
period ranged from 9 to 24 months. Only one study provided 5-year relapse
rates. Several randomized controlled studies on social skills training suggest
that the extent over time to which this training affects psychotic symptoms
is uncertain. In addition, in the area of family interventions, the follow-up
period in preventing relapses and readmissions, in the majority of studies,
rarely exceeded the 24 months.
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It seems that the factor of time is a very important element in the practice
and research of the new psychotherapeutic approaches in schizophrenia.
On the other hand, the ‘‘suitability’’ of the patients to psychotherapy is
a significant factor. This issue generates the following question: to what
extent do cognitive–behavioural therapies engage patients who perhaps
do not benefit from therapy? Is there sufficient evidence for a particular
psychotherapeutic model with patients with a dual diagnosis [5]? Are
there any psychotherapeutic approaches for patients and families with low
sociocultural background? The issue of individualized approach to psycho-
education dealing with pre-existing stereotypes and beliefs has only recently
been taken into consideration by the therapists [6].

A final question is related to efficacy of psychotherapy when the patient is
in the early stage of the illness. Research carried out up to now has focused
on patients with a long-term duration of the illness [7]. Further studies are
needed to explore this area.

In sum, it becomes evident that there is a consensus that the four most
commonly used psychotherapies have beneficial effects for the patient and
the family. Nevertheless, some issues still remain unresolved. Research in
this area should incorporate the following key elements: individualization,
socioculturally responsive realistic expectations, implementation at a moni-
toring system of care level, and convergence between psychotherapeutic
models and the identification of which patients will optimally benefit from
psychotherapy.
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3.7
Need for an Integrated and Need-adapted Approach in Treating

Schizophrenia

Ville Lehtinen1

The extensive review by Birchwood and Spencer is a noteworthy document
because it shows clearly that psychosocial measures are effective in amelio-
rating symptoms, reducing risk of relapse and improving functioning in
schizophrenia. This is an important message, because many still believe that
the only effective means to treat this severe mental disorder is neuroleptics.
The review focuses exclusively on those therapies for which the evidence of
efficacy is based on randomized controlled trials (RCTs). This may, perhaps,
give a too limited picture of the meaning and possibilities of psychosocial
measures in the comprehensive treatment of schizophrenia. Therefore, in
this comment, I will focus on two different topics. First, I will consider the
question of evidence, and secondly, I will describe the development of the
so-called Finnish model for treating schizophrenia.

The stress–vulnerability model of the aetiology of schizophrenia is widely
accepted. In individual cases there are usually several predisposing and
precipitating factors contributing to the disorder. Furthermore, these factors
vary from one patient to the other. The treatment implication here is that the
intervention must always be individually tailored and a standard treatment
regimen is seldom the optimal. It also means that, in most of the cases,
a single treatment mode is not enough but one must combine several
different treatment measures, including drugs, family involvement and
psychotherapies, to receive the best possible outcome [1]. Furthermore,
the treatment of schizophrenic psychoses is usually a long-term (perhaps
a lifelong) process in which the intervention should be adapted to the
individual needs of the patient and his/her family and social network.

How to achieve clinically relevant evidence in a condition with an often
chronic course and with needs varying over time? The paradigm of evidence-
based medicine, relying on research data from RCTs only, has been extended
rapidly from somatic medicine to psychiatry during recent years [2]. The idea
is in itself adequate: it is important to know that the treatment we provide
to our patients is effective and does not harm. There is no doubt, either, that
RCTs can in many cases give the best evidence. The question is how to apply
these principles in all situations, and whether it is always even possible or
relevant. I belong to those who think that RCTs are not the only way to obtain
the necessary evidence, and in some cases their use may not be appropriate
[3]. Treatment of schizophrenia partly seems to belong here.

1The National Research and Development Centre for Welfare and Health, STAKES, Mental Health R&D
Group, PO Box 220, FIN-00531, Helsinki, Finland
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Traditionally, double-blind RCTs have been used in testing the efficacy of
drugs, and in this situation they are clearly the most adequate. Also in other
cases, where the treatment in question can be reduced to a circumscribed and
well-defined action (e.g. the cognitive–behavioural therapy with 10 sessions
in a major depressive episode), the RCT is a feasible design to test the efficacy.
The problem is, however, that the treatment of schizophrenia in everyday
practice cannot be pressed into a circumscribed and well-defined package.

An alternative approach to assess psychotherapeutically orientated treat-
ment of patients with schizophrenic psychoses can be brought, for example,
from the more than 30-year action research, conducted in the Department of
Psychiatry of the University of Turku, Finland by Prof Yrjö O. Alanen and
his co-workers [4]. The result of this research is the so-called Finnish Inte-
grated Model for Early Treatment of Schizophrenia and Related Psychoses
[3]. The overall goal of this model has been to develop a treatment for
new schizophrenic patients that is predominantly psychotherapeutic, family
centred and comprehensive, with a psychodynamic and systemic basic
orientation. One of the central premises of the model has been the fact that
schizophrenia is a very heterogeneous entity. This also leads to a diversity
of therapeutic challenges. They should be met flexibly and individually in
each case, on the basis of both an individual and interactional interpretation
of the situation, and of the consequent definition of the therapeutic needs.
This need-specific or need-adapted treatment approach has been described
intensively elsewhere [4, 6].

A different approach has also been chosen in assessing the efficacy of this
model. It has been done by several follow-up studies of incidence cohorts
of consecutive first-time patients in the schizophrenia group from 1960s up
to 1990s in the catchment area of Turku [5]. Because of the priority of the
development goals, RCTs were not applied in these prospective follow-up
studies. It was felt that the main principle of the model, adaptation of the
treatment to the patients’ and their network’s needs, made use of randomized
patient groups impractical. Instead, the strategy chosen allowed comparison
of the outcomes in different stages of the development of the model. These
comparisons show a continuously increasing improvement of the outcome.
For example, in the cohorts from the 1980s and 1990s no psychotic symptoms
were present at the 5-year follow-up after admission in more that 60% of the
patients. This figure is in clear contrast with the corresponding figure from
the 1970s (about 40%), and it is also satisfactory when compared to other
first-episode follow-up studies.

My main conclusion is that we should not forget the manyfold needs
of the schizophrenic patients in seeking for the most effective treatment.
Most importantly, psychosocial measures should always be included in the
comprehensive treatment regimen of these patients.
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3.8
To Integrate the Psychotherapy of Schizophrenia into the Activities

of the Multidisciplinary Team, and to Base it on the Principles of
Evolutionary Biology

John Price1

In their comprehensive and scholarly review of the application of psycho-
therapy to schizophrenia, Birchwood and Spencer have revealed two
outstanding achievements of recent years. First, they show that psychother-
apeutic techniques are able to modify the course of a schizophrenic illness,
albeit to a moderate extent; and, secondly, they provide detailed evidence
that these improvements have been confirmed in well-conducted, random-
ized controlled trials. In view of the nature of schizophrenia, and of the
extreme difficulty in mounting a controlled trial of any psychiatric treatment,
these results are a tribute to the ingenuity and perseverance of a generation
of clinicians and researchers.

In the brief space allocated to me, I should like to make only two points.
The first is that the psychotherapy of schizophrenia should be integrated
into the activities of the multidisciplinary team, rather than carried out in
a separate psychotherapy department. Much important psychotherapy is
carried out in the daily work of psychiatrists, community nurses, social
workers, occupational therapists, art therapists and others who regularly
come into contact with patients. It is virtually impossible to evaluate the
effect of this ‘‘everyday psychotherapy’’, let alone subject it to randomized

1Odintune Place, Plumpton, East Sussex, BN7 3AN, UK
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trials; but common sense would suggest that it is responsible for the fact
that most schizophrenic patients live reasonable lives and do not end up in
prison, or sleeping rough, or committing suicide. If it is possible to have a
clinical psychologist in the multidisciplinary team, so much the better, for he
or she can act as a catalyst to orientate the team to new approaches; but even
lacking such a specialist, the team can profit from some of the literature now
available [1].

A current trend in psychotherapy is for integration, both the integra-
tion of different theoretical models [2], and the integration of different
disciplines within the therapeutic team [3]. In the case of schizophrenia,
even more than in other conditions, it is important to avoid the splitting
that may be introduced when the main management of the patient is by
a multidisciplinary team, but the patient is sent off for ‘‘psychotherapy’’
to a specialized department. All mental health professionals dealing with
schizophrenic patients should feel comfortable with family interventions and
with cognitive behavioural therapy, and most importantly, they should all
regard themselves as psychotherapists.

My second point is that in planning the psychotherapy of schizoph-
renia, we should be prepared to go back to the drawing board and
rethink psychotherapy from basic premises; there is no reason why
techniques developed for the treatment of depression, anxiety and
personality disorders should be applicable to schizophrenia. We should
start by trying to conceptualize the biological function of the schizophrenic
diathesis [4, 5].

One can discern in schizophrenia and the schizotypal personality a
‘‘dispersal phenotype’’; that is, an evolved strategy which in the past has
served to disperse the organism around the full range of its potential habitat.
In the schizophrenic process, we can discern a vector influencing the indi-
vidual to leave the natal group (into which he or she has been born and
indoctrinated) and to disperse into uncharted terrain. Both attractive and
repulsive forces promote this vector. On the one hand, the patient is drawn
to some destination which is often conceptualized as a ‘‘promised land’’,
and goes there under the influence of Messianic delusion, hopefully with
a following of disciples to take care of the more practical aspects of life
and performing much the same function as psychiatric nurses. On the other
hand, the patient is driven from the natal area by paranoid delusions of
persecution, often accompanied by hostile voices. The end result is a new
community, with a new world view, incompatible with the natal group.
Unfortunately, the process often goes astray, and the patients end up, not
in a promised land, but in a shop doorway or a psychiatric ward. Or there
may be a more benign outcome, and they may remain in the natal group as
shamans, mystics and holy men [6].
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In dealing with the schizophrenic patient, we encounter within a social
group phenomena which are characteristic of relations between groups:
languages do not coincide, and arguments are made from different premises.
For this reason, too, it is important that psychotherapy should be the
responsibility of the team rather than an individual, both for the sake
of the patient, so that the team can decide how, and how much, the
patient can be encouraged to rejoin the main stream of society, and for
the sake of the therapist, so that professional identity can be firmly based
in team membership. We are on the threshold of a psychotherapy which
is firmly rooted in the principles of evolutionary biology: a truly biological
psychotherapy [7].
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3.9
Psychotherapy for Schizophrenia: An Important Addition to

Medication Alone?
Jan Scott1

Many researchers and clinicians regard the recent introduction of atypical
antipsychotics as the most important advance in the treatment of
schizophrenia. However, atypical antipsychotics are not appropriate or
effective for all people with schizophrenia and, crucially, rates of medication

1Department of Psychological Medicine, University of Glasgow, Gartnavel Royal Hospital, Glasgow
G12 0XH, UK



240 SCHIZOPHRENIA

non-adherence with these drugs remain high (up to 70%). It is, therefore,
timely to explore the evidence for and acceptability of psychological
interventions. Clinicians want to know which psychotherapy to select,
while researchers wish to answer outstanding questions about such
interventions.

Effective psychological interventions for schizophrenia appear to share
a number of characteristics with the brief therapies that are of proven
effectiveness in other mental disorders [1]. Knowledge of these factors is
important. It helps clinicians make reasoned judgements about which therapy
to select, and offers criteria against which to assess any new psychosocial
approaches that are advocated. The shared features of effective short-term
therapies are: (a) therapy is based on a coherent theoretical model and is
highly structured; (b) interventions are selected on the basis of the case
conceptualization; (c) the model provides a clear rationale for the interven-
tions employed; (d) psychological interventions are introduced in a logical
sequence; (e) therapy promotes the development and the independent use of
new skills; (f) change is attributed to the individual rather than the therapist’s
skilfulness; (g) therapy is collaborative and enhances the individual’s sense
of self-efficacy.

Birchwood and Spencer suggest that there is robust research evidence
endorsing the use of behavioural family therapy (BFT) or cognitive behavi-
oural therapy (CBT) in schizophrenia. These approaches clearly fulfil the
criteria for an effective psychotherapy. The evidence supporting the use of
social skills training (SST) is equivocal. Also, the data presented indicate that
educational approaches, with the exception of compliance therapy, are the
least effective interventions.

Choosing which evidence-based psychological approach to employ may
be influenced by cultural and social factors. The need to change the patterns
of interaction between the patient and his or her family or to reduce levels of
expressed emotion may increase the likelihood of choosing family therapy.
Alternatively, patient preference may mean that individual therapy is more
appropriate. Importantly, the lack of an available and fully trained therapist
may rule out the use of a particular approach. It is critical that the therapist
offering the identified intervention has both the knowledge and the skill level
required to deal with the complexity of the case referred. About 30% of the
variance in patient outcome is attributable to therapist expertise and fidelity
to the treatment model [2].

Finally, clinicians must review whether the patients they are assessing
are comparable with those included in research studies. Patients who are
homeless, physically unwell, have a ‘‘dual diagnosis’’, or those at the extremes
of the age range, are rarely included. As such, clinicians will have to rely on
their own judgement when deciding which patients from ‘‘difficult to treat’’
subpopulations should be offered psychotherapy.
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Birchwood and Spencer’s review allows gaps in our current knowledge to
be highlighted:

1. Given the duration of follow-up in the studies described, we can
only conclude that effective psychological interventions reduce time
to recovery or increase time to relapse. We cannot unequivocally state
that relapses are prevented.

2. We cannot state which particular model of CBT should be used for which
particular patient. Differential predictors of treatment response need to
be identified.

3. It is unclear whether BFT or CBT have specific or non-specific benefits.
A recent study of CBT versus befriending [3] found that at the end of the
acute treatment phase both groups of patients had improved. However,
at 2-year follow-up, significant differences in outcome emerged which
all favoured the CBT group.

4. The mechanisms of action of psychotherapy in schizophrenia need
exploring. It is unclear whether specific psychotherapies improve out-
come by enhancing medication adherence, reducing symptom levels or
changing how the individual copes with symptoms.

5. Given the importance of reducing the rate of suicide in people with
schizophrenia it is important to modify further the psychotherapies
employed to ensure that depression and suicidal ideation are targeted.

6. We need to explore the adverse effects as well as the benefits of different
psychotherapy models.

Considerable funds have been invested in seeking newer, more effective
treatments of schizophrenia. New medications are important, but research
suggests that psychotherapy for schizophrenia is a clinically effective and
cost-effective alternative [3]. Guidelines for the use of such therapies,
including criteria for allocating patients to briefer interventions (such as
compliance therapy), as well as more sophisticated approaches, urgently
need to be identified. If psychotherapy is to become a treatment option in
schizophrenia, there will need to be a dramatic expansion in the training
available for mental health professionals.
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3.10
The Effectiveness of Cognitive–Behavioural Therapy in Schizophrenia

Pier Maria Furlan1

Birchwood and Spencer’s paper provides a useful overview of the main
research contributions on the psychotherapy of schizophrenia, from family
interventions to individual ones. However, it needs to be pointed out that
the authors restrict psychotherapy to behavioural, cognitive and assertive
techniques. They select the most methodologically correct studies, revealing
at the same time the many methodological uncertainties. This leads to a first
consideration: how difficult it is to apply the strict criteria of ‘‘hard’’ sciences
to the ‘‘human sciences’’, not because of carelessness by researchers, but
because of the methodological difficulty of encapsulating humans and their
evolving events in variable free experimental conditions. This is evident in
those techniques based on guidelines aiming at simplifying and standard-
izing interventions whose efficacy, as regards the patient’s symptomatology
(or quality of life) or family distress, is more or less recognized, but whose
therapeutic factors are still far from being identified in detail.

It is not surprising that when an empirical technique tries to construct
a theoretical framework, it rediscovers existing paradigms discarded along
with the global theories they were associated with. An example is provided
by the defensive role of delusions, which has always been maintained by
psychoanalysis and is now attributed to all of the main streams of cognitive
therapy. The prognostic importance attributed to insight also re-emerges in
a number of studies, as a resurrection of this psychological function.

All the different research areas reviewed by Birchwood and Spencer
include at least one paper which contradicts the results of the others, being
carried out with a similarly high degree of accuracy. Thus the reader is
likely to conclude that each area, whether it concerns family, individual
or social interventions, requires further research. What might lie behind
these contradictions could be the conception of schizophrenia as a situation
standing on its own, as an illness existing ‘‘per se’’. Yet, perhaps no psychiatric
illness should be analysed without bearing in mind the context of the
environment in which it occurs. The selective comparison of positive and
negative findings in psychotherapy research results could suggest further
studies aimed at better understanding of the nature–nurture interaction
of ‘‘schizophrenias’’. For instance, the efficacy of individual approaches in
the area of delusions, but their limited success as regards hallucination,
depression or negative symptoms, could enable us to revise the hierarchy
of symptoms and perhaps several aetiologic and pathogenetic theories.
Likewise, in studies on the effectiveness of medication versus placebo, there

1University Department of Mental Health, San Luigi Gonzaga Hospital, ASL Collegno, University of
Turin, 10043 Orbassano (Turin), Italy
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is a consistent percentage of patients who get better despite the lack or
reduction of treatment. The identification of specific rather than non-specific
therapeutic factors remains an open question also in cognitive–behavioural
therapy (CBT), as correctly pointed out by Birchwood and Spencer.

Certainly, remembering how strict the psychoanalytical setting used to be
towards possible interference by patients’ families, it is worth noticing the
emphasis laid today on a supportive family milieu, whether or not under
therapy.

While the importance of psychological treatment in schizophrenias clearly
emerges, it is also evident that we are still far from a satisfactory answer to
the question of which treatment for which patient, because no treatment can
be suitable for all patients.

Birchwood and Spencer’s paper includes very useful tables comparing
and summarizing the main studies. Some reservations arise, however, about
the low number of papers quoted by the authors to justify their exclusion of
psychoanalytical techniques (just two) in comparison with the high number
used to support CBT.

The importance of family therapy is evident in several research lines.
Social skills training does not reduce significantly the rates of psychotic
relapses. On the contrary, studies carried out on psychotic patients who had
been exposed both to social skills training and to family therapy showed
significantly lower relapse rates at the 1- and 2-year follow-up compared
to patients receiving antipsychotic medication only. The effects of the two
interventions were found to be summative, not interactive.

This research evidence of the importance of family therapy should lead
to a reconsideration of the organization and the allocation of resources in
mental health departments. For instance, in Italy, family therapies are often
not available and 60–70% of the budget covers residential costs. This is
especially true now that decision makers are strengthening rehabilitation
programmes in many mental health services.

Thanks to meta-analysis of research on depression and schizophrenia, some
other considerations could be made. Diagnostic criteria for the definition
of psychoses are still uncertain. Is depression a primary or a secondary
symptom of schizophrenia? Does depression improve along with schizoph-
renic symptoms? Can social skills training actually improve the quality of life?

A correlation probably exists between improvement on the one hand, and
length and complexity of interventions on the other, which deserves some
reflection, especially in those countries where psychiatry is closely controlled
by financial companies. Resources for mental disability are being curtailed
more and more and decision makers consider the possibility of financing
only those therapies and interventions which are evidence based.

The shortage of studies demonstrating a positive effect of CBT on social
functioning (the only exception was a study in which interventions on
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patients living with their families were complex and articulated), may demon-
strate that schizophrenias need a holistic and multidimensional approach, as
close as possible to the natural milieu of the patient, as the Italian psychiatric
reform emphasizes.

3.11
Family: A System which Cannot be Neglected

János Füredi1 and Janice Abarbanel2

Many years ago, the discovery of penicillin proved a great success without
any controlled, randomized, or double-blind study. At that time it was
enough to notice the full recovery of some patients from pneumonia. Most
probably we will see the same when the right drug is found to solve the
mystery of carcinoma. However, the situation is completely different today.
For many disorders there is no unique remedy and, to achieve a relative
improvement, we have to combine different methods.

Three large groups of interventions are at our disposal in psychiatry:
biological–psychopharmacological, social and psychotherapeutic. In neuro-
pharmacology, the rivalry is so intense that better and better research
methods have to be developed to verify the effectiveness of the different
drugs. This competition produces more and more scientific data to judge
the efficacy of developed drugs. On the contrary, in the field of social
and psychotherapeutic treatments, the variables are so numerous that truly
satisfactory answers are missing from the so-called ‘‘evidence based’’ studies.
Here it is difficult, if not impossible, to isolate one factor when there are many
factors involved. The clinical experiences are still decisive in all practitioners’
everyday routine.

The following comments will address our work with families. Chronic
illness is interpersonal, social and cultural, not merely the story of only
one patient’s experiences. When a severe illness enters the family, like an
unwelcome intruder, there is a disruption of the pre-existing homeostasis of
the family system (roles, boundaries, expectations, wishes and hopes). The
genetic road and the psychosocial road of the patient’s family development
both play a role. One cannot neglect the family system. If we neglect
this agent, families will work against us with their prejudices, denials,
stigma, ambivalence, mistreatments, etc. Family therapy intervention helps

1Department of Psychiatry Imre Haynal University of Health Sciences, Nyéki út 10, 1021 Budapest,
Hungary
2Private practice, Budapest, Hungary
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to integrate the illness into the family’s changing identity. Psychotherapy
can help the family grieve — mourn the loss of pre-illness expectations by
sharing feelings about helplessness, anger, disbelief and fate. It is not unusual
for a family to become isolated when a chronic illness appears in one of its
members, and the accompanying shame can contribute to the development
of a family ‘‘secret’’ in an effort to be ‘‘normal’’ to the outside world. Without
the family intervention, the family is unable to express its fears and ends up
with less capacity to adapt to the demands of the illness.

From studies in sociology, we know that life circumstances and the
family’s composition are important factors for the young individual [1]. Our
observations during the political changes in Hungary at the end of 1980s
have shown great evidence of the complexity of these factors [2]. When
schizophrenia occurs, parents do not understand what has happened. They
worry that they have done something wrong. According to research in
Norway, relatives’ guilt proneness may be a determinant of their criticism,
hostility and emotional overinvolvement [3]. All these features are part of
expressed emotion (EE), which is today the most investigated factor (besides
biological research) of the course of schizophrenia. A recent study [4] shows
the relationship of EE to affective style (AS) and communication deviance
(CD), and another [5] calls attention to the most important component of the
critical comments. Our own research (together with Z. Danics) calls attention
to the expressed expectation (ExEx), of which we found three elements:
unreality, intensity and confusion.

Evidence is still needed to determine which combinations of interventions
are best. For clinicians, it goes without saying today that schizophrenics
and their families need intervention throughout the course of the disease.
Solomon et al, in their randomly assigned and controlled study, found that
increasing family members’ contact with community resources on behalf of
their ill relative may increase the benefit of the intervention to the family as
well as to the ill relatives [6].

Many data support our work with families [7, 8]. There is enough
evidence now that major psychiatric illnesses are general stressors for
families, concluding that family interventions should always be consid-
ered. The role of the family in the course of chronic illness is a crucial
one which, with skilled intervention, can be turned to an extremely helpful
resource.
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3.12
Psychological Interventions for Schizophrenia in Developing Countries

R. Srinivasa Murthy1

The inclusion of psychological interventions in the treatment of schizophrenia
has been constantly part of the caring process in developing countries in
general and India in particular. This has occurred mainly because of the
extremely limited institutional facilities and specialized manpower in the
country. As a result, there has been very little rivalry between the profes-
sionals and the families. It can be said rightly that there is no antipsychiatry
movement in countries of Asia or Africa [1].

Most of the patients with schizophrenia live with their families and they
get married and work in the community [2]. In India, the involvement of
family members in the therapy has been a reality in psychiatry from the
early 1950s. In some centres, like Vellore, it is a routine since 1959 to admit
all patients with a family member. Currently most of the psychiatric centres
utilize this approach as part of their psychiatric care in different settings.

There has been a greater effort towards providing active support to families
subsequent to the beginning of the community mental health movement and
due to the evidence of the important role of families in the course and

1National Institute of Mental Health, Department of Psychiatry and Neuroscience, Post Bag 2700,
Bangalore 56002-9, India
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outcome of schizophrenia. The current range of activities in India in the area
of support to families include:

1. Active involvement of the significant family members as soon as the
illness is identified and in all stages of treatment.

2. Admission of family members along with the patient for inpatient care.
3. Development of educational materials for family members.
4. Formation of self-help groups of carers.

However, possibly because of the widely accepted practice of working with
families, to date no large-scale systematic efforts have been made to evaluate
the role of family involvement both in terms of its level of effectiveness and
the limitations of its value [3]. This is an area which has to be taken up on a
priority basis by professionals.

Another aspect which is special to developing countries is the lack of any
organized social welfare support to the ill individuals and their families.
Consequently, most of the professional care occurs with a largely medical
orientation [4]. There is an urgent need for creating professional roles for
non-medical mental health professionals, namely, clinical psychologists,
psychiatric social workers, psychiatric nurses, to take up the psychological
interventions like family intervention, cognitive behavioural psychotherapy,
social skills training and psychoeducation.

There is also a need for the complex and differing patterns of family
structure and functioning to be reflected in the interventions. It is fortunate
for the professionals working in developing countries to have this focus
on psychotherapies for schizophrenia, which are easier to integrate in these
countries because of the existing system of community care as the primary
method of care for persons with schizophrenia.

The development of systematic efforts in Western countries will give a
significant support to the organization of the psychological interventions in
developing countries.
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INTRODUCTION

While the focus of this chapter is on schizophrenia, it is useful to understand
that many of the issues concerning both stigma and rehabilitation are equally
pertinent to most mental disorders. Schizophrenia in many ways is the
most dramatic and destructive of these and hence receives special attention.
All mental disorders by definition affect thinking, feeling and behaviour in
varying degrees and admixtures. It follows then that all manifestations of
mental illness have the capacity to impact on the patient’s adaptation. Serious
mental illness is persistent and/or recurrent. It is rare to see a full recovery
with no risk of future relapse. Schizophrenia, in particular, is characterized
by chronicity and in the thinking of many people, these patients never
achieve a full restitution of mental functioning. This is a critical conceptual
issue. The treatment of schizophrenia has to be understood as essentially
life-long following the onset of an episode. It is worse than arbitrary to
separate conceptually so-called acute management from so-called long-term
management. It is best to think of correct management throughout the course
of a life-long disorder in the same way as one would conceptualize the
life-long management of diabetes.

The thesis of this chapter is that the prevention of disability in a chronic
and persistent mental disorder such as schizophrenia involves the totality
of management from the onset of the first manifestations of illness until
death or full recovery, whichever occurs first. For didactic purposes, one
can speak of acute and longer-term management. For practical purposes,
the treatment of the individual patient must be continuous and integrated,
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because we have no cure. When this review speaks of rehabilitation it is
referring to the longer-term treatment of the patient in an effort to reduce
disability. Rehabilitation is ongoing treatment of the symptoms of this
illness and their consequences. It is necessary because at the present time
schizophrenia is a chronic illness. The prevention of disability involves the
utilization of a variety of techniques ranging from diminution of pathological
symptoms to decreasing vulnerability factors. It involves pharmacology and
environmental regulation. It also involves the proper organization of health
care services including meeting the psychosocial needs of the patient. The
utilization of a full range of methodologies, including medical, psychosocial,
legislative and political, constitutes the appropriate care and treatment of
schizophrenia. It is only in this fashion that we can diminish and strive to
eliminate disability.

HISTORY OF TREATMENT

Historically, Gheel in Belgium was providing family-based care of chronic
mental patients as early as the fourteenth century. Under the influence of
Pinel of France and Duke of Great Britain, the era of moral treatment began in
Europe and subsequently spread to the United States. By the 1700s patients
were seen as the victims of noxious environmental factors and if they were
treated with respect and dignity, that is, moral treatment, they might recover.
In the United States during the 1800s, the movement towards removing
patients from jails and poorhouses resulted in the creation of hospitals under
state jurisdiction that treated these individuals. By the turn of the century,
mental hospitals had grown to be large and ineffective in most parts of the
developed world, although they served as asylums to some extent.

A brief review of the post-moral era efforts to treat the schizophrenic
disorders may be revealing. The therapeutic response of society and of
the healing community to a particular disorder tells a great deal about
the attitudes held by that society and those professionals concerning the
disorder. Mental illness has evoked hostile responses for many centuries.
This hostility is not restricted to society at large. One of the founders of the
American Psychiatric Association, Benjamin Rush, devised the tranquillizing
chair in which the patient was strapped and forced to remain immobile. This
enforced immobility was intended to slow the heart rate and thereby decrease
the blood supply to the head. The failure of this device was followed by the
development of the gyrator, which spun the patient about on a board and
increased the blood supply to the head. More revealingly, Rush wrote that
the induction of terror was necessary in the treatment of madness. Other
methods of inducing terror included immersion in water to instil the fear of
death. A governor of Bethlehem Hospital would order patients to be thrown
from great heights into water because the shock would be therapeutic.
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It is easy enough to attribute these treatments to the physiologic ignorance
of the time, although one must question why other medical diseases were
not so treated. But if we look at the period of medical treatment of mental
disorders since World War I, we find that the ‘‘scientific era’’ has been
selective in which disorders received scientific, that is, data-based care.
During World War I, for example, psychiatrists began to treat post-traumatic
stress disorders although they were then called shell-shock. This short-
term crisis intervention was quite effective in returning troops to combat.
Subsequent to World War I, there began the development of psychiatric units
in general hospitals as well as the opening of clinics associated with medical
schools and hospitals. Nevertheless, much of the care was hospital based and
custodial in nature and pseudoscientific in its approach. The focal infection
theory of schizophrenia was popular at that time and involved removing
tonsils, appendices and teeth. Older psychiatrists can remember how the
search for these occult infections filled the chronic facilities with edentulous
patients who had to remain on soft diets. The irrigation of sinuses and, in
particular, intestines was also a popular treatment without a sound basis.

By the 1930s, the use of aseptic meningitis through the introduction
of inactivated horse serum into the subarachnoid space was a commonly
practised treatment. The surgeons were not to be outdone. They not only
performed vasectomies and hemithyroidectomies, but were glad to remove
other tissues that were perfectly normal. If one continues to review the
history and looks at the use of intravenous gold salts, fever therapy, insulin,
metrazol, lobotomies, renal dialysis and other unscientific treatments, it
is very difficult not to draw the conclusion that these patients mobilize
considerable ambivalence in the healer [1]. This is not an effort to condemn,
but rather to recognize the nature of the response to mental illness. Mental
illness is unique in its ability to alter the fundamental characteristics that
define the human being and, hence, to mobilize the greatest anxiety in the
observer. This insight may help us to understand the degree and intensity of
the stigma associated with these disorders.

A combination of forces coalesced in the 1960s to move the emphasis
of care from the hospital to the outpatient clinic. A major emphasis of
treatment became the prevention of hospitalization or, if prevention was
not possible, to reduce the length of stay dramatically. This philosophical
change in the conception of treatment meant that social and vocational
skills which were of little practical importance in an institution, were of
major importance if the patient was to survive in the community. Behaviour
that could be ignored in a long-term hospital was unacceptable outside
and could lead to rehospitalization. In addition to reducing functional
disabilities, it was necessary to reduce the social handicaps of schizophrenia.
In this way the paradigmatic shift from living in an asylum to living in the
community necessitated the learning and unlearning of various behaviours
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that would make living outside of an institution possible. Control of agitation,
delusions and hallucinations was no longer sufficient. In some ways, the
control of negative symptoms is of even greater importance for community
adaptation.

COURSE OF SCHIZOPHRENIA

The Diagnostic and Statistical Manual of Mental Disorders, fourth edition
(DSM-IV) [2] and the International Classification of Diseases, tenth revision
(ICD-10) [3] provide essentially identical descriptions of the course and
clinical features of schizophrenia. Even a cursory review of these nosologic
efforts, reveals that this group of disorders tends to be persistent and
often life-long. It logically follows that treatment must be continuous and
not intermittent. The treatment will vary over time as a function of the
pathologic manifestations present at that time. Unfortunately, few if any
patients diagnosed with modern criteria reach a prolonged stage of full
remission. This is a consequence of the inclusion of social and vocational
disability as defining aspects of diagnosis. Utilizing DSM-III criteria, a
number of long-term follow-up studies [4] indicated that positive symptoms
appeared to lessen after a decade or more, in a significant number of patients,
and that some of these patients sufficiently improved in social and vocational
function to survive independently in the community.

In addition to the classical signs and symptoms of this group of disorders,
several associated features are of great significance. These include a shorter
life expectancy than the general population in developed countries, partially
explained by the high suicide risk [5]; a typical lack of insight which
may contribute to non-compliance; and a high comorbidity with substance
abuse. Although the public perception of schizophrenia includes a markedly
increased risk of violence, there is conflicting scientific evidence for this
notion which is a significant source of the stigma associated with this illness.

TERMINOLOGY

It appears that the vulnerability in a schizophrenic disorder tends to be
enduring. It seems to be present before the psychotic decompensation and
can emerge during periods of reasonable symptom remission. The goal of
long-term treatment is to move the patient from a poorer outcome to the
best possible outcome. This requires not only treatment of acute symptoms,
but the organization of protective components in the environment of that
individual, including support services. Prior to reviewing preventive and
rehabilitative strategies, it is best to define several terms that are central to
the process of reducing disability. These terms are: impairment, disability
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and handicap. While they are not interchangeable terms, they are frequently
misused as synonyms.

Impairment

Impairment can be thought of as the most readily observable and objectively
demonstrable phenomenon. It is usually defined as a loss of mental or
physical function. Thus, one individual with a single or multiple impairments
may be disabled or handicapped, while another with similar impairments
may be neither disabled nor handicapped. An example is a person engaged
in the work of loading trucks, who as a consequence of osteoarthritis
suffers an impairment of joint mobility, with a consequent loss of the
capacity to lift heavy objects, and thus becomes vocationally disabled. An
attorney or psychiatrist suffering the exact same illness and impairment,
might not be disabled in any fashion. In the psychiatric sphere, using
schizophrenia as an example, the classical positive and negative symptoms
which affect cognition, appropriate affect and social skills are often defined
as prototypical impairments. Some definitions of impairment in psychiatry,
such as the one used by the Community Support Program of the National
Institute of Mental Health (NIMH) [6] utilize the concept of an impaired
role function for purposes of specifying those who are severely disabled.
To meet that definition a patient must have at least two of the following
difficulties on an intermittent or continuous basis for a minimum of 2 years:
(a) unemployment, employed in a sheltered setting, or markedly limited
work skills and a poor work history; (b) the need for public financial support
and the inability to access such support without help; (c) severe limitation
in the ability to establish and/or maintain a social support system; (d) need
for assistance with basic survival skills; (e) inappropriate social behaviour
calling for mental health or judicial intervention.

Disability

Definitions of disability vary widely depending on context. Different en-
titlement programmes in the United States use different definitions as do
different rehabilitation programmes. All definitions, however, seem to share
common principles. Disabled persons suffer from an illness, disease or
disorder. They suffer signs and symptoms of that disorder which are
impairments. As a consequence of those impairments they suffer a loss
of ability or competence in a significant life function such as employment,
finances, recreation, social role, socially acceptable behaviour and/or basic
survival skills. Techniques utilized to diminish impairments and disabili-
ties include neuroleptic drugs, social skills training, family education and
therapy, supportive psychotherapy and cognitive therapy.
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Handicap

In the United States, the term handicap is defined by the Rehabilitation
Services Administration, which uses the statutory requirements of the Reha-
bilitation Act of 1973, reauthorized in 1993, as a ‘‘disability which requires
multiple services over an extended period of time’’. Since this definition is for
severe handicap, less stringent definitions usually require a disability based
on an illness-caused impairment which requires either personal intervention
(e.g. medical treatment, case management, rehabilitation, etc.), and/or envi-
ronmental intervention (e.g. wheel chair accessibility, job accommodations,
supported employment, etc.) for the handicapped person to achieve adequate
functional capacity. It is best conceptualized as a limitation in the fulfilment
of normal roles such as student, worker, spouse, etc. A range of activities,
including family support, housing options, case management, psychosocial
clubs, vocational rehabilitation and employment, all can be utilized to mini-
mize handicap. The overcoming of handicap is essential to the overcoming
of stigma.

Primary Prevention

Prevention in medical illness has traditionally been separated into primary,
secondary and tertiary activities. Primary prevention is meant to reduce
the incidence of the disease by preventing the development of new cases.
This is done through the elimination of aetiologic factors, increasing host
resistance, the reduction of risk factors, and blocking modes of disease
transmission. Infectious diseases represent the classic example of the effec-
tiveness of primary prevention where, for example, vaccines have essentially
eliminated certain disorders. The aetiologic factors in mental illnesses such
as schizophrenia are not known with sufficient certainty to make primary
prevention possible as it was with conditions such as pellagra, tertiary
syphilis and myxoedema madness. The aetiologies and pathogeneses in
the schizophrenic disorders are extraordinarily complex. The complexity
is increased by the limitation of our diagnostic methods, which are based
exclusively on phenomenology.

Secondary Prevention

Early identification and prompt treatment of illness is the definition of
secondary prevention. The goal is to reduce the total number of existing
cases by more rapid effective intervention which shortens the duration of
illness.
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Tertiary Prevention

Tertiary prevention involves the reduction in the prevalence of residual
defects or disabilities that are consequences of the illness. It may not be
possible to eliminate fully the sequelae of the illness, but the goal of tertiary
prevention is for individuals to reach their highest level of functioning. In
the case of schizophrenia, the disabilities associated with the illness tend to
be chronic and have major consequences both socially and economically. In
that sense tertiary prevention is rehabilitation — as it has been traditionally
understood — and is an integral part of the management of a life-long disease.
It is not appropriate to delay the initiation of rehabilitative techniques
until acute treatment is complete, because it is not always clear whether
the symptoms being treated are merely part of the acute process or will
continue after acute treatment. Anhedonia, for example, may be an exclusive
component of the acute illness or may persist as a residual symptom.

REHABILITATION

Psychiatric rehabilitation is a continuous treatment of indefinite duration for
a disorder which tends to be life-long in its manifestations. Rehabilitation
emphasizes the maximization of the patient’s strengths, including those of
family and friends, and the minimization of the support necessary from
health professionals. Before rehabilitation can be initiated, basics such as
food and shelter must be available. The goal remains maximization of the
quality of life and the maximization of the normality of that life.

A spectrum of services is necessary for tertiary prevention. These include
acute inpatient facilities, emergency services, partial hospitalization, outpa-
tient programmes, supervised graduated living arrangements, peer and
family support organizations, case management services, and a variety of
fiscal support mechanisms. The components of the rehabilitative system
must be integrated so that the full range of necessary services is available and
utilized. The rehabilitation of the chronic patient requires the assignment
of a high priority to this activity. Rehabilitation requires the selection and
training of staff members who are comfortable with chronic patients whose
improvements are slow and often minimal. It is essential to implement
methods of increasing staff satisfaction so that there is less turnover and
burn-out in professional personnel. Medical students and specialists are not
trained in the techniques of rehabilitation, that is, long-term care. The general
goal of medical treatment is cure and little training emphasis is placed on the
deficits that do not respond. Rehabilitation programmes, as all other medical
interventions, must be evaluated for efficacy and cost-effectiveness.

Given that persons diagnosed with schizophrenia typically suffer from a
variety of impairments in mental function, leading to disability and handicaps
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in the areas of social, vocational, educational, recreational, housing and
survival skills, the goals of tertiary prevention for patients with this illness
are to minimize the impact of the impairments, maximize the patients’
coping skills and reduce the vulnerability to stress-induced exacerbation. To
the degree that one is successful in accomplishing these goals, patients will
have maximum tenure in the community and the fullest possible quality of
life and freedom of choice.

The foundation of rehabilitation in schizophrenic patients is based on a
therapeutic alliance between the patient and the caregiver, as it is in any
treatment. This must involve mutual respect and trust. Rehabilitation is
labour intensive and also requires a deep degree of commitment on the part
of the care giver. There must be a working therapeutic alliance between the
recipient of rehabilitation and the care giver. Rehabilitation cannot proceed
until the goals and life roles are identified by the patient. It is also essential
that the patients be assessed to determine whether they have the skills
necessary to achieve those goals. This is all part of a functional assessment
as opposed to a symptom assessment. The specific techniques, in addition
to pharmacology, case management and therapy, which are mobilized to
achieve these goals, are generally termed psychiatric rehabilitation.

Anthony and Liberman [7] postulate a vulnerability, stress, coping and
competence model of disabling mental illness. This model is designed to
account for the relationships between signs and symptoms, impairments,
underlying biological vulnerability and consequent disability. These are seen
to be modified by the patient’s coping skills, adaptive abilities, and social
and family supports. Protection against the impact of biological vulner-
ability to stress is thought to be provided by antipsychotic medication,
psychosocial approaches and rehabilitation techniques. When these thera-
pies are fully utilized, by reducing the impact of the biological vulnerability,
decompensation is minimized and adaptive function is enhanced.

Developed Countries

While attempts were made to treat some schizophrenic patients in the
community before the advent of modern psychopharmacology, these
generally involved the development of non-hospital-based therapeutic
communities or retreats. The major philosophical principle employed
was a type of normalization within a protective environment. Despite
these sporadic attempts at developing models of non-hospital care, most
Western countries and some others had thousands (600 000 in the United
States) hospitalized over long periods. With the advent of the effective
pharmacology of schizophrenia, most developed countries found themselves
in the position to discharge many patients into the community. However,
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two drawbacks emerged which gave this process of deinstitutionalization
a negative connotation. First, the communities were ill prepared to cope
with people who still retained some positive and negative symptoms and
who required outpatient services to treat them. Second, even where funds
were made available to provide adequate follow-up of medication and
psychotherapeutic support, the patients often simply lacked the social skills
to cope with community life. Disabilities in social skills, vocational skills,
activities of daily living and survival skills were unaddressed, and patients
frequently suffered exacerbations because they simply could not cope with
the demands of community life. Even for those few who remained well
enough to survive in the community, the quality of life was often tragically
inadequate. Thus, the need to modify and strengthen patients’ coping skills
and to modify the environment to meet their needs came to the fore.

There is no single ideal, prototypical model or programme which defines
the rehabilitation approach in the developed countries. There is agreement
as to the usefulness of several models that have widespread application,
including the clubhouse model, the high expectancy model, and others
which will be described [8, 9]. Anthony et al [10] state that the goal of
psychiatric rehabilitation is to:

assume that the person with a psychiatric disability possesses those phys-
ical, emotional and intellectual skills needed to live, learn and work in his
or her particular environment. The major interventions by which this goal is
accomplished involve either developing in patients the particular skills that
they need to function in their environment, and/or developing the environ-
mental resources needed to support or strengthen the person’s present level of
functioning.

In 1987, Rutman [9] developed a definition of psychosocial rehabilitation for
the NIMH:

Psychosocial rehabilitation refers to a spectrum of programs for persons with
long-term mental illness. The programs are designed to strengthen individuals’
abilities and skills necessary to meet their needs for housing, employment,
socialization, and personal growth. The goal of psychosocial rehabilitation is to
improve the quality of life of psychiatrically disabled individuals by assisting
them to assume as much responsibility over their lives and to function as
actively and independently in society as possible.

Major psychosocial rehabilitation services, which are offered on a continuum,
include socialization, recreational, vocational, residential, training in the skill
of daily community living, and case management. In addition to psychoso-
cial rehabilitation facilities may also provide assessment and goal planning,
activities, educational programs, advocacy training and family support. The
individual may need to use these programs on a short term basis or indef-
initely. The programs are (ideally) offered in the context of a supportive,
non-stigmatizing environment in the community, and in a manner that empha-
sizes the ‘‘personhood’’ rather than the ‘‘patienthood’’ of the individual,
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maximizes the individual’s feeling of responsibility and self-worth, and encour-
ages ownership in the rehabilitation process. The services are coordinated with
those offered by other mental health and human service agencies.

There are a number of signs, symptoms and maladaptive behaviour
patterns which are characteristic of many patients with schizophrenia and are
thought to be responsive to rehabilitation approaches. In addition, the illness
carries a considerable stigma in the minds of many in both developed and
developing countries and as a consequence barriers to community adjustment
may be erected which require environmental intervention. Examples of
signs and symptoms as well as some typical maladaptive behaviours of the
disorder which cause disability are listed in Table 4.1 alongside the frequently
associated disability.

Since the goals of rehabilitation are functional in nature one might incor-
rectly assume that rehabilitation approaches do not address the signs and
symptoms of the illness. This is a result of the false distinction between
treatment and rehabilitation, which fails to understand that every treatment
which is not curative is ameliorative and rehabilitative. While medication
and psychotherapeutic interventions may be effective enough to allow a
patient to live in the community and begin participation in a rehabilita-
tion effort, the patient usually has some residual degree of one or more
of the signs or symptoms listed in Table 4.1. As an example, patients
with inappropriate affect could participate in a rehabilitation programme
having already achieved the optimal response to the earlier interventions.
Psychosocial rehabilitation would then attempt to help the patients modify
their expression of affect to a socially-acceptable and vocationally-adaptive
level. As will be described in the section on rehabilitation techniques, a
combination of behavioural approaches (positive reinforcement of adap-
tive behavioural changes), educational style feedback, and guided practice
can augment traditional approaches to modification of these symptoms

TABLE 4.1 Signs, symptoms or behaviours and related disability in
schizophrenia

Sign, symptom, or behaviour Related disability

Loosening of associations Social, vocational and ADLŁ

Delusional thinking Social, vocational and ADLŁ

Social withdrawal (autistic behaviour) Social, vocational and ADLŁ

Flat affect Social
Inappropriate affect Social and vocational
Bizarre behaviour Social and vocational
Disorganized behaviour Social, vocational and ADLŁ

ŁADL indicates activities of daily living, including hygiene, grooming, nutrition,
etc.
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and consequently lessen associated disabilities. Other techniques have been
developed to focus specifically on typical disabling behaviours and disabil-
ities rather than signs and symptoms. These latter techniques (including
supportive housing, vocational rehabilitation, supportive employment and
supportive education) involve attempts to modify the environment as well
as the patient’s specific, maladaptive signs, symptoms, and behaviours as
they bear on specific functional capacities such as work or school. Vocational
rehabilitation typically focuses on work-related functions such as coming
on time, persistence and concentration on the work task, and relating to
co-workers, supervisors and customers. Unemployment is a major factor in
reducing quality of life for schizophrenic patients. Reduction in the barriers
to employment for psychiatric patients is an important social handicap to
be overcome. The techniques which will be discussed below may attempt to
modify a patient’s behaviour, but may also attempt to modify the tolerance
and specific requirements of the potential worksite to enable the patient to
succeed.

Specific Rehabilitation Approaches

Pharmacotherapy

The importance of good pharmacotherapy in the long-term management of
patients cannot be overemphasized. The goal of pharmacologic treatment is
not just to reduce positive and negative symptoms, but also to reduce the level
of vulnerability to future acute episodes. Patients who are less vulnerable to
the stresses of living will be better able to access various support services,
which will assist their coping skills in a variety of functional areas. It
was demonstrated by the University of Pittsburgh team [11] that the use of
psychotropic agents in combination with family psychoeducation and patient
social skills training achieved the best reduction in relapse rates. Patients
treated with neuroleptics alone had a 38% relapse rate during the first year
following discharge. Those treated with neuroleptics and a combination of
family psychoeducation and patient social skills training had a 0% relapse
rate. The difference was even more striking at the 2-year point, when their
respective rates were 62% versus 25%. Finally, those who received the
combined psychosocial and pharmacologic approach were more likely to be
employed or in school versus those who did not receive such a combination
of care.

An essential element of rehabilitation is the continuous monitoring of
the patient and the patient’s adjustment. This requires a close working
relationship with the patient. The rehabilitation team must be sensitive to
the patient’s complaints about drug side effects. There is a tendency among
professionals to minimize the importance of these side effects when talking to
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the patients and this can contribute to non-compliance. The very recognition
on the part of the professional that the drug is producing undesirable
side effects is a demonstration of respect for the patient. Even if efforts to
reduce the side effects fail, the fact that the effort was made shows regard
for the patient’s wishes and needs. It is also true today that the newer
antipsychotic agents have a less noxious side effect profile for many patients.
In particular, the newer compounds do not interfere with the sexual life
of the patient to the same degree as the older compounds. The principles
of good pharmacologic management have been described elsewhere in this
volume and need not be repeated. The principle that must be articulated in
this context is that good pharmacologic management is an essential feature
of psychiatric rehabilitation.

Assessment is an integral part of the long-term management of patients.
It is impossible even to tell whether the psychopharmacology being utilized
is appropriate unless the patient is being assessed over time. Similarly, the
effectiveness of various psychosocial interventions, which are intended to
enhance the patient’s functioning, cannot be determined unless the level of
functioning is monitored on a regular basis. Comprehensive evaluation and
appropriate treatment planning require a full integration of both biologic
and psychosocial factors. The patient must be involved in the assessment
process actively and other important individuals in the patient’s life, such as
family or friends, must be involved as well.

Models and Settings

Over the past 30 or 40 years, the field has undergone a gradual shifting
and sorting process of many different and disparate approaches. Five basic
paradigms have emerged, due to a combination of support in the published
literature and/or popularity among patients, families and professionals. Each
of the five has a specific philosophical orientation and specific programme
elements. They include the clubhouse, the consumer guided [9], the high
expectancy, the intensive case management, and the Boston University [6]
model of psychiatric rehabilitation.

Clubhouses. Clubhouses provide a supportive environment with a full con-
tinuum of available services. The expectation is that the patient will feel as
if among family. Thus, persons are considered members as distinguished
from patient or client. Members choose the intensity of contact including
the frequency of their attendance. Rutman [9] summarized the essential
programme components as follows:

an accepting climate that establishes an unwavering sense of welcome; help
in developing job related skills that can lead to placement in regular jobs in
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business and industry, either through one or more transitional employment
placements or in regular competitive employment; provision for those who
need housing with an appropriate, normalized place to live, and a milieu which
stimulates active and meaningful participation on the part of all members in all
phases of the program, from performing housekeeping chores, assisting in the
cafeteria or at the reception desk, to maintaining the agency’s fiscal and clinical
records.

These programmes achieve a community of cooperation and family feeling
with members and staff sharing and interchanging roles. When a member
cannot attend a transitional employment position, a staff member or other
patient may fill in for a period. Fountain House is the most prominent
example in the United States. It was founded in 1948 in New York City. It
grew out of the patient self-help movement and therefore emphasized the
role of the patient in its operation. Discharged patients from nearby state
hospitals began the programme with the credo ‘‘mutual support was the
norm and rejoining ordinary society as workers and friends was the goal’’
[12]. While there are staff members who offer assistance, the focus is on
self-help. There are a variety of activities provided in this model, which
include problem-solving groups, vocational services and welfare assistance.
The patients provide work to the clubhouse including maintenance, kitchen
and clerical. The patients are referred to as members and are seen as a
part of a community. It is their responsibility to work in the maintenance
of the clubhouse. This is seen as part of the recovery process. Fountain
House contracts for jobs in the community and guarantees the employer that
the job will be done — if not by the member then by the staff person who
accompanies the member to the job.

Outcome studies have not been adequately controlled. One study which
was uncontrolled showed that after 18 months 16% of the members were
in full-time independent employment, with an additional 45% either in
vocational programmes or attending school. In a 2-year follow-up study
which was not randomized, the clubhouse members experienced fewer
rehospitalizations and fewer days in hospital than did a comparison group.

In the decades since the inception of Fountain House, many European and
Asian countries have seen the development of similar programmes modelled
on the original. The basic ideology of Fountain House has been successfully
established at Fountain House in Pakistan. Twenty years of experience has
shown that despite the difference in cultural settings the fundamental model
is applicable, that is, reduction of the patient’s isolation from society.

Consumer run or sponsored programmes. These programmes have often been
the outgrowth of patients and families who were dissatisfied with profes-
sionally organized services. In some cases they are part of independent living
programmes which serve other disabled populations. The NIMH has funded
programmes and studies of the outcomes of consumer case management,
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consumer run clubhouses, and other consumer run models including busi-
nesses. The guiding credo is the belief that those with a disabling condition
will best understand and be sensitive to the needs of similarly affected
individuals. George Fairweather established a lodge in San Francisco in the
1960s as a setting for a group of chronic patients discharged from a state
hospital. Small patient groups were formed while still in the hospital in
which training in daily living skills was emphasized. They were encouraged
to function as a semi-autonomous group. The intent was to foster mutual
responsibility and interdependent skills. Research on this experiment indi-
cated that there was reduced recidivism and an increased rate of full-time
employment. This model has not been replicated because of the difficulty
of creating and educating groups of patients prior to their discharge from
the hospital. Hospital discharges are performed still on an individual rather
than a group basis.

There are day programmes, businesses, drop-in centres, community
support activities and group vocational activities which are operated on
this principle. Specialized neighbourhood social clubs have been devel-
oped by Project Return with professional staff who then turn them over to
consumers [9].

The high expectancy model. This approach has modular elements or compo-
nents which are often time-limited and highly structured. Patients move
through these training elements at a pace which often offers little flexibility.
Patients and staff set the individual’s goals in terms of skills to be achieved,
at the beginning of the programme, and these goals may be modified as
the patient proceeds. The ultimate goals and process are similar to educa-
tional modules, or courses, in that patients are expected to graduate to
working, independent housing and social lives [9, 13, 14]. This model has
been most highly developed at the University of California, Los Angeles
(UCLA). It starts with a demonstration of the skills followed by guided role
play, including active coaching with critical feedback. This is then supple-
mented by homework assignments to facilitate the transfer of these skills
into a community setting. Indeed, thorough training in real-life settings is
strongly encouraged. Considerable reinforcement is required to maintain
these skills once they have been acquired. Patients are also taught verbal and
non-verbal skills which are essential to social interactions. Things such as
eye contact, intonation, physical distance and appropriate level of curiosity
are taught.

Vigilance and short-term memory are important to the individual’s
learning of psychosocial skills. Efforts at cognitive remediation are now
an integral part of the rehabilitation of schizophrenics. Behavioural training
can improve components of cognition such as reaction time, span of appre-
hension and vigilance. Positive reinforcement is utilized, usually in the form
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of tokens that can be redeemed for money, cigarettes, etc. There is no doubt
that these techniques can improve functioning as measured by neuropsy-
chologic tests, but there is only meagre evidence as yet to link these test
improvements to clinical improvement.

Liberman et al’s [13] studies support the efficacy of such an approach. It is
useful in decrease of symptoms, reduction of relapse and the avoidance of
rehospitalization. Yet, it is important to note that some patients experience
such expectations as stressors and withdraw or occasionally decompensate.
Rehabilitation workers should be flexible and tolerant of slow and unsteady
progress and, where necessary, modification of the original plan.

A hypothetical example may help to illustrate the model. A patient who has
had difficulty with social and vocational adaptation because of inappropriate
social behaviours might undergo the following sequence. A social skills
training programme with focus on job-related social skills might be the
first module, with emphasis on conversation, proper attire, punctuality,
relationships with co-workers, customers and supervisors. Upon completion
of the module, the patient may enter a sheltered workshop (not acceptable
in some models, such as the consumer-run programmes who view this as
demeaning work) or a transitional employment position. Additional modules
are available related to job seeking for persons on the threshold of competitive
employment and focus on the job search activities, preparation of a resumé,
job interviews, etc. Housing goals may follow a similar graded progression
from halfway house with in vivo training in cleanliness, meal preparation,
etc., followed by a shared apartment with staff involvement, leading to
independent living. Some modules are thought to be generally useful such
as Liberman’s [13] involving symptom control and medication management.
Here patients are educated to observe and note their own changing clinical
picture, use medication accordingly, speak to the psychiatrist about side
effects and clinical changes, etc. Some programmes are entirely built around
these modules while others [8, 9] use selected elements.

The intensive or case management model. While case management suffers from
a variety of definitions and variability in implementation, it has as a general
goal a reduction in social handicaps through improving the patient’s access
to existing services and resources. The patients receiving intensive clinical
case management, which is also known as assertive community treatment
(ACT), were studied in Madison, Wisconsin (15). Patients receiving intensive
clinical case management versus standard treatment had lower rates of
hospitalization, higher levels of functioning and greater life satisfaction.
Other studies suggest that the intervention is not necessarily cost-effective. It
is essential that the patients be sorted in such a fashion as to identify which
subgroups will benefit from case management and which will not. This is an
undone piece of research.
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As a consequence of the fluctuating course, and the wide variations
in programmatic needs of these patients, they must have access to the
appropriate level and intensity of care, as their clinical and social state
changes and their needs are consequently altered. Since many, if not most
schizophrenic patients lack the capacity to negotiate the wide range of clinical
programmes and life supports that they require, case management is almost
always required. Some family members or other social contacts may be
able to carry out this role to some degree but, generally, professional case
managers are the glue which holds the long-term management together. Case
management functions can include helping the patient identify and access
appropriate life supports and treatment options. Public financial assistance,
housing, disability payments, general health care, etc., may require the
intervention of the case manager if a schizophrenic patient lacks the will,
logical thinking, reality testing, or organization independently to obtain these
vital supports. Psychiatric case managers also can do supportive counselling,
crisis intervention, home visits, outreach and in situ rehabilitation. As a
component of the rehabilitation process, they may do psychoeducation of
patients, family members or other appropriate persons. Depending on the
patient’s clinical needs, the minimal function of the case manager is to help
the patient access the appropriate clinical programming. The five functions
which are usually considered the essential elements of case management are:
assessing, planning, linking, monitoring and advocacy [16].

Case management is seen as helping patients obtain the necessary supports,
resources and skills to improve functioning, deal with environmental barriers
and achieve personal goals. Goals usually are focused on specific skill
attainment for working, living or socializing [17, 18]. Robinson and Toff-
Bergman [17] assert that ‘‘rehabilitation-oriented case management is a
process of assisting clients to become successful and satisfied in the social
environment of their choice with the least amount of professional help’’. Case
management in the United States has moved from being a service broker to
that of a provider and advocate.

The initial focus of this approach is functional assessment consisting of
identifying the patients’ current levels of function, strengths, skill deficits,
abilities, and resources in relation to their chosen environment [18]. Case
managers then help with ‘‘support in dealing with crises, coping with
bureaucratic confusion, and acquiring personal and social skills’’ [19]. The
case manager works with patients until they can take responsibility for their
own care and coordinate their own needed resources aided by a natural
support network. Several other models of case management such as the
assertive community team originally developed in Wisconsin, USA [15, 20]
use elements of skills training in situ but the emphasis is balanced with the
acquisition of other rehabilitation programming.
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Good case management may appear to be fiscally counterproductive
because it may move homeless mentally ill from the inner city streets into
treatment settings. Nevertheless, by any rational standard, removing the
mentally ill from the street to treatment in the community makes excellent
sense and can lead to patients becoming tax producers rather than tax
consumers.

The Boston University rehabilitation model. Anthony et al [21, 22] have used a
three-phase model of psychiatric rehabilitation consisting of diagnostic, plan-
ning and intervention phases. With the aid of a rehabilitation specialist, the
patient defines overall goals in a selected area, potentially including housing,
social life, self-care, work and/or education. Usually the achievement of a
specific goal is expected or planned for in a framework of 6 months to 1 year.
The patients must assume a major role in defining the goals of rehabilitation.
Questions such as where they want to live, do they want to work, what prob-
lems do they see as impeding their happiness, etc., can only be determined
by the patients themselves. The next step is a functional assessment during
which a list of the patient’s strengths, assets, weaknesses and deficits is made
relevant to the specific goal to be achieved. In other words, what skills does
the patient have to achieve the goal, and what additional skills or changed
skills will be necessary? A third aspect of assessment is of the patient’s
environment and support networks. Are these helpful and supportive to the
achievement of the goal? Does the person need part-time work rather than
full-time work? Does the person have sufficient social contacts to find a date?

Once the diagnostic assessment is done, priorities for skill development
are decided upon by the worker and patient who also identify needs for
environment and resource modifications. These then become the basis for
the initial rehabilitation plan. Written plans for interventions are made and
signed by the patient. Skill development and resource development are used
in this model. Direct teaching of skills is done when the functional assessment
demonstrates that the patient lacks the required skill. A step-by-step process
of using the skill in the chosen environment and modifying the environment
when necessary is then undertaken.

Specific Rehabilitation Techniques

While the general principles of psychosocial rehabilitation, and their expres-
sion in the prototypical programmes, have been discussed, there are several
specific techniques which have developed that will be described individu-
ally. These include social skills training, vocational rehabilitation and the
place and train models, supportive education, and family psychoeducation.
Each of these can stand alone in a programme format or be a component of



266 SCHIZOPHRENIA

a more comprehensive rehabilitation programme such as described above in
the section on models.

The nature of the schizophrenic illness results in the patient having an
impairment in interpersonal skills. These skills are critical for community
adaptation and hence their acquisition will be described in more detail.
Social skills training has as its goal the patient’s development of specific
interpersonal skills by the use of methods that promote maintenance and
generalization of the new or relearned competencies. In order to live in the
community persons must have interpersonal, self-care and coping skills.
Social skills training is a method of enabling the patient to acquire those
skills necessary to remain in the community. This most often can be provided
in a specialized setting. Motivation is obviously important. If an individual
understands the importance of interpersonal skills in obtaining a job or
in getting a date, that person will be much more motivated to acquire
the necessary skills. When a patient assumes significant responsibility in
determining the goals of the programme, there is marked enhancement in
the patient’s motivation and willingness to follow the treatment regimen.
Largely derived from social learning theory, the training is done with specific
educational procedures. Group social experiences offer an opportunity to
practise interpersonal skills and get consensual feedback with validation or
constructive criticism. The typical format is a training group led by a worker,
but involves dances, outings and homework assignments to help generalize
the learned or relearned skills.

Specific behavioural techniques are utilized by the rehabilitation workers
in the group and sometimes individual context, such as role playing, feedback
about communication style and perceptions, modelling, didactic instruction,
problem solving and attention focusing. A complex piece of interpersonal
behaviour, for example, asking someone for a date or a job, is broken down
into discrete elements which are then trained by employing the various tech-
niques. Liberman [14] states that these techniques are designed to ‘‘promote
the acquisition, generalization, and maintenance of skills required in inter-
personal situations’’. The problem-solving approach used by Liberman’s
group and others derives from the observation that disabled persons with
schizophrenia appear to have problems in cognitive problem-solving abilities
which produce failing performances in social situations [23]. In Liberman’s
basic social skills training model, the rehabilitation worker acts out and
models the appropriate use of the target skill. The patient then role plays
the skill and gets direct, corrective feedback from the worker (and/or
members of the group when this is done in group format). Videotaping is
frequently used and useful in dealing with the three dimensions of social
communication and interaction which are conceptualized as receiving (accu-
rate perception from others), processing (producing and selecting response
options), and sending (involving verbal and non-verbal skills to send an
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appropriate and effective social message). Other models are directed at skills
other than communication, including medication management, dealing with
physicians, independent living and grooming skills [13].

Social skills training has been extensively researched. According to
Liberman [14], it is most effective as part of a comprehensive rehabilitation
approach. Bellack and Mueser [24] reviewed psychosocial treatments for
persons with schizophrenia and concluded that this approach is the most
researched and promising one in the alleviation of disability for this
population. Case studies, small group studies and clinical trials have shown
efficacy in teaching a range of behaviours, including conversational skills,
heterosocial skills, assertiveness and medication management. Bellack and
Mueser [24] found that newly learned skills have been maintained for
6–12 months following intervention in follow-up studies. Other research
support for the generalization and efficacy of skills training comes from
studies, reviews and meta-analysis [25–29]. To ensure generalizability of
acquired skills from the programme context to real-life environments,
homework assignments are made with demonstrated efficacy [30, 31]. Family
members, co-workers, and peers may become allies in providing feedback
and cues in real situations, although this requires some education and
training for them. Anderson et al [32] indicated that social skills training may
be particularly effective when done together with family psychoeducation. In
an extensive review of the research in this area, Lehman et al [33] concluded
that, while evidence for positive impact on relapse and rehospitalization
is inconclusive, the effects on social function appear generally positive. No
conclusive process research has been done to determine the best frequency
and duration of training sessions [24].

Social skills training is usually a needed dimension of rehabilitation prior
to vocational function. Vocational rehabilitation is targeted to work-related
skills including punctuality, habits of work (concentration, perseverance,
pace, etc.), and relationships with bosses, co-workers and customers. The
goal is to improve the individual’s functional capacity for work through
training and/or environmental support and manipulation, so that compet-
itive employment is achieved and maintained [34]. Lehman et al [35] found
that having no work contributed to poor quality of life as rated by persons
with psychiatric disability. Patients with schizophrenia and other major
psychiatrically-disabling conditions have been reported to have employ-
ment rates as low as 20–30% on discharge from a psychiatric admission
to a hospital, and less than 20% of those who find work can retain it a
year or two later [6]. Bond and McDonel [36] found that less than 20% of
psychiatrically-disabled persons find work in the competitive market. Many
who are employed are working at menial jobs, often below what their
premorbid educational or vocational levels would suggest was appropriate.
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A traditional train-and-place model assesses and trains patients in general
work habits such as punctuality. They are then trained to do a particular
kind of work, such as clerical or maintenance, and placed at a regular job
site. The advantages are obvious, in that any attitudinal and behavioural
factors that contribute to unemployability can be corrected before the patient
goes into the job market. Disadvantages include limitations as to the range
of work training available. The train-and-place model does not allow for
adequate transition from the rehabilitation centre to the real world. Finally,
patients find the delays in being able to have an income frustrating and this
contributes to a high drop-out rate.

Bond and Dincin [37] found that many patients prefer to be rapidly
placed in a job in the competitive marketplace rather than undergo prevo-
cational and vocational training as a prerequisite. This preference has led
to the development of the place-and-train model of supported employment.
The place-and-train model involves evaluation of the patient’s vocational
preferences and the identification of a job setting willing to accept psychi-
atric patients as employees. The patient is then placed at the job site and
trained on site to do a specific job for which the patient is being paid.
This is also referred to as supported employment, in that the patient
works with a job coach. The obvious disadvantages of this programme
are that it is labour intensive, costly and requires employers who are
willing to make a commitment to the employment of disabled individ-
uals. Work can have many benefits for the psychiatrically disabled besides
the financial rewards of a paycheck. These include self-esteem, productive
use of time, increased social contacts, decreased empty time, and conse-
quently the patients who work report a better quality of life [38]. Anthony
et al [38] suggest a paradigm of choose, obtain and keep a job. Patients
are involved in the assessment of their ability to accomplish the tasks
and their need for rehabilitation interventions. This assessment then leads
to the appropriate choice of specific vocational rehabilitation models and
techniques.

A variety of vocational rehabilitation programmatic approaches is located
in settings throughout the mental health system in the USA and else-
where. Among the approaches which will be discussed are sheltered work
settings, transitional employment, job enclaves, job clubs, mobile work crews,
consumer-run businesses and supported employment. Any of these can be
hospital based, community based, or tied to a case management programme,
such as the assertive community team approach, with the addition of a
vocational specialist to the team.

Sheltered work settings were among the earliest vocationally-oriented
programmes and began in psychiatric hospitals. In some instances the
programme was in the community but some hospitalized patients would
attend as well as those attending outpatient programmes. This approach
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appears to have achieved some increase in patient self-esteem, with hope
for reduced symptomatology, but little vocational adaptation to competitive
employment was accomplished [34]. Unskilled work is utilized to train
patients in personal and social skills that are work related. The setting is
segregated, often in a mental health agency, and patients are paid less than
the minimum legal wage in many instances. Many patients are seen as in
a final placement but some expectation exists that this will be a transitional
phase on the way to competitive employment for others. In some agencies,
prevocational work crews doing housekeeping, meal preparation, or clerical
chores are used to develop work-related skills. These are often unpaid,
with the objective of helping the patient to develop relevant attitudes and
behaviours and to experience success in a work-like situation. According to
Bond [39], these programmes do not focus on specific job skills which are
relevant to the competitive workplace.

Transitional employment (TE) is the placement of a patient in a job on a
time-restricted basis (usually no more than 6 months). This allows for the
on-site learning of relevant skills which are both general and job-specific,
like punctuality, concentration, productivity, appropriate social behaviours,
and whatever is required for the specific job which is one that exists in the
real world market. This approach is typical of the train-and-place approach.
Cooperative employers are willing to reserve a job for patients. Placements
may be of individuals or of small work groups. Restaurant work, manual
labour and clerical work are the typical placements [34]. Patients are paid
prevailing wages but may work part time or may share a job, almost
always at an entry level position regardless of employment history. The goal
is for the patient to be provided with a successful work experience [40].
Some patients may have a number of placements which provide a broader
array of opportunities for choice of jobs when they enter the competitive
marketplace [41]. Staff may occasionally fill in for patients who are too ill
or otherwise cannot fulfil the position for a time. This may keep the job
available to the programme where otherwise an employer might discontinue
hiring the mentally ill, even in a transitional placement. Limitations of TE
include the focus on entry-level jobs, frequent failure to move to competitive
employment and possible dependency on staff [34].

Job clubs have been touched on earlier in this chapter. A group approach
is used to train patients to employ various strategies in job seeking. These
include contacting relatives and friends about jobs, writing resumés and job
applications, reading want ads, and job-related interviewing. Liberman [14]
utilized group practice, lectures, homework, role playing and other group
techniques to develop skills necessary to achieve employment. The club
provides real infrastructure such as word processing equipment, classified
sections of newspapers, telephones, etc. The rehabilitation workers develop
a job-seeking plan for each patient and provide feedback. Peer support is
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also utilized. Job clubs have proven effective in job acquisition [14] but not
in job retention [36]. Some patients find the pressure of the job club to be
distressing [34]. Liberman [14] reported that two-thirds of participants were
in a job at 6-month follow-up, although not necessarily in the same job they
obtained initially.

Job enclaves and mobile work crews are forms of transitional and occasion-
ally permanent employment. Contracts are obtained by an agency or group
of patients for work which may be done in an enclave if appropriate, such as
large mailings, or may require moving a crew of patients such as is required
for commercial cleaning operations in office buildings. Some small busi-
nesses have been developed by patients with staff help, attached to mental
health agencies. Restaurants, bulk mailing houses and cookie factories are
examples. These can be used for TE or permanent employment [41].

Consumer run businesses may be started by patients in groups with or
without staff assistance. Examples are restaurants, film laboratories and
studios. In the USA, some consumer groups offer their own vocational
counselling and rehabilitation ‘‘with minimal or no support from mental
health professionals’’ [41].

The approach of supported employment derives from rehabilitation of the
developmentally disabled and is defined by US Federal Law (P.L. 99–506) as:

competitive work in integrated settings (a) for individuals with severe hand-
icaps for whom competitive employment has not traditionally occurred, or
(b) for individuals for whom competitive employment has been interrupted or
intermittent as a result of a severe disability and who, because of their hand-
icap, need ongoing support services to perform work. Supported employment
is further defined by the refinement of its components (i.e. competitive work,
integrated settings, severe handicaps, and ongoing support services) [42].

Support services may be continuing or periodic and work must be for at
least 20 hours per week and may occur on or off the work site depending
on individual need. Support services include transportation, personal care,
counselling to the patient and family, but significantly to supervisors and
co-workers as well. Strengths of this approach include job-related training
that happens after the patient is placed and may be job-specific and bypasses
the concerns about the schizophrenic’s ability to generalize skills learned in
one setting to another. Support includes assessment of the match between
the person and the job prior to its selection, and may include specific
job requirements such as co-worker’s attitudes, travel requirements, etc.
The patient earns competitive wages in this approach, and co-workers and
supervisors may experience positive changes in prior prejudicial attitudes.
Some drawbacks or potential drawbacks exist, including high dependency
on staff, consequent staff burn-out, and high cost [39].

The rehabilitation worker in supported employment is called a job coach
and he/she visits the worksite for support, counselling, and advocacy for
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some time after the job has begun. The coach learns the job and in turn
trains the patient in the necessary skills. Clearly, this provides highly rele-
vant information about a patient’s adaptive capacities, as well as needed
environmental foci including stigma. Job coaches relate to employers and
co-workers to provide information about mental illness, rights such as those
provided under the Americans with Disability Act, and deal with negative
attitudes. The coach may gradually leave the worksite as the patient succeeds
and may return when necessary.

Supportive education derives from the recognition that some disabled
psychiatric patients may require additional, formal, post-secondary educa-
tion in order to achieve their educational and vocational ambitions [42]. The
goal is the integration of this population into colleges and universities [43].
This concept is relatively new, although educational interventions for the
mentally ill were described as early as the 1970s [44]. Schizophrenia has
a typical age of onset in the late teens and early twenties, the peak years
of higher education. Thus, many educational careers are interrupted. The
absence of education and the appropriate credentials make vocational choices
markedly restricted. This is believed to account, in some measure, for the
underemployment or unemployment of many patients with a schizophrenic
illness. Patients are often intimidated at the prospect of re-entering school,
and anticipate stigma, rejection, social isolation, difficulty concentrating and
thinking. They are concerned about the stresses of exams, classroom perfor-
mance and social demands. Cooper, in 1993 [45], described patients’ fears,
including the absence of anyone at the school who will be available to counsel
and support them. On the other hand, college officials, faculty, and students
may fear mentally ill persons as dangerous, inappropriate and disruptive.
Administrators may be unable to distinguish disciplinary issues from signs
and symptoms of a mental disorder like schizophrenia [46, 47]. The goal
is a successful completion of the educational programme and development
of a career plan, as well as development of a system of other students
who provide peer support [48]. Hopefully, the patients come to accept a new
identity as students. Techniques utilized by the rehabilitation worker include
on-site behaviour modification, skills training, study habits, role playing,
crisis therapy for school-related stress, and where possible modification of
negative attitudes and unhelpful behaviours of administrators, faculty and
fellow students. Supported education generally uses one or more of three
basic structures: the self-contained classroom with a special curriculum for
a group of disabled patients; on-site support with the patient in the regular
college classroom and the worker providing services on campus; and a
mobile supported education model with regular off-site psychiatric rehabili-
tation services, usually a group, with the availability of on-site supports [42,
48]. Some hospitals and some community-based comprehensive rehabilita-
tion programmes have developed relationships with colleges in their areas
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to develop a continuum of educational services from intra-agency classes,
to supported education, to independent enrolment. Academic activities are
integrated into the full psychiatric treatment plan in these programmes and
the belief is that education and treatment go hand in hand in the patient’s
adaptation [49, 50].

Families are usually intensely interested in information about mental
disorders. Family psychoeducation involves more than a transmission of
information about mental disorders and ways to obtain professional services.
Families must be assisted in how to communicate with the ill relative and to
use these skills in a way to improve the quality of the relationship. Estimates
of the percentage of families of seriously mentally ill persons who must
participate in their care have varied between 30 and 60% in the United
States [51–54]. Moving patients from the hospital to the community has put
emotional and financial burdens on family members [55, 56]. Once families
were viewed by the field as potential causative agents in schizophrenia. As
biological and stress diathesis models have come to the fore, families have
become allies in advocacy and treatment with mental health professionals.
Because modification of the environment is a focus of traditional rehabilita-
tion, psychoeducation of families is legitimately viewed as a rehabilitation
strategy.

This has received support from the classic studies of expressed emotion
(EE) in families. These identified that families rated as highly critical, hostile
or emotionally overinvolved with their schizophrenic family member, had
much higher rates of patient relapse [57–59]. Patients who live with families
rated high on EE do receive some protection from neuroleptics and reduced
contact with family [58]. When families are educated about schizophrenia,
its course and treatment, and the need to modify high expressed emotion
related behaviours, some studies indicate a reduced rehospitalization and
relapse rate from approximately 50–75% over 2 years to 11% over 2 years
for patients living with families with high EE [32]. Families are seen as
a group with the patient or in the conjoint family model with several
families in attendance. After direct observation of family function to rate
communication and expectations, interventions used include behavioural
analysis of family members, education about the illness and its treatment,
training in communication skills, and training in problem-solving skills. Some
models actually enlist family members as part of the formal rehabilitation
process providing job counselling, friendship skills, feedback, etc.

While this approach has been widely accepted, some families still express
concern about feeling blamed for the patient’s illness, and this must be
addressed directly. Families can serve as an early detection system for
recognition of the onset of symptoms before they have achieved a dangerous
level. Family psychoeducation skills training can be conducted in multiple
family groups, which is more cost-effective. It also is a means of strengthening
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interfamilial networks. Dealing with other families who are sharing the
burden of a mentally ill member not only reduces stress and isolation, but
reduces the sense of stigma experienced by that family.

Shelter

All humans require shelter. The specific form of that shelter varies as a
function of culture and economic development. In some cultures the extended
family provides shelter, whereas in others it is more the role of the nuclear
family. In many of the most economically-evolved societies, independent
living can become a role function. Clearly, it is necessary to identify the role
of shelter in a particular setting, rather than to attempt to develop guidelines
that will be of only limited generalizability.

In recognizing the need for forms of shelter which maximize the quality of
the patient’s life, it is important to understand that in the name of offering
shelter we can create highly artificial environments for the patients. These
artificial environments may label the patient as a subhuman individual and
thereby contribute to a significant degree of stigma. The more a housing
environment differs from the norm of a particular culture, the greater the
effort must be to make that a transient environment. The planning of housing
must take into account the need to reduce stigma. Placing former mental
patients in slum housing in dangerous neighbourhoods only stigmatizes the
patients as not deserving of appropriate and decent housing. It devalues the
patient and says to the public only mentally-ill people need to reside under
these conditions. A major failure of community mental health programmes
in the United States has been the placement of patients in substandard
housing environments. The more normal the housing arrangement, the less
the associated stigma for the patient.

Patients require different levels of housing support at different phases of
their illness. There are some individuals who can live in a normal setting
with little or no assistance other than fiscal. There are individuals who
require a community residence in which a variety of social and medical
services including supervision are readily available. In other words, there
are housing arrangements which simply consist of subsidized housing to
housing arrangements which involve significant service provision along
with the housing. The traditional halfway house follows this latter model.
It provides 24-hour supervision, including a planned programme of patient
activities. It is seen as a transient form of housing, and it is expected that
the patient will ultimately be able to move into a less restrictive setting. In a
sense, this type of housing is viewed as a transition between a hospital and
full community living. Unfortunately, there are patients for whom this kind
of housing is not a transient need, but rather is required for the long term.
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Not every patient can move from a halfway house to more normal living
circumstances.

There is a very strong need for research on every aspect of residential
placement. The need includes identification of means by which patients are
matched to housing alternatives, duration of each alternative, means of iden-
tifying when the patient is ready to move to a less restrictive environment,
and the cost-effectiveness of such programmes.

Psychological Well-being

A critical element in all psychiatric rehabilitation is the psychological status
of the patient. Traditionally, rehabilitation has focused on employment and
shelter. In recent years, particularly under the influence of the UCLA group,
there has been considerable emphasis on the acquisition of interpersonal
skills. Nevertheless, it is clear that being able to hold a conversation, be
employed, and to maintain an apartment, which are essential elements of life,
are far from the totality. The only valid measure of the patient’s satisfaction
with his/her life is the patient’s self-image. If a patient realistically feels
proud of himself/herself, then the rehabilitation effort is going in a good
direction. There are many factors that contribute to a sense of well-being,
including being employed, having an apartment, having friends, etc. Yet,
one can have all of these and still find life to have little existential meaning.
The psychological rehabilitation of patients must receive greater attention.
This is not a call for individual psychotherapy for all patients, but rather
the need to recognize that all people, including patients, have to feel useful
to and needed by other people in order to maintain their dignity. It is the
task of the rehabilitation team to identify and assist the patient to engage
in activities that will enhance self-confidence and a sense of personal worth.
Obviously, this task will be very much influenced by cultural variables. That
which is sustaining in one culture may very well be of little value in another.

Developing Countries

The goals and principles of psychiatric rehabilitation do not vary as a
function of economic development. Economically developing countries will
define normal life differently from countries which have developed further
economically. Cultural factors will contribute significantly to the definition
of what constitutes a normal life. Adult roles differ among different countries
as a function of both culture and economic development. Nevertheless, every
group has its own definition of what are appropriate roles for an adult in
that particular social setting. While the society defines the roles, it remains



PREVENTION OF DISABILITY AND STIGMA: A REVIEW 275

the task of rehabilitation to help psychiatric patients fulfil those roles as fully
as is possible.

Shinfuku [60] warned about the tendency in some of the rapidly developing
Asian economies to create long-term psychiatric beds as a way of dealing with
the problem of the mentally disabled. His warning is more explicitly stated
by Deva [61], who fears that the rapidly developing countries are turning
to the warehousing of patients rather than towards proper treatment. Deva
warns that this practice is more of value to families who wish to be relieved
of the burden of their mentally-ill relative rather than focusing on the needs
of the patient. It may be premature to raise an alarm. However, the danger
in a rapidly expanding economy is that all other values can be swept aside
by the opportunity to become rich.

When it is understood that rehabilitation is merely an aspect of the
treatment of the schizophrenic, it becomes clear that economic development
does not change theoretical understanding, but merely may limit application
of established techniques. Developing countries often have a less complex
social order which makes fewer demands on the schizophrenic. This fact
probably explains the better prognosis of the schizophrenic in the developing
world. Schizophrenics can adapt to a simpler life more easily. Furthermore,
many developing countries benefit from the existence of extended families.
The schizophrenics can move among several family members over time,
thereby reducing the burden on any given family member.

STIGMA

The term stigma refers to a mark or sign that denotes a shameful quality
in the individual so marked. As such, stigma serves as a means of social
control. As with all forms of social control, the use of stigma can be either
constructive or destructive. Every society will define certain behaviours as
unacceptable. In associating stigma with those behaviours, they make them
less likely to occur. Social opprobrium is a very effective means of social
control. The psychologic dynamic of stigma is the branding of a person as
‘‘the other’’. Otherness in virtually every society is seen negatively. There are
many languages in which the term for stranger and enemy are synonymous.
Difference is something that is not readily accepted by humans. Tolerance of
difference is an acquired socially-conditioned trait that is not easily achieved.

Virtually every serious medical illness has been associated with stigma
at sometime in its history. Illnesses that involve personal responsibility,
such as sexually transmitted diseases, were as likely to be associated with
stigma as diseases such as cancer which bore no such responsibility. There
are certain general features of medical disorders that lead to stigma. The
disorder must be dangerous to the person’s life, appearance or productivity.
Diseases, such as the plague, which were rapidly life threatening were very
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much associated with stigma. Deforming disorders such as leprosy were
associated with stigma. Disorders that rendered the persons unable to care
for themselves, such as mental retardation, were associated with stigma. It is
important to understand that stigma is not a problem only of mental illnesses,
but rather a consequence of fear induced in the person not so afflicted.

The mental illnesses, however, do have a unique disadvantage that
contributes to stigma. More so than most medical illnesses, the mental
disorders alter the most fundamentally human characteristics of the person.
The person’s way of thinking, expressing feelings, understanding social
cues, etc., are significantly changed. It is this alteration of the basically
human characteristics of the individual that incites so much fear and even
animosity in many of the observers of the mentally ill. It is in some ways
easier to observe persons losing muscle mass than it is to observe persons
losing their ability to communicate. The more severe the capacity to behave
in a way that is similar to other people, the more likely the person is to be
treated with hostility and to be stigmatized. There are cultural differences in
the societal response to human difference. Some cultures are more tolerant of
deviation from the norm. Historically, there were cultures that even valued
madness and saw these individuals as closer to the Gods. Nevertheless, the
preponderant response to people with mental illnesses has been negative.

When one gets beyond the individual case, one finds that the mental
illnesses represent a threat to much of the public. They are not diseases that,
for example, can be avoided by a proper diet. They cannot be avoided by
economic development. In fact, they cannot be avoided. Mental illness can
strike anyone at anytime. No family is immune. This egalitarian feature of
mental illness does not make it more attractive, but rather more frightening.
The limited effectiveness of treatment also contributes to public fear and
therefore stigma. As medical treatments of a disease improve, the public fear
is reduced as is the stigma.

Mental illness in the public’s mind has long been associated with irrational
and unpredictable violence. Research studies concerning this purported
relationship have not been consistent. As schizophrenia, in the developed
world, has begun to show considerable comorbidity with abuse of drugs, the
risk for violence has increased. The reduction of violence in this population
will assist greatly in reducing stigma. The media portrayal of mentally ill
people as violent and dangerous contributes to the problem. This is not a
recommendation for censorship, but rather for responsible media behaviour.
The media must temper sensationalism in the search for higher ratings.

There is no single answer to the reduction and control of stigma. There
are many approaches and they must go on simultaneously. A better under-
standing of the aetiopathogenic factors that contribute to mental illness will
help. Blaming society only increases public hostility and stigma. Interest-
ingly, the identification of a breast cancer gene for certain types of breast
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cancer has helped to reduce stigma. It is as if society can say it is the fault of
the gene and not of society. Science can be of assistance in reducing stigma
by increasing the understanding of the nature of schizophrenia.

Improved treatments will help enormously. The stigma on recurrent
depression has diminished sharply as treatments have improved dramati-
cally. A good prognosis is an excellent counterweight to stigma, as is a rapid
response to treatment. There is a fundamental difference between spending
a year in a hospital waiting for the depression to run its course and waiting
several weeks for the antidepressant to take effect.

The family movement has had an extraordinary effect in reducing stigma.
Openness has contributed to the reduction. Treating mental illness in the
family as a secret, makes the illness appear shameful and deserving of
stigma. When people speak openly of the illness of family members without
shame, there is an automatic reduction in stigma through this process of
self-demonstration that stigma is not warranted. Families have worked to
educate the public as well as themselves. They have mobilized the public
against the illness, rather than against the patient who has suffered from
the illness. Family groups have played a very important role in influencing
the media so that the mentally ill are not routinely portrayed as dangerous
individuals.

Finally, the fact that so many patients are living successfully in the
community is having a very powerful effect on stigma. Studies have shown
that 20–40 years after the onset of schizophrenia, from one half to two-thirds
of the patients can function reasonably adequately in their community. This
finding supports the importance of psychiatric rehabilitation as a means of
improving the spontaneous improvement rates. Living and working with
people who are in the process of overcoming their mental disabilities is an
excellent antidote to the problem of stigma.

SUMMARY

This paper has reviewed the definition of schizophrenia, its various courses,
a history of its past treatment, and its current treatment. The purpose of this
review was to establish clearly that schizophrenia represents a chronic and
persistent disorder which is essentially life-long. The recognition of the life-
long nature of the disease requires acceptance that treatment is also going
to be life-long. The distinction that has traditionally been made between
acute and long-term treatment can be useful, but is quite arbitrary. This
distinction has frequently led psychiatrists to see the management of an
acute decompensation as medical, and the management of the longer-term
features of the illness as the domain of other non-medical disciplines. The
very use of terms such as residual symptoms can suggest that medicine
has done all that is possible and now it is up to ‘‘rehabilitation’’ specialists
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to help the patient to adapt to his/her limitations. While there is some
truth in this formulation, it frequently leads to a separation of services
and a lack of continuity for the patient suffering from a life-long illness. It
also leads to a hierarchy in treatment values, with the management of the
acute decompensation being seen as more skilled and important than the
management of the long-term features of the illness.

In the absence of a rapid cure, most medical disorders have long-term
consequences. This is true for diabetes, hypertension, cardiovascular disease,
etc. The fact that a diabetic must follow a particular diet is best conceptualized
as an integral part of the management of the illness and not as a rehabilitative
technique. Obviously, the intent of dietary management is to prevent negative
consequences that would otherwise occur. The recognition that what is called
rehabilitation is an integral part of the active treatment of schizophrenia, but
at different phases of the disorder, is essential to the thesis of this chapter.
What is special about schizophrenia is that it leads to disabilities in the
area of cognition, interpersonal skills, vocational skills and employability.
These disabilities lead to a variety of social and vocational handicaps. The
disabilities and handicaps are integral to the disease and must be treated as
actively as an acute decompensation.

With the introduction of neuroleptics in the 1950s, the management of
schizophrenia changed dramatically. Many patients who previously faced
hospitalizations of many years were now able to be discharged to the
community. One unexpected consequence of this was that the disabilities
that did not prevent a person from remaining in hospital, could prevent a
person from remaining in the community. Behaviours which were acceptable
on a chronic hospital ward were not acceptable in the real world outside
of the hospital. This led to an increasing awareness of the importance
of ongoing treatment of the total picture. It was not enough to control
agitation and violence, but it was now essential to control the gamut of
symptoms associated with this disorder. The recent introduction of the
newer antipsychotics offers considerable promise. The side effect profile of
these compounds is much more comfortable for the patients. The diminished
extrapyramidal manifestations may also reduce the risk of the complication
of tardive dyskinesia. Furthermore, these compounds appear to have a
beneficial effect on the negative symptoms of the disorder. Compliance with
medication is in part a function of how comfortable the patient is with
side effects of the drug. Any movement towards reducing side effects and
increasing patient comfort will contribute towards compliance.

The non-pharmacologic treatments are as essential in the continuing treat-
ment of schizophrenia as is the neuroleptic treatment. As indicated earlier,
many of the manifestations of schizophrenia appear in the area of cognition,
interpersonal skills, vocational skills and employability. Disabilities in these
areas diminish the capacity of the patient to fulfil culturally-determined adult
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roles in a given society. Functional restoration is the goal of all medical treat-
ment. If some symptoms are controlled, but the patient remains disabled, it
is inappropriate to call that a successful outcome. The non-pharmacologic
treatments have been demonstrated to be very useful in the acquisition
and/or relearning of social skills. These social skills are vital not only for
interpersonal relationships, but for vocational training as well. It has also
been demonstrated that a significant percentage of patients can be vocation-
ally trained and become tax producers rather than tax consumers. Research
has shown improvements in cognition on psychological tests in patients
receiving cognitive training, but it is yet to be demonstrated that this makes
a difference in the real life of the individual. It is important to note in this
context that the failure to demonstrate does not mean the absence of an effect.
Finally, the entire area of self-esteem is critical, not only for role functioning,
but for an adaptive life. The proper use of non-pharmacologic interventions
can contribute to the patient’s sense of well-being, which is an integral part
of the goal of treatment.

Much of the research on psychosocial interventions in schizophrenia does
not approach the methodologic rigour of the psychopharmacologic studies.
This chapter required, as a minimum for a study to be included, that it
should have a pre/post design utilizing a comparison of quality of life issues
such as community survival or patient welfare. There are several areas of
rehabilitation which have been subjected to more rigorous designs including
control groups, random assignment and outcome including standardized
measures of recidivism, community longevity, productive work, as well as
quality of life measures. In the arena of case management, the work of
Stein and Test [15] has had widespread acceptance as scientifically valid
and replicated in a variety of settings. In the area of job club and related
prevocational and vocational modules, the work of the UCLA group, under
the direction of Robert Liberman, has been exemplary in its design and
use of clear, measurable outcome variables [14, 30], as well as the work
of Bond and his group [36, 40]. In the area of family psychoeducation,
several groups, most notably the original describers of high EE, Vaughn,
Brown, Birley, and Leff [57–59], and later on, the work of the group at the
University of Pittsburgh [32] have been widely replicated, well designed,
and demonstrated major efficacious effects in recidivism, community tenure,
and quality of patient and family life.

While pre- and post-designs have been useful in pointing the way to
such techniques as supported education and supported employment, the
attempts at controlled studies have revealed work outcomes which affect
small percentages of patients so treated. However, given the morbidity of
these patients’ depleted lives, the small percentage of successful patients
who return to work, or work for the first time, or complete an educational
programme, can surely justify the interventions in humanistic terms. The
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process may include later attempts for today’s treatment failures, which may
prove successful in a different phase of the disease process. In addition, as we
learn to use modern neurochemical, neuropsychological, genetic and imaging
techniques to subtype schizophrenia and other disabling illnesses, we can be
more specific as to which patients may respond to which interventions. We
are at the threshold of realizing those possibilities.

The problem of stigma is not unique to schizophrenia, nor is it even unique
to the mental illnesses. Whether it is bubonic plague, leprosy, AIDS, etc.,
there are many medical illnesses that have been the recipient of stigma.
These illnesses tend to be life threatening, or disfiguring, or role incapaci-
tating. Obviously, the need to reduce stigma is essential to reduce the
handicap faced by schizophrenic patients. Public education is important.
Family education is equally important. When families stop being embar-
rassed about their schizophrenic child, it makes an enormous difference to
the attitude of the public. The improved integration of the schizophrenic
patients into real community life will also reduce stigma. Ultimately, as our
treatments improve and as disability is reduced, then the reduction of stigma
will automatically follow.

Consistent Evidence

Psychopharmacologic interventions, utilizing traditional neuroleptics, can
reduce and to some degree control positive symptoms, thereby decreasing
disability. The more recently developed, so-called atypical, antipsychotics
also have an impact on negative symptoms, thereby leading to less disability.
The more comfortable side-effect profile of these drugs contributes to better
compliance. Continuous psychopharmacologic management throughout the
course of the illness is essential.

Bizarre behaviours that are ‘‘acceptable’’ in a hospital setting are not
socially acceptable in the community. The combination of psychopharma-
cology, family psychoeducation and social skills training gives the best
reduction of exacerbations and rehospitalizations, thereby reducing both
disability and stigma. Social skills training can yield an improvement in the
patient’s level of social skills and can improve the patient’s employability
and social acceptability. Families with high EE can be assisted to reduce this
level, thereby reducing disability in the patient.

All of the psychosocial techniques reviewed in this paper have been shown
to reduce rehospitalization. Psychosocial and vocational training improves
community adaptation for only a relatively small percentage of the patient
cohort.

Many illnesses, not only mental, suffer from stigma. Cultures differ in
their tolerance of deviation. The family movement has reduced stigma
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appreciably. Slum housing for the mentally ill contributes to stigma. Stigma
is a product of fear, ignorance and prejudice.

Incomplete Evidence

Social skills training when administered alone has an unclear impact
on relapse. The evidence of job retention beyond 6 months is uncertain.
Male schizophrenics may have a tendency towards greater disability.
Schizophrenics in developed countries appear to suffer greater disability.
Structural brain changes appear to be associated with greater disability. The
value of cognitive remediation in real-life situations is not clear.

Areas Still Open to Research

The need for reduction of the aetiopathogenic heterogeneity in the popu-
lation is essential. It is necessary: (i) to identify subtypes of schizophrenia
which are more responsive to specific neuroleptic agents; (ii) to develop
new neuroleptic agents which will be more effective for particular subtypes;
(iii) to identify the specific non-pharmacologic interventions for specific
subtypes; (iv) to develop new non-pharmacologic interventions and to iden-
tify the subtypes for which they are the optimal treatments; (v) to develop
cost–benefit analyses for particular interventions in particular cases, such as
the frequency and duration of a particular psychosocial intervention.
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Commentaries

4.1
What Works for the Rehabilitation of Schizophrenia? A Brief Review of

the Evidence
Kim T. Mueser1

Cancro and Meyerson provide a comprehensive overview of schizophrenia,
including the nature of the illness, the extent of social disability, stigma and
rehabilitation. The overriding theme of their review is that schizophrenia is
a lifelong disorder that requires a long-term commitment to rehabilitation in
order to optimize outcomes. Psychosocial rehabilitation focuses on helping
patients to enhance their capacity for interpersonal relationships, to work,
to live as independently as possible in the community, and to improve the
quality of their lives. Ultimately, the most important way of reducing the
stigma of schizophrenia is to improve the social impairment that characterizes
this illness.

Cancro and Meyerson provide a broad overview of different rehabilitation
approaches for patients with schizophrenia. In addition to understanding the
range of available options, clinicians need to be informed about the empirical
evidence supporting different methods of psychosocial rehabilitation. This
information can serve as a guide to clinicians in selecting front-line inter-
ventions in their work with patients. Researchers also need to know which
rehabilitation strategies have been demonstrated to be effective at improving
specific domains of functioning in order to determine appropriate priorities
for research.

To facilitate clinicians and researchers in understanding the effectiveness
of psychosocial rehabilitation for schizophrenia, Table 1 provides a brief
summary of those strategies which have received the most empirical support.
Effective strategies include family intervention, supported employment,
social skills training, assertive community treatment, integrated treatment
for comorbid substance abuse, and cognitive therapy for psychosis. Each
of these rehabilitation strategies has received support from at least three
controlled studies.

1NH-Dartmouth Psychiatric Research Center, Main Building, 105 Pleasant Street, Concord, NH 03301, USA.
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Over the past two decades tremendous advances have been made in
the psychosocial rehabilitation of schizophrenia. Despite these advances,
significant social disability continues to be a problem, and many patients
do not receive state-of-the-art rehabilitation. There is a need to improve our
systems of care, and to increase patients’ access to empirically supported
rehabilitation methods. The advances made in recent years towards devel-
oping and evaluating effective rehabilitation models, combined with an
increased focus on community-based approaches for working with patients
with schizophrenia, bodes well for the future. Professionals, families and
patients have good reasons for being optimistic concerning the progress
towards the ultimate goal of helping patients with schizophrenia assume
responsibility for themselves and reclaim their lives.
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4.2
The Stigma of Mental Illness: Some Empirical Findings

Jo C. Phelan1

Cancro and Meyerson remind us that people with schizophrenia are people,
not merely a collection of psychiatric symptoms, and that adequate treatment

1Division of Sociomedical Sciences, Joseph L. Mailman School of Public Health, Columbia University,
600 W. 168th St, New York, NY 10032, USA
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of schizophrenia must focus not only on symptom management but also on
helping the ill person, as far as possible, to live a happy, socially connected
and fulfilling life. As the authors note, one important impediment to this goal
is stigma. In this commentary I review empirical evidence that underscores
the authors’ concerns about the problem of stigma, and unfortunately, in
some cases, amplifies those concerns.

As noted by the authors, people with schizophrenia are often viewed
with fear and animosity. A recent indication of this is provided by the 1996
General Social Survey’s Mental Health Module, a nationally representative
survey of nearly 1500 Americans. Responding to a vignette describing
an individual displaying symptoms of schizophrenia but no indications
of violence, over 60% of respondents thought the person was likely to
commit violence; nearly half thought the person should be legally forced
to receive psychiatric treatment; and respondents were significantly less
willing to interact with the person than with someone without psychiatric
symptoms [1, 2].

On an optimistic note, Cancro and Meyerson mention several factors
they believe are working to significantly reduce stigma. These include
increasingly effective treatments, increased openness about mental illness
generated by the family movement, and increased knowledge of biological
aetiological factors. On each point, evidence suggests that optimism must be
tempered.

Psychotropic medications have been enormously effective in helping
persons with schizophrenia and other disorders behave more normally
and function better. However, a recent study of men dually diagnosed
with major mental disorder and substance abuse cautions that reductions in
stigma cannot be expected to follow automatically from symptom reduction.
After a year in treatment, the men’s substance use and psychiatric symptoms
had declined significantly from baseline levels. However, perceptions of
devaluation and discrimination, experiences of stigma, and coping strategies
of secrecy and withdrawal did not decline [3].

The family movement, exemplified by groups like the National Alliance
for the Mentally Ill, has strongly championed the idea that mental illness is
an illness like any other and not a cause for shame or secrecy. Neverthe-
less, a comparison of two studies published 20 years apart shows that
family members of psychiatric patients were twice as likely to report
concealing the illness in 1981 as in 1961 [4, 5] and a currently ongoing
study of families of persons treated for psychosis indicates that half the
family members concealed the hospitalization from others to at least some
degree [6].

Knowledge about biological contributors to schizophrenia is growing
rapidly. While it is often argued that biological understandings of mental
disorder are destigmatizing, the limited available evidence paints a more
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complicated picture. When mental disorder is understood in biological
terms, the ill person is perceived as less blameworthy and amoral, but the
illness is perceived as more serious, less likely to change, and more psychotic.
Biological attributions also result in greater disruption of social interactions
and the delivery of more intense shocks in ‘‘learning’’ experiments [7, 8].

Finally, to the extent that the stigma-reducing forces referred to above
are operative, we should observe reductions in stigma over time. Again,
however, available evidence does not indicate such change. Examining
results from comparable surveys conducted in 1950 and 1996, Phelan et al
found that the proportion of respondents describing people with psychosis
as being violent increased by nearly 2 1

2 times over this period [9].
While the tone of this commentary may seem pessimistic, I do not mean

to suggest that the problem of stigma is totally intractable. Rather, my
purpose has been to underscore the seriousness and stubbornness of the
problem, to point out that assumptions about what will reduce stigma
or what has reduced stigma must be empirically tested, to suggest that
stigma-reducing efforts must be intelligently and strategically planned, and
to strongly underscore Cancro and Meyerson’s point that stigma must be
addressed if people with schizophrenia are to live successfully and happily
in the community at large.
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4.3
Reducing the Stigma Associated with Schizophrenia

Richard Warner1

Media hyperbole and biased reporting tend to perpetuate negative attitudes
toward schizophrenia. Entertainment and news media in Britain, America
and elsewhere often portray the mentally ill as dangerous and evil, at best
figures of fun.

Modern communication technology, however, also offers the possibility of
reducing stigma. Since the unsuccessful anti-stigma campaigns of the postwar
period, public education methods and techniques for health promotion
have improved dramatically. ‘‘Social marketing’’ campaigns have been used
successfully to advance a variety of causes including AIDS prevention, family
planning, smoking cessation and reducing infant mortality. Effectiveness is
increased by ‘‘audience segmentation’’ — partitioning a mass audience into
sub-audiences that are relatively homogeneous and devising promotional
strategies and messages that are more relevant and acceptable to those target
groups [1].

In developing such campaigns, it is important to conduct a needs assess-
ment, using focus groups, telephone surveys or opinion leaders, to gather
information about cultural beliefs, misapprehensions, and frequently used
media. Objectives, audiences, messages and media are selected, materials are
pre-tested and revised. An action plan is implemented and, with continuous
monitoring of impact, constantly refined [1].

Entertainment media, such as popular songs and soap operas, are espe-
cially useful for socially taboo topics such as mental illness. Soap operas
have been successful in advancing social messages in several countries. A
TV soap opera in China called ‘‘Ordinary People’’, which promotes smaller
family size and AIDS education, began broadcasting in 1995 and will, in due
course, reach 16% of the world’s population. A radio soap opera encouraging
AIDS awareness and family planning gained a wide audience in Tanzania
and was effective in changing attitudes and sexual behaviour. Similarly, a
TV programme centred on a character named Maria and aired in Mexico for
40 years has promoted, among other things, adult education [1].

Advocacy groups can lobby the entertainment media to include posi-
tive characters in existing programming. In the USA, a group calling
itself the ‘‘Soap Summit’’ analyses the content of soap operas (looking at
such topics as teenage sexual behaviour), lobbies script-writers to change
the content of their programmes to create positive social messages, and
measures the impact of their lobbying on soap-opera content. In Britain,
a character with schizophrenia was recently introduced into the country’s

1Mental Health Center, Boulder County, 1333 Iris Avenue, Boulder, Colorado 80304-2296, USA
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most widely watched programme, EastEnders. The National Schizophrenia
Fellowship reports that this storyline has attracted unprecedented attention
and done more to reduce stigma than any number of worthy media appeals.
The programme has humanized the illness and exploded the myths that
schizophrenia means someone has a split personality and/or that it is likely
to make someone violent.

The movie Shine is an example of the successful use of an entertain-
ment medium to heighten awareness and communicate information about
mental illness. It conveyed several stigma-breaking messages: (a) people
recover from schizophrenia; (b) they can work even if they have symp-
toms; (c) work helps them recover; (d) people’s responses towards someone
with schizophrenia can influence the course of the illness; (e) people with
schizophrenia can be included in the community (Shine can be criticized,
however, for failing to communicate the message); (f) poor parenting does
not cause schizophrenia.

Building on the advances in communication technology, the World Psychi-
atric Association has initiated a worldwide campaign to combat the stigma
of schizophrenia. The 3-year programme will field-test materials in different
settings and prepare them in multiple translations. The first pilot of the
campaign was launched in Calgary, Alberta, in 1997. The local action
committee, made up of consumers, mental health professionals, health
policy makers, researchers and representatives of the press and the clergy,
selected the following target groups: (a) health care professionals, including
emergency-room personnel, medical students and health care policy makers;
(b) teenagers in grades 9 and 11; (c) community change agents such as
businesspeople, the clergy and journalists; (d) the general public.

For each target group, messages and media were selected. In the case
of teenagers the messages were: (a) no one is to blame for schizophrenia;
(b) people recover from schizophrenia; (c) people with schizophrenia are
people with schizophrenia.

The media being used are: (a) speakers’ bureaux of consumers, family
members and professionals, organized by the local chapter of the
Schizophrenia Fellowship, to address high school classes; (b) an attractively
designed teaching guide on schizophrenia for high school health teachers;
(c) an internet web page (www.openthedoors.com) with information
on schizophrenia (developed by a World Psychiatric Association expert
panel) with access doors for different users: teenagers, health professionals,
consumers and family members; (d) a competition for high school students
to produce anti-stigma materials; (e) posters in the high schools; (f) radio and
bus advertising.

From this example, it is clear that a stigma-reducing campaign need not
be expensive. Many interventions are low cost; more expensive media, such
as radio and bus advertising, can be used if funding is available. The 2-year
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budget for the Calgary project, including a limited media campaign directed
at the general public, is under $150 000. It is not expensive to introduce educa-
tion about schizophrenia into the high school curriculum and thus reduce
the massive ignorance about this condition throughout an entire generation.

Those who are interested in launching a similar campaign locally should
contact Prof. Norman Sartorius, World Psychiatric Association Programme
to Reduce Stigma Because of Schizophrenia, Hôpitaux Universitaires de
Genève, Département de Psychiatrie, 16–18, Boulevard de St Georges, 1205
Geneva, Switzerland.
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4.4
The Influence of Stigma on Preventive Efforts in Psychotic Disorders

Patrick McGorry1

Stigma has been with us since the beginning of civilization. Erving Goffman
characterized it as ‘‘spoiled identity’’, an evocative term which captures its
impact on the individual, yet fails to convey its social origins. The latter
derive from ignorance and fear, as well as the disempowerment which
accompanies any devalued status. Non-medical forms of stigma deriving
from power imbalances and shame have been seen in slavery, women,
racial groupings characterized as ‘‘inferior’’, and in Vietnam veterans. In
fact, inferior or shamed status is both a cause and effect of stigma. Medical
examples have more to do with ignorance and fear, with inferior status and
marginalization representing consequences. Cancro and Meyerson refer to
the case of leprosy, which has been well studied by sociologists; however,
another recent dramatic example has been the HIV-AIDS epidemic. The
relatively successful destigmatizing responses which have occurred here
may contain some lessons for us. Furthermore, they show that even though
‘‘a good prognosis is an excellent counterweight to stigma, as is a rapid
response to treatment’’, this is only part of the story.

Stigma can be viewed as a powerful risk factor influencing the course
of psychiatric disorders. In this commentary, I will examine the multiple
ways that stigma undermines preventive endeavours in the identification
and treatment of potentially serious mental illness, specifically psychosis.
Early case identification, initial management and the recovery process will

1Department of Psychiatry, University of Melbourne, Locked Bag 10 Parkville, Victoria 3052, Australia
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be considered as discrete stages in which stigma operates in somewhat
different ways to delay treatment and compromise recovery.

Firstly, there are a number of preventive ‘‘stepping stones’’ involved in
early case identification and the initiation of effective treatment. This is
the current frontier for preventive efforts, since primary prevention is not
yet feasible, and reducing delays in treatment offers substantial hope as a
preventive strategy [1]. The first stepping stone is when there is a change
in the person, usually initially subtle and subjective, who is at risk for the
development of the fully fledged disorder. Stigma commonly operates here
by stimulating fear and denial of the change if mental illness is perceived as
a possibility, because the person holds the uniformly negative stereotype of
‘‘mental’’ patients and also of psychiatric treatments and professionals [2].
The next step of seeking help is also inhibited in most people because of the
above fears and the desire to avoid stigma, particularly since there is a lack
of confidence in mental health professionals and their treatments. General
practitioners and counsellors, however, are much more likely to be consulted
[2]. The third stepping stone is recognition by the doctor or counsellor, and
the capacity and propensity to do so is likely to be influenced not only by
skill and knowledge levels, but also by the attitudes and prejudices of the
clinician. Despite training, these are often disturbingly similar to those in the
general community, and strongly reflect stigma.

The fourth hurdle, potentially a large one, is referral to a mental health
service or psychiatrist. Here stigma again operates in the mind of the doctor
through his or her attitudes to psychiatrists and mental health services.
These are variable and depend on several factors, especially prior experience
and the quality of particular professional relationships. Nevertheless, those
who work with stigmatized groups of people inevitably become stigmatized
themselves, and this effect can inhibit the referral process, especially the
referral threshold. It may also undermine the referee’s confidence in the
specialist treatment system, reinforcing any reluctance to accept such referral.

Once the patient reaches the specialist mental health system, he or she is
affected by stigma in several ways. Firstly, the quality of facilities and the
professional skills of the staff are affected by the long-standing neglect of this
area of health care by society. This is reinforced if the services are separated
geographically from other health care facilities. These factors derive in part
from stigma and powerfully reinforce it. Secondly, the attitudes of the
clinicians to the patients as well as to themselves will have been influenced
by stigma. Even mental health professionals may carry at least residual or
diluted prejudices regarding the patients which will influence their approach.
It remains difficult for many to see people with psychosis as more like
themselves than otherwise, as Sullivan urged many years ago. Sadly too,
some will have accepted their own devalued status within the health care
system, preventing them from applying their skills with full confidence.
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During recovery from the first episode, stigma is a key influence to
be tackled and neutralized in any prevention-orientated service. Here it
operates through enhancing the corrosive pessimism which emanates from
the Kraepelinian belief system, and which still influences the therapeutic
attitudes of many psychiatrists. Stigma also undermines recovery in two
other ways. Firstly, through its effects on the pre-illness attitudes of the
recovering person, it makes it extremely difficult to accept the role of the
mental patient and consequently treatment. This internalized operation of
stigma stimulates an understandable defence against ‘‘spoiled identity’’.
Meanwhile the person tries to retain faith in cherished ‘‘possible selves’’,
which have been put at risk. This is intensified if early psychosis patients are
treated side by side with the older and most disabled subgroup, because a
stark and unacceptable future then confronts the young person struggling
with these issues. Secondly, the stigma-laden external recovery environment
is poisoned for the recovering psychotic person in the same way as it was for
the returning Vietnam veteran. This effect lasts for the duration of the illness
and further corrodes the quality of life of the person and the family.

If more effective preventive strategies are to succeed, stigma will need to
be effectively countered, and we will need to learn from those who have
achieved this in other areas. Some of the potential benefits can be clearly seen
from the above analysis.
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4.5
Disability, Stigma and Discrimination: A View from Outside the USA

Heinz Häfner1

This commentary aims to complement Cancro and Meyerson’s excellent
review, by focusing on five issues concerning stigma and disability related
to schizophrenia.

1Schizophrenia Research Unit, Central Institute of Mental Health, PO Box 12 21 20, D-68072 Mannheim,
Germany
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Stigma involves loss of prestige, social contacts and self-esteem and has
an unfavourable effect on the social course of schizophrenia. Those stigma-
tized lose resources and power in society. Stigma results in discrimination at
various levels: (a) individual (loss of partner, social isolation, etc.); (b) work
(obstacles to finding work or returning to work, etc.); (c) family (loss of
prestige, tense family atmosphere, etc.); (d) housing (landlords refuse rental,
disabled schizophrenics cluster in city areas with high rates of unemploy-
ment, crime and homelessness); (e) legal (disadvantages in social security,
health care and civil rights and liberties).

The WPA has launched a worldwide educational programme to reduce
stigma and discrimination because of schizophrenia [1]. The aim is to promote
knowledge of the disorder and its treatment, understanding for the patients
and their families, and motivation to help and act. This is planned to
be accomplished through educational programmes designed for schools,
health care personnel and the public, an objective reporting in the media,
and the support of political leaders and legislators. Patients’ accounts of
suffered discrimination and disadvantage have proved particularly effective.
Cooperation with family and user organizations aims at empowering the
mentally ill in the public domain and with politicians for a sustained fight
against stigma and discrimination.

The few studies on the cultural variance of stigma and discrimination and
their impact on the social course of schizophrenia show a high variation. Some
cultures are more tolerant than others of bizarre thoughts and behaviour.
This may either make the life of the chronically ill easier or cause them to
be ignored. The finding of a better illness course in developing countries
in the World Health Organization (WHO) studies contrasts with reports of
total neglect and exclusion of schizophrenics. Therefore, the need for fighting
stigma and discrimination is great in many developing countries.

Schizophrenia is responsible for a considerable amount of disability in the
world and causes high costs [2]; it constitutes a major public health problem
in developed countries, too. Contributing to the reduction of disability is
the rehabilitation of long-stay psychiatric patients, as discussed in detail
by Cancro and Meyerson. A series of model programmes, for example
Fountain House, offer rehabilitation at various levels: relapse prevention,
cognitive and social skills training, reintegration into work or alternative
work settings, sheltered accommodation, family education, etc. From the
public health aspect, however, the question is to what extent these needs
are met. Before all needs for prevention and rehabilitation can be met in a
community, there must be an easily accessible comprehensive community
mental health service available for the population. Such services are well
developed in the Scandinavian countries, Great Britain and Canada, but
underdeveloped in the USA.
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Services planning and evaluation requires epidemiological studies into the
met and unmet need. The Team for the Assessment of Psychiatric Services
(TAPS) study [3] showed that the majority of long-stay patients, 5 years
after discharge from two public mental hospitals in London, were living in
non-restrictive community settings and were able to lead a freer and socially
more rewarding life. More than 80% rated their current arrangement as more
satisfactory than a hospital stay. One year after discharge, negative symptoms
and social disability were already significantly reduced and remained so.

Despite the impressive reduction in disability and improvement in quality
of life, however, deinstitutionalization also causes problems. With a growing
number of patients discharged the costs of community care increase [4],
finally exceeding the costs of long-term inpatient treatment. At the same
time, the number of severely disturbed patients in the community increases,
which involves problems, such as sexual offences, violence and crime.

According to a nationwide analysis based on the Danish case register [5],
the rate of psychiatric bed occupancy decreased from 2.36/1000 to 0.97/1000
(59%) between 1977 and 1997. The readmission rate for schizophrenics in
the first year after discharge increased from 30% to 45%, clearly above
the results of good therapy studies (about 20%). Involuntary admissions
increased by 52%, involuntary treatment by about 300%. From 1988 to 1997,
the proportion of schizophrenics under legal supervision because of crimes
(80% involved bodily harm or death) increased. The standard mortality rate
of schizophrenics because of suicide increased by 2.1%, while suicides in
the population decreased. There obviously are vulnerable schizophrenics
not sufficiently protected against suicide, violence and social deprivation by
the current system of care. This raises the question whether it would be
necessary to preserve part of the mental hospitals for the supervised care
of these patients. The alternative would be more intensive supervision in
the community. England is currently planning to render multiprofessional
community mental health teams better equipped for this task and to intensify
the supervision of high-risk patients. A supervision register is aimed at
keeping the number of drop-outs low. Prevention of disability and asociality
focuses on the main risk factors: drop-out from treatment, unfavourable social
situation, comorbidity with substance and alcohol abuse. The comparison
of the effectiveness and costs of these alternative strategies is topical in
European health care research.

Treatment of schizophrenia is currently preceded by 1 year of psychotic
symptoms and 5 years of prodromal phase on average. Schizophrenia starts
primarily with negative symptoms and functional impairment [6]. Social
disability appears on average 2 to 4 years before the climax of the first
episode. The social consequences emerge in this early illness phase and on
average persist in further illness without change, while individual illness
courses vary greatly. Medium-term social course is significantly predicted
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by the level of social development at the climax of the first episode, whereas
type of illness onset, symptoms, age and sex exert an indirect effect via
social status at the end of the early illness phase [6]. Rehabilitation currently
begins only after the disorder has produced most of its consequences. Early
recognition of this risk and early intervention before disability emerges
are therefore urgently needed. To this end programmes have been under-
taken in Melbourne, Birmingham, Amsterdam, Cologne and Stavanger and
successfully evaluated in Melbourne [7]. Besides the rehabilitation strategies
discussed by Cancro and Meyerson, early cognitive and educational inter-
ventions are important to promote insight into the symptoms, coping with
the illness and stress, and to prevent job loss or drop-out from education
or vocational training. When the first attenuated positive symptoms emerge,
preventive action can be supplemented by antipsychotic therapy.
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4.6
The Toxic Effects of Stigma

Harold M. Visotsky1

Throughout the practice of medicine, the prevention and limitation of
disability has been a primary element in the rehabilitative process following

1Northwestern Medical School, 303 E. Superior Street, Chicago IL 60611, USA
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the acute phase of an illness. Medical history is replete with the limitation
of recovery or rehabilitation due to ignorance, fear, prejudice or regional
or cultural myths. These reactions to illnesses have limited the functional
recoveries and the quality of life outcomes for certain categories of illness.
Stigma has acted as a powerful toxic agent, thwarting the healing of the
human spirit and the wounds of disorders. Such illnesses as leprosy (now
Hansen’s disease), cancer, the venereal diseases, and more recently human
immunodeficiency virus (HIV) have been prime targets of stigma.

In our history, no disorder has been a greater target for stigma than
the mental disorders. Over the centuries, fear and ignorance reduced the
mental patients to outcasts, objects of derision, rejection and abandonment.
The search for cures frequently resulted in particularly punitive and cruel
attempts to drive the illness from the brains and bodies of such poor
unfortunates. Stigma, in essence, limits the therapeutic efforts of science
and its practitioners and contributes significantly to the chronicity of the
disorder. Over the years false theories of genetics led to the term eugenics
coined by Francis Galton, a British mathematician. He believed that only the
most ethnically fit must be encouraged to survive. Many of the geneticists
of the 1920s and 1930s as well as many academics felt that retarded persons
and the mentally ill should be actively prevented from reproducing [1]. This
was incorporated in public policy in the United States and abroad. These
unfounded theories affected immigration laws and even led to widespread
sterilization practices in mental hospitals. As recently as 1995 and 1996, China
proposed eugenics law which was withdrawn after international publicity
and outrage (the World Psychiatric Association cancelled a scheduled World
Congress to be held in Beijing in protest).

There are many disorders which are impacted by the current state of
our scientific knowledge and the limitations of treatment discoveries and
advances. In psychiatry, psychotic illnesses such as schizophrenia frequently
represent the limitation of our field to produce a full recovery and a return to
a previous functional state. Chronicity is a feature which takes over after the
acute phases of the illness and subsequent relapses. It is an element of the
illness which requires a comprehensive array of treatment interventions over
the extended lifetime of the illness. The array is not limited to the medical
psychiatric interventions of therapy and psychoactive agents, but it must
include the social rehabilitative efforts of community-sited education, social
services for housing and supportive life services, interventions with families
(when present and available), community agencies, courts and police. Every
facet of our society must be utilized to improve the status and function of the
individual afflicted by this disorder. Such rehabilitative efforts represent the
true and valiant goals for the limitation and/or prevention of disability.

More and more psychiatry, in concert with behavioural specialities and
professions, is creating treatment protocols and systematic approaches to the
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prevention of disabilities arising out of emotional and mental disorder. These
professionals and community agents have made alliances with advocacy
groups, made up of families of patients and former patients, to advance
knowledge about mental disorders, and advocate for community-based
services. Increased media time and exposure has improved the critical need
for education.

The significant development of family and patient advocates has produced
a powerful antidote to the problems arising from stigma. By speaking out
in public forums, by approaching public decision-makers and by sharing
their experiences with their communities, they have reduced the stigma by
appreciable measures. In a very private society such as Japan, the develop-
ment of a family-based advocate organization (the Zinkaren) has produced
a significant reduction in the stigma which produced hidden populations of
mentally and aged persons.
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4.7
The Conceptualization of Long-term, Disabling Psychiatric Disorders

Pedro Ruiz1

The review by Cancro and Meyerson has stimulated me to reflect on the
central theme of long-term, disabling psychiatric disorders. At the core of
this theme, we find schizophrenia and the concept of stigma. Unfortunately,
schizophrenia is perceived not only by the public at large but also by most
members of the psychiatric profession as a chronic psychiatric disorder. As
such, the treatment approaches most often offered to patients who suffer
from schizophrenia tend to be primarily directed to the symptoms and
the sequelae of this disorder, and much less so to the acute phases of the
illness in an integrated and thorough manner. Relapses, within the context
of this illness, tend to be perceived by most mental health professionals as a
manifestation of the chronicity of the disorder rather than as an expression
of an acute phase of a long-term, disabling mental illness. As a result of
this perception, patients suffering from schizophrenia tend to be denied the

1Department of Psychiatry and Behavioral Sciences, University of Texas Medical School at Houston,
1300 Moursund Street, Houston, TX 77030, USA
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opportunity to receive intensive care during the acute phases of the illness
and, instead, are offered less comprehensive and insufficient services.

In many ways, this approach to care is quite discriminating when compared
with other disorders that are more ingrained in the medical model. For
instance, arthritic and diabetic conditions, although long-term, disabling
diseases, tend to be treated intensively every time that is required. Needless
to say, the priority and attention accorded to the investigation of chronic and
disabling medical conditions, such as multiple sclerosis, muscular distro-
phies, Parkinson disease, etc., are rarely accorded to long-term, disabling
psychiatric illnesses. It is stigma that makes schizophrenia, but not diabetes
or arthritis, medically and publicly unacceptable. Stigma represents a ‘‘mark
of shame’’, a ‘‘discredit’’, a ‘‘stain’’. We must understand, however, that
stigma is not an integral part of the suffering schizophrenic patient but an
integral part of ourselves. We/society are the ones who are afraid, who
feel guilty, who feel ashamed, who worry about rejection. We/society are
the ones who do not understand the feelings, the ways of thinking and the
behaviour of schizophrenic patients and, thus, reject them because they are
different to us/society. The mere possibility of us/society thinking that we
can also be vulnerable and become like them, makes us afraid and frightened
of them.

This situation is not unique to mental illnesses. People tend to be afraid
of other people who are different from them, because of the colour of their
skin, their language, their religion, or their culture. Discrimination, religious
persecution and even racism are all rooted in the same phenomenon. At
times, certain values and customs become the norm of a group. When this
group becomes the majority, it evolves into the norms of a given society; that
is, it becomes the culture of the majority group.

Since the origin of medicine and society, stigma has always prevailed. In the
past, it happened with the plague, leprosy, mental retardation, epilepsy, and
with many other illnesses that stimulated fear and guilt in us/society. Today,
it is still happening with severe mental disorders, of which schizophrenia
is the best example. It will certainly happen again in the future with other
medical conditions that will not depict our/society’s concept of beauty
and/or ‘‘normality’’.

We, as clinicians, educators, researchers, scientists, physicians, psychi-
atrists and human beings, must reconceptualize the understanding of
long-term, disabling conditions, particularly mental illnesses. Psychiatrists
and other mental health professionals must be at the vanguard of this
reconceptualization. We must advocate on behalf of the mentally ill; partic-
ularly, the mentally ill who suffers from long-term, disabling disorders like
schizophrenia [1]. We must advocate for the application of the biopsychoso-
cial model in the treatment of these patients, and also for the integration of
the mind and body in the reconceptualization of mental illnesses [2, 3].
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It is obviously clear that isolated state hospitals are not the answer to
the treatment needs of the severely mentally ill patients. However, it is
even more evident that the streets of the urban metropolis and/or the
prison system are not the answer either. We/society must advocate for the
humane treatment of the severely mentally ill patient in general hospitals
and ambulatory medical clinics, since these patients are as medically ill
as any other patients treated in these types of facilities. We/society must
advocate for the allocation of adequate resources for research and treatment of
mental conditions as they are also medical illnesses. The long-term, disabling
mentally ill patient deserves to be offered a biopsychosocial approach as
part of his/her treatment, with emphasis on rehabilitation and all aspects of
prevention, as outlined in Cancro and Meyerson’s review on prevention of
disability and stigma.
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4.8
Utility of Multiaxial Assessment in the Rehabilitative Work with

Chronically Disturbed Patients

Marianne C. Kastrup1

Issues concerning both stigma and rehabilitation are pertinent to most mental
disorders, as pointed out by Cancro and Meyerson, and all manifestations
of mental illness have the capacity to have an impact on the patient’s
adaptation. Furthermore, we know that the prevention of disability in a
chronic and persistent mental disorder involves the totality of management.
This implies that a variety of techniques have to be utilized in the individual
patient related to the manifestations of psychopathological phenomena as
well as vulnerability and resilience factors. In that context, it is important
to recognize that the rehabilitative intervention has to take place within the
triangle consisting of the patient, the immediate environment/family and
the society at large including its institutions and services.

1Rehabilitation and Research Center for Torture Victims, Borgergade 13, 1300 Copenhagen K, Denmark
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Cancro and Meyerson conclude that functional restoration is the goal of all
medical treatment and point to the fact that in order to consider an outcome as
successful we have to take into consideration the social skills, the area of self-
esteem, and the fulfilment of role functioning. Traditionally, psychiatrists,
as other medical doctors, have had a tendency to focus on a reduction in
pathological symptomatology as the core concern of any intervention. When
dealing with disorders of a more chronic nature other goals may, however,
become more pertinent and with a shift towards rehabilitative activities, the
focus may shift. But, as Cancro and Meyerson point out, there is a false
distinction between treatment and rehabilitation, failing to recognize that
treatment which is not curative is ameliorative and rehabilitative.

In the rehabilitative process it is important continuously to monitor and
assess the patient’s condition. And the authors emphasize that a comprehen-
sive evaluation as well as regular assessments of a patient’s functional level
are needed in order to determine the impact and effectiveness of a given
intervention.

Hitherto, such medical assessments have usually been unidimensional,
with the focus on symptom profiles and phenomenology, and with an eye to
the fulfilment of diagnostic criteria. With the introduction of multiaxial clas-
sifications, a more comprehensive, multidimensional approach to assessment
has materialized.

Multiaxial classification facilitates an understanding of the complexity of
psychiatric conditions, recognizing that it is difficult to capture complexity
of psychiatric conditions with a single diagnostic category. A multiaxial
approach provides a more comprehensive picture, a better basis for plan-
ning treatment and enabling an improvement of outcome prediction [1,
2]. Furthermore, a systematic evaluation with attention paid to the total
situation, including level of functioning, may ensure that the latter is not
overlooked, which could be the case if focus were restricted to assessing a
single presenting problem [3].

Presently, both the DSM-IV [3] and the ICD-10 [4] have developed multi-
axial classifications, and both classifications comprise an axis on adaptive
functioning of use in determining the level of functioning either globally
or subdivided into independent areas. In the DSM-IV, the assessment is
done using the GAF (Global Assessment of Functioning) Scale, with respect
to psychological, social and occupational level of functioning, rated on a
scale from 1 to 100. In the World Health Organization (WHO) classification,
rating takes place on four independent axes: namely, personal care and
survival; functioning with family; occupational functioning, that is, perfor-
mance in expected role as remunerated worker or homemaker; and broader
social behaviour, that is, functioning in other social roles and activities and
interaction with other individuals and the community at large.
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In the International Guidelines for Diagnostic Assessment that are presently
being finalized by the Section on Classification, Diagnostic Assessment and
Nomenclature of the World Psychiatric Association (WPA), the level of
adaptive functioning or participation in society is suggested to be a domain
of assessment with clinical relevance. The proposed axis comprises a rating
of all impairment in adaptive functioning or participation in society, which
may be a result of mental disorders, physical disorders or both [1].

Exercising such an approach and rating the level of social and adaptive
functioning at different points in time may be a useful tool in the rehabilitative
work with the chronically disturbed patients. Broadening the focus to cover
all the major aspects of the total clinical condition is a further reflection of
the complexity in evaluating health conditions.

In their very comprehensive review, Cancro and Meyerson emphasize that
‘‘if some symptoms are controlled, but the patient remains disabled, it is
inappropriate to call that a successful outcome’’. Using a multidimensional
approach would refrain from drawing such conclusions, and research on
the feasibility and utility of multiaxial assessment in the rehabilitative work
worldwide should be enhanced.
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4.9
‘‘Clanning’’ for Recovery

Ulf Malm1

The individual patient who successfully manages handicaps in life and living
is the best envoy to combat and prevent the disability caused by stigma in the
community. But, in the present situation and because of the illness-related

1Department of Clinical Neuroscience, Section of Psychiatry, Sahlgrenska University Hospital, Kron-
husgatan 2F, S-411 13 Gothenburg, Sweden
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impairments of the patient, there have to be joint ventures. Since many, if
not most schizophrenic patients lack the capacity to negotiate the wide range
of clinical programmes and life supports that they require, professional case
management is almost always required.

On the road to recovery and integration into the community the patient
cannot be alone, but needs the help of people — professionals as well as
significant others. From the review by Cancro and Meyerson I have elected
three topics of clear relevance to these needs: the absence of a supportive
environmental social structure; the lack of communication skills in the
patient; and communities that are ill-prepared to cope with people who still
retain some positive and negative symptoms.

As emphasized by Cancro and Meyerson, five ‘‘basic paradigms’’ have
emerged over the past 30–40 years. Professional case managers are the glue
that holds the long-term management together in each of the five models.

For meeting the needs of the patient, specific programmes should offer
the context of supportive, non-stigmatizing environments in the community,
in a manner that emphasizes ‘‘personhood’’, rather than ‘‘patienthood’’,
gradually maximizes the individual’s feeling of responsibility and self-
worth, and encourages ownership in the rehabilitation process. In the light
of clinical experience and outcome data from a 5-year research project on the
implementation of an assertive community outreach strategy, ‘‘Integrated
Care’’ [1], I will discuss some topics important for coping with stigma and
social integration.

The resource group should be looked upon as a local social network
‘‘clan’’ for the individual patient. The patient can then ‘‘play in his or
her own recovery team’’ coached by the psychiatrist and the clinical case
manager. In a supportive and informed micro-cosmos, the patient can be
prepared for integration into the community together with the people he or
she knows and trusts.

The patient and the clinical case manager screen all kinds of potential
resource persons from the patient’s social network. The case manager meets
individually with the nominated significant other people, such as family
members, social-services staff, friends, to introduce and teach about the
strategy. Together the case manager and the patient then initiate a first
resource-group meeting. A proposal for a personal growth plan is the main
agenda for a series of decisions on how to achieve the patient’s main
personal goal. Three prioritized short-term goals for the next 3–6 months
of the rehabilitation process are set, as are how to evaluate the patient’s
adjustment and his or her intermediate as well as final outcome, ending up
with a distribution of tasks to the members in the resource group — akin to
setting up a theatre play. The written growth plan for the patient contains
general techniques for problem solving and training in effective personal
communication. Furthermore, there is information on specific methods for
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optimal medication for treating impairments, handling handicaps, providing
around-the-clock support, promoting the fulfilment of social roles, cognitive
psychotherapy against persisting psychotic symptoms, etc., as well as who
is in charge of what. The outreach interventions may take place at home, in
wards or wherever may be the best location.

The personal growth plan draft with its decisions is finalized by patient
and case manager together and then distributed to all interested parties by
the patient, in the first instance the resource-group members. The resource
group, including the case manager, meet regularly for follow-up, monitored
by continuous outcome assessments. Usually these meetings should take
place every third month the first year, then every 6–12 months for long-term
management. The non-professional participants of the resource group are
encouraged to have regular meetings of their own according to the same
concept, and should learn to use the case manager and psychiatrist more
and more as consultants. The resource group acts as a kind of ‘‘one-stop-
station’’ for acute and long-term management, continuous and integrated
combination of medication and psychosocial treatment methods. Social and
family support are also met by the resource groups, as are the patient’s need
of shelter and cover in crisis situations. In the case of unexpected events,
extraordinary meetings may be called.

Group therapies can provide supportive and socializing experiences,
and prepare for the performing of normal social roles in the commu-
nity. In the 2-year randomized controlled trial (RCT) outcome study by
Malm [2], communication-orientated group therapy was shown to be useful
in promoting entries and re-entries into the community.

To have a job and employment is important for most people, as it is for
persons with schizophrenia. Work gives opportunities to socialize, commu-
nicate and return to normal social roles, which also can help to reduce
stigma. Two ‘‘clanning’’ strategies — consumer-run cooperatives and tran-
sitional employment — offer especially promising possibilities. Successful
examples can be found in Vadstena, Sweden (carpeting), Athens (handicraft),
Birmingham and San Francisco (restaurants).

Evidence-based managed psychiatry confirms clinical experience and
common sense concerning the usefulness of combining the continuous
personal efforts of informal carers and professionals, as well as of medica-
tion and psychosocial treatments. Now we have to combat healthy people’s
prejudiced attitudes to provide an environment in the community that is
designed to help people who may be odd, but not mad.
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4.10
Stigma and Schizophrenia: The Greek Experience

Marina Economou1

It has long been realized that mental illness and especially schizophrenia is
associated with a significant amount of stigma all over the world, but this
stigma has many variations across cultures.

In Greece there are many folk beliefs, stereotyped ideas and scornful
expressions about schizophrenia generated by strong religious and cultural
values. These notions are mostly empirically noticeable in some aspects of
interpersonal relationships in everyday life, the mass media and the civil
laws [1, 2].

Despite the Greek origin of the words ‘‘stigma’’ and ‘‘schizophrenia’’,
stigma attached to this severe mental illness has not been adequately studied
in Greek society. Up to 1980, there were very few studies on people’s
perception of mental illness, mainly among relatives of the mentally ill [3,
4]. In the general population, two studies [5, 6] were conducted in 1964 and
1977, which showed some changes in public attitudes and beliefs about the
various causes of mental illness. The majority of the respondents in the 1964
study believed that the main cause of mental illness was ‘‘poverty’’ and ‘‘bad
socioeconomic conditions’’, whereas the 1977 study revealed that ‘‘everyday
life stress’’ was the main cause and only older individuals expressed the view
that mental illness is inherited. In the second study, in terms of seeking help,
it was found that only young respondents raised and living in Athens would
seek help from a psychiatrist in the case of a major psychological problem,
while the rest of the population preferred other traditional means of seeking
help such as priest, folk healers, relatives, etc.

In 1980, attitudes towards mental illness were measured in a probability
sample of 1574 adults, but only involving residents of two boroughs in
the greater Athens area where a community mental health service was to
be established [7]. The younger and more educated respondents expressed
humanism and tolerance towards deviant behaviour, while the older respon-
dents with a low level of education expressed rejection and considerable fear
of the mentally ill.

In 1994, 14 years after the development of the community mental health
centre in the area, a replication study was carried out to explore the possible

1Community Mental Health Center, 14 Delou Street, 161 21 Kessariani, Athens, Greece
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differences in public attitudes towards mental illness [8]. This study showed
more positive attitudes towards the social integration of the mentally ill, more
tolerance of deviant behaviour, less authoritarianism on issues concerning
the civil rights of mental patients, better knowledge about the aetiology of
mental illness and views supporting a humane approach to the treatment
methods in psychiatry. These positive changes in public attitudes could be
attributed partly to the social changes taking place in Greece generally, but
mainly to the implementation of local community mental health intervention
programmes.

On the other hand, results from another study measuring public attitudes
to mental illness as opposed to physical illness, conducted in 1996 on a
representative sample of 1000 adults from four parts of Greece, revealed
negative attitudes towards a person with a history of severe mental illness,
especially in the areas of employment and housing [9, 10]. More specifi-
cally, 23% of the respondents would never rent an apartment to mentally
ill patients, in comparison with 2% for a person suffering from a chronic
physical disease; 42.5% would not employ mentally ill persons, in compar-
ison with 4–9% for those with chronic physical disease; and 36% would
not live in an area with community services for mentally ill patients. This
study, which is the only representative one from all over Greece, demon-
strated that discrimination and stigma against the mentally ill still prevail in
Greece.

It is obvious that people diagnosed with a ‘‘mental illness’’ inhabit a
different space in public perception from those diagnosed with ‘‘physical
illness’’ such as cancer or heart disease. Such negative perceptions not only
create barriers for the mentally ill patients who wish to reintegrate into the
community, but also seriously affect the families who, feeling stigmatized,
conceal the mental illness, do not share their experiences outside the family
circle and are reluctant to join self-help groups.

It can therefore be suggested that the stigma is one of the reasons why the
family movement has been slow to gain ground in Greece. Although there
is an organization, the Panhellenic Families Association for Mental Health,
established in 1993, which has spread to several parts of the country, Greek
families, fearful of local ‘‘gossip’’, hesitate to participate in its activities.

Moreover, it is widely known [9, 11] that the most efficient way of
informing the public and changing people’s attitudes is the mass media.
It is important to know that practical approaches for fighting stigma exist.
These approaches include examining the factors associated with variations
in stigma within the specific sociocultural conditions, providing psycho-
education for patients and families, developing good relations with the
media and work with them to destigmatize mental illness, encouraging
families to speak openly about the illness and promoting public awareness
campaigns.
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4.11
Disability and Stigma Prevention: The Russian Experience

Vassily S. Yastrebov1

Cancro and Meyerson’s review deals with one of the main problems of
modern psychiatry. I would like to focus on the social and economic aspects
of this problem.

In our professional practice, we are used to hearing that the problem
of treatment of schizophrenia and of disability due to this illness are an
exclusive domain of psychiatry and psychiatrists. In connection with this,
demonstrating that schizophrenia is not only a clinical, but also a serious
social problem, becomes an important task for psychiatrists.

I believe that this evidence can be constructed on the basis of a clear
definition of the real dimensions of the problem. These dimensions include:
(a) the high prevalence of schizophrenia; (b) the severity of the disease,

1Mental Health Support Systems Research Centre, Russian Academy of Medical Sciences, 2 Zagorodnoje
Shosse, 113152 Moscow, Russia
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which often leads to profound disability; (c) the serious economic and social
consequences of the disease at the microsocial level; (d) the significant
burden at the family level, which is expressed primarily by the decrease
of the quality of life of patients and their relatives. The strategies to
attract the attention of governmental bodies to the necessity of preven-
tive measures should be designed proceeding from the above-mentioned
dimensions.

Clearing up what is the influence of economic, social and political changes
on the indices of disability is of a certain interest. The most illustrative
discussion of this question can be made using a concrete example from
the history of Russian psychiatry. By the end of the 1980s, in Russia,
a well-developed network of psychiatric settings had been created. The
availability of this system of psychiatric and rehabilitative services gave
an opportunity to every patient in need of specialized medical care to
get it in every region. As the result of the activity of these services it
became possible in the 1970s and 1980s to involve up to 86% of disabled
schizophrenic and other psychiatric patients in different forms of labour of
social utility [1].

The socioeconomic crisis of the early 1990s in Russia led to the severe
reduction of funds available for psychiatric service financing, and corre-
spondingly to the reduction of the volume of care rendered, and in
some regions to the closing of rehabilitation facilities. The negative conse-
quences of this situation became obvious by 1996, when the number of
disabled because of mental disorders increased by 16.1% in comparison
with 1991.

Concerning the problem of stigma attached to schizophrenic patients, it is
necessary to stress that the dimensions of this problem are also numerous.
Actually, because of the complexity and multiform character of the problem,
any society, independently from its level of development, will be unable
to solve it satisfactorily in the visible future. Success in the solution of
this problem depends on the level of economic development of the nation,
cultural and religious traditions of the society, the level of its civilization and
also the social and political situations.

The situation of stigma attached to schizophrenic patients in Russia can
provide an illustrative demonstration of this statement. In the former Soviet
republics, discussion of the problem of stigma was begun too late. In the
late 1980s, due to the ‘‘glasnost’’, an opportunity of open discussion of
actual questions of psychiatry became available. At the same time, a very
strong anti-psychiatric campaign started, which contributed to shape a
negative public opinion of psychiatrists and psychiatry as a whole [2]. An
overwhelming part of the population, which had never got any information
on psychiatry and its therapeutic opportunities from mass media, believed
that ‘‘schizophrenics’’, as well as any other mentally ill, were extremely
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dangerous, unpredictable persons, and that it was necessary to avoid any
contacts with them. Research which was carried out in that period by our
group demonstrated that about 68% of the population believed that mentally
ill persons do not have the right to drive a car, about 80% believed that they
should not work in law bodies, and 84% that they should not work with
children.

The development of such a negative image of the mentally ill in public
consciousness can be explained not only by the exclusion of psychiatric
subjects from public discussion, which had been taking place in the USSR
during the previous 70 years, but also by the absence of legislative documents
defending the rights of the mentally ill during all that period of time. It is
understandable that in these conditions a long-term, thorough work is
necessary in order to raise the level of awareness of population, revive the
humanitarian traditions of tolerance towards the mentally ill, and broaden
public initiatives for their support and defence, as well as to take advantage
of the most recent experiences of foreign specialists in fighting the stigma
attached to schizophrenic patients.
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4.12
Are Western Models of Psychiatric Rehabilitation Feasible and

Appropriate for Developing Countries?

Michael R. Phillips1

Cancro and Meyerson’s review describes models for the treatment and
rehabilitation of schizophrenic patients that are utilized in the United States,
many of which are also employed in other economically developed countries.
In most cases the rehabilitative interventions have proven useful, so the
important question is why these models are not being promulgated more
widely. Some research is still needed to refine the models and to tailor them
to the changing needs of patients and families, but the focus of the research
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effort in developed countries must now be on the socioeconomic factors
that are limiting the widespread application of these models, not on the
development of more models. Once we understand the factors that facilitate
or obstruct the development and long-term survival of comprehensive and
integrated rehabilitation services, we will be better able to intervene in
ways that will improve the chances for promulgating the use of such
services.

The review correctly emphasizes the need to include the provision of
acute treatment as an integral part of the overall effort to prevent disability.
But more than half of the individuals with schizophrenia in the world do
not have access to (or do not utilize) basic psychiatric services, so their
rehabilitation and the prevention of disability remain a remote goal. Esti-
mates computed from Global Health Statistics [1] — collected as part of the
Global Burden of Disease Study cooperatively conducted by the World
Bank, the WHO and Harvard University — indicate that in 1990 23% of the
9.7 million individuals with schizophrenia in developed countries and 67%
of the 17.2 million individuals with schizophrenia in developing countries
received no treatment whatsoever. Clearly, the emphasis for the preven-
tion of disability in individuals with schizophrenia in developing countries
needs to be on the provision and utilization of basic treatments: making
antipsychotic medications available, training primary care providers how
to administer medications, and educating the public to utilize the available
services. Every attempt should be made to incorporate ongoing rehabilitative
measures as part of these basic interventions, but economic and personnel
constraints in developing countries, particularly in rural areas, will make
most of the rehabilitative measures described in the review infeasible for the
foreseeable future.

Inpatient industrial work therapy and sheltered workshops have been
employed in urban areas of several developing countries, and experimental
models of clubhouses, half-way houses, and family psychoeducational
approaches have been initiated in a few developing countries. However,
this does not demonstrate the feasibility and appropriateness of Western
rehabilitative methods for developing countries. The theory and practice of
psychiatric rehabilitation described in the review is based on the character-
istics of the mental health system in the West (largely the United States)
and on the social and cultural values of Western society. In developing
countries the prevalent beliefs about the causes and appropriate manage-
ment of mental illnesses, the evolution and characteristics of the mental
health system, and the overall sociocultural environment are fundamen-
tally different [2]: (a) developing countries have not experienced the massive
institutionalization and subsequent deinstitutionalization of the mentally
ill seen in the West over the last several decades, so there has been no
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incentive to develop extensive community mental health services and inter-
mediate care facilities; (b) the lack of mental health providers — particularly
psychologists, social workers and occupational therapists — severely limits
the types of rehabilitative services that can be provided in developing
countries; (c) in many developing countries the majority of the popula-
tion work as rural farm labourers (usually in family groups) in widely
dispersed communities, so community-based rehabilitative measures that
require congregating groups of patients and that train them to adapt to urban
work conditions are both infeasible and inappropriate; (d) the Western focus
on individual responsibility and individual rights implicit in many of the
rehabilitative approaches conflicts with the collectivist values (still dominant
in most developing countries) that emphasize the interdependence of family
members and the responsibility of the society to control and supervise the
mentally ill.

Increased urbanization, the globalization of Western values, and the rapid
(often traumatic) conversion to a market economy are directly affecting
the treatment and rehabilitation of schizophrenic patients in developing
countries. For example, in China the economic reforms have been asso-
ciated with a dramatic increase in the relative cost of inpatient care,
an increasingly competitive job market that is less receptive to persons
with disabilities, decreased social welfare provision from the state, and a
decreased willingness on the part of families to provide lifelong support
to disabled family members [3]. These changes are increasing professional
and public awareness of the importance of rehabilitation for the mentally
ill (primarily in urban areas) and may increase the feasibility of some of
the Western approaches, particularly family psychoeducational approaches.
But the type of psychiatric rehabilitative services available in developing
countries is not a simple reflection of the level of economic development;
it is also influenced by the history of mental health service development,
by the imperatives driving the current provision of services, and by beliefs
about mental illnesses prevalent in the community. The theory and estab-
lished techniques of psychiatric rehabilitation will need to be extended to
accommodate sociocultural differences between Western and non-Western
countries.
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4.13
Is Schizophrenia a Chronic Illness? The Experience of Developing

Countries
R. Srinivasa Murthy1

Schizophrenia is a major public health problem in both developed and
developing countries. The wide variety of issues relating to the understanding
of disability and stigma in different countries is providing a rich arena to
understand the biological, psychological and social contributions to the
illness. Of the many differences across countries and cultures, the most
important is the issue of relatively better outcome of schizophrenia in
developing countries [1]. It has been shown consistently that chronicity is
not an essential part of the illness. For example, in the 10-year follow-up
study of schizophrenia from Madras, it was found that 16% of patients had
not suffered any relapse after the first remission, 38% had had one episode,
and 34.5% had had two to five episodes, and that the average number of
relapses in the cohort was about two. In addition, duration of illness at intake
was strongly related to the likelihood of having a poor outcome, with those
whose illness had preceded intake by 8–12 months or 19–24 months having
twice the odds of having a poor course. This increased to 16 times with those
with an illness duration of 13–18 months [2].

It is this and related observations which make it important not to consider
schizophrenia as a chronic illness. The debate about chronicity is of great
relevance to developing countries, as the currently available mental health
resources, in terms of professionals and hospital beds, do not even cover
5% of the ill population [3]. In view of this, the approach adopted has
been to integrate mental health with primary care. However, it becomes
difficult, for non-specialist professionals, to deal with an illness which is
looked at as a lifelong disorder. It is more likely that they would accept the
care and responsibility for schizophrenia if it were presented as a treatable
condition. One wonders whether we are overemphasizing that ‘‘we have no
cure’’. Would it not be more appropriate to emphasize the value of early
recognition, proper treatment and rehabilitation rather than the inevitability
of chronicity? Studies done in India have also shown that disability is a
function of treatment status. In addition, in clinical practice, even patients
who have been ill for many years with significant negative symptoms have
responded to the first-level antipsychotics, such as chlorpromazine, very
dramatically. It is in this context that psychiatrists in developing countries
could take a public health perspective, emphasizing the impact of treatment
on both short-term and long-term outcome of the disorder. This approach can
help fighting stigma, because any group with a lifelong disabling disorder

1National Institute of Mental Health, Department of Psychiatry and Neuroscience, Post Bag 2900,
Bangalore 56002-9, India
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is more likely to be stigmatized. There is need for rethinking about the
chronicity of schizophrenia from the above viewpoints.

The alternative role of care to meet the needs of people with long-standing
illness, in terms of day-care centres, half-way homes, hostels, is in the early
stages of development. Professionals recognize that these needs will be there
until universal coverage of mental health services becomes a reality. A very
important point that is becoming an issue is the breakdown of the traditional
families. Along with urbanization and modernization, both the supportive
traditional societies and community tolerance are coming under strain. A
rapidly expanding economy which can wipe out all of the values if it becomes
a reality would have a tremendous impact on the care of schizophrenia. The
developing countries also have a unique opportunity to develop welfare
programmes that are user friendly and at the same time not stigmatizing. It
has been often voiced by professionals from Europe and America that the
availability of a wide variety of social welfare measures often contributes to
the continuing ill status of individuals, and indirectly to the stigma attached
to them. There is a need for professionals to combine imaginatively the needs
of patients with all policy developments to support them.
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4.14
Prevention of Disability and Stigma: Experience from a Developing

Country

Muhammad Rashid Chaudhry1

The subject of schizophrenia has witnessed remarkable improvement in
terms of its definition, diagnosis, treatment and management over the last
100 years. Apart from pharmacological advances, innovations in psycho-
social treatments have also revolutionized the care of patients suffering
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from this illness. Cancro and Meyerson’s paper describes the historical
perspectives, especially the topics of prevention of disability and stigma, in
a very comprehensive way. The work being done in this area is excellent.

During the past few decades, new horizons have been explored in the
rehabilitation of the mentally ill. Technological innovations in the develop-
ment of new drugs, modifications of treatment measures, use of psychosocial
techniques for creating therapeutic milieux, developing vocational poten-
tials and transitional employment placements have all given new hopes and
promises and have opened up new vistas and pathways for treatment and
rehabilitation of the mentally ill.

The interest of professionals in the mental health field has also been focused
on the development of after-care facilities to assist discharged psychiatric
patients to make a safe transition from hospital to community. One such
type of facility is the halfway house. The rationale for the halfway house is
based on the logical thinking that an environment intermediate between the
hospital and the outside world would make up an important contribution
to the rehabilitation of psychiatric patients [1]. The halfway houses are
intended to provide the discharged mental patients, mostly schizophrenics,
with a temporary home, with a peer group of other former patients to
interact, socialize and share common experiences during the initial period of
adjustment to non-hospital life.

Most of these innovations have taken place in developed countries [2].
The situation in developing countries, on the other hand, is also very
promising. The spectrum of services for rehabilitation is taking a positive
and forward step in many countries. The psychiatric scene in Pakistan has
also witnessed such changes and in fact they have influenced the prac-
tice of psychiatry to a large extent. During the last 25 years, Fountain
House, Lahore, based on the clubhouse model, has attained national as well
as international recognition in the field of rehabilitation of schizophrenic
patients [3]. Its functioning has created new awareness in the management
of chronic mentally ill in this country and has also initiated a lot of collabo-
rative work with many other countries. The experience of Fountain House,
Lahore, a pioneering facility in psychiatric rehabilitation, has established
its efficacy as a therapeutic community and has given a sense of direction
to develop suitable programmes to achieve better management goals for
chronic schizophrenics in the community. The self-awareness, that comes at
Fountain House, of one’s own contribution and capabilities is the beginning
of the discovery that one is worth something and will be able to achieve
reasonably full participation in the life of the community at large. It is
intended to convey to the member (patient) that he is accepted and belongs
to an auxiliary family structure that contains many of the same qualities of
mutual concern, learning, discipline and expectation as might be found in a
healthy family.
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The experience of Fountain House, therefore, not only opens new avenues
in the field of rehabilitation in developing countries, but also strongly
recommends that all available resources should be utilized for the manage-
ment of psychiatric patients. The modifications, which were made in the
original concept of the Fountain House model and which were based on
our own needs, also demonstrate that ideas originating from one country
may have usefulness for other countries provided that they are adapted to
the prevailing sociocultural needs. The reports about the usefulness of the
agrotherapy programmes of Fountain House, which have also confirmed
their effectiveness as a measure of rehabilitation, can be considered suitable
for countries having agro-based economies [4].

It is hoped that community-based rehabilitation programmes for the
schizophrenics will initiate, grow and thrive in developing countries and
will also be fully incorporated with adaptations reflecting local conditions
and circumstances in other countries. Institutions, like religion and the
extended family system (joint family system), which are still preserved in
many developing countries, are contributing to the successful rehabilitation
of the chronic mentally ill [5].

It is true that the mental health professionals still have a long way to go
in overcoming the problems in care of the mentally ill. Although progress
in many spheres is being made in the treatment and management of chronic
illnesses like schizophrenia, more work is still needed especially in the areas
of prevention and stigma reduction. The situation in developing countries
becomes even more important as lack of resources, fewer professionals and
problems in attitudes of public towards mental illnesses still require a lot of
work and input.
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CHAPTER

5
Schizophrenia Spectrum Disorders:

A Review

Wolfgang Maier, Peter Falkai and Michael Wagner
Department of Psychiatry, University of Bonn, Germany

INTRODUCTION

Schizophrenia spectrum disorders are schizophrenia-like disorders which
are not fulfilling the diagnostic criteria for schizophrenia but which are
sharing symptoms, causes and risk factors with schizophrenia. The concept
emerges from the recognition that the clinical syndrome of schizophrenia is
too restrictive to tap the whole variation of symptoms and features induced
by causes underlying schizophrenia.

The specific criterion for schizophrenia spectrum disorders is that
they are aetiologically related to schizophrenia; particularly that they are
driven by the same familial–genetic factors. Along this line, two types of
syndromes were proposed as components of the schizophrenic spectrum:
(a) personality features and disorders — sometimes the spectrum concept is
restricted to personality traits; (b) psychotic symptoms and disorders, often
with an episodic course, which are sharing clinical features with chronic
schizophrenia without meeting the full diagnosis.

Personality Features and Personality Disorders

Soon after the familial aggregation of schizophrenia had been recognized,
odd, eccentric, deviant and peculiar personality features and other
behavioural traits not fitting into the diagnostic patterns of psychotic
or affective disorders were observed to occur among the unaffected
relatives of schizophrenics more often than expected by chance.
Similar behavioural abnormalities were also observed in subjects who
developed the full syndrome of schizophrenia subsequently [1]. In this
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context the concept of paranoid personality was introduced, and this
personality type was characterized by unwarranted mistrust of others
(suspiciousness). Simultaneously, Bleuler [2] observed milder behavioural
deviations in untreated relatives of overt schizophrenics which were
similar to schizophrenia by chronicity and by symptoms such as flat
affect, ambivalence, bizarre thinking, poor contact and poor interpersonal
relationships; positive symptoms were uncommon in this group of untreated
relatives. He called this less severe variant of overt schizophrenia ‘‘latent
schizophrenia’’ and considered the extended concept of schizophrenia as
syndromes ‘‘with varying degrees and shading on the entire scale from
pathological to normal’’. Latent schizophrenia was redetected by subsequent
clinicians (e.g. as pseudoneurotic schizophrenia by Hoch and Polatin [3]) and
included in the earlier versions of the ICD system; however, the nosological
status of this concept remained controversial.

Following Kraepelin’s observations of premorbid features of schizo-
phrenia, Kretschmer [4] postulated schizophrenia to be one extreme of
a continuum of social behaviour, with normal behaviour as the other
extreme, and schizophrenia-like personality patterns (schizoid character)
located in between; Kretschmer described schizoid character as unsociable,
timid, nervous, socially indifferent and simultaneously hypersensitive, some-
times eccentric. More severe and dysfunctional variants of this pattern were
described as ‘‘personality disorder’’ (schizoid personality disorder). Schizoid
personality became a widely accepted concept and was included — as person-
ality disorder (PD) — in the DSM-I and -II (without well-defined diagnostic
criteria).

Twin studies, particularly those by Kallmann [5], provided convincing
evidence that schizophrenia is at least partly under genetic control. This
result motivated the concept of the ‘‘schizophrenic genotype’’. Rado [6]
coined the term ‘‘schizotype’’ for the range of phenotypes hypothetically
expressed by the ‘‘schizophrenic genotype’’; he assumed ‘‘anhedonia’’ (a
reduced ability to experience pleasure and joy) to be the core phenotype.
Meehl [7] also postulated that the boundaries of the phenotype transmitted
in families are not as distinctly demarcated as expected from a clearly defined
disease entity. Meehl considered the vulnerability to schizophrenia as the
crucial phenotype which he called ‘‘schizotypy’’; he defined schizotypy as
an enduring personality condition, based on a genetically caused neurointe-
grative deficit named ‘‘schizotaxia’’. The schizotypal personality may remain
compensated, or may decompensate into schizophrenia, due to detrimental
personal or environmental circumstances. Again, anhedonia was considered
as the crucial symptom [7], but later on three other features were simultane-
ously proposed [8]: cognitive slippage (a more or less pronounced loosening
of associations); ambivalence (the co-occurrence of disparate experiences and
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feelings); and interpersonal aversiveness (a combination of social anxiety,
suspiciousness, anticipated rejection by others and low self-esteem).

Meehl’s conception that schizotaxia is the result of a single autosomal
gene with low clinical penetrance has remained controversial and is unten-
able nowadays. However, the idea of a genetically determined underlying
neurofunctional aberration (schizotaxia) common to schizotypal PD and
schizophrenia is still prevailing, and possible neurobiological indicators
which have been studied in spectrum disorder patients as well as in
schizophrenic patients and their relatives are briefly reviewed below.

The first strict empirical approach to characterize schizotypal traits in unaf-
fected relatives of schizophrenics emerged from the Danish Adoption Study
(Extended Family Study) in chronic schizophrenia using the ‘‘adopted-away’’
strategy [9]. Given the twin studies-based evidence for genetic determina-
tion of schizophrenia, the only modest, insignificant excess of schizophrenia
among biological parents of schizophrenics compared to controls came as
a surprise. However, schizophrenia-like personality features (initially called
‘‘borderline schizophrenia’’) were not only substantially more common but
occurred nearly exclusively among biological parents of schizophrenics
compared to all control groups. Combining full manifestations and border-
line cases of schizophrenia, the expected excess of affected biological relatives
in comparison to controls was obtained. The ‘‘borderline cases’’ were too
heterogeneous by psychopathological symptoms and signs to be sufficiently
characterized by the pre-existing DSM-I and DSM-II categories of schizoid
or paranoid PD. Instead, the psychopathological profile of the ‘‘border-
line cases’’ showed a striking similarity with previously proposed clinical
concepts of schizophrenia-like disorders in non-psychotic patients derived
by Bleuler (‘‘latent schizophrenia’’) and others [10]. Psychopathological anal-
ysis of these ‘‘borderline’’ conditions observed in the Danish Adoption
Study delivered a list of eight diagnostic items characterizing ‘‘borderline
schizophrenia’’ which was relabelled as ‘‘schizotypal PD’’ [11]. Schizotypal
PD was first introduced in DSM-III and defined by diagnostic criteria based
on these analyses. Thus, schizotypal PD is the first empirically derived
diagnostic category.

There was some overlap with borderline PD (characterized by affective
instability), which is aetiologically less strongly related to schizophrenia [12,
13]; this overlap was reduced in subsequent reanalyses. Although it was clear
from the preexisting literature and empirically that the negative type symp-
toms/criteria of schizotypal PD were more common in and characteristic
for the biological relatives of chronic schizophrenics, positive symptom-like
criteria were retained in the definition of schizotypal PD; these symptoms
turned out to be more common among patients with schizotypal PD in
psychiatric treatment [14]. Minor changes of the diagnostic DSM-III criteria
of schizotypal PD were undertaken in DSM-III-R [15] and DSM-IV [16], in
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order to reduce overlap with borderline PD (e.g. reference to ‘‘derealization,
depersonalization’’ was discarded, and the criterion ‘‘odd behaviour’’ was
introduced). Finally, the other leading diagnostic system (ICD) also adopted
this concept as schizotypal disorder in the tenth edition [17].

Personality disorders may be considered as an extreme of a continuum
of variation of a personality trait (dimension). Thus, ‘‘schizotype’’ as a
PD motivated explicit dimensional approaches tracing schizotypal traits
to a subclinical level [18]. A number of psychometric instruments have
been developed to assess schizotypal personality features with self-report
questionnaires, the primary tools of personality research. These scales are
purportedly designed either to measure attenuated psychotic-like experi-
ences, or to directly measure self-reported symptoms of schizotypal PD as
delineated in diagnostic manuals. Both types of questionnaires are often
used to identify in the population, for example in large groups of college
students, subjects with high scores, and to further investigate these ‘‘schizo-
typal’’ groups with regard to neurobiological similarities with schizophrenic
patients, prevalence of psychiatric disorders in relatives, and also with regard
to long-term outcome. Subjects with high scores are thought to constitute
a ‘‘psychometric high-risk’’ group, with an increased probability to later
develop psychoses. Some evidence for the predictive validity of these scales
has accrued [19, 20], in that subjects with high scores of social anhedonia or
magical ideation were found to have more psychotic relatives than subjects
with average scores, to have more psychotic symptoms and more often
develop a psychosis several years later, but there seems to be no speci-
ficity with regard to schizophrenic psychosis. When several scales are given,
factor analyses very consistently reveal at least a ‘‘positive schizotypy’’ factor
representing unusual perceptual experiences (e.g. from the Perceptual Aber-
ration/Magical Ideation Scale), and a ‘‘negative schizotypy’’ factor defined
by social withdrawal and anhedonia (for a recent review of questionnaire
measurement of schizotypy, see ref. [21]).

Psychotic Axis I Spectrum Disorders

Originally, the spectrum concept was limited to schizophrenia and related
PD [10, 11]. Recently, the concept was extended to schizophrenia-related
axis I disorders (e.g. ref. [22]). Some schizophrenia-like axis I disorders
were included as spectrum disorders as the familial co-aggregation with
schizophrenia is a consistent finding across most family and adoption studies.
Unlike the schizophrenia spectrum PD, the diagnostic and clinical character-
ization of the axis I spectrum disorders occurred mostly independent of the
genetic research on the boundaries of the phenotype transmitted in families of
schizophrenics. These diagnostic concepts were derived on clinical grounds.
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Three major candidates can be discussed as putative components of the
schizophrenic spectrum because of sharing symptoms with overt chronic
schizophrenia.

1. If schizophrenia is defined as a chronic disorder (as in DSM-III/-III-R/-
IV) the non-chronic condition (duration 2 weeks to 6 months) is called
schizophreniform disorder. By definition, a patient with schizophrenia
was a patient with schizophreniform disorder before; therefore, schizo-
phreniform disorder is automatically a component of the spectrum of
schizophrenia (‘‘good prognosis schizophrenia’’). Furthermore, most
widely used diagnostic criteria in research (e.g. Research Diagnostic
Criteria, RDC [23]), as well as the most recent edition of ICD (ICD-10), are
ignoring this difference by defining schizophrenia by a shorter minimal
duration. Empirical studies are widely in agreement with this position by
placing the schizophreniform group between the more chronic variant
of schizophrenia (episode duration > 6 months) and affective disorder,
but more closely to schizophrenia (e.g. regarding long-term course [24]).
Therefore, this review ignores the difference between schizophrenia
and schizophreniform disorder (as proposed in DSM-IV) and subsumes
schizophreniform disorder to schizophrenia.

2. Schizoaffective disorders describe schizophrenic symptoms occurring
consecutively or simultaneously with manic or depressive syndromes.
In clinical settings both syndromes occur more frequently together in the
same patients than expected by chance, challenging the validity of the
nosological dissection between affective and schizophrenic disorders.
This concept dates back to Kasanin [25] and has a controversial history
with diagnostic ambiguities as a consequence. The most widely accepted
diagnostic definitions during the last decades (e.g. RDC, DSM-III-
R/-IV, ICD-10) reveal only limited overlap, and reliability for most
definitions is relatively low. The crucial features is simultaneous
presence of both psychotic, schizophrenia-like symptoms and full
affective syndromes (depression, mania); the more schizophrenia-
like subtype (as proposed by RDC and redefined for schizoaffective
disorder in general in DSM-III-R/-IV) presents for a minimal time
period with schizophrenia-like symptoms (delusions, hallucinations)
only in absence of full-blown affective syndromes; the more affective-
like syndrome (RDC) describes the reverse relationship. Despite these
diagnostic inconsistencies, schizophrenia and schizoaffective disorders
are co-aggregating in families independent of the diagnostic system
used; strongest co-aggregation with chronic schizophrenia is observed
for schizoaffective disorders sharing a maximum of features with
schizophrenia (i.e. the schizophreniform and chronic subtype).

3. Other psychotic disorders are sometimes observed to co-aggregate with
schizophrenia in families, but less strongly than schizoaffective disorder
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or schizophrenia itself. Although there are some positive results, the
whole body of evidence is not sufficient to consider these psychotic
disorders as a component of the schizophrenic spectrum.

PHENOMENOLOGY AND DIAGNOSIS

Spectrum Personality Disorders

A broad variety of schizotypal traits, signs and symptoms character-
izing unaffected relatives of schizophrenics and the premorbid states of
schizophrenia were reported in classical clinical textbooks [1–4]. These traits,
signs and symptoms can be assessed by two different methods:

1. Using semistructured clinical interview, for example the interview used
in the Danish Adoption Study, including 17 possible schizotypal features,
or the more recently developed SIS (Structured Interview for Schizo-
typy [26]) which defines 25 possible schizotypal signs and symptoms.

2. Self-rating by questionnaire; the most widely used scales were those
developed by Chapman et al to assess physical and social anhedonia [27],
perceptual aberrations [28], and magical ideation [29]; two other ques-
tionnaires, more closely oriented towards the criteria of schizotypal PD,
are the Schizotypal Personality Questionnaire (SPQ) by Raine [30] and
the Schizotypal Personality Scale (STA) by Claridge and Broks [31].

Assessment tools available for each of these approaches differ in the under-
lying phenomenological and clinical concept, comprehensiveness of content
of symptoms and signs, and relative weight of various components of
schizotypal traits. The possible schizotypal features cover social, emotional
and cognitive functions. This most comprehensive set of schizotypal traits
included in SIS comprises: poor rapport, aloofness/coldness, guardedness,
odd behaviour, illusions, ideas of reference, magical thinking, deperson-
alization, suspiciousness, recurrent suicidal threats, inappropriate anger,
affective instability, jealousy, impulsivity, chronic boredom, general lack of
motivation, occupation functioning below expected, social isolation, social
anxiety, hypersensitivity, anxiety, cognitive slippage, odd speech, hyper-
vigilance and irritability. Not included in the SIS are two crucial features
proposed by the classical papers: ambivalence [2] and anhedonia [6, 7, 27].
Multimethod–multitrait techniques are appropriate to explore the extent of
similarity and discrepancy between the various approaches. Only one study
explores this crucial methodological issue [32]. Only moderate consistency
was observed.

The heterogeneous set of items is divided into multiple components,
as demonstrated by factor analyses performed for various assessment
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instruments: using less comprehensive sets of signs and symptoms (than
the SIS) in clinical settings, a two-factor model was proposed with a
cognitive/perceptual- and a deficit-related factor [33], three-factor models
with the factors cognitive/perceptual, paranoid and interpersonal [34], and
alternatively with a disorganization instead of a paranoid factor [35]. In a
general population sample using a self-assessment inventory, a two-factor
model with positive and negative schizotypal signs, and a three-factor model
with positive schizotypal traits, nonconformity and social schizotypal traits
were obtained [36]. Gruzelier [37] proposed a four-factor model by using
the questionnaire SPQ in the general population, with factors ‘‘activity’’,
‘‘withdrawal’’, ‘‘unreality’’ and ‘‘suspiciousness’’. As the schizotype concept
emerges from deviations in unaffected relatives of schizophrenics, factor
analyses in this population are particularly informative. Using the compre-
hensive 25 schizotypal items of the observer-rated SIS, Kendler et al [38]
extracted seven factors: negative schizotypy, positive schizotypy, border-
line symptoms, social dysfunction, avoidant symptoms, odd speech and
suspicious behaviour. Among these factors ‘‘borderline symptoms’’ are not
discriminative for relatives of schizophrenics, excluding this factor from the
schizophrenic spectrum. Taken together, although most of these factor anal-
yses were performed in a heterogeneous, broadly defined set of schizotypal
and related items, the extracted factors are not in correspondence with the
taxonomy of schizophrenia-related PD; thus, the empirical basis for sepa-
rating schizotypal, schizoid and paranoid PD on the grounds of symptom
patterns is not compelling.

Each of the three spectrum PDs is referring to overlapping subsets of
schizotypal traits.

Schizotypal PD is the most heterogeneous category, covering social,
emotional and cognitive function. Most diagnostic criteria were derived
from the most common and discriminative schizotypal items found in
relatives of schizophrenics. Most influential has been the reanalysis of the
Extended Danish Adoption Study by Spitzer et al [11], who defined the
basis for the schizotypal PD diagnosis in DSM-III. These criteria include
ideas of reference and paranoid thinking, odd beliefs and magic thinking,
unusual perceptions, odd thinking and speech, suspiciousness, constricted
affect, lack of close friends, and excessive social anxiety. Schizotypal PD is
referring to a heterogeneous set of behavioural abnormalities in biological
relatives of schizophrenics, tapping social anxiety and constricted affective
response, cognitive/perceptual distortions, suspiciousness and ideas of
reference as well as odd speech. Another reanalysis of a more comprehensive
sample derived from the same studies only partly confirmed Spitzer et al’s
results [12]. Particularly the high weight put on positive schizotypal criteria
(e.g. ideas of reference, magical thinking, illusions, depersonalization,
derealization) received critical comments [39]. On the other hand, it was
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argued that criteria for schizotypal PD in diagnostic manuals used by
clinicians have primarily to deal with patients asking for treatment; therefore,
it was argued that deviations in relatives of schizophrenics are not the only
source to extract the most appropriate criteria [14]. Indeed, in clinical samples,
transient psychosis, brief paranoid experiences, hallucinations and distinct
delusions discriminated for schizotypal PD against other PDs [40].

A confirmatory factor analysis [41] explored the coherence of criteria
defining schizotypal PD in non-psychotic outpatients. Best fit was obtained
for three factors: cognitive–perceptual, interpersonal, and oddness factor.
Raine et al [42] and Lenzenweger et al [43] also found support for a similar
three-factor solution. These results propose that schizotypal PD does not
present as an appropriate diagnostic entity in clinical settings; it might be
useful to consider the three components separately as three dimensions.
Future research might profit from this modified approach.

ICD-10 acknowledges the specific genetic relationship of schizotypal PD to
schizophrenia. In contrast to DSM-IV, the ICD-10 relabels schizotypal PD as
‘‘schizotypal disorder’’ (F21) by shifting this category from the ‘‘PD section’’
(axis II) to the ‘‘schizophrenia and related psychoses’’ section (F2; axis I). In
contrast to schizotypal PD, ICD-10 includes the other two spectrum PDs in
the ‘‘PD section’’ (F6).

Schizoid PD is more homogeneous than schizotypal PD; it is characterized
by social and environmental features as a low number of social contacts,
friends and confidants, by a lack of interpersonal enjoyment and emotional
aloofness/coldness; cognitive features are less characteristic. This charac-
terization is most similar to the description of the schizoid character by
Kretschmer [4]. Because of the similarities with residual and prodromal
phases of schizophrenia, this PD is considered as a possible schizophrenia
spectrum disease. Although ICD-10 and DSM-IV have most of the diagnostic
criteria in common, ICD-10 in addition focuses on engagement in phantasies
and introversion.

Paranoid PD is also substantially more homogeneous than schizotypal
PD, and focuses on suspiciousness, mistrustfulness, distortions in cognition
and perception, and reluctance to confide in others. Emotional factors are
less relevant for the diagnosis of paranoid PD. Paranoid PD has an own
history dating back to Kraepelin [44], who considered suspiciousness as
the leading sign; Kretschmer [4] considered hypersensitivity to criticism as
another crucial trait. Paranoid PD is considered as a possible schizophrenia
spectrum disease because its leading symptom, suspiciousness, is a schizo-
typal trait clustering in biological relatives of schizophrenics. The diagnostic
criteria in ICD-10 and DSM-IV are widely in agreement, with ICD-10 stressing
more self-relatedness and excess of self-appreciation.

All three PDs cover overlapping personality traits; however, diagnostic
criteria vary by complexity and scope between the disorders. These three PDs
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cluster together and are subsumed as bizarre and odd PDs (so-called cluster
A-PDs). A diagnosis of each PD requires the presence of a minimum number
out of a comprehensive list of criteria. Coexistence of these three PDs is not
excluded by diagnostic manuals; comorbidity between these three PDs is very
common in clinical samples (e.g. see ref. [45]): nearly half of the schizotypal
PD patients are meeting criteria for each of the other two PD; comorbidity
with schizotypal PD is particularly high for patients with schizoid PD (more
than 50% in the majority of studies) [46]. One third of cases with paranoid
PD also fulfil other cluster A-PD diagnoses [45], mainly schizotypal PD. As
an exception, there is some disagreement concerning schizoid and paranoid
PD in clinical samples: reports on large overlap [47] are contrasted by reports
on small overlap (e.g. refs [48, 49]).

A great deal of overlap between schizotypal and borderline PD was
observed in various samples by using DSM-III. After reducing similarity of
diagnostic criteria between both disorders, the overlap was reduced to 20%
[13]. Comorbidity between both diagnoses is particularly high in samples
of hospitalized patients [40]. Some authors [13] consider the overlap as
artificial and claim that it is due to the misconception of PDs as diagnostic
categories instead of dimensions. In this perspective, the observed overlap
is the consequence of the correlation of two dimensions: ‘‘borderline’’ and
‘‘schizotypal’’ personality traits. Schizoid PD, and to a less degree schizotypal
PD, occur also more often than expected by chance in comorbidity with
avoidant PD (excess social anxiety), because of overlap of diagnostic criteria.
In addition, paranoid PD overlaps considerably with passive–aggressive
PD [45].

Co-occurrence of these PDs and specific axis I disorders higher than
expected by chance can also be observed (at least in treated samples):
in samples of hospitalized patients the majority of cases with schizotypal
PD are likely to suffer an episode of schizophrenia [50]; episodes of major
depression are reported in 10–40% of the schizotypal cases [51]. Paranoid
PD is often associated with major depression and paranoid disorder [52].

Schizophrenia-like Schizoaffective Disorder

Early diagnostic approaches to schizoaffective disorders focused exclu-
sively on the simultaneous coexistence of full affective and schizophrenic
syndromes (preferentially mood-incongruent delusions and hallucinations)
excluding the diagnosis of either uncomplicated affective or schizophrenic
disorders [53]. The RDC diagnoses of schizoaffective disorder received
maximal acceptance; although more elaborated diagnostic systems are avail-
able in the meantime, the RDC diagnosis of schizophrenia/schizoaffective
disorder is still common in genetic research. Most clinical papers on subtypes



326 SCHIZOPHRENIA

of schizoaffective disorders were dedicated to the validation of the unipolar
depressive/bipolar subdivision [54, 55]; these papers do not specifically focus
on the relationship to schizophrenia and are, therefore, not discussed in this
context. The RDC were the first to shift emphasis on patterns of course,
particularly in the ‘‘mainly schizophrenic’’ subtype; this subtype requires
persistence of psychotic symptoms in absence of full affective syndromes for
2 weeks. The subdivision was particularly validated by family studies [56,
57]. In clinical samples of patients with broadly defined schizoaffective disor-
ders (RDC), about a quarter is belonging to the mainly schizophrenic subtype
in both the unipolar depressive as well as the manic subtype [58, 59].

Subsequently, DSM-III-R and DSM-IV restricted the diagnosis of schizo-
affective disorder to modified versions of the RDC schizoaffective disorder
subtype ‘‘mainly schizophrenic’’, which might be considered as a schizo-
phrenia spectrum disorder. In contrast, the diagnostic definition of
schizoaffective disorder by ICD-10 is substantially broader and covers also
the mainly affective subtype.

One of the sources of diagnostic heterogeneity of schizoaffective disorders
are differences in defining schizophrenia. The two currently most widely
accepted diagnostic manuals, ICD-10 and DSM-IV, include subjects with
schizophrenic symptoms who are simultaneously suffering from a depressive
episode into the category of schizophrenia. DSM-III-R/-IV allocates priority
to the relative duration of associated full affective syndromes (it should
be short relative to the duration of psychotic symptoms); ICD-10 allocates
priority to the time sequence of onset (psychotic syndromes should occur
earlier).

Both manuals require coexistence of core symptoms of schizophrenia
and of full episodes of affective disorders for the definition of schizoaffec-
tive disorders. According to DSM, schizophrenic symptoms have to persist
in absence of mania or depression for at least 2 weeks, whereas ICD-10
includes all variants of coexistent schizophrenic and affective syndromes (if
schizophrenic syndromes are not primary) into the schizoaffective disorder
category.

Given these discrepancies between DSM-IV and ICD-10, schizoaffective
disorders in DSM-IV might be diagnosed as schizophrenia by ICD-10 and vice
versa. Therefore, it is difficult to tease apart schizophrenia and schizophrenia-
like schizoaffective disorders in an unequivocal manner. Thus, differences
between these two disorders might be difficult to recognize.

Family studies demonstrate that the affective subtype (RDC) of schizo-
affective disorder is more closely allied with affective disorders in families
[56, 57, 60]. Thus, the ICD-10 category of schizoaffective disorder is over-
inclusive and less appropriate than the DSM-IV category to present as a
schizophrenia spectrum disorder component.
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EPIDEMIOLOGY AND COURSE

Spectrum Personality Disorders

Only a few well-designed studies report on the prevalence rate of spectrum
PDs in the general population (Table 5.1). Four of these studies report preva-
lence rates in general population control groups of family studies [61–64];
the other study only applies self-rating techniques [65]. The prevalence
rates vary considerably by setting and method. For example, the study by
Zimmerman and Coryell reported higher rates by self-assessment by PDQ
(Personality Disorders Questionnaire) compared to observer assessment by
interview (SIPD — Structured Interview for Personality Disorders). Males
are more often affected than females for all three cluster A-PDs. Overall, the
lifetime prevalence rates of schizotypal PD are comparable or even higher
than for schizophrenia; paranoid PD is more common and schizoid PD is
less common.

Paranoid and schizoid PDs were the object of a small follow-up study [49].
The long-term course of schizotypal PD was systematically investigated
in only a single follow-back study among former inpatients over one to
three decades by McGlashan [50]. The status of schizotypal PD before first
hospitalization was lower compared to other PDs and to schizophrenia in
terms of social skills, social contact and adjustment. Overall, schizotypal
PD was associated in this hospitalized sample with severe impairment and
disability; schizotypal PD showed the worst long-term course compared
to other PDs in terms of living situation at follow-up (dependent on
others, not married, no children), psychopathology, social activity and
employment during the follow-up period; in all these areas of functioning
schizotypal PD did better than schizophrenia. Schizotypal PD occurring
in comorbidity with borderline PD was surprisingly associated with a
less severe course by all mentioned outcome criteria (exception: more
alcohol abuse in the combined group). Systematic follow-up studies in
more naturalistic samples (outpatients, general population samples) are not
available.

Studies exploring the stability of odd PD diagnoses are also missing.
However, in samples of inpatients, a major subgroup, perhaps the majority,
experience at least one episode of schizophrenia [50]. Furthermore, some
studies contribute to the relationship of schizotypal personality traits and
schizophrenia in the early course of the disorder. Two possible relation-
ships can be explored: (i) schizophrenia spectrum disorders, schizotypal
traits and personality features (disorders) are precursors of schizophrenia;
(ii) schizophrenia spectrum disorders and schizotypal traits are two alterna-
tive developments and share some of their precursors and causes.
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Schizotypal Traits and Symptoms as Precursors of Schizophrenia

Evidence for a link between schizotypal traits and later development
of schizophrenia comes from: (a) follow-back studies in schizophrenia;
(b) follow-up studies in high-risk samples; and (c) birth cohort surveys in
combination with case registers.

Only a minority of these studies used PD assessment tools, but most of them
reported behavioural abnormalities preceding schizophrenia which might
reflect premorbid personality traits. Particularly recent follow-back studies
characterized later schizophrenics by depressive, negative and cognitive
traits [66]. Follow-back studies also report higher rates of suspiciousness and
unusual speech [67]. High-risk studies report poor affective control, social
solitariness, irritability, maladaptive behaviour and cognitive disturbances
to precede schizophrenia [68, 69]. Attentional deficits are the most common
preceding characteristics of schizophrenia and schizotypal PD in the New
York High-Risk Study [70], with anhedonia operating as a potentiating factor.
These reports are backed up by prospective birth cohort studies linking large-
scale assessments in children with case registers later in life: Crow et al [71]
reported anxiety, depression, aversive behaviour, social withdrawal, cogni-
tive underachievements (mainly verbal functions) and insufficient control of
motor functions.

Prospective clinical studies in patients receiving the diagnosis of schizo-
phrenia at a later stage found selected self-reported psychological deficiencies
(basic symptoms) to be characteristic; syndromes of interpersonal sensitivity,
of information processing, thought and perceptual aberrations were partic-
ularly predictive for schizophrenia [72–74]. Although these signs cannot
unambiguously be considered as personality traits, these results point at
schizotypal features as prerunners of schizophrenia. However, schizotypal
or other spectrum PDs cannot be considered as obligatory precursors. A
few follow-back studies were exploring the prevalence of PD premorbid
to schizophrenia: in 44%, normal personality features were observed [75].
Unfortunately, no prospective study exploring the transition probability
between schizotypal PD and other spectrum PDs to schizophrenia has been
published up to now.

Are schizotypal traits in the premorbid personalities specific for schizo-
phrenia or do they contribute also to the premorbid personalities of other
disorders? Foerster et al [76] compared the same postulated premorbid
features between patients with schizophrenia versus patients with affec-
tive psychosis. Poor educational achievement indicating reduced cognitive
and attentional abilities discriminated both patient groups. Overall, the
diagnostic specificity of pre-existing traits needs further study.
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Evidence for Common Precursors for Schizophrenia and
Spectrum PDs

Schizotypal personality and schizophrenia might be viewed as alternative
developments emerging from the same pattern of vulnerability [77]. In
the New York High-Risk Project [77], attentional deficit with subsequent
inability to process interpersonal information are common preceding features
of both schizophrenia and schizotypal PD; it is hypothesized that active
avoidance of others leads to symptom control (i.e. schizotypal PD), whereas
failed attempts to interact with others induces stress and provokes the
symptoms of schizophrenia. Olin et al [78] compared childhood precursors
(School Report Questionnaire) in the Copenhagen High-Risk Study between
subjects presenting with schizophrenia and those with schizotypal PD: both
groups were additionally more passive and unengaged and more socially
anxious and withdrawn compared to low-risk controls; later schizophrenics
were primarily characterized by hypersensitivity to criticism, whereas later
schizotypal PD cases were characterized by disruptive and hyperexcitable
behaviour (particularly males). In this study PDs other than schizotypal PD
revealed no significant differences from low-risk normals on these childhood-
behaviour dimensions. These conclusions are only partly in agreement with
the New York High-Risk Project.

Schizophrenia-like Schizoaffective Disorder

Given the complexity of making a diagnosis of schizoaffective disorder, and
of the schizophrenic subtype in particular, it is no surprise that the large-scale
epidemiological surveys are not reporting prevalence rates of schizoaffective
disorders. Control groups of family studies might be used as a substitute; it
is apparent from those studies that the lifetime prevalence of schizoaffective
disorder is in the range of schizophrenia (1% or less).

A substantial literature on the long-term course of schizoaffective disorders
is available [55, 79]. Overall, schizoaffective disorders are located between
schizophrenia and affective disorders by all indicators of course. Most of the
follow-up studies in schizoaffective disorder are using a broad diagnostic
concept which is preferentially subdivided by the unipolar/bipolar distinc-
tion. Unfortunately, only a minority of studies applies the schizophrenic
subtype (RDC) separately or applies the more restrictive DSM-III-R/-IV
definition.

The mainly schizophrenic subtype is characterized by a more severe course
than the affective counterpart type [58, 59]. When using a broad diagnosis
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of schizoaffective disorder, the occurrence of schizophrenic symptoms at
some stage of illness in absence of affective disorder and a family history
of schizophrenia were key predictors of a worse outcome [80]. Whereas
the occurrence of schizodepressive and schizophrenic episodes predicted
worse outcome, the alternation between depressive and manic episodes
was associated with relatively good outcome [80]. In another follow-up
study (collaborative study), the patients with a schizophrenic subtype of
schizoaffective disorder, particularly with a schizodepressive episode, had
longer times to recovery from an acute episode, were more chronic, had
more morbidity during follow-up (indicated by higher rehospitalization
rates, more frequent suicidal behaviour, more affective symptoms and
more psychosocial impairment) [58, 59]. Differences of follow-up indica-
tors between the mainly schizophrenic and mainly affective subtype of
patients with schizoaffective episodes were less pronounced. In contrast,
subtyping by chronicity delivered more pronounced differences between
subtypes in all indicators of course, with the chronic subtype demonstrating
strong similarities with schizophrenia.

Only a few investigations studied the transition probabilities between
schizoaffective disorders and schizophrenia [55] using a broad defini-
tion of schizoaffective disorders. Marneros et al [55] found that patients
receiving the diagnosis of schizoaffective disorder later on partly started
with an episode diagnosed as schizophrenia: 14% among unipolar depres-
sive, 11% among bipolar schizoaffective disorders. During the whole course,
14% of cases finally diagnosed as unipolar depressive and 34% of those
finally diagnosed as bipolar schizoaffective group experienced at least
one episode diagnosed as schizophrenia. Despite this fluctuation, nearly
90% of patients with the diagnosis of schizophrenia in the first episode
did not change the diagnosis in the long term; patients with the diag-
nosis of schizoaffective disorder (depressed type) in the first episode did
not change their diagnosis across the whole long-term course [55]. The
schizophrenic subtype was not analysed separately in this very carefully
conducted follow-back study, but even higher proportions of schizoaffective
patients with previous schizophrenic episodes can be expected in this more
severe subgroup.

As a conclusion, there is some evidence that the schizophrenia-like subtype
of broadly defined schizoaffective disorder (RDC) shares chronic course with
schizophrenia; it is also likely that these episodes alternate with schizophrenic
episodes in the same patients. The reported results support a nosological link
between schizoaffective — defined by DSM-III-R/-IV or by RDC as mainly
schizophrenic — and schizophrenic disorders and justify the inclusion into
the schizophrenia spectrum.
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FAMILIAL–GENETIC BASIS OF SPECTRUM CONCEPTS

Familiarity and Genetic Delineation of Spectrum Disorders

It is well documented that schizophrenia is familially mediated by a
strong genetic component. There is also evidence that the other suggested
spectrum disorders cluster in families if they are considered as distinct
nosological entities. Several family studies demonstrated schizotypal
PD and schizoaffective disorder (DSM-III-R/-IV) and schizoaffective
disorder — mainly schizophrenic — (RDC), respectively, to cluster in families
(Tables 5.2 and 5.3). One small family study [49] found schizoid traits to be
more common among relatives of patients with schizoid PD; clustering of
paranoid traits in paranoid PD families was less pronounced.

Very few studies explored if the familial aggregation of spectrum disorders
is due partly to genetic factors. A small twin study is available for schizotypal
PD [87], which reports an eight-fold higher monozygotic concordance rate,
proposing a genetic component. Evidence also comes from adoption studies:
a subgroup of index cases of the re-evaluated Danish Adoption Study was
classified as schizotypal PD (n = 41); a substantially higher proportion of
biological relatives of probands with this diagnosis were also classified as
schizotypal PD (see Table 5.2) than of controls [22]. Thus, it can be concluded
that schizotypal PD is partly under genetic control.

Three small twin studies including schizoaffective disorders were compiled
by McCabe [88] with a four-fold higher concordance rate for monozygotic
twins; as a limitation, this study used various older classification systems,
and subdivision by the more schizophrenic type is not possible. In the
re-evaluation of the Danish Adoption Study, a small subgroup (n = 11) of
probands were diagnosed as schizoaffective disorder (DSM-III-R); although
a substantial proportion of their biological first-degree relatives suffered
from schizophrenia (9% vs. 1% among controls), not a single biological
relative received the diagnosis of schizoaffective disorder (DSM-III-R). This
result might be due to the slim sample size. However, the genetic basis of
schizoaffective disorders becomes more evident if considered in the context
of schizophrenia.

Familial Relationship of Axis I Spectrum Disorders and
Schizophrenia

A familial relationship between schizophrenia and spectrum disorders can
be evidenced by: (a) excess risk of a spectrum disorder in families of
schizophrenics; (b) excess risk of schizophrenia in families of probands with
a spectrum disorder; and (c) synergistic, interactive effects for schizophrenia
as well as for spectrum diseases to relatives of families of a schizophrenic,
given a second relative with a spectrum disorder.
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Spectrum Disorders in Families of Schizophrenics

A series of controlled family studies of schizophrenic probands, using struc-
tured clinical interviews for assessing the relatives, tried to replicate the
Danish Adoption Study and explored the prevalence of the schizotypal PD
among relatives [61, 89–96] (Tables 5.4 and 5.5). An excess of schizotypal PD
in relatives of schizophrenics compared to controls is consistently observed
in all controlled family studies. The effects are significant in all listed family
studies with the exception of Coryell and Zimmerman [90]. Besides this
strong qualitative result, the risk ratios are broadly varying. Limitations
of sample sizes and different sensitivities of assessment instruments partly
explain the variation of relative risk. Although the schizotypal PD criteria
were mainly derived from the first subsample of the Danish Adoption
Study, the relative risk in the extended sample using DSM-III-R criteria
got attenuated with very low specificity. However, the Danish Adoption
Study proposed in addition to demonstration of familial aggregation that
this familial relationship is genetically mediated.

Paranoid and schizoid PDs were also investigated in some of the family
studies (see Table 5.4). Consistently, paranoid and schizoid PDs were more
common in relatives of schizophrenics compared to controls. On the other
hand, paranoid and schizoid personalities were not more common among
biological relatives of schizophrenics in the Danish Adoption Study, ques-
tioning a genetic relationship to schizophrenia [98]. These observations
provide only limited evidence for an inclusion of these two PDs into the
schizophrenia spectrum. Other family studies without controls from non-
psychiatric populations support these results: for example, Onstad et al [92]
found an excess of schizotypal PD and to a less degree also of paranoid PD
in relatives of schizophrenics compared to relatives of depressed probands.
Schizoid PD was equally distributed in this family study.

Although not consistently so, there is evidence for an excess of schizoaffec-
tive disorder among relatives of schizophrenics (either mainly schizophrenic
subtype by RDC or by DSM-III-R/-IV definition); in favour for the hypothesis
are the Danish Adoption Study, the high-risk studies and the majority of
family studies, but not so the family study by Coryell and Zimmerman [90]
(see Tables 5.4 and 5.5). Taking the limited sample size of the last study
compared to the combined sample size of the other studies together, a
familial link between schizoaffective disorder and schizophrenia can be
concluded; the mainly affective schizoaffective disorder (RDC) and mood-
incongruent psychotic affective disorder (DSM-III-R) are consistently less
strongly related to schizophrenia but more strongly related to affective
disorders (see Table 5.3); however (as a limitation), the two subtypes of
schizoaffective disorder are overlapping in families and not breeding true.
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TABLE 5.4 Aggregation of schizophrenia spectrum disorders (lifetime prevalence
rates) among biological family members of schizophrenics

Relatives of Controls
schizophrenics (%)

(index) (%)

Danish Adoption Study
ž Kendler et al, 1994 [22]–DSM-III

Schizophrenia 2.3 0.6
Schizoaffective disorder 1.1 0.0
Schizotypal personality disorder (PD) 4.5 3.1
All spectrum disorders 8.0 3.7

Family studies
ž Baron et al, 1985 [61]–DSM-III

Schizophrenia 5.8 0.6
Atypical psychosis 0.5 0.0
Schizotypal PD, definiteŁ 14.6 2.1
Schizoid PD, definiteŁ 1.6 0.0
Paranoid PD, definiteŁ 7.3 2.7

ž Frangos et al, 1985 [89]–DSM-III
Schizophrenia 3.3 0.6
Atypical psychosis 1.2 0.9
Schizotypal PD 0.9 0.3
Paranoid PD 1.4 0.1
Schizoid PD 2.1 0.9

ž Coryell and Zimmerman, 1988 [90]–DSM-III
Schizophrenia 1.4 0.0
Schizoaffective disorder 0.0 2.0
Schizotypal PD 2.8 2.5
Paranoid PD 1.4 0.6

ž Kendler et al, 1993 [64, 81, 82]–DSM-III-R
Schizophrenia 4.6 0.7
Schizoaffective disorder 2.3 0.7
Other psychoses 1.1 0.7
Schizotypal PDŁ 6.9 1.4
Paranoid PDŁ 1.4 0.4

ž Maier et al, 1993, 1994 [95, 97]–RDC
Schizophrenia 3.9 0.5
Schizoaffective disorder 2.2 0.7
Schizotypal PD 2.1 0.3
Schizoid PD 0.7 0.3
Paranoid PD 1.8 0.9

ŁMeasured by an interview specifically designed for schizotypal personality traits (SIS).
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TABLE 5.5 Lifetime risks for schizophrenia spectrum disorders (DSM-III-R) in chil-
dren of a schizophrenic parent (high-risk studies)

Copenhagen Study [93] New York Study [96]

High risk Low risk High risk Low risk
(%) (%) (%) (%)

Schizophrenia including
schizophreniform disorders

16.7 2.8 11.1 1.1

Schizoaffective disorder,
schizophrenic type

0.5Ł 0.0Ł 1.9 1.1

Schizoaffective disorder,
mainly affective/
psychotic affective

3.7 0.0

Other psychoses 3.6 0.9 5.6 0.0
Personality disorders

schizotypal 18.8 5.0 4.5 0.0
schizoid 0.5 0.0 6.8 1.1
paranoid 2.6 0.0 6.8 1.1

ŁAll schizoaffective disorders (including affective type).

Schizophrenia in Families of Probands with Spectrum Disorders

Evidence for aggregation of schizophrenia in families of spectrum disorder
probands is less strong. Among spectrum PDs, informative studies are only
available for schizotypal PD, but not so for paranoid and schizoid PD. All
family studies with schizotypal PD index cases have a very limited sample
size. In spite of this limitation, schizophrenia was more common among
schizotypal PD relatives than among controls, with the single exception of the
Danish Adoption Study (with only 41 relatives of schizotypal PD probands
investigated) (see Table 5.2). The relative risk for schizophrenia in schizotypal
PD families is overall lower than in families of schizophrenics. This result
support the view that schizotypal PD is a less severe variant of schizophrenia.
The increased prevalence of another spectrum disorder, schizoaffective
disorder (DSM-III-R), among the biological relatives of schizophrenics also
supports this view (see Table 5.2).

Most surprising is the relatively high prevalence of schizotypal PD in
families of schizotypal PD patients, which exceeds the prevalence rate in
relatives of schizophrenics. This is particularly the case for the Danish Adop-
tion Study. In addition, the prevalence rates for schizotypal PD in relatives
of probands in the other studies listed in Table 5.2 are higher than predicted
from family studies in patients with schizophrenia (see Tables 5.4 and 5.5).

Similarly, in families of patients with schizoaffective disorder (DSM-III-R)
or schizoaffective disorder, mainly schizophrenic (RDC), schizophrenia is
more common than among control families (see Table 5.3). The relative
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risk for schizophrenia is overall higher among relatives of probands with
schizoaffective disorder compared to relatives of probands with mood-
incongruent disorder or with psychotic affective disorder.

Synergistic Effects

Only two studies explored the combined effects, on the other relatives, of
schizophrenia in one and spectrum disorders in another relative of the same
family. Baron et al [61] found that the diagnosis of schizotypal PD in a parent
of a schizophrenic index case increases the risk for schizophrenia as well as for
schizotypal PD in the sibling of the index case (compared to families without
parental schizotypal PD) in a superadditive manner. Kendler et al [99], in
the Roscommon Family Study, also found this synergistic effect: given two
affected relatives (schizophrenia in the proband, schizotypal PD in one of the
parents), the risk for schizophrenia, for schizotypal PD and for all spectrum
disorders together increased substantially by a factor between two and five
compared to families with only a schizophrenic index case. In this particular
study, synergistic effects on other disorders (e.g. affective disorders) were
not observed. However, this diagnostic specificity of synergistic effects on
other family members is not in agreement with other studies [100].

In summary, there is currently no conclusive familial–genetic evidence on
how restrictively the spectrum of schizophrenia should be defined. The
Roscommon Family Study is proposing the broadest variant by including
all psychotic disorders (including psychotic affective disorder), schizotypal
PD and paranoid PD in the spectrum [99]. In contrast, the Danish Adoption
Study is proposing the most restrictive concept, including only schizotypal
PD and schizoaffective disorder (DSM-III-R) [22, 98]. There is consensus by
familial–genetic studies that schizotypal PD as well as schizoaffective disor-
ders (mainly schizophrenic) are related to schizophrenia. Evidence to date for
including paranoid and schizoid PDs is not convincing in a familial–genetic
perspective. Future twin and adoption studies should focus on the genetic
relationship between these two PDs and schizophrenia. Concluding evidence
also requires additional family studies starting with paranoid and schizoid
PD probands to explore the risk for schizophrenia among the relatives.

Diagnostic Specificity of the Familial Relationship to
Schizophrenia

The Relationship of Non-affective Psychotic Disorders to
Schizophrenia

Symptomatic overlap between schizophrenia/schizoaffective disorders on
the one hand, and delusional disorders on the other hand motivate the



SCHIZOPHRENIA SPECTRUM DISORDERS: A REVIEW 339

hypothesis of a familial–genetic link between these groups of disorders.
Again, a familial link between schizophrenic and delusional disorders can
be demonstrated by: (a) excess risk of delusional disorders in families of
schizophrenics; and (b) excess risk of schizophrenia in families of patients
with delusional disorders.

There is one study observing an excess risk of delusional disorders in
families of schizophrenics of the Iowa family study [101]. This result is also
supported by a previous analysis of a subsample of the Danish Adoption
Study [102], whereas a more recent analysis in the extended sample came
to the opposite conclusion [98]. A familial relationship to schizotypal PD
was also excluded [103]. However, the familial relationship to paranoid
PD is stronger. Two reports provided evidence for aggregation of para-
noid PD or paranoid personality features (e.g. suspiciousness) in relatives of
delusional patients [103, 104], proposing that schizotypal PD and paranoid
PD are related to nosologically different axis I disorders.

The majority of studies were unable to report a substantial excess of
schizophrenia among relatives of delusional disorder patients: three family
studies [103, 105, 106] found no excess of schizophrenia nor of other spectrum
disorders in families of delusional patients. Thus, there is no strong evidence
to include delusional disorders in the schizophrenic spectrum.

Other non-affective psychotic disorders seem to be more closely related to
schizophrenia than to delusional disorders [82]. However, this group seems
to be heterogeneous in clinical and familial–genetic respect [107]. Thus,
a familial–genetic link to schizophrenia can be postulated at most for a
subgroup of non-affective disorders.

The Relationship of Spectrum Disorders to other Disorders

Schizophrenia spectrum disorders do not only occur in the familial context
of schizophrenia; their risk might also be increased in families of probands
with non-spectrum diagnoses.

Schizophrenia-related PDs. One high-risk study reports an excess of this
disorder in children of affective disorder probands [108]. In another study,
an increased risk for paranoid PD disorder in relatives of patients with
unipolar depression was also reported, but the risk for schizotypal PD in
relatives of depressed probands was not substantially increased [95]. A third
family study found excess rates of schizophrenia-related PDs (schizotypal
and paranoid PDs) also among relatives of borderline PD (not comorbid for
schizotypal PD) comparable to relatives of schizophrenics by quantity; in
contrast, the prevalence of chronic schizophrenia did not differ between both
groups of relatives [109]; a more detailed analysis of this study concluded
that schizotypal PD without comorbid affective PD traits (as borderline
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PD) may more specifically describe the characteristics familially related to
schizophrenia.

Schizophrenia-related axis I disorder. Schizoaffective disorders (DSM-III-R) or
schizophrenic type-schizoaffective disorder (RDC) are slightly more common
among relatives of affective disorder probands, particularly those with
psychotic features, compared to controls (see Table 5.3). The New York High-
Risk Study reports the maximal excess of schizophrenia-like schizoaffective
disorder (RDC) among children of patients with affective disorders (6.8%
vs. 0% in controls) [110]. Some studies found psychotic affective disorders
(particularly mood-incongruent psychotic) to be related to schizoaffective
disorder (DSM-III-R/-IV): the risk for schizophrenia in relatives of probands
with psychotic affective disorder is slightly increased; the risk for psychotic
affective disorder is increased in relatives of probands with schizoaffective
disorder (DSM-III-R/-IV) (see Table 5.3). A clear exception of this constella-
tion is the family study by Baron et al [56] using the RDC system. A series
of family, high-risk and adoption studies [22, 90, 93] are not considering
psychotic affective disorder separately. Therefore, there is no consensus to
include these subtypes of affective disorder in the schizophrenia spectrum.

Schizotypal Traits with High Familial Specificity

Given that the familial relationship between schizophrenia and spectrum
disorders is less specific than ideally expected, a symptom-specific approach
might be instrumented for sharpening this relationship. This criteria-specific
strategy was up to now only applied to the various versions of the diagnostic
definitions of schizotypal personality. Those criteria are defining the strongest
familial relationship to schizophrenia which are most discriminative between
schizophrenics and controls. Oddness of behaviour as well as negative-like
features of the schizotype are most discriminative in this respect.

Examples from more Recent Studies

ž Gunderson et al [12] reanalysed the discriminative power of traits pro-
posed for schizotypal personality (including the DSM-III criteria) for the
borderline relatives in the Danish Adoption Study. Maximal discrimi-
native power was found for social isolation, poor rapport, undue social
anxiety, social dysfunction at work, odd appearance and suspiciousness,
whereas magical thinking and illusions were substantially less discrim-
inative. Psychotic-like symptoms which are included in all current and
previous definitions of schizotypal PD were less useful; these symptoms
were particularly not able to define the border between schizotypal and
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borderline PD. Furthermore, ‘‘somatization’’ was observed in the Danish
Adoption Study as a characteristic of biological relatives of schizophrenics
without being integrated in any assessment instrument.

ž Kendler et al [38] found the strongest discrimination between relatives
of schizophrenics and controls for a factor comprising odd speech and
cognitive slippage, for social dysfunction and lack of motivation, and
for the negative schizotype factor comprising poor rapport, oddness
and aloofness. Borderline features (affective instability, impulsivity and
boredom) did not differ between the two groups of relatives, and positive
schizotypy (illusions, ideas of reference, magic thinking, suspiciousness
and depersonalization) were only weak discriminators.

ž Squires-Wheeler et al [108] and Maier et al [95] explored the discriminative
power for relatives of schizophrenics versus controls in combination with
the diagnostic specificity (by comparison between relatives of probands
with depression versus controls). The first study found odd behaviour,
odd speech, inappropriate affect and recurrent illusions to distinguish
non-psychotic relatives of schizophrenics and controls. Although less
pronounced, all of these differentiating traits were also more common
in relatives of patients with affective disorders. In the second study,
odd behaviour, odd speech and affective flattening were the only DSM-
III-R criteria for schizotypal PD which were substantially more common
among relatives of schizophrenics compared to controls and to relatives of
depressed probands. Suspiciousness and undue social anxiety clustered
strongly in relatives of schizophrenics but also in relatives of depressed
probands.

ž Lyons et al [111] compared schizotypal PD in relatives of patients with
schizophrenia to the same disorder in relatives of patients with affec-
tive disorder. They found more inadequate rapport to characterize
schizophrenia related to schizotypal PD; impulsive behaviour and comor-
bidity with histrionic PD were less common in this group.

ž Thaker et al [112] administered the Chapman scales to familial schizo-
phrenia spectrum personality-disordered subjects (SSPD), who were
family members of schizophrenic patients, and to non-familial SSPD
patients without a family history for schizophrenia. The non-familial
SSPD subjects scored higher on ‘‘magical ideation’’, ‘‘perceptual
aberration’’ and ‘‘impulsive nonconformity’’ than the familial SSPD and
non-SSPD groups. ‘‘Physical anhedonia’’ was especially pronounced
in the familial SSPD group, while ‘‘social anhedonia’’ was elevated
in both groups of SSPD. Importantly, only in the non-familial group
was it possible to predict statistically a spectrum disorder diagnosis
from extreme scores in the Chapman scales. This implies that the self-
reported schizotypal experiences of subjects with spectrum disorders
according to DSM-III differ depending on whether or not they have a
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family member suffering from schizophrenia. Importantly, ‘‘positive’’
schizotypal traits, like those assessed with the Perceptual Aberration and
Magical Ideation Scales, do not seem to be elevated in familial SSPD.
This is very much in agreement with the study of Clementz et al [113],
who found only ‘‘physical anhedonia’’, but not ‘‘perceptual aberration’’,
to be elevated in a sample of 146 first-degree relatives of schizophrenic
patients. Franke et al [114] replicated this result with a smaller sample
of siblings of schizophrenic patients, and within the siblings also found
evidence for a correlation of only this ‘‘negative’’ schizotypal trait with
reduced performance on tests sensitive to frontal lobe dysfunction. Thus,
most studies agree that negative schizotypal traits run in families of
schizophrenics.

Consequently, focus on odd behaviour and negative schizotypy in
the definition of schizotypal PD would increase the specificity of the
relationship between schizophrenia and schizotypal PD. But the definition
of schizotypal PD in the widespread diagnostic manuals is a compromise
between characterization of non-psychotic relatives of schizophrenics and
characterizing patients with schizophrenia-like personality patterns asking
for treatment [14]. Thus, the currently available definition of schizotypal PD
is suboptimal in a familial–genetic perspective and might include multiple
nosologically different subgroups.

Spectrum Disorders and Traits: Less Severe Variants of
Schizophrenia

Spectrum diseases are conceptualized as less severe variants of schizophrenia,
with causes of spectrum disorders operating also as causes of schizophrenia;
the number of risk factors contributing to spectrum disorders is smaller than it
is assumed for schizophrenia. This concept can be hypothetically extended to
include subclinical signs and symptoms occurring in the absence of a lifetime
diagnosis of a psychiatric disorder more frequently among biological relatives
of schizophrenia than among controls. These subclinical psychopathological,
neuropsychological and neurophysiological features might be assumed to be
also determined by familial risk factors which also influence schizophrenia;
however, the number and weight of involved risk factors is lower.

The multiple threshold model combines contributing aetiological factors
into a hypothetical vulnerability dimension, the liability to develop schizo-
phrenia, which is graded by severity; the model assumes that all of the
disorders assigned to the spectrum are influenced by the same liability
which combines familial and genetic factors. The liability predisposing to a
specific spectrum disorder is located between two disorder-specific thresh-
olds. Beyond a hypothetical threshold schizophrenia will occur; submaximal
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values are associated with less severe variants of schizophrenia. Lower
values are not associated with any impairment induced by aetiological
factors contributing to schizophrenia. Given inconsistent evidence that para-
noid PD and atypical psychoses belong to the spectrum, these conditions are
not included in the model.

The model predicts that: (a) given the strong familial impact on the liability
dimension, the risk for schizophrenia as well as for all assumed minor
variants of schizophrenia are co-aggregating and clustering in families of
schizophrenics; (b) the strongest familial aggregation of schizophrenia and
of all of its minor variants occurs in the condition with maximal liability
(i.e. in schizophrenic probands); (c) the risk for schizophrenia as well as for
all assumed minor variants of schizophrenia is also increased in relatives of
probands with all indicated minor variants (i.e. all spectrum disorders).

Points (a) and (b) are supported by the reviewed literature for schizotypal
PD as well as for schizoaffective disorder. However, it is uncertain if (c)
is true. Particularly, schizotypal PD is more common among relatives of
patients with schizotypal PD than among relatives of schizophrenics in
the majority of studies investigating both groups of relatives. In contrast
to schizotypal PD, the patterns of familial aggregation of schizoaffective
disorders are more in concordance with this model. Therefore, this model
might be too simple. According to the majority of studies, a modification (e.g.
including only subgroups of schizotypal PD) might be more appropriate.
Furthermore, the majority of studies do not support the inclusion of paranoid
PD and delusional disorder (because evidence for (c) is missing). A possible
explanation for the discrepant results of family studies is that only subtypes
of paranoid PD and delusional disorder belong to the spectrum.

However, there is one major study which behaves differently from the
majority of comparable studies. Kendler et al [99] proposed a multiple
threshold model including — besides schizophrenia, schizoaffective disorder
and the combination of schizotypal/paranoid PD — also other non-affective
psychoses and psychotic affective disorder. Although there remain inconsis-
tencies, for example no excess of schizophrenia in families of non-affective
psychotic disorder [106], this proposed model fitted the family data emerging
from the Roscommon Study. It remains an unresolved issue why conclusions
from other very carefully conducted studies, for example the re-evaluation of
the Danish Adoption Study by the same author [22] with the maximal risk for
schizotypal PD in biological relatives of schizotypal PD probands, but not in
schizophrenic probands, are at variance with this multiple threshold model.

NEUROBIOLOGICAL CORRELATES

The inclusion of a brief overview of neurobiological findings in studies on
schizotypal PD and schizotypy is motivated by three assumptions. First,
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as pointed out above, the spectrum concept is based on phenomenolog-
ical similarities with schizophrenic psychoses and on familial aggregation
of spectrum disorders in families of schizophrenic patients. Neurobiology
is another level of description. Similar neuropsychological, neurophysio-
logical, neuromorphological and neurochemical changes in schizophrenia
and in schizophrenia spectrum disorders or in schizotypal subjects would
strengthen the case of spectrum disorders to be aetiologically and nosolog-
ically related to schizophrenia. Second, this approach might also be fruitful
regarding the question of heterogeneity within the group of spectrum disor-
ders. Finally, delineation of neurobiological changes in spectrum disorders is
important for the development and refinement of treatment strategies, which
will be discussed in the next section. Raine et al [115] provide more detailed
information about empirical findings in schizotypy and schizotypal PD.

Neuropsychology

Executive Functioning

The Wisconsin Card Sorting Test (WCST) requires executive functioning
and is widely used to assess frontal lobe integrity. Schizophrenic patients
generally are impaired in the WCST. In one study [116], interesting because
of the range of patient groups and neuropsychological measures, patients
with schizotypal PD, patients with other PD, schizophrenic patients and
normal controls were given a battery of neuropsychological tasks including
the WCST, a test of verbal fluency and Trails B (all three measures are
sensitive to frontal dysfunction). In addition, tests of more general intellectual
functioning (vocabulary and block design subtests of the Wechsler Adult
Intelligence Scale-Revised) were administered. The data revealed significant
differences between schizotypal PD patients and patients with other PDs
for the WCST and for Trails B, but not for general intellectual functioning,
which suggests that prefrontal functions are particularly impaired in patients
with schizotypal PD [116]. In a study which controlled for selection bias, by
employing personality-disordered subjects from an epidemiological study
(rather than schizotypal PD subjects identified by a schizophrenic relative),
Tien et al [117] found schizotypal personality traits to be strongly correlated
with perserverative responses on the WCST. Furthermore, Tien et al noted
differences between schizotypal, paranoid and schizoid traits with regard to
WCST performance, suggesting differences in frontal functioning within the
group of spectrum disorders. There is at least one study where schizotypal
PD patients did not differ from normal controls in the WCST [118].

Studies of the relatives of schizophrenic patients who may display schizo-
typal psychopathology suggest that these individuals often perform worse
than controls on measures of set alternation and verbal fluency as well as
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abstraction and verbal memory [119]. In a study employing frontal lobe
tasks and self-ratings of schizotypal experiences, siblings of schizophrenics
performed worse than healthy controls in the WCST, verbal fluency and Trail
Making Tests (TMT) [114]. Furthermore, the score on the Physical Anhedonia
Scale (but not the Perceptual Aberration Scale) was increased in the siblings
of schizophrenics and correlated with the impairments in WCST and TMT.
Volunteers selected by virtue of their schizotypal characteristics [120, 121]
also have been shown to perform worse than controls in the WCST.

Miller et al [122] employed the Luria-Nebraska Neuropsychological Bat-
tery (which includes tests of executive functioning like Trails B and
the Halstead Category Test) to compare the cognitive performance of
schizoaffective and schizophrenic patients. No differences emerged between
these groups.

Working Memory

Working memory, the ability to temporarily hold in mind and to operate
on information, is impaired in schizophrenic patients [123, 124] and their
relatives [125]. No studies employing schizotypal PD patients have been
published so far, but students scoring high on the Perceptual Aberra-
tion Scale, thus showing some schizotypal symptoms, were less accurate
in delayed spatial responding and also had more failures in maintaining
response set during the WCST [126].

Sustained Attention

A popular test of attentional performance is the Continuous Performance
Task (CPT), where subjects have to react when target stimuli appear in a rather
lengthy series of stimuli presented at regular intervals. CPT performance is
generally impaired in schizophrenic patients and their relatives [127, 128]
(see ref. [129] for a review). Offspring of schizophrenic patients, schizotypal
volunteers and schizotypal patients make more errors during the CPT [130].
A very informative study of Roitman et al [131] compared 30 subjects with
schizotypal PD, 35 subjects with other PD (from the non-odd cluster), 36
subjects with schizophrenia, and 20 healthy controls without psychiatric
disorder. Only schizotypal PD patients, but not patients with other PD,
performed worse than the healthy group on two identical pair versions of the
CPT, as did the schizophrenic group. In a large community sample, low CPT
performance was associated with high scores on the Perceptual Aberration
Scale and in the SPQ [132]. A similar association between CPT performance
and positive schizotypal symptoms (assessed with clinical interview) was
found in a group of first-degree relatives of schizophrenic patients [133].
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No such association between CPT performance and self-reported perceptual
aberration or physical anhedonia was found in another study with first-
degree relatives [128].

Backward Masking

Backward masking (BM) is a procedure to assess ‘‘early’’ visual perception
by masking a relevant stimulus display after a brief (e.g. 30–120 ms) interval.
The BM performance of schizophrenic patients is often found to be impaired.
A recent study of Green et al [134] found reduced BM performance in a group
of unaffected siblings of schizophrenics, as compared to healthy controls,
which shows that reduced BM performance is an enduring vulnerability indi-
cator. Patients with schizotypal PD have also been found to be impaired with
regard to BM [135]. A later study did not find BM performance differences
between schizotypal PD patients and controls [136], but did find significant
correlations of ‘‘negative’’ schizotypal PD features (like social deficit symp-
toms) with BM performance and critical stimulus duration (another measure
of sensory processing). Schizoaffective patients were found to be even more
impaired in the BM task than schizophrenic patients, while patients with a
borderline PD performed like healthy controls [137].

Declarative Memory

Declarative memory is another domain of cognitive functioning where
schizophrenic patients [138] and their first-degree relatives are often impaired
[119]. There are few data on memory functioning in schizotypy and schizo-
typal PD. Voglmaier et al [139] found schizotypal PD patients to have a
reduced performance in the California Verbal Learning Test, in addition
to being impaired on the WCST. Cannon et al [140] studied siblings of
schizophrenics with a comprehensive neuropsychological battery including
verbal memory, and found the subgroup of siblings with a schizotypal PD
to be more impaired than siblings without schizophrenia spectrum symp-
toms. A normal memory performance in schizotypal subjects identified by
high scores on the Chapman’s scales was found by La Porte et al [141].
Manschreck et al [142], in a carefully controlled study, compared context
memory in schizoaffective, schizophrenic, depressive and healthy groups.
Schizoaffective and schizophrenic patients both attained smaller improve-
ments in performance with increasing context than the other groups. Beatty
et al [143] found that schizophrenic patients did show accelerated forget-
ting on delayed recall of verbal material, which was not present in the
schizoaffective group.
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Thought Disorder and Cognitive Inhibition

Cognitive slippage is one of the characteristics of schizotypy according to
Meehl [8]. Cognitive slippage denotes a mild form of formal thought disorder,
corresponding to the loosening of associations already noted by Bleuler.
Several methods have been proposed to measure changes in associative
processes, which may underly formal thought disorder [144], but only a
few have been applied to study this aspect of schizotypal thinking. Perhaps
the method most closely reflecting the loosening of associations noted by
clinicians is the Thought Disorder Index (TDI), derived by formal analysis
of Rorschach protocols [145]. Siblings of schizophrenics show more thought
disorder, measured with the TDI, than control subjects [146]. The same is
true for subjects with high scores on the Perceptual Aberration Scale [147].
Edell [148] found an equally elevated TDI in subjects with schizotypal PD
(DSM-III criteria) and in patients with a schizophrenic disorder, as compared
to a non-psychiatric control group. Duchene et al [149] reported that students
with above average scores in the Magical Ideation (MI) Scale produced more
words with a low probability of occurrence in a verbal fluency task, while the
total number of words uttered did not depend on the MI score; the authors
interpreted this finding to indicate reduced inhibitory semantic network
functioning, which may underly creativity as well as thought disorder.
Several studies used the ‘‘negative priming’’ procedure to study semantic
activation and inhibition processes in relation to schizotypal symptoms in
non-clinical populations. Beech et al [150] found reduced negative priming in
subjects scoring high on the Schizotypal Personality Scale (STA) [31] which
reflects mostly positive schizotypal symptoms. Similar results were obtained
by Peters et al [151] and by Moritz and Mass [152]. Reduced negative priming
has also been found in schizophrenic patients [153], especially in those with
present or past positive symptoms [154], but no data are yet available for
subjects with spectrum disorders.

Neurophysiology

Smooth Pursuit Eye Movements

Dysfunction of the smooth pursuit eye movement (SPEM) system has been
consistently reported in 50–85% of chronic schizophrenic patients [155, 156]
and in relatives of schizophrenics [157]. Siever et al [158] employed a ‘‘biolog-
ical high-risk approach’’ to study the psychopathological correlates of SPEM
dysfunction in the population. Almost 300 college students were screened for
their tracking accuracy electro-oculographically. Those with the least accu-
rate tracking were restudied in the laboratory by both electro-oculographic
and infrared tracking recorders. They also participated in an extensive series
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of clinical interviews and ratings. The low-accuracy or impaired trackers
exhibited a significantly higher prevalence of DSM-III schizotypal PD and
a higher prevalence of schizotypal characteristics than the high-accuracy
trackers [158, 159]. Comparing schizophrenics, patients with schizotypal PD
and control subjects, about 50% of the first two groups but only 25% of the
controls show impaired eye tracking performance. In addition, there seems
to be a relation between eye tracking impairment and more severe enduring
symptoms across the spectrum of schizophrenic and schizophrenia-related
disorders [160]. Impaired SPEM performance in subjects with schizotypal
PD (according to DSM-III-R) was also reported by Lencz et al [161]. Impaired
tracking is associated with deficit-like symptoms, but not with psychotic-like
symptoms in schizotypal PD [162]. In another study, an additional group of
other non-schizophrenia-related PDs was included. The results demonstrated
that only patients with clinically defined schizotypal and not other non-
schizophrenia-related PDs are biologically related to schizophrenia [130]. To
understand the precise oculomotor mechanism underlying the abnormality
of SPEM in schizophrenia spectrum disorders, the traditional smooth pursuit
gain measure and the target velocity were obtained in first-degree relatives of
probands with schizophrenia and in subjects recruited from the community.
Relatives of patients with schizophrenia, particularly those with schizotypal
PD, have specific deficits in predictive pursuit based on only extraretinal
motion signals. Normal smooth pursuit gain in response to both retinal and
extraretinal motion signals is likely due to compensation based on retinal
motion information. The latter suggests normal retinal motion processing
and smooth pursuit motor output [163]. Subjects with increased scores on
either the Perceptual Aberration or the Physical Anhedonia self-report scales
also have an impaired SPEM performance [164].

Antisaccade Errors

Another consistent finding in schizophrenic patients with regard to oculo-
motor functioning is a disinhibition of reflexive saccades when the task calls
for an ‘‘antisaccade’’ to a position opposite of a stimulus [165]. Relatives
of schizophrenic patients also have an increased proportion of antisaccade
errors [165–167]. Studies including subjects with schizotypal PD have not
been published to date, but recently O’Driscoll et al [168] reported that
subjects scoring high on the Perceptual Aberration Scale made more antisac-
cade errors and also had reduced SPEM quality, as compared to controls.
Interestingly, Ross et al [169] found the disinhibition of reflexive saccades
during an antisaccade task to occur specifically in parents of schizophrenic
patients who themselves had a positive family history for chronic psychosis,
as compared to their spouses with a negative family history. Since the former
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are more likely to be carriers of susceptibility genes, this finding supports the
assumption that saccadic disinhibition is a genetically based trait. Conceptu-
ally replicating this result with another procedure, Ross et al [170] found also
a failure to suppress anticipatory saccades during SPEM in likely genetic
carriers.

Neurological ‘‘Soft Signs’’

Meehl [8] has argued that neurological ‘‘soft signs’’ (NSS) may also be
indicators for the basic neurointegrative defect common to schizophrenia
and schizotypal personality. Neurological soft signs, like dysdiadochoki-
nesis, are more frequent in schizophrenic patients than in controls with
other psychiatric disorders, although the latter groups often have also more
neurological soft signs than healthy subjects [171]. NSS are more frequent
in healthy relatives of schizophrenic patients [172], and several high-risk
studies have found neuromotor abnormalities in children of schizophrenic
patients. Barbara Fish has coined the term ‘‘pandysmaturation’’ to describe
early developmental peculiarities in these high-risk groups, and has found
pandysmaturation in childhood often to be associated with schizotypal
disorder in adulthood [173, 174]. Neuromotor precursors of schizophrenia
have also been described by Walker et al [175] using home movies of children
who later became schizophrenic.

Evoked Potentials

A reduction of the amplitude of late evoked brain potentials (ERP), as well
as a latency delay, while certainly not being pathognomonic, has often
been reported in schizophrenia patients and their relatives [176, 177]. In
the latter study, most relatives who were presumed obligate gene carriers
showed a delayed auditory P300, suggesting that some ERP abnormalities
may be genetically based. The results of high-risk studies with children of
schizophrenics are inconsistent [178, 179]. Amplitude of P300 and N200 has
also been reported to be reduced in volunteers scoring high on the Chapman
Anhedonia Scales [180]. In two studies, a delayed P300 was noted in schizo-
typal PD patients [181, 182], but the delay was also found in individuals with
borderline PD. In another study of clinically selected schizotypal patients,
the P300 amplitude was intermediate between schizophrenics and normal
controls, but, in contrast to the amplitude of P300 in schizophrenic patients
compared with that in controls, the P300 amplitude in schizotypal patients
did not significantly differ from that of adequate controls [162, 183]. Trestman
et al [184] again found schizotypal PD patients to have a P300 amplitude in
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between that of schizophrenics and healthy subjects, and not significantly
different from P300 amplitude in the latter group.

Pre-pulse Inhibition

Inhibition of the startle reflex by a weak pre-pulse (PPI) is a paradigm
to investigate sensorimotor gating in humans and animals [185]. Because
schizophrenic patients have reduced PPI, and all effective antipsychotic drugs
normalize PPI in animal models, PPI is an attractive paradigm for pharmaco-
logical research. Schizotypal PD patients, whether treated with neuroleptic
medication or not, were found to have reduced PPI [186]. However, subjects
selected for hypothetical ‘‘psychosis proneness’’ by having extreme scores
either on the Perceptual Aberration/Magical Ideation or on the Physical
Anhedonia Scales, were not found to have reduced PPI, and did not differ
from controls with regard to backward masking [187]. Subjects with high
scores on these self-report measures of schizotypy had more psychotic and
affective symptoms, but they did not have schizotypal PD. Less PPI has also
been demonstrated with the auditory P50 component of the auditory evoked
potential in biological relatives of schizophrenics [188, 189], but has not yet
been studied in spectrum disorder.

Correlations Between Neurofunctional Deficits and Schizotypal
Symptoms

While ample evidence suggests that schizotypal personality traits and neuro-
functional dysfunctions similar to those found in schizophrenic patients
are more frequent in relatives of schizophrenics, few data are available
concerning the question of whether psychopathological and neuropsycho-
logical/neurophysiological deviations correlate in these samples. This is
important with regard to the question of whether psychopathological and
neurofunctional deviations, as far as they are genetically influenced, are
expressions of the same or different genes conferring susceptibility for the
disease. A recent report from the New York High-Risk Project [190], studying
young adults with parents from different parental groups, found that nega-
tive (e.g. interpersonal) schizotypal personality traits were more frequent
in children of schizophrenic parents compared with children of affectively
disordered or healthy parents, and that these negative features correlated
with verbal working memory and P300 decrement. Interestingly, positive
(e.g. perceptual) schizotypal traits were more frequent in both groups with
parental psychiatric disorders and did not correlate with working memory
or P300 amplitude scores. This might imply that positive and negative
schizotypal personality traits may be based on different pathophysiological
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processes. A similar conclusion was reached by Siever et al [183], who stated
after a review of the literature:

The study of patients with schizotypal personality disorder suggests that a
dimension of deficit-like or ‘‘negative’’ symptoms of asociality and interper-
sonal impairment may be associated with neuropsychological and psychophys-
iological correlates of altered cortical, particularly frontal, function. On the
other hand, the psychotic-like or ‘‘positive’’ symptoms seem to be more related
to increases in dopaminergic activity that may be partially responsive to
neuroleptic treatment.

Data from the same High-Risk Project also show that the correlation between
psychopathological and neurocognitive deviations may show up over time
in longitudinal analyses. Attentional impairment, assessed in childhood, was
more frequent in children of schizophrenic parents, and was found to be
related to physical anhedonia in adolescence [191]. Attentional impairment
and physical anhedonia both were related to worse social outcome in young
adulthood [70]. Thus, attentional dysfunction may be an early indicator
of later negative schizotypal personality features, possibly because social
interactions require information-processing skills, such as detection of subtle
emotional cues regulating social exchange.

Neurotransmitters and Neuroendocrinology

Schizophrenia is a severe neuropsychiatric disorder and there is solid litera-
ture for a neurochemical basis. However, the disease is heterogeneous, and
the findings often subtle, leading to non-replicable results. In addition, there
are many confounding variables, like the treatment with neuroleptics, which
are difficult to rule out. Therefore, it is promising to research schizophrenia
spectrum disorders — especially using biochemical markers — as they show
a considerable phenomenological overlap with schizophrenia but usually are
not confounded by treatment variables.

Schizoid and Paranoid Personality Disorders

Performing a Medline literature research between 1966 and November 1998,
using the term ‘‘schizoid personality disorder’’, 455 publications were listed.
Of these, only four dealt with the topic of dopamine and related terms. One
found that dyskinesia and dyskinetic-like movements are more common
in subjects with schizophrenia spectrum personality (primarily schizotypal,
less schizoid) than in normal subjects and are related to positive symptoms.
Furthermore, a failure of normal behavioural sensitization mechanisms after
dextroamphetamine challenge was seen in subjects with schizophrenia spec-
trum personality [192]. In two further publications, only a hypothetical
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relation was drawn between schizoid PD and dopamine, while reviewing
posterior fossa lesions associated with neuropsychiatric symptoms [193] or
examining the blink rate in childhood schizophrenia spectrum disorder [194].
Dealing with schizoid PD not like a disorder but rather like a personality
trait, one study described an association between the dopamine D2 receptor
Taq A1 allele and schizoid/avoidant behaviour. Additionally, a weaker asso-
ciation between the 480-bp VNTR 10/10 allele of the dopamine transporter
(DAT1) gene and schizoid/avoidant behaviour was similarly found [195].
However, until now this finding seeks replication.

Searching the same period of time with Medline, no article was found
dealing with paranoid PD.

Schizotypal Personality Disorder

The dopamine ‘‘hypothesis’’ of schizophrenia, which in its simplest form
states that schizophrenia is associated with excessive dopaminergic function
in the central nervous system, has persisted — despite relevant criticism — as
the predominant neurochemical hypothesis of schizophrenia for three
decades [196]. Therefore, it seems feasible to examine the dopaminergic
system in schizophrenia spectrum disorders where one might hypothetically
find similar but less severe changes as described in schizophrenia.

Homovanillic acid (HVA) is a product of the dopaminergic metabolism
and often used as a peripheral indicator of dopamine function. Plasma HVA
concentrations have been found to be significantly higher in schizotypal PD
patients compared with normal controls and other PD comparison groups,
but do not seem to be related to any of the usual confounding variables
endemic to schizophrenia studies, such as neuroleptic treatment, etc. [197].
Plasma HVA concentrations are significantly positively correlated with the
psychotic-like symptoms of schizotypal PD, but not with other deficit-related
symptoms of schizotypal PD. Similarly, cerebrospinal fluid HVA concentra-
tions have been found to be elevated in schizotypal PD patients compared
with patients with other PD; they again correlate with psychotic-like schizo-
typal PD symptoms, but not deficit-like symptoms [198, 199]. In contrast, in
the relatives of schizophrenic patients with schizotypal PD who are primarily
characterized by negative or deficit-like symptoms, concentrations of plasma
HVA were in fact lower than those observed in non-schizotypal relatives of
schizophrenia patients or controls. The reductions in HVA correlated with
the degree of deficit-like symptoms and with neuropsychological measures
sensitive to frontal dysfunction [130].

Patients meeting criteria for borderline and schizotypal PDs demonstrated
a worsening of psychotic-like symptoms and anxiety after an amphetamine
infusion [200]. Patients with schizotypal PD receiving amphetamine
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demonstrated an improvement in neurocognitive performance, for example
measured as an improvement of WCST performance [201], although there
was no marked worsening of psychotic-like symptoms.

In conclusion, there is some evidence for an overactivity of the dopamin-
ergic system in patients with schizotypal PD, which is correlated with positive
symptoms. Very interesting is the preliminary result from amphetamine
challenges, demonstrating improved cognitive functioning in schizotypal
PD patients without affecting the other florid symptoms. It is interesting to
note that there is some overlap between schizotypal PD and borderline PD.

Schizophrenia-like Schizoaffective Disorder

Specific morphological, physiological, neuropsychological or biochemical
studies have rarely been undertaken in schizoaffective disorder. That lack is
probably due to diagnostic inconsistencies and disagreements over the years
and to the general assumption to characterize such issues first in the well-
defined pure mood disorders and schizophrenia. Nevertheless, a number of
biological studies of schizophrenia have included patients with schizoaffec-
tive disorder, where internal data analyses failed to distinguish them from
the larger group of schizophrenic patients under study. The exceptions are
some endocrine studies, like one where the 24-h plasma cortisol response
to dexamethasone in 19 patients with coexisting depressive and psychotic
features, and 12 non-depressed patients with only psychotic features were
examined [202]. The rate and degree of abnormal dexamethasone suppres-
sion was greatest in patients who met RDC criteria for primary depressive
disorder. Patients who met criteria for schizoaffective (mainly schizophrenic),
depressed and other psychotic disorders did not differ from each other in
their response to dexamethasone.

Neuroimaging

Neuroimaging studies have helped considerably to introduce the concept of
schizophrenia as being a brain disorder. Meta-analytical studies of structural
imaging [Computed Tomography (CT) and Magnetic Resonance Imaging
(MRI)] have established the enlargement of the ventricular system [203]
and the reduction of the hippocampal volume [204] as robust findings in
schizophrenia. No correlation with disease duration and no tendency for
progression of subcortical pathology in follow-up studies are arguments
that these morphological changes are a consequence of disturbed brain
development, rather than being based on an ongoing brain disease [205]. At
the moment, the underlying causes for these changes are widely unclear.
Therefore, in order to study the aetiopathogenetic factors, schizophrenia
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spectrum disorders are very promising, as there is a phenomenological
overlap on one hand, and, furthermore, the confounding variable of treatment
can easily be excluded.

Schizoid and Paranoid Personality Disorder

Reviewing the literature between 1966 and November 1998 in the way shown
above, no article was found specifically researching these disorders with the
means of brain imaging.

Schizotypal Personality Disorder

Initial studies of schizotypal patients from clinical populations have
suggested increases in ventricle-to-brain ratio (VBR) in schizotypal patients
compared with other PD patients and/or normal controls. Furthermore, an
increase was found in lateral VBR (particularly the left lateral VBR) in the
schizotypal patients compared with the patients with other PDs [183, 197].
In a subsequent, well-controlled CT scan study [206], the VBR was obtained
in 36 male schizotypal PD patients, in 23 males with other PDs, in 133 male
schizophrenic patients, and in 42 male normal volunteers. The mean body
of the lateral VBR was significantly greater in the schizotypal PD patients
than in the patients with other PDs. The VBR of the schizotypal PD patients
did not differ significantly from either that of the normal volunteers or
the schizophrenic patients but was intermediate between the two groups.
To investigate possible genetic determinants of ventricular enlargement in
schizophrenia, the VBRs were compared in schizophrenic patients with
their own siblings, some with �n = 69� and some without �n = 56� other
schizophrenia-related disorders (e.g. schizotypal PD), as well as with a group
of unrelated normal controls �n = 22� [207]. The VBRs were significantly
different across the groups, but the only significant pairwise group difference
was between the schizophrenics and the family member group without
schizophrenia-related disorders. In the within-sibship analyses, however,
the VBRs of those with schizotypal PD and schizophrenia were similar, and
both groups had significantly larger VBRs than their own siblings without
schizophrenia-related disorders. In addition, siblings with a negative family
history for schizophrenia-related disorders had larger VBRs than family-
history-positive siblings.

MRI gives a more detailed view of the brain including the ventricular
system. Comparing the MRI scans of patients with schizotypal PD, patients
with chronic schizophrenia and normal volunteers, schizophrenics revealed
a larger left anterior and temporal horn compared to the controls, while
schizotypal PD patients demonstrated the same abnormalities in an attenu-
ated form, lying between the two groups [208].
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However, the most elegant way to examine the influence of genetic and
environmental factors on brain morphological changes in schizophrenia is
the high-risk strategy. In a very decisive study, the offspring of schizophrenic
patients were evaluated as to whether they had neither, one or both parents
in the schizophrenia spectrum (e.g. one schizophrenic and one schizotypal)
and/or whether they had birth complications. Increases in the genetic risk
for schizophrenia, as indicated by the number of parents with schizophrenia
or schizophrenia spectrum disorders, were associated with increased VBR
values, and with particular prominence of the cortical sulci in temporal and
other cortical areas. In contrast, birth complications were more associated
with increases in ventricular size. Offspring with schizotypal diagnoses, who
had fewer perinatal complications than the chronic schizophrenic patients,
demonstrated a ventricular size that did not differ from normal, while
sulcal enlargement was common to both schizotypal and schizophrenic
offspring [209–211]. These results demonstrate that genetic susceptibility
and perinatal complications interact with each other, resulting in ventricular
and sulcal enlargement. It is interesting to note that the common neuropatho-
logical basis of schizotypy and schizophrenia is the sulcal enlargement, which
is mainly determined by genetic susceptibility, while ventricular enlargement
is more pronounced in the more severe syndrome [212]. Recent MRI studies
support the notion that children [213], siblings [214] and first-degree relatives
of schizophrenic patients [215] demonstrate volumen reductions of certain
brain regions which are in their extent comparable to patients suffering from
schizophrenia.

Beside structural imaging, there are methods like magnetic resonance spec-
troscopy (MRS) or single photon emission computed tomography (SPECT)
allowing a non-invasive measure of the biochemistry or regional blood flow
of the human brain. There is some evidence from MRS studies for fronto-
temporal changes in schizophrenia. Therefore, children with symptoms of
schizophrenia spectrum disorders and a comparison group took part in a
proton-MRS study examining the left frontal lobe [216]. The mean ratio of N-
acetylaspartatecreatine (NAA/Cre) was significantly lower in schizophrenia
spectrum subjects, suggesting that the metabolic changes associated with
adult schizophrenia are observed in children with some or all of the symp-
toms of schizophrenia. Furthermore, regional cerebral blood flow (rCBF) was
measured by SPECT in patients with schizotypal PD and normal volunteers
under the condition of the WCST and a control task. At least some schizo-
typal PD patients demonstrated abnormal patterns of prefrontal activation,
perhaps as a compensation or dysfunction in other regions.

In summary, structural brain imaging studies of schizotypal PD patients
demonstrate cortical and ventricular changes which are similar to schizoph-
renia, but in an attenuated extent. Mainly genetic factors seem to influence
the cortical atrophy, while ventricular enlargement is more prominent in
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schizophrenia and additionally influenced by environmental factors like birth
complications. First functional imaging studies describe fronto-temporal
changes similar to schizophrenia, but the findings are preliminary and the
whole field of neuroimaging is open for research.

Schizophrenia-like Schizoaffective Disorder

As already pointed out above, there are no studies in the literature specif-
ically researching schizophrenia-like schizoaffective disorder with brain
imaging. Usually, studies on schizophrenia include patients with schizoaf-
fective disorder on purpose, and the internal analysis does not reveal any
significant difference between schizophrenic and schizoaffective disorders.

TREATMENT OPTIONS

The treatment of schizophrenia rests on three columns: pharmacotherapy,
psychotherapy and sociotherapy. The pharmacotherapy of acute schizo-
phrenia is based on the use of neuroleptics, being effective mainly against
positive symptoms [217]. Therefore, one would predict that patients with
schizophrenia spectrum disorders will benefit from similar approaches.
However, most people with schizotypal PD do not seek psychiatric treatment.
Those who do seek treatment often suffer from associated symptoms, such
as depression, dysthymic disorder, anxiety or substance-related disorders.
Therefore, treatment regimens developed recently focus on subsyndromes
such as psychotic-like features.

Schizoid Personality Disorder

The role of drug therapy in this disorder has not been investigated; however,
medications may be required to treat concurrent depression or other disor-
ders, and low-dose antipsychotics may be used occasionally to diminish the
symptoms of anxiety. There are no controlled data on psychotherapeutic
interventions either. As people with schizoid PD avoid relationships, they
will only seek help if an acute stressor or the encouragement of a family
member urges them to do so. Some of them profit from psychodynamic
psychotherapy and some from psychoeducation, especially those having a
poor grasp of social conventions.

Paranoid Personality Disorder

Case reports suggest that patients sometimes benefit, especially in the
treatment of psychotic decompensation, from low doses of antipsychotic
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medication, but there are no controlled data available. There are no controlled
studies of psychotherapy in the literature. Case reports suggest that cogni-
tive therapy might be helpful. Group therapy may enable relatively healthy
patients to improve their social skills. Family therapy may be indicated where
the family dynamics are contributing to the patient’s difficulties.

Schizotypal Personality Disorder

There are no controlled data in the literature of psychotherapy, but some
controlled studies on the pharmacotherapy of schizotypal PD. The literature
concerning the treatment with neuroleptics and anxiolytics is reviewed, as
these seem to be the only effective principles in improving psychotic-like and
anxiety symptoms.

In spite of the fact that the literature on the pharmacotherapy of personality-
disordered subjects goes back at least three decades, there are only few
clear-cut results in terms of clinical outcome [218]. Overall, most agents are
non-specific in mechanism and non-specific in effect. This is due both to the
non-selective nature of the drugs and to the heterogeneity of schizotypal
PD. A review of the literature [218] suggests that symptom, or personality,
dimensions are best correlated with central biological systems and treatment
effects. One example is that serotonin re-uptake inhibitors are effective for
treating impulsive–aggressive behaviour despite the heterogeneous nature
of the personality-disordered sample. There are some general conclusions
from the literature which are summarized here.

While neuroleptics have generally been useful in treating positive schizo-
typal symptoms in personality-disordered subjects, early studies found little
efficacy for neuroleptic agents. Some years later, an open-label study of
pimozide in DSM-II PD subjects suggested that this drug was associ-
ated with good to excellent global improvement in 69% of subjects, with
the best results in subjects with paranoid or schizoid PD [219]. The first
placebo-controlled study along these lines was published in 1986, followed
by a study examining treatment response to thiothixene in a predomi-
nantly schizotypal PD outpatient population with pretreatment history of
brief psychotic disturbances, reporting a clear therapeutic effect associated
with the neuroleptic [220]. Further studies examining treatment response
to haloperidol reported moderate efficacy by measures of psychoticism,
paranoid ideation, hostility, depression and anxiety, for example ref. [221].
Studies examining atypical agents in schizotypal PD patients found, for
example that clozapine treatment ranging from 2 to 9 months resulted in
significant improvement in global functioning and in seven of eight ‘‘posi-
tive symptom’’ items and significant improvement in three of five ‘‘negative
symptom’’ items of the Brief Psychiatric Rating Scale (BPRS) [222]. Studying
amoxapine, five schizotypal PD subjects and five subjects with borderline PD
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were treated for at least 3 weeks, adding oxazepam as a sedative. Only the
schizotypal PD subjects demonstrated any benefit in global psychopathology,
in BPRS ‘‘schizophrenia-like’’ symptom score, or in the Hamilton Rating Scale
for Depression score.

Although often used, anxiolytics have not been widely studied in subjects
with schizotypal PD. Early reports suggested that they may offer some global
benefit to personality-disordered subjects [223], which has to be proven in
controlled studies.

Concerning the use of tricyclic agents, monoamine oxidase inhibitors,
lithium, anticonvulsants and selective serotonin re-uptake inhibitors (SSRIs),
there is a growing literature for the treatment of borderline PD, but not for
schizotypal PD [218].

The effect of psychotherapy on schizotypal PD has not been studied in
detail. First attempts have suggested that exploratory psychotherapeutic
approaches might have the potential effect of facilitating decompensation,
but more structured approaches like psychoeducation may be helpful [224].
Models for the psychoeducational treatment of schizophrenia, if extended
to patients with schizotypal PD, suggest that patients and their family
members should be encouraged to allow the patients to remove themselves
from stressful situations, particularly situations that may require an acti-
vation of attention and information processing that is beyond the patient’s
capacities [225].

In conclusion, there is preliminary evidence that low doses of antipsychotic
medication (1–2 mg per day of haloperidol equivalent) are effective in
at least temporarily reducing or relieving the psychotic-like symptoms of
schizotypal PD. In psychotherapy there is only clinical experience available
and, therefore, controlled studies are needed to adapt the specific methods
used in schizophrenia.

Schizophrenia-like Schizoaffective Disorder

There is a considerable overlap between the treatment regimes in schizoaf-
fective disorders and schizophrenia as well as affective disorders. In spite
of this, it is interesting to note that the evidence in the literature for the
treatment of schizoaffective disorders is weak. One important column of
treatment is the pharmacotherapy.

Acute treatment of schizomania. Antipsychotics and lithium are the psycho-
pharmacological agents most often used in the treatment of schizoaffective
mania. The efficacy of a monotherapy with neuroleptics is proven, while
for using lithium on its own clear evidence is lacking [226]. Combining both
strategies is often done in clinical practice, but the evidence for this approach
is weak based on double-blind trials [227].



SCHIZOPHRENIA SPECTRUM DISORDERS: A REVIEW 359

Acute treatment of schizodepression. There is some evidence for greater efficacy
of neuroleptics over antidepressants in the treatment of acute schizodepres-
sion, but a combination of both agents is preferred in clinical practice. The
superiority of such a combination compared with the monotherapy is not
proven, but there are some studies pointing in this direction [228].

Long-term-treatment. The efficacy of lithium to prevent a relapse is well docu-
mented for schizoaffective disorders. Lithium is more effective in cases with
prevailing affective symptoms [229], while in cases where psychotic symp-
toms prevail neuroleptics have to be added [230]. Studies demonstrating a
superiority of neuroleptics over lithium should be taken cautiously because
of the small number of cases and the short duration of treatment under
examination [231]. In the case of a lithium non-response, carbamazepine can
be used instead. The efficacy of valproate is not proven for the long-term
treatment of schizoaffective disorders.

The psychotherapeutical interventions are based on building up a relationship
of trust with the patient and helping him or her through the acute phases of
the disease. If longer interactions are possible, psychoeducation is the first-
line treatment to allow the patient to understand the basis of the disorder
and the necessity of the treatment.

In summary, there is very little consolidated knowledge about the effective
treatment of schizophrenia spectrum disorders. As a matter of fact, there is no
single well-designed placebo-controlled treatment study with an appropriate
number of patients in any of the three spectrum PDs. Instead, the similarity
of psychopathology, neurobiology and aetiology between schizotypal PD
and schizophrenia motivates similar treatment strategies. This procedure is
validated by some small studies including patients with schizotypal PD.
Using low-dose neuroleptics may be an effective way to improve or relieve
psychotic-like symptoms in this disorder. This statement is partially true for
schizophrenia-like schizoaffective disorders, where the literature is broader.
Lithium and/or antipsychotics are useful in schizomania, while the combi-
nation of antidepressants and antipsychotics is the first-line treatment in
schizodepression. Lithium is proven to be effective in long-term treatment.
In the case of non-response, carbamazepine can be substituted for lithium.
The field of treatment of schizophrenia spectrum disorders is wide open
to research.

SUMMARY
Schizophrenia shares symptoms, precursors, causes and risk factors with
other disorders. These disorders are combined in the schizophrenia spectrum.
There is consensus that besides schizophrenia and schizophreniform disorder
the following disorders belong to the spectrum: schizoaffective disorder (as
defined by DSM-III-R/-IV or the mainly schizophrenic type as defined by
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RDC), and schizotypal PD; limited evidence is available for further including
paranoid and schizoid PD. There might also be a yet unspecified subgroup of
atypical psychoses related to schizophrenia. Adoption studies demonstrate
that the familial cosegregation of these spectrum disorders is at least in part
genetically mediated; the specific nature of the involved genes is still obscure.

Consistent evidence has been compiled during nearly a century of research
that not the productive signs of schizotype but more the negative signs (such
as social and emotional behaviour and basic cognitive dysfunctions) are
pointing to a relationship with the aetiology of schizophrenia. In spite of
this knowledge, the diagnostic definitions of spectrum disorders (particularly
schizotypal PD) are much more heterogeneous and probably involve multiple
nosological entities.

Schizotypal PD subjects show neuropsychological and neurophysiological
abnormalities similar to those in schizophrenia, and these impairments seem
to be associated with negative schizotypal traits. Subjects from the population
scoring high on questionnaires designed to assess schizotypal traits also show
some of these impairments. The neuropsychological profile of schizoaffective
patients is very close to that found in schizophrenic patients.

There is some evidence for hyperdopaminergia in schizophrenia spec-
trum disorders, especially schizotypal PD, which is correlated with positive
symptoms and intermediate between schizophrenics and control subjects.
Amphetamine challenge results in improved cognitive functioning without
affecting other psychotic symptoms.

Structural brain imaging studies demonstrate sulcal and ventricular enlar-
gement in schizophrenia spectrum disorders, which is intermediate between
schizophrenia and control subjects. Preliminary evidence from functional
imaging points to a pattern of changes which is similar to schizophrenia.

There is very little consolidated knowledge about the effective treatment
of schizophrenia spectrum disorders. Using low-dose neuroleptics may be
an effective way to improve or relieve psychotic-like symptoms in schizo-
typal PD. Lithium and/or antipsychotics are useful in schizomania, while
the combination of antidepressants and antipsychotics is the first-line treat-
ment in schizodepression. Lithium is proven to be effective in long-term
treatment.

Phenomenology and Diagnosis

Consistent Evidence

Schizotypal features are clustering in subjects with elevated risk for schizo-
phrenia and prodromal to the subsequent full manifestation of schizophrenia.
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Incomplete Evidence

This evidence concerns:

ž The taxonomy of schizotypal features. (Is schizophrenia-related disorder
an appropriate diagnostic category or should it be broken down into
three dimension traits which could also cover those features of paranoid
PD and schizoid PD related to schizophrenia?);

ž The boundary of the schizophrenic concept. (Do paranoid and schizoid
PDs belong to the spectrum? Should subthreshold patterns, for example
detectable by questionnaires, also be included in the spectrum? Are
anhedonia or somatic complaints valid criteria for characterizing
biological relatives of schizophrenics? Apparently, only a subgroup of
schizoaffective/psychotic affective disorder as well as a subgroup of
other non-schizophrenic psychoses belong to the spectrum; where may a
valid delineation line be drawn?)

Areas Still Open to Research

ž Is a one-dimensional or a multidimensional concept of the spectrum
more appropriate than the combination of some diagnostic entities (as
schizotypal PD, schizoaffective disorder)?

ž What is an appropriate comprehensive genetic model of schizophrenia
and its spectrum, given that schizophrenia is a multifactorial disease with
a polygenic component? Schizotypal PD and schizoaffective disorder
might: (a) be an attenuated variant of schizophrenia sharing only part
of susceptibility genes with schizophrenia (severity model); (b) share
all susceptibility genes with schizophrenia, with protective factors
prohibiting the expression of the full syndrome; (c) be heterogeneous
conditions, with some subgroups presenting with distinct aetiologies
unrelated to schizophrenia.

Familial–Genetic Basis of Spectrum Concepts

Consistent Evidence

Schizotypal PD and a subgroup of schizoaffective disorders (preferen-
tially mainly schizophrenic type) are strongly and consistently linked to
schizophrenia by family studies; common genetic risk factors contribute
considerably to this relationship; relationship to paranoid and schizoid PD
is less strong.
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Incomplete Evidence

Paranoid and schizoid PDs are linked to schizophrenia by common genetic
factors; schizotypal PD and schizoaffective disorder among relatives are
most common in families of probands with the same diagnosis but less
common in families of schizophrenics. Which symptoms and signs are most
sensitive and specific for distinguishing relatives of schizophrenics and of
other disorders/controls?

Areas Still Open to Research

Are there subtypes of schizotypal PD or schizoaffective disorder with specific
familial–genetic aetiology unrelated to schizophrenia? Are schizophrenia,
schizoaffective disorder (DSM-III-R) and schizotypal PD and probably other
psychotic disorders located on a single latent dimension of vulnerability with
schizophrenia? If yes, what is the proper ordering?

Neuropsychology

Consistent Evidence

Most studies employing measures which are sensitive to cognitive abnormal-
ities in schizophrenic patients and in their relatives have also shown cognitive
impairments in schizotypal PD patients. Quite solid evidence exists for
frontal lobe functions requiring flexibility and working memory (e.g. WCST,
verbal fluency, spatial delayed response). Sustained attention (CPT) prob-
ably is also impaired in schizotypal PD. In general, where schizotypal PD
and schizophrenic patients have been studied together, the neuropsycho-
logical impairments of schizotypal PD patients were found to be milder in
degree but qualitatively similar to those found in schizophrenic patients.
On most cognitive functions examined, schizoaffective patients cannot be
discriminated from schizophrenic patients.

Incomplete Evidence

Some preliminary evidence suggests that spectrum disorders other than
schizotypal PD may differ from schizotypal PD with regard to neuropsycho-
logical deficits, but this awaits further systematic study. More work is needed
to corroborate the preliminary evidence of impaired declarative memory
functioning in spectrum disorders. The relationship between schizotypal
symptoms and neuropsychological measures may differ between spectrum
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disorders and psychometric high-risk subjects. In the latter group, most
findings point towards more neuropsychological impairment when positive
schizotypal symptoms are present (e.g. perceptual aberrations), while in
the former group negative schizotypal symptoms (like anhedonia) are more
often associated with neurocognitive deficits.

Areas Still Open to Research

Very few studies are available on the neuropsychological performance of
paranoid and schizoid PDs, so that the overlap with schizotypal PD cannot
be properly judged. It is important to use more comprehensive neuropsycho-
logical assessments in future studies in order to compare neuropsychological
profiles between groups of patients within the spectrum and beyond. Further-
more, family studies should include self-report measures to complement the
diagnostic interviews in order to assess schizotypal traits.

Neurophysiology

Consistent Evidence

An impaired smooth pursuit eye tracking in schizotypal PD and in relatives
of schizophrenic patients has been found repeatedly. The changes in evoked
potential amplitude or latencies do not seem to be pronounced in spectrum
disorders.

Incomplete Evidence

Reflexive errors in the antisaccade task have not yet been studied in patients
with spectrum disorders, but data from biological relatives of schizophrenics
and from subjects who report unusual perceptual experiences suggest that
this might be fruitful, especially because insufficient inhibition of saccades
may be a core deficit leading to both reduced SPEM performance and
involuntary reflexive saccades. Preliminary data also suggest that pre-pulse
inhibition of the startle response is reduced in schizotypal PD subjects.

Areas Still Open to Research

Almost no data exist with regard to spectrum disorders other than schizotypal
PD. At least for measures which have reliably revealed differences between
schizotypal PD patients and controls, this seems to be an important issue for
further research.
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Neurochemistry/Neuroendocrinology

Consistent Evidence

Studies demonstrate increased dopamine metabolism in schizotypal PD, with
values intermediate between schizophrenia and control subjects. The dexam-
ethasone suppression test is undisturbed in schizophrenia-like schizoaffec-
tive disorder, where psychotic features are more prevalent than mood
disturbances.

Areas Still Open to Research

The neurochemistry and neuroendocrinology of schizoid and paranoid PD
is completely open to research.

Brain Imaging

Consistent Evidence

Enlarged ventricular and sulcal space are present in schizotypal PD, but
sulcal enlargement prevails. The extent of enlargement is usually situated
between schizophrenics and control subjects.

Incomplete Evidence

Regional specific enlargement of the ventricular system and genetic factors
are more likely responsible for sulcal, while genetic and environmental
(birth trauma) causes are responsible for ventricular pathology. Blood flow
and biochemical profiles in vivo in schizotypal PD resemble the pattern in
schizophrenia in an attenuated form.

Areas Still Open to Research

Brain imaging in paranoid and schizoid PDs is completely open to research.

Treatment Options

Consistent Evidence

Low-dose neuroleptics (1–2 mg haloperidol equivalent) are beneficial for the
treatment of psychotic-like symptoms in schizotypal PD. In schizophrenia-
like schizoaffective disorder, lithium and/or neuroleptics are the first-line
drugs in acute (manic and psychotic symptoms) and long-term treatment.
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Antidepressants and lithium are the first-choice drugs in depressive
syndromes.

Incomplete Evidence

Should lithium or neuroleptics be given in acute schizomania? Are neurolep-
tics and/or antidepressants superior to a combination of both in acute
schizodepression? What is the efficacy of mood stabilizers other than lithium
on the long-term outcome of schizoaffective disorders?

Areas Still Open to Research

The psychotherapy of schizophrenia-spectrum PD and the pharmacotherapy
of schizoid and paranoid PD are completely open to research.
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44. Kraepelin E. (1921) Einführung in die psychiatrische Klinik, 4. Aufl. Barth, Leipzig.
45. Freiman K., Widiger T. (1989) Co-occurrence and diagnostic efficiency statistics.

Unpublished data, University of Kentucky, Lexington.
46. Kalus O., Bernstein D.P., Siever L.J. (1996) Schizoid personality disorder. In

DSM-IV Sourcebook, vol. 2 (Eds T.A. Widiger, A.J. Frances, H.A. Pincus, R. Ross,
M.B. First, W.W. Davis), pp. 675–684. American Psychiatric Association, Wash-
ington, DC.

47. Morey L.C. (1988) Personality disorders in DSM-III and DSM-III-R: conver-
gence, coverage, and internal consistency. Am. J. Psychiatry, 145: 573–577.

48. Pfohl B., Coryell W., Zimmerman M., Stangl D. (1986) DSM-III personality
disorders: diagnostic overlap and internal consistency of individual DSM-III
criteria. Compr. Psychiatry, 27: 21–34.

49. Fulton M., Winokur G. (1993) A comparative study of paranoid and schizoid
personality disorders. Am. J. Psychiatry, 150: 1363–1367.

50. McGlashan T.H. (1986) Schizotypal personality disorder, Chestnut Lodge
follow-up study, VI: long-term follow-up perspective. Arch. Gen. Psychiatry,
43: 329–334.

51. Siever L.J., Bernstein D.P., Silverman J.M. (1996) Schizotypal personality dis-
order. In DSM-IV Sourcebook, vol. 2 (Eds T.A. Widiger, A.J. Frances, H.A. Pincus,
R. Ross, M.B. First, W.W. Davis), pp. 685–702. American Psychiatric Associa-
tion, Washington, DC.

52. Bernstein D.P., Useda D., Siever L.J. (1996) Paranoid personality disorder. In
DSM-IV Sourcebook, vol. 2 (Eds T.A. Widiger, A.J. Frances, H.A. Pincus, R. Ross,
M.B. First, W.W Davis), pp. 665–674. American Psychiatric Association, Wash-
ington, DC.

53. Levitt J.J., Tsuang M.T. (1990) Atypical psychoses. In Manual of Clinical Problems
in Psychiatry (Eds S. Hyman, M. Jennike), pp. 45–52. Little Brown, Boston.

54. Marneros A., Rohde A., Deister A. (1989) Unipolar and bipolar schizoaffective
disorders: a comparative study. II. Long-term course. Eur. Arch. Psychiatry
Neurol. Sci., 239: 164–170.



368 SCHIZOPHRENIA

55. Marneros A., Deister A., Rohde A. (1991) Affektive, schizoaffektive und schizo-
phrene Psychosen. Springer, Berlin.

56. Baron M., Gruen R., Asnis L., Kane J. (1982) Schizoaffective illness, schizo-
phrenia and affective disorders: morbidity risk and genetic transmission. Acta
Psychiatr. Scand., 65: 253–262.

57. Maj M., Starace F., Pirozzi R. (1991) A family study of DSM-III-R schizoaffective
disorder, depressive type, compared with schizophrenia and psychotic and
nonpsychotic major depression. Am. J. Psychiatry, 148: 612–616.

58. Coryell W., Keller M., Lavori P., Endicott J. (1990) Affective syndromes, psy-
chotic features, and prognosis. I. Depression. Arch. Gen. Psychiatry, 47: 651–657.

59. Coryell W., Keller M., Lavori P., Endicott J. (1990) Affective syndromes, psy-
chotic features, and prognosis. II. Mania. Arch. Gen. Psychiatry, 47: 658–662.

60. Maier W., Lichtermann D., Minges J., Heun R., Hallmayer J., Benkert O. (1992)
Schizoaffective disorder and affective disorders with mood-incongruent psy-
chotic features: keep separate or combine? Evidence from a family study. Am.
J. Psychiatry, 149: 1666–1673.

61. Baron M., Gruen R., Rainer J.D., Kane J., Asnis L., Lord S. (1985) A family study
of schizophrenic and normal control probands: implications for the spectrum
concept of schizophrenia. Am. J. Psychiatry, 142: 447–455.

62. Zimmerman M., Coryell W.H. (1990) Diagnosing personality disorders in the
community. A comparison of self-report and interview measures. Arch. Gen.
Psychiatry, 47: 527–531.

63. Maier W., Lichtermann D., Klingler T., Heun R., Hallmayer J. (1992) Preva-
lences of personality disorders (DSM-III-R) in the community. J. Pers. Disord.,
6: 187–196.

64. Kendler K.S., McGuire M., Gruenberg A.M., O’Hare A., Spellman M., Walsh D.
(1993) The Roscommon family study. III. Schizophrenia-related personality
disorders in relatives. Arch. Gen. Psychiatry, 50: 781–788.

65. Reich J.H., Yates W., Nduaguba M. (1989) Prevalence of DSM-III personality
disorders in the community. Soc. Psychiatry, 24: 12–16.
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Commentaries

5.1
Extending the Schizophrenia Spectrum even Further

Gordon Claridge1

In their very detailed paper, Maier et al provide not only a comprehensive
review of literature, but also a lucid framework for describing and inves-
tigating those disorders that present, not as schizophrenia, but as some
apparent variation of it — or rather of ‘‘them’’, since it is clear that, as with
the schizophrenias themselves, we are dealing here with a group of hetero-
geneous ‘‘borderline’’ conditions. The slant of the target paper is naturally
clinical, the authors’ priority being to use schizophrenia spectrum in its
most obvious way: as a construct for linking together forms of disorder
that may differ in severity but which might be linked aetiologically. The
purpose of the present commentary is to suggest a broader view of the
schizophrenia spectrum which, hopefully, will be seen, not as an alternative
to, but as complementing, that offered by Maier et al, extending their model
in theoretically and empirically useful ways.

The best starting point for my remarks is their model of multifactorial
transmission. That summarizes a relatively uncontroversial set of conclu-
sions from the reviewed evidence about the schizophrenia spectrum as
a biological continuum of varying liability to the disorders listed. At
least that is true at the upper end of the continuum, enclosing individ-
uals whose risk for a schizophrenia-related illness varies from submaximal
to severe. More ambiguous is the status of individuals falling somewhat
outside that range, those about whose position on the continuum Maier
et al comment: ‘‘Lower values are not associated with any impairment
induced by etiological factors contributing to schizophrenia’’. The state-
ment raises some interesting questions. Does it mean that people falling
lower down in the continuum have too few of the multifactorial char-
acteristics involved for them realistically ever to be expected to pass
the threshold, even into subclinical schizophrenia? Or does it mean they
will never do so, because they do not, for example, possess the single
gene that writers like Meehl [1] believe is responsible for this spectrum

1Department of Experimental Psychology, University of Oxford, OX1 3UD, U.K.
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of disorder? And if the latter, why is there not more discontinuity in the
‘‘continuum’’?

The above ambiguity articulates a rarely aired subtext in the debate about
the schizophrenia spectrum. It concerns the dual meaning of ‘‘dimension-
ality’’ as it relates to schizophrenia. The point, presented in more detail
elsewhere [2, 3], is that it is possible to identify two (historically and
theoretically distinct) ways in which dimensionality has been construed.

One, labelled ‘‘quasi-dimensional’’ (QD), refers to continuity that exists
only within the illness domain; captured in the forme fruste notion of disease
and permitting some variation in the severity of symptom expression.
The other, termed ‘‘fully dimensional’’ (FD), is more personality centred
and regards traits like schizotypy as merely features of normal indi-
vidual difference, in the same sense as, say, anxiety: such traits are not
in themselves pathological — indeed they may even be adaptive at optimum
levels — but they can nevertheless predispose to illness under unfavourable
circumstances.

Space does not permit a detailed comparison of these two views of
dimensionality; suffice it to say that the evidence strongly supports the
broader (FD) interpretation (see refs [2] and [3]). Here I will confine myself
to a few observations about that, relevant to the target article.

One point concerns the many correlates of schizotypy. Some of these do
not have any pathological content or consequence at all and can include:
enhanced creativity (see ref. [4] for a recent review); positive spiritual
experience [5]; and the ability to indulge without harm in such unusual
psychological explorations as out-of-the-body-experiences [6]. Even where
there is psychopathology, it can fall well outside the usually recognized
boundaries of the schizophrenia spectrum and include obsessive–compul-
sive disorder [7], eating disorders [8], and dyslexia [9]. On the face of it,
such evidence appears to make the task of understanding the so-called
‘‘schizophrenia spectrum’’ even greater than Maier et al already acknowl-
edge. However, there is one consistent finding in all of the studies quoted
that may be of some significance: signs of high schizotypy in these groups
were always confined to the ‘‘positive symptom’’ (perceptual aberration,
unusual experiences) component of the trait and never included raised levels
on features like anhedonia. This agrees well with Maier et al’s conclusion
that perhaps the uniquely schizophrenic indicators of risk are the ‘‘negative
symptom’’ aspects of schizotypy.

Even so, as they imply, determining the likely outcome for schizotypal
individuals will demand precise profiling with respect to several — perhaps
many — biological and psychosocial influences on a person’s life course.
In this respect, the broadening of the schizophrenia spectrum suggested
here has one advantage. It emphasizes the possibility of beneficial, instead
of exclusively pathological, outcomes for schizotypy. This, in turn, has
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implications for prevention and the need to search as vigorously for factors
that protect from illness as for those that encourage it.
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5.2
Schizotypy: Theoretical Considerations, Latent Structure, and the

Expanded Phenotype

Mark F. Lenzenweger1

Contemporary models of the aetiology and pathogenesis of schizophrenia
[1, 2] have been informed by the accumulating literature supporting an unam-
biguous linkage between schizotypic psychopathology and schizophrenia
liability. Indeed, we [3, 4] have argued, based on a large series of empirical
investigations, that schizotypic psychopathology is best viewed as an alterna-
tive expression of schizophrenia liability. The review by Maier et al provides
a window on this exciting area of psychopathology research. Discussion of
a variety of theoretical and definitional issues may facilitate assimilation of
their review as well as point to other active areas of schizotypy research.

1Department of Psychology, Harvard University, 33 Kirkland Street, Cambridge, Massachusetts 02138,
USA
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To begin, the term ‘‘schizotype’’ was coined by Rado to represent a conden-
sation of ‘‘schizophrenic phenotype’’ [5, 6]. It is interesting to note that Rado
did not suggest schizotype as a condensation of the terms schizophrenic
and genotype as has sometimes been thought to be the case. Meehl’s
model of schizotypy [7, 8] suggested that schizophrenia is the complex
developmental result of a single major genetic factor relatively specific for
schizophrenia operating against a background of other genetically deter-
mined potentiators (e.g. anxiety, hedonic potential, social introversion)
and environmental stressors. One should note that this encompasses the
notion of a ‘‘mixed model’’ of genetic influence, which is quite viable as
a genetic model in schizophrenia, as Maier et al point out. Meehl hypothe-
sized that the single major gene (schizogene) codes for a functional central
nervous system synaptic control aberration termed hypokrisia, which results
in schizotaxia, extensive synaptic slippage throughout the brain. Through
social learning experiences, essentially all schizotaxia individuals develop
schizotypy, a personality organization that harbours the latent liability for
schizophrenia [8]. As a personality organization, schizotypy cannot be observed
directly per se, however this latent personality organization gives rise to schizo-
typic psychological and behavioural manifestations and is also reflected in
deviance on laboratory measures (e.g. eye tracking dysfunction, sustained
attention deficits). Schizotypic individuals (though not necessarily diagnos-
able as DSM-III-R schizotypic personality disorder) exhibit cognitive slippage,
interpersonal aversiveness, pan-anxiety, and mild depression. The majority
remain only schizotypic throughout the lifespan, while a subset go on to
develop diagnosable schizophrenia.

Assuming that schizotypy represents a latent liability construct and that
current schizotypy indexes are valid, a basic question about the fundamental
structure of schizotypy remains. Is it continuous (i.e. ‘‘dimensional’’) or is it
truly discontinuous (or ‘‘qualitative’’) in nature? One surely cannot reason
with confidence that schizotypy is dimensional in latent structure (i.e. a
quantitative character) based on: (a) a unimodal distribution of phenotypic
schizotypic traits; (b) the results of factor analytic studies of schizotypy; or
(c) the fact that one measured it with a dimensional scale [9]. Regarding
factor analytic results, one must always remember that factor analysis always
provides evidence that data are dimensional in nature, it cannot do otherwise.
There are no compelling data available to support the dimensionality of
schizotypy as a latent liability construct. There are data, however, available
from taxometric studies that speak to the latent structure question, and
those data strongly support a qualitative latent structure for schizotypy.
The prevalence of the latent class detected in these studies is approximately
10% [10, 11].

The schizotype can be defined and identified in one of three ways:
(a) clinically (e.g. DSM-IV; see the review by Maier et al); (b) in terms
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of deviance on reliable laboratory measures or psychometric indexes of
schizotypy; or (c) by virtue of having a first-degree biological relative
affected with schizophrenia. We [3] have presented data based on the criterial
facets of: (a) clinical phenomenology, (b) family history, (c) delimitation from
other conditions, (d) follow-up study and (e) laboratory indexes, suggesting
that the psychometrically identified schizotype can be viewed as a valid
expression of schizotypy (i.e. the latent liability for schizophrenia). The
laboratory findings associated with the psychometrically identified schizo-
type are particularly robust, including deviance on tasks of: sustained
attention, smooth pursuit eye tracking, spatial working memory, thought
disorder, antisaccade performance, executive functioning, negative priming
and personality pathology [3]. Moreover, we have argued that the pattern
of evidence supportive of the validity of psychometrically identified schizo-
types provides a compelling case for expanding the schizophrenia phenotype
in genetic analysis to include the schizotype.
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5.3
Empirical Characterization of the Schizophrenia Spectrum

Loring J. Ingraham1

Diagnosis of psychopathology is based on clinical observation and choice
of diagnostic criteria rather than on the empirical assessment of patho-
physiology. In the absence of specific pathophysiology, competent clinicians
may disagree over what constitutes a particular syndrome, which diag-
nostic criteria are relevant and whether a given case meets those criteria.
The promise of evidence-based nosology is to help further the progress
of diagnosis from the assessment of clinically observed syndromes to the
identification of categories or dimensions that reflect the operation of specific
physiological mechanisms.

Adoption studies of schizophrenia have established that the clinical obser-
vation of an increased risk for schizophrenia among the family members
of affected individuals is due to the operation of shared genes [1]. The
observation of a similar risk for schizophrenia among the biological rela-
tives of adoptees with schizophrenia and among the biological relatives
of non-adopted individuals with schizophrenia suggests the operation of
similar mechanisms responsible for illness. The demonstration of the oper-
ation of genetic factors in no way rules out the operation of environmental
contributions to the pathogenesis of schizophrenia, but indicates that such
environmental contributions are present in the families of both adopted and
non-adopted individuals with schizophrenia.

Adoption studies also offer an approach to the establishment of empirically
based criteria for defining schizophrenia. Affected biological relatives of ill
adoptees share genetic material but not specific family environments; thus
the characteristics of illness observed among affected relatives reflect the
operation of shared genes. Initial assessment of illness among the biological
relatives of affected adoptees indicated that one form of clinically observed
schizophrenia-like psychotic illness (acute schizophrenia) was not genet-
ically related to chronic schizophrenia, but a less severe variant (latent
schizophrenia) was related [2]. Confirmed by subsequent replication [1],
these results helped to establish an objective somatic basis for schizophrenia
and schizophrenia spectrum disorders.

Establishment of specific diagnostic criteria for schizophrenia spectrum
disorders was built upon the results of adoption studies [3], but initial efforts
did not rely exclusively on cases biologically related to individuals with
schizophrenia. Gunderson et al [4] focused specifically on the characteristics
of non-psychotic schizophrenia-like illness observed in the family members

1Center for Professional Psychology, George Washington University, 2300 M Street NW, Washington,
DC 20037, USA
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of affected individuals to develop more specific diagnostic criteria. Analyses
of data from the provincial sample of the Danish adoption studies [1, 5],
using different diagnostic criteria for schizophrenia spectrum disorders,
demonstrate the sensitivity of analyses to alternative diagnostic criteria. It
is important to note that the direct comparison of results of these analyses
is hampered by the inclusion of hospital record data in one determination
of diagnoses in relatives [1] and its exclusion in the other [5]. Work with
adoption designs to determine relevant criteria for schizophrenia spectrum
diagnoses is ongoing [6, 7].

Despite advances made in developing evidence-based criteria for defining
schizophrenia spectrum disorders, several aspects require clarification.

As noted by Kendler [8], schizophrenia-like syndromes observed in
patients treated by clinicians may be quite different from the schizophrenia-
like syndromes seen among some of the family members of schizophrenia
patients. In particular, it is important to determine the long-term course of
non-treatment-seeking individuals and whether less severe schizophrenia-
like syndromes should be considered as prodromal to schizophrenia.

From the earliest descriptions of a familial link between schizophrenia
and less severe schizophrenia-like syndromes, the dimensional versus cate-
gorical nature of schizophrenia has been debated. While initial results from
adoption studies did not find an excess of a diagnosis of schizoid personality
among biological relatives of schizophrenia patients, more recent reports
[7, 9] that some of the relatives of schizophrenia patients have distinctive
personality characteristics encourages further exploration of the boundaries
of the schizophrenia spectrum.

While genetic factors in psychopathology have traditionally been thought
of as liability factors with environmental contributions modifying liability,
the search for protective genetic factors in schizophrenia is supported by the
existence of protective genes in other somatic illnesses and the report of a
genetic protective factor in bipolar illness [10].
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5.4
Exploring Schizophrenia Across the Continuum

Elaine F. Walker1

The paper by Maier et al is a systematic and integrative overview of
schizophrenia spectrum disorders. A discussion of the historical antecedents
of the concept of spectrum disorders begins with the observations of Krae-
pelin and Bleuler. Writings by these historical figures illustrate how astute
clinical observation has laid the groundwork for empirical inquiry into the
boundaries of schizophrenia. Maier and his colleagues then go on to describe
research findings that address phenomenological, genetic, neurobiological
and cognitive aspects of spectrum disorders. At all of these levels of anal-
ysis, we see that individuals with spectrum disorders, especially schizotypal
personality disorder (PD), manifest characteristics similar to those observed
in diagnosed schizophrenia patients.

As described in the paper, the parallels between the brain abnormalities
found in schizophrenia and schizotypal PD are especially important. They
are consistent with a continuum of biological vulnerability. Future research
in this area will undoubtedly elucidate in greater detail the specific structural
anomalies associated with the schizotypal syndrome. There is now extensive
evidence of hippocampal volumetric reductions in schizophrenia, and it will

1Department of Psychology, Emory University, 532 North Kilgo Circle, Atlanta, GA 30322– 2470, USA
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be of theoretical relevance to determine whether the same phenomenon is
present in schizotypal PD.

It has become increasingly clear that the study of spectrum disorders has
unique potential for elucidating the aetiology of schizophrenia. As pointed
out by Maier and colleagues, one pragmatic advantage is that individuals
with schizotypal and other spectrum personality disorders have typically not
received psychopharmacologic treatment. Given the demonstrated effects of
antipsychotic medication on cognitive and motor functions, as well as brain
physiology, this obviates a significant methodologic problem. The study of
spectrum disorders also lends itself to the exploration of the developmental
origins of schizophrenia. The chapter reviews research which demonstrates
that a significant proportion of schizophrenia patients show a behavioural
syndrome similar to schizotypal PD prior to the onset of their symptoms.
Thus, for many, the schizotypal syndrome is the prodromal phase of the
clinical illness. Yet, it also appears that most individuals who meet diagnostic
criteria for schizotypal PD never develop schizophrenia. This raises obvious
questions about the factors that determine the progression of schizotypal PD.
Is the developmental course predetermined, so that postnatal events have
little impact on the trajectory? Alternatively, is there a critical developmental
period during which experiential factors play a role in potentiating the
expression of illness in vulnerable individuals?

The developmental precursors of spectrum disorders have only recently
been the subject of systematic research. We initiated a study of adolescents
with schizotypal personality disorder in 1995, and the findings to date
support the assumption that research on spectrum disorders can shed light on
the aetiology of schizophrenia. The chief objective was to determine whether
these youths manifest some of the signs of risk that have been observed in
schizophrenia patients. Of particular interest were the dysmorphic features,
specifically minor physical and dermatoglyphic abnormalities, that occur at
an elevated rate in schizophrenia. These dysmorphic signs are known to
originate in the prenatal period, and their developmental course parallels
that of the central nervous system (CNS). They are, therefore, viewed as
indirect indicators of abnormalities in fetal brain development. We have
found that schizotypal adolescents show significantly higher rates of minor
physical anomalies than adolescents with no personality disorder [1]. They
also manifest more dermatoglyphic asymmetry in finger ridge counts [1],
and a higher rate of involuntary movements [2]. These findings are consistent
with those from the neuroimaging studies, in that they suggest the presence
of CNS dysfunction. Moreover, given the well-established prenatal origin
of dysmorphic features, the results indicate that, like schizophrenia, the
vulnerability to schizotypal PD has neurodevelopmental origins. This brings
us back to the question why a presumably congenital vulnerability is not
expressed as an illness until later in life.
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Diathesis–stress models assume that environmental stressors trigger the
expression of clinical symptoms in vulnerable individuals. Drawing on
this framework, we have begun to focus on biological indicators of the stress
response in schizotypal youngsters. Two noteworthy findings have emerged.
First, schizotypal adolescents show a higher level of cortisol secretion than
controls [1]. Second, consistent with some previous reports, we find that
cortisol secretion shows a maturational increase during the pubertal period
for both disturbed and normal children. Assuming adolescence is associated
with a normative rise in activity of the hypothalamic–pituitary–adrenal axis,
the pubertal period may be a critical one for stress-induced expression of
latent vulnerabilities.

Maier and colleagues emphasize the importance of future research aimed
at delineating the boundaries of spectrum disorders. The authors note that
the paranoid and schizoid PDs are more homogeneous than schizotypal
PD; the former are essentially defined on the basis of a single symptom
dimension. Yet, paranoid and schizoid PDs have received little attention
from investigators. Comparative studies of the developmental and biological
correlates of these PDs hold great promise for enhancing our understanding
of the boundaries of vulnerability for schizophrenia.
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5.5
Schizophrenia Spectrum Disorders and the Psychotic Continuum

Victor Peralta1

The review by Maier et al integrates and consolidates the existing evidence
about the validity of the concept of schizophrenia spectrum disorders. This
concept is mainly based on two factors: the phenomenological similarity
between the disorders within the spectrum, and their common genetic risk
factors. Thus, the schizophrenia spectrum concept seems to be a robust one
in terms of phenomenology and aetiology.

1Psychiatric Unit, Virgen del Camino Hospital, Irunlarrea 4, 31008 Pamplona, Spain
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Two recent studies from our group further support the validity of the
schizophrenia spectrum concept in psychotic disorders at the phenomeno-
logical level. The first study refers to the diagnostic usefulness of first-rank
symptoms (FRS) for diagnosing schizophrenia [1]. According to DSM-IV and
ICD-10, these symptoms are among the most characteristic of schizophrenia.
The high diagnostic value ascribed to FRS is probably due to the assump-
tion that they are substantially more prevalent in schizophrenia than in
other psychotic disorders. We examined this question in the full range of
DSM-III-R functional psychotic disorders, using the Feighner criteria as the
gold standard for diagnosing schizophrenia (as they do not cast particular
diagnostic value to FRS). Results showed a similar prevalence of these symp-
toms in schizophrenia and in non-schizophrenic psychotic disorders. It was
concluded that FRS are not useful in differentiating schizophrenia from other
psychotic disorders.

The other study concerns the factor structure of symptoms of psychoses
[2]. We reported that the well-known three-factor structure of schizophrenic
symptoms (comprising the factors of psychosis, disorganization and nega-
tive) was also present in groups of patients with (a) schizophreniform,
(b) schizoaffective and mood disorders, and (c) delusional, brief reactive,
and atypical psychoses. These data clearly indicate a continuity in the
internal structure of symptoms that cut across different types of psychoses,
and they suggest some common pathological mechanism for individual
dimensions which is unrelated to diagnostic categories. Furthermore, data
from factor-analytic studies of scales measuring schizotypia indicate that
schizotypal traits segregate in at least three factors roughly corresponding
to the psychosis, disorganization and negative factors of the psychotic
disorders. Based on this structural and phenomenological similarity, it has
been suggested that schizotypal dimensions represent vulnerability states,
which when exacerbated give rise to the clinical dimensions of psychotic
disorders [3].

The review by Maier et al and our own data support Crow’s [4] contention
that there are not disease entities but continua of variation. This concept has
been referred to as the psychotic continuum hypothesis. The schizophrenia
spectrum concept and the continuity hypothesis seem to represent different
perspectives of the same phenomenon. In turn, the two concepts seem to
be also related to the old notion of ‘‘unitary psychosis’’. Although a single
definition for these three concepts does not exist, they are compatible with
either a quantitative variation along various dimensions of psychopathology
or with clinical syndromes representing different stages in the longitudinal
course of the illness.

No experienced clinician in the field of psychosis would deny that the
boundaries among psychotic disorders set by the current nosological systems
are artificial and arbitrary. Acknowledging that there are ‘‘pure cases’’ best
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represented by the extreme psychopathological states (i.e. core schizophrenia
and non-psychotic affective disorders), it is also true that schizophrenia may
present with manic and depressive syndromes and a relatively good outcome,
and that affective syndromes may convey mood-incongruent psychotic
features and poor outcome. However, with different degree of severity
and/or prevalence, virtually every individual symptom or cluster of symp-
toms may be present in each type of psychosis. In addition, syndromal
polymorphism appears to be the rule rather than the exception, particularly
when the long-term course is considered, and syndromal stability seems to
be limited only to cases lying at the end of the spectrum.

The current splitting of psychotic disorders into various subforms has
been uncritically accepted and has become deeply influential in clinical prac-
tice, education and research. It has led us to believe that we are dealing
with clear and discrete disorders, and as a consequence, the various types
of psychoses are viewed as if they were separate nosological entities. This
prevalent view is neither enough supported by empirical data nor by clinical
practice, but how can we deal with the continuum of variation of psychoses?
With regard to schizophrenia, and until more data on its differentiation from
other psychoses are available, a wise research approach would be to use
competing definitions of the disorder and to make them the focus of research
(the polydiagnostic approach). On the other hand, evidence has accumulated
supporting the notion that research strategy should be based on clinical
dimensions rather than on diagnosis. Dimensions of psychopathology can
be used as an alternative to the categorical diagnosis, since they seem to
have clinical and neurobiological reality irrespective of diagnostic categories
(the multidimensional approach). Dimensional and categorical approaches,
however, are not antagonistic but complementary. Where more empirical
work needs to be done is in the comparative testing of the dimensional versus
categorical model of psychotic disorders, since the relationship between
dimensions and diagnoses is at the heart of the matter. Both approaches have
their advantages and drawbacks, therefore combining the two strategies into
a polydiagnostic–multidimensional research paradigm [5] seems to be a
promising method for systematizing clinical and aetiopathogenic informa-
tion on psychotic disorders in general and schizophrenia in particular. It
remains for future studies to search for the specific circumstances in which
one approach is preferred over the other.
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5.6
Dimensions of Schizotypy in Symptomatic, Neurocognitive and

Psychophysiological Indicators

Keith H. Nuechterlein, Kenneth L. Subotnik and Robert F. Asarnow1

As Maier et al indicate in their review, increasing evidence suggests that
proneness to schizophrenia at the clinical symptomatic level may involve
several dimensions with limited or no intercorrelation, rather than a single
coherent diagnostic entity as is implied in the concept of schizotypal person-
ality disorder. Furthermore, several dimensions, rather than one dimension,
of neurocognitive and psychophysiological dysfunction are likely to detect
factors associated with genetic vulnerability to schizophrenia. We agree
that the delineation of the dimensions of schizotypy will be greatly aided
by additional research examining biological relatives of individuals with
schizophrenia, and believe that it is particularly helpful at this point
to combine symptomatic indicators with indicators at the neurocognitive
and/or psychophysiological level, so that the phenotypes relevant to genetic
susceptibility to schizophrenia can be better characterized.

At the symptomatic level, recent factor analytic evidence from biological
relatives of schizophrenia patients in our Family Members Study at the
University of California, Los Angeles (UCLA) indicates that symptoms of
schizotypal personality disorder are distributed across four or five inde-
pendent factors when considered in the context of symptoms from five
DSM-III-R personality disorders [1]. This adds to prior evidence suggesting
that the symptoms currently included in schizotypal personality disorder
probably do not represent a single underlying dimension.

A related issue is whether the neurocognitive and psychophysiological
anomalies found among biological relatives of schizophrenia patients are
best viewed as underlying factors that characterize a diagnostic entity such
as schizotypal personality disorder or whether at least some may be abnor-
malities that are broader than the symptom clusters that define schizophrenia

1Department of Psychiatry and Biobehavioral Sciences, University of California, Los Angeles, USA



SCHIZOPHRENIA SPECTRUM DISORDERS: COMMENTARIES 391

spectrum disorders. Neurocognitive and psychophysiological abnormalities
that can be detected among biological relatives of schizophrenia patients who
do not manifest even schizotypal personality disorder or other symptomati-
cally defined schizophrenia spectrum disorders may particularly extend the
relevant phenotype for genetic transmission studies. Earlier evidence from
studies of children born to schizophrenic parents suggested that attentional
deficits and certain other cognitive performance deficits are detectable even
before schizophrenia or schizophrenia spectrum disorders would typically
have their onset. More recently, evidence from adult siblings of schizophrenia
patients indicates that some neurocognitive abnormalities, such as excessive
visual backward masking effects [2], are present even in those adult siblings
who would not be characterized as having any schizophrenia spectrum
disorder on symptomatic grounds. Combined with evidence of psychophys-
iological anomalies such as certain antisaccade task errors in likely genetic
carriers for schizophrenia [3], the promise of neurocognitive and psychophys-
iological indicators for meaningful extension of the phenotype(s) relevant to
genetic susceptibility to schizophrenia remains clear.

Another issue addressed by Maier et al is the association of neurocognitive
and psychophysiological abnormalities with particular dimensions of schizo-
typal symptoms. To the extent that schizotypal personality disorder involves
more than one symptom dimension, one might expect that each dimension
would have characteristic neurocognitive and psychophysiological determi-
nants. We agree that the evidence for such specific associations is mixed
at this point. It remains possible that the associations within psychometric
high-risk subjects can be differentiated into those involving the positive
schizotypy and negative schizotypy components when specific neurocogni-
tive and psychophysiological abnormalities are considered. In earlier work
with individuals drawn from temporary employment agencies who had no
history of treatment for psychiatric disorder, we found that impairments on
a measure of vigilance level (a Degraded-Stimulus Continuous Performance
Test) and on a measure of early perceptual encoding (the forced-choice
Span of Apprehension Task) were both significantly associated with higher
schizophrenia scale scores on the Minnesota Multiphasic Personality Inven-
tory (MMPI) [4]. However, low vigilance level was significantly associated
with higher scores on the Chapman’s Physical Anhedonia scale, whereas low
early perceptual encoding was significantly associated with higher Percep-
tual Aberration and Magical Ideation scale scores, suggesting that some
differentiation of the schizotypal correlates is present. Similarly, using a
startle eyeblink modulation paradigm, Schell et al [5] have shown that both
high Physical Anhedonia and high Perceptual Aberration/Magical Ideation
college students show deficient attentional modulation of startle eyeblink,
similar to that observed in schizophrenia patients, but anhedonic individuals
show delayed development of the attentional modulation rather than the
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full absence of modulation characteristic of schizophrenia patients and of the
individuals high on perceptual aberration and/or magical ideation.

An alternative role for overall severity of neurocognitive deficits in schizo-
typy is that it may reflect genetic susceptibility factors but relate more strongly
to severity of functional impairment than to either positive or negative
schizotypal symptom dimensions. Within individuals with schizophrenia,
increasing evidence suggests that severity of neurocognitive deficits is more
closely tied to functional outcome than to either positive or negative symp-
toms [6, 7]. Thus, further research on the potential roles of neurocognitive and
psychophysiological abnormalities in relationship to schizotypal symptom
dimensions is clearly indicated.
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5.7
The Role of Syndromes and Neurophysiology in Conceptualizing the

Schizophrenia Spectrum and Predisposing Influences

John Gruzelier1

Maier et al provide a helpful overview of the poorly integrated field of
research on the schizophrenia spectrum disorders. Grist to the mill is
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provided for the need to develop an integrative syndromal perspective
of the spectrum by the sheer diversity of their conclusions. To wit, factor
analytic studies do not correspond to the taxonomy which separates schizo-
typal, schizoid and paranoid personality disorders; these conditions cover
overlapping personality traits. Follow-back studies report the full gamut of
symptoms in the pre-schizophrenic, including negative symptoms, cognitive
symptoms such as unusual speech, suspiciousness, perceptual aberrations,
etc, as well as depression. There is a familial link between schizophrenia and
delusional disorders, a clear nosological link between schizoaffective and
schizophrenic disorders, and when a comprehensive range of symptoms is
included the spectrum is found to encompass all psychotic disorders. Eccen-
tricity, odd speech, cognitive slippage and negative features are not only the
best discriminators of a familial relation with schizophrenia but also of a
relation with affective disorders. There are within the spectrum differences
in frontal executive impairments. Negative rather than positive symptoms
more commonly characterize the relatives of chronic schizophrenic patients.
Similarly, smooth pursuit eye movements are associated with more chronic
enduring symptoms in schizophrenia and with deficit and not psychotic
symptoms in schizotypy. Dopamine on the other hand is associated with
florid symptoms of schizophrenia.

This brief commentary concerns a syndromal perspective of the spec-
trum together with the neurophysiological underpinnings, and due to
brevity focuses mainly on only two syndromes characterized by activity
and withdrawal [1, 2]. Converging evidence began by comparing in unmedi-
cated schizophrenic patients whose clinical evaluation encompassed the full
range of specific and non-specific symptoms, left > right versus right > left
psychophysiological functional asymmetries. These delineated active and
withdrawn syndromes, concepts central to schizophrenia in the 1960s. These
were independent of nuclear symptoms forming an unreality syndrome.
Subsequently similar syndromes were found in factor analyses of schizotypy
personality dimensions along with neuropsychophysiological correlates.
Active and withdrawn descriptors were consistent with social interaction
(left) versus social withdrawal (right) theories of hemispheric specializa-
tion. An accumulation of evidence implicated as underlying mechanisms
interhemispheric arousal systems, but especially lateral biases in the thala-
mocortical non-specific projection system [1].

Abnormalities at very early, subcortical stages of processing have been
implicated in schizophrenia, schizotypal patients, their relatives, children
at genetic risk for schizophrenia, and have been found in association
with schizotypal personality traits. Two, often opposite, excitatory and
inhibitory ‘‘profiles’’ have been found which can be loosely associated
with positive/acute (active and unreality) versus negative/chronic (with-
drawn) distinctions [2]. Some relations have been demonstrated with active
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and withdrawn syndromes. Evidence of opposite profiles has encompassed
putative magnocellular versus parvocellular tasks, P50 suppression, slow/
fast frequency resting EEG patterns, reduced N100, and delayed elec-
trodermal habituation. In view of the dominance of cortical re-entrant
pathways over thalamic cortical relay pathways, subcortical dysfunction
in schizophrenia could theoretically be secondary to cortical impairment,
particularly of the frontal lobe which is the more strongly innervated by the
thalamic systems. But reviewed evidence [2] indicates that early processing
deficits and thalamic involvement in schizophrenia may occur in the absence
of deficits in higher processing, and secondly that the regional distribution of
thalamic involvement occurs throughout the cortex involving the thalamic
systems as a whole and not simply their anterior projections [1]. On the other
hand, cortical dysfunction will to some extent mirror individual differences
in biases within subcortical–cortical interactions. In this regard relations
were reviewed between the low level deficits and between deficiencies in
later/higher levels of processing, including the P200 and P300 evoked poten-
tial components, auditory signal detection, distractibility on the continuous
performance test, lateralized inattention, figure-ground object recognition
tests, a thought disorder index, and a range of frontal tests including the
Wisconsin Card Sort [2].

The fact that functional asymmetries in schizophrenia reverse with success-
ful antipsychotic treatment, and that these syndrome-related reversals could
occur in either direction, has provided a clue to neurochemical mechanisms
[1]. Neuroleptic-induced reversals in turning tendencies, which represent
coordinated activity of attentional, motor and reinforcement systems, had in
animals been utilized as a test of neuroleptic efficacy. Importantly, in both
animals and schizophrenic patients, the effects of neuroleptics (assumed
to be dopaminergic) can be seen to be bidirectional, reciprocal, and in
animals were dependent on endogenous asymmetries while in patients they
were dependent on syndrome. In the rat, drug-induced interhemispheric
reciprocity relied on nigrostriatal dopaminergic input to the basal ganglia,
which was mediated by the intralaminar nuclei of the non-specific thalamic
system.

Developmental influences on subcortex are clear. Abnormal perceptions
are characteristic of the preschizophrenic state, the prodrome and the early
stages of schizophrenia, and visual symptoms are forerunners of first-rank
symptoms. In schizophrenia there are reports of an absence of gliosis, cell
loss and reduced volume of the mediodorsal nucleus of the thalamus,
implying a failure of a normal developmental regressive event. Abnormal-
ities in startle response pre-pulse inhibition found in schizophrenia and
in association with the active schizotypy dimension follow the regressive
event of puberty in animals in whom there were developmental lesions of
the hippocampus. Extremes of pubertal timing have been shown to relate
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to active, withdrawn and unreality schizotypy syndromes along with EEG
connectivity differences consistent with extremes of dendritic pruning in
active and withdrawn schizotypy. In animals the direction of the endoge-
nous turning preference was found dependent on genes, hormones, and
early experience including stressors. Trevarthen [3] has shown in chil-
dren that there are asymmetries in gesture and emotion which precede the
development of language and visuoconstructive skills, and has posited that
the approach/withdrawal balance in social encounters arises from early
neurochemical asymmetries in the brainstem. Accordingly, in schizophrenia
we propose that the active/withdrawn syndrome-related functional asym-
metries represent modifiable lateral biases in non-specific thalamocortical
activation which may be determined in part by developmental traits forming
part of the vulnerability to psychosis [1–2].
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5.8
Irremediable Flaws in the Schizophrenia Spectrum Concept

C. Robert Cloninger1

The spectrum concept of schizophrenia is historically a modification of the
categorical concept of schizophrenia, adding cases that are considered to be
milder forms or variable expressions of susceptibility to the core entity. It
was developed in the Danish adoption studies of schizophrenia and gave rise
to our current concept of schizotypal personality disorder. Consequently the
crucial test is whether the putative spectrum disorder is found in excess in the
relatives of schizophrenics compared to the relatives of non-schizophrenics.
However, for a heritable disorder like schizophrenia, clinical conditions
that are predictive of later onset of schizophrenia are also assumed to be
spectrum conditions. These criteria are mutually consistent for a heritable
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disorder like schizophrenia because the correlations between syndromes in
different biological relatives are expected to be the same as those within an
individual, allowing for attenuation by incomplete heritability. Thus much
can be learned about a putative set of spectrum conditions by attention to the
correlations that are known to exist between syndromes within individuals
in any population [1].

Both the categorical and spectrum concepts of schizophrenia assume that
there is a discontinuity defining the boundary between the schizophrenia-
related disorders and other disorders. Remarkably, there is little evidence
for such discontinuity. The only evidence for a boundary is partial, such that
there remains substantial overlap with other non-schizophrenic syndromes
within individuals and within families [2]. The boundaries even of the core
entity of schizophrenia have been revised between DSM-IIIR and DSM-IV,
with greater emphasis on negative symptoms more recently. Current DSM-
IV criteria allow the diagnosis of definite schizophrenia in individuals who
have neither hallucinations nor delusions.

Furthermore, the review of the schizophrenia spectrum by Maier et al
provides thorough documentation for fundamental problems with the whole
concept. In particular, cases of schizoaffective disorder have an excess of
affective disorder not seen in the relatives of schizophrenics, and schizotypal
personality disorder is more prevalent in the relatives of probands with
the same diagnosis than in the relatives of schizophrenics. These are strong
indications of heterogeneity and incomplete overlap in liability among puta-
tive spectrum conditions. The nosological problem is further underscored
by the overlap among conditions that are supposed to be in the spectrum
with disorders that are supposed not to be in the spectrum (mood disorders,
non-odd personality disorders, and somatization).

I have examined methods for the diagnosis of personality disorders in
detail in order to understand the strengths and weaknesses of our current
categorical system of classification [3, 4]. My work using multiple quantitative
dimensions of temperament and character to assess personality disorders has
been widely translated and tested throughout the world [5]. Initially I took
the view that schizotypy belonged with schizophrenia, as in ICD-10, and that
criteria for other disorders would not be relevant or overlap with schizotypal
personality disorder. However, empirically it turned out that schizotypal
personality disorder can be reliably diagnosed as one configuration of the
same seven dimensions that define all other personality disorders [6, 7].
The concept of personality disorders being organized as a hierarchical,
branching set of clusters and categories is invalidated by the extensive
overlap among clusters and among categories [6]. In other words, individuals
with a diagnosis in one personality cluster often have another diagnosis in
another cluster, or they may satisfy criteria for multiple categories within
one cluster. What is now clear is that there is a set of quantitative dimensions
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that occur in all possible combinations, giving rise to a wide variety of
syndromes, none of which is discrete. There is also predictable variation over
time in the underlying configurations, which are predictable developmental
events explained by non-linear dynamics [8, 9]. Thus, many intermediate
and mixed forms are observed in longitudinal studies of the schizophrenia
spectrum, as described in the review of Maier et al. Consequently categorical
and spectrum concepts must be recognized as fuzzy approximations to the
observed clinical variability, and have the disadvantage of misleading people
into thinking categorically instead of quantitatively.

Recent work has suggested that these meta-stable configurations of
multiple personality dimensions are systematically related to vulnerability
to schizophrenic and affective psychoses [10]. This should not be surprising
since Kraepelin originally identified personality variants as the basic rudi-
ments that are stable and essential for the development of a psychotic
disorder [11].

The use of biological markers to define a spectrum condition is the
persistent hope of biological psychiatry, but it must be admitted that no
biological marker for schizophrenia or any other categorical diagnosis in
psychiatry has sufficient sensitivity and specificity to be of use as a diagnostic
laboratory test. If something is not useful to diagnose the core, it is dubious
that it can be used reliably to define a broader, more heterogeneous spectrum.
This is not to say that there are not genetic factors or related neurobiological
variables in schizophrenia. Rather it means that the categorical and spectrum
concepts themselves may be inadequate to understand and characterize the
phenotypic and aetiological covariation.

Overall our present categorical system of classification may be convenient
for labelling in treatment and epidemiological work, but we should not make
the error of thinking that the conceptual categories correspond to discrete
entities that exist in nature. Both the core categories, and their extension
into still more heterogeneous spectra, have severe limitations for rigorous
descriptive and aetiological research. Modifications of the categorical system
to a broader spectrum do not correct the fundamental flaws in the criterion
core. Continued tinkering with the item-sets and efforts to define subtypes
simply obscure or ignore the undeniable fact that the entire spectrum is
made up of partly overlapping, heterogeneous syndromes. The observable
phenotypic variation can be more aptly characterized in terms of quantitative
variation in multiple dimensions that relate equally well to everyone in the
general population, not only to relatives of schizophrenics. Tinkering with the
item-sets, as in the shifts between various editions of DSM and ICD, is about
as useful as moving around the chairs on the top deck of an ocean liner which
is sinking because of a gaping hole in its bow. The addition of hundreds of
new categories has not reduced the number of cases regarded as atypical or
not otherwise specified, but has increased the redundancy or overlap among
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categorical labels. There is no evidence of any discrete boundary between
individuals within the putative schizophrenia spectrum and those outside it.
Consequently the spectrum concept itself is irremediably flawed.
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5.9
Do Not Dismiss the Single Major Locus Hypothesis So Quickly

Philip S. Holzman, Deborah L. Levy and Steven Matthysse1

When Kraepelin included in a single diagnostic category Morel’s Démence
Précoce, Kahlbaum’s Katatonie and Hecker’s Hebephrenie [1], he began an
almost unending process of redefining the disease we now call schizophrenia.

1Harvard Medical School, Psychology Research Laboratory, McLean Hospital, 115 Mill Street, Belmont,
MA 02178, USA
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As Maier et al’s review makes clear, the process of redrawing the boundaries
of the category schizophrenia continued with Bleuler’s [2] efforts to widen
Kraepelin’s unifying concept, and it continues with contemporary empirical
efforts that include epidemiological surveys, family and genetic studies.
Whatever else schizophrenia may be, it surely presents itself as more than
the typical psychotic behaviours that careful naturalistic observers and
compilers like Kraepelin described.

One great puzzle of schizophrenia is to describe its essential features and
their interrelationships so that its aetiology and causal pattern become clear.
Schizophrenia, however, like all natural categories, has fuzzy boundaries.
Although the members of the category vary in their typicality, they are bound
together by a family resemblance. There are no attributes that are true of all
members of the category, yet there are attributes that are true of some. Some
schizophrenic people, therefore, will escape detection, while others will leap
to our awareness as prototypical. The task set by Maier et al’s paper is to
discover the defining characteristics of schizophrenia. But schizophrenia is
an arbitrary classification of behaviours that will turn out to be useful if it
corresponds to a distinctive biological process. Only then, will we be certain
of what it is that schizophrenia comprises.

As Maier et al indicate, there is overwhelming evidence that schizophrenia
runs in families, although its phenotypic clinical manifestations vary even
within families. And it shows no simple Mendelian pattern in its inter-
and intra-generational appearance. But its protean presentations put a strain
on the application of most models of genetic transmission, particularly if
one confines the definition of schizophrenia to schizophrenic psychosis.
That is one reason that the spectrum concept has heuristic value. Yet, a
Mendelian mode of inheritance does not fit the distribution of affected cases
well even when one also includes the various associated clinical pheno-
types described in Maier et al’s review. The model these authors adopt is,
therefore, not an unreasonable one. They accept the idea that there exists
a predisposing ‘‘vulnerability’’ like Meehl’s [3] schizotaxia — Meehl now
dubs it hypokrisia [4] — that is present in all people with a schizophrenia
spectrum disorder, or a ‘‘neurobiological indicator’’ that appears in these
disorders. Inasmuch as there is a greater familial prevalence of schizotypal
traits (as well as other spectrum traits like paranoid and schizoid charac-
teristics) than of schizophrenia alone, the authors also assume that these
traits are necessary antecedent conditions for all schizophrenias. Indeed,
they propose that neuropsychological and neurophysiological abnormalities
studied in schizophrenia, as well as the spectrum conditions, are all necessary
preconditions for schizophrenia.

But the empirical data do not fit easily into this model. Here is the
problem. There are some schizophrenic patients with no premorbid evidence
of schizotypic traits who have non-psychotic relatives with such traits [5].
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Indeed, M. Bleuler [5] found 30% of his schizophrenic probands to be without
any premorbid pathological traits, and an additional 28% of his probands had
schizoid characteristics within normal limits. A similar pattern is apparent in
the distribution of co-familial psychophysiological and neuropsychological
phenotypes. For example some schizophrenic patients with normal smooth
pursuit eye movements (about 20% to 40% have normal pursuit move-
ments) have relatives with abnormal smooth pursuit eye movements even
when those relatives are neither schizophrenic nor schizotypic [6]. A similar
pattern emerges in the ‘‘P50 inhibition failure’’ studied by Freedman’s group
[7]. If schizotypic personality disorders (or traits) or smooth pursuit eye
movement abnormalities (or other non-clinical phenotypes) are necessary
preconditions for schizophrenia, why do not all schizophrenic patients have
them? And, if schizophrenia produces these traits, why do the clinically well
relatives have them?

These data suggest a different model for both the relation of these
phenotypes to each other and for their genetic transmission. The data
suggest a genetic latent trait model. This model, which we proposed
several years ago, still seems tenable. It is a taxometric one, much like
that suggested by Meehl [3]. We [6] postulated that there is a latent trait
that is not directly observable, but that can independently cause either
schizophrenia, the neuropsychological and neurophysiological abnormali-
ties, or the schizophrenia-related personality traits, or all of them. It is this
latent trait that is to be regarded as genetically transmitted, rather than the
phenotypes of schizophrenia or the laboratory measures of abnormal eye
tracking, P50 inhibition, working memory or of vigilance (e.g. as measured
by the Continuous Performance Test). Although the manifest traits may
be said to be ‘‘genetic’’ along with the latent trait, we proposed that
the transmission pattern of the latent trait might be close to that of a
Mendelian gene with higher penetrance than any of the manifest traits
alone.

There are similarities between our model and Meehl’s. Both rely on the
concept of pleiotropy, or variable expressivity with incomplete penetrance
for any one manifestation. The model does not rule out that other genes
may also be implicated in schizophrenia, although a purely polygenic model
would fit the data poorly because it overestimates the MZ/DZ concordance
ratio [8, 9], and the affected offspring of dual matings [9].

The implications of this model for research strategy are important. The
model highlights the value of studying the clinically asymptomatic members
of the families of schizophrenic patients. This strategy will take the investi-
gator beyond the usual nosological categories subsumed under the spectrum
diagnoses, which is a desideratum, since there is no reason to believe
that the categories of ICD-10 or DSM-IV correspond to distinct aetiological
processes. It will further direct the investigator to a study of the underlying
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physiology of the laboratory indicators of abnormality, and thus closer to the
pathophysiology of schizophrenia.
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5.10
Schizophrenia Spectrum: Where to Draw the Boundary?

Gisela Gross and Gerd Huber1

Besides schizophrenia, schizophreniform, schizoaffective and schizotypal
disorders, including their prodromal and residual symptoms (PRS), some
abortive variants belong in our view to the schizophrenia spectrum [1]. The
definition of the PRS in DSM-IV, limited to negative symptoms (NS) and
positive symptoms (PS) ‘‘in attenuated form’’, is not satisfactory. The PRS
of DSM-III-R and DSM-IV are behavioural symptoms, observed by others,
unlike the PRS described by us as basic symptoms (BS), experiential in
kind and only ascertainable by the self-reports of patients [1–4]. BS and NS
reveal essential differences, important for theory, diagnostics, therapy and

1Department of Psychiatry, University of Bonn, D-53105 Bonn (Venusberg), Germany
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early intervention in schizophrenia [5]. Schizophrenia spectrum disorders
represent a susceptibility to a dysfunction of information processing,
manifesting itself also in PRS, as in abortive courses, described, for
example, as latent, pseudoneurotic, larvate or coenaesthetic schizophrenia,
as endogenous juvenile–aesthenic failure syndromes and endogenous
obsessive–compulsive disorders [1, 5, 6]. A categorical distinction into
negative and positive or type II and type I schizophrenia is not possible,
but a typological differentiation can be proposed with a dimensional
continuum between the two symptom groups as stages of the same disorder
imperceptibly merging into one another and a spectrum from schizophrenia
through schizophreniform, schizoaffective and schizotypal disorders to a
large variety of formes frustes [1, 5, 7–9]. BS, PS and NS develop mainly in
this chronological sequence, except for a small subgroup (11%) of primary
negative schizophrenics with anosognosia, lacking the common criteria of
BS, that is self-perception of deficiencies, preserved insight and ability to
develop coping strategies against the BS [3–5].

Behavioural symptoms preceding schizophrenia found in follow-back
and high-risk studies, are only rarely premorbid personality traits, but
mainly BS, recognizable with the Bonn Scale for the Assessment of BS
(BSABS) [2]; only 11% of schizophrenics reveal unambiguously personality
disorders [10]. The Bonn Study [10], the prospective early recognition study
of schizophrenia [3, 4, 11] and the transition rows study [12] have shown
that prodromes and outpost syndromes precede the first psychotic episode
by 3.3 and 10 years respectively on average and that cognitive level-2-BS, out
of which distinct FRS arise, are predictive for the schizophrenic psychosis.
The results of the BS research enabled the development of new BS-orientated
pharmacopsychiatric and psychological treatment concepts [1, 3, 5, 13].
The sensitivity and specificity of some predictive BS is sufficient enough
[4, 11] to justify an early intervention in the initial prodromes, making it
possible to inhibit an increase of the process activity of the cognitive BS,
before the threshold for the shift into psychosis is reached. The model of
‘‘psychoeducation’’, presented by McFarlane et al [14], corresponds to the
BS-orientated prevention concept of our group [1, 3, 5, 13].

The detailed knowledge of the phenomenology of the pre- and postpsy-
chotic basic stages made it possible to overcome the doctrine of a radical
heterogeneity and ‘‘numinous singularity’’ of schizophrenia [5, 7, 15, 16].
Because in the abortive courses typical schizophrenic symptoms appear only
after many years and then in short episodes, while uncharacteristic level-1-BS
determine the psychopathological picture in long lasting periods, here the
relationship of the BS with schizophrenia can only be recognized by course
observation for years [1, 5, 6, 8, 15]. A pilot study on this issue has been
the first description of coenaesthetic schizophrenia, because here prodromes
persisting on the average 7 years, determined only by BS, preceded the
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first psychotic episode [6]. In coenaesthetic as in other schizophrenics
neuroimaging findings show correlation not with disease duration, but with
irreversible basic stages (pure residues) and a progression of ventricular
enlargement parallel to the psychopathological changes [6, 16–19].
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6. Huber G. (1957) Die coenästhetische Schizophrenie. Forschr. Neurol. Psychiatrie,

25: 491–520.
7. Huber G. (1992) Die Konzeption der Einheitspsychose aus der Sicht der Basis-

störungslehre. In Für und Wider die Einheitspsychose (Eds C. Mundt, H. Sass),
pp. 61–72. Thieme, Stuttgart.

8. Huber G. (Ed.) (1985) Basisstadien Endogener Psychosen und das Borderline-
Problem. 6th Weißenauer Schizophrenia Symposion. Schattauer, Stuttgart.

9. Gross G., Huber G., Sass H. (Eds) (1998) Moderne Psychiatrische Klassifikations-
systeme. 11th Weißenauer Schizophrenia Symposion. Schattauer, Stuttgart.
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5.11
Is There a Place for the Nature–Nurture Hypothesis in the Aetiology of

Schizophrenia Spectrum Disorders?

Allan F. Mirsky1 and Connie C. Duncan2

The review by Maier et al emphasizes that the cutting edge of research in
schizophrenia has shifted from imaging the brains of patients and their
more-or-less vulnerable relatives to investigations of genetic factors in the
disorder. This latest development continues the tradition of applying the
newest techniques from biotechnology to the study of the most enigmatic
of all disorders. Thus, in the past 100 years, we have seen emphasis on the
following factors (among others) in the aetiology of schizophrenia: infection,
hormones, neurotransmitters, autoimmune function, viruses, brain disease,
and now, genes [1, 2]. And each of these approaches to the disorder has
generated unique treatment strategies. We are aware that none of these
factors necessarily excludes the others, that some of the older hypotheses
are still viable and, moreover, that some investigators have been studying
genetic factors for years. Nevertheless, the idea that the actual schizophrenic
gene (or more likely, genes) may be identified in the foreseeable future has
caused many to put aside their 2- and 3-Tesla magnetic coils and take up
with electrophoresis plates.

In our view, a factor that is relatively unrepresented in current theorizing
(and research) is the role that environment may play in interaction with
a schizophrenic diathesis in producing the variety of phenotypes that are
recognized as schizophrenia spectrum disorders.

Some years ago, we suggested that environmental factors, and specifically,
harsh and punitive treatment could interact with a schizophrenic diathesis
to increase the severity of the phenotypic expression of a disorder [3]. We
later expanded on this theme, citing other data that support the view of an
interaction between experience and diathesis in terms of outcome severity.
The data came from a number of sources, including studies of communication
deviance, affective style and expressed emotion in the nuclear families of
patients [4]; these indicate that more chaotic, punitive family environments
were associated with higher incidences of schizophrenia spectrum disorders.
In addition, in a study of 184 adopted-away offspring of schizophrenic
mothers, it was found that in families with relatively good mental health
there was a low incidence (7%) of psychiatric disorder in the adoptees,
whereas in families with poor mental health, the incidence rose to 52% [5].
In a reanalysis of the Danish adoption study data, Lowing and Mirsky [6]

1Section on Clinical and Experimental Neuropsychology, Laboratory of Brain and Cognition, National
Institute of Mental Health, 15 North Drive, Bethesda, MD 20982– 2668, USA
2Clinical Psychophysiology and Pharmacology Laboratory, Department of Psychiatry, Uniformed
Services University of the Health Sciences, 4301 Jones Bridge Road, Bethesda, MD 20814, USA
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found that among 20 subjects with DSM-III diagnoses of schizophrenia
spectrum, the 10 with diagnoses of schizophrenia or schizotypal personality
disorder had significantly more stress reported in childhood that the 10
with diagnoses of schizoid, borderline, or mixed personality disorders.
The stresses that were reported included harsh treatment, intrusiveness
and restriction of autonomous functioning by parents, as well as feelings of
alienation and chronic arguments. Finally, in the Israeli high-risk study, it was
found that there was a significantly greater incidence of psychopathological
outcomes (from two- to ten-fold, depending on the disorder) in the offspring
of schizophrenic parents raised in kibbutzim than in the offspring raised
by their own parents in cities and towns throughout Israel. This result was
attributed to the hypercritical, intrusive and deviance-intolerant nature of
kibbutz life [7]. These studies are summarized in Mirsky and Duncan [2],
where a model was presented hypothesizing that the interaction between the
degree of stress and the severity of the schizophrenogenic brain abnormalities
determined the severity of the schizophrenic spectrum disorder. A similar
model was proposed earlier by Zubin and Steinhauer [8]. Our point is
evident, we think; although it is easier and more ‘‘scientific’’ to think of
the schizophrenic spectrum disorders simply in terms of varying degrees of
penetrance of one or more schizophrenogenic genes, if we ignore the effects
of stress during development, we do so at our peril. This accounts for an
unknown portion of the variance of the inheritance of schizophrenia, and
should become a part of the routine investigation of spectrum disorders.
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5.12
Schizophrenia Spectrum — a ‘‘Terra Flexibilis’’

Andreas Marneros1

If we accept that a schizophrenic spectrum, as described by Maier et al,
really exists, is it difficult to define it exactly? Or is it impossible to do
so? Or impossible now, but perhaps possible in decades to come? The
crucial question is: what is the most reliable way of defining schizophrenia
spectrum?

The most usual means of defining schizophrenia-like or schizophrenia
spectrum disorders is through the phenomenology, the aetiology, the
long-term prognosis, or a combination of two or all of the above.
Grouping disorders according only or mainly to their phenomenology is
the path delineated by Jaspers (hierarchical principle), Schneider (first-rank
symptoms) and, to some extent, Eugen Bleuler (fundamental symptoms).
But the phenomenological approach is not sufficiently reliable. Symptoms
and signs of mental disorders are usually non-specific. The prognostic
aspect of mental disorders, especially their long-term outcome, as a
defining issue — suggested by Kraepelin but also by his opponents, such
as the Wernicke–Kleist–Leonhard school — proved only weakly reliable.
The opinion of Maier et al, that the spectrum disorders share symptoms,
causes and risk factors with schizophrenia, is correct. However, the cause
of schizophrenia is still shadowy, so it remains risky to put the whole
weight of the specificity of a criterion on the assumed common or related
aetiology.

Both of the widely accepted international diagnostic systems, ICD-
10 and DSM-IV, distinguish from schizophrenia, but at the same time
associate with it, a group of ‘‘schizophreniform’’ or ‘‘brief’’ or ‘‘acute and
transient’’ psychotic disorders. Some authors assume that the only relevant
difference between these disorders and schizophrenia concerns chronicity:
schizophrenic disorders are chronic; ‘‘schizophreniform’’ or ‘‘acute’’
disorders are not. Recent research, however, shows some relevant differences
between schizophrenia and ‘‘acute/transient’’ or ‘‘schizophreniform’’
disorders which theoretically can be extended to the ‘‘specific criterion’’ of
the schizophrenic spectrum, namely the cause. Our research [1] shows that
acute transient psychotic disorders differ significantly from schizophrenia
not only regarding gender (significantly more females) and age at onset
(significantly higher) — both of these factors can be assumed to be indirectly
‘‘biological’’ — but also in some other important parameters, such as the

1Department of Psychiatry and Psychotherapy, Martin-Luther-University Halle-Wittenberg, 06097
Halle, Germany
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prevalence of anxiety and bipolarity of symptoms (significantly higher)
and of social withdrawal (significantly lower). The question which arises
considering such findings is: how strong is the relation of ‘‘acute/transient’’,
‘‘brief’’ or ‘‘schizophreniform’’ disorders, to mood disorder? Or: how weak
is the relation of the above disorders to schizophrenia? Our still ongoing
family study of ‘‘acute/transient psychosis’’, and other studies, may provide
more evidence.

Schizoaffective disorders are undoubtedly a heterogeneous group. Yet
it is certainly possible to distinguish between unipolar and bipolar
types according to the affective symptomatology which is always
present [2, 3]. Perhaps it might be possible also to distinguish between
‘‘schizodominant’’ and ‘‘affectively dominant’’ types. But according to what
criteria? According to phenomenology, prognosis, treatment response, or
family risk, or according to occurrence of pure schizophrenic episodes
in the course? None of them furnishes a sufficiently reliable distinction
[4]. Even in the families of schizoaffective patients with schizophrenia-
like prognosis or with a dominance of schizophrenic symptoms, we
find cases with affective disorders, and vice versa [1]. Family studies
as well as other genetic investigations require homogeneity of samples.
Homogeneity requires reliable and consistent definitions. But this is
not the case in schizoaffective disorders. Nevertheless, it seems that
in addition to the (strongly reliable) dichotomy ‘‘unipolar–bipolar’’, the
(weakly reliable) dichotomy ‘‘schizodominant–affectively dominant’’ can
contribute to the homogeneity of the group of schizoaffective disorders,
separating them into a schizophrenia spectrum and an affective spectrum
disorder [5].

We believe that there are many more uncertainties than certainties
surrounding schizophrenia spectrum disorders.
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5.13
Some Open Research Issues Concerning Schizophrenia

Spectrum Disorders

J.D. Guelfi1

Schizotypal, paranoid and schizoid personality disorders are the three ‘‘odd
cluster’’ personality disorders described in the DSM-IV. Empirical data on
these disorders remain scarce.

Schizoid personality disorder is distinguished from the other person-
ality disorders by the prominence of social withdrawal with interpersonal
deficits. It seems to be a very heterogeneous disorder. Schizotypal personality
disorder (SPD) is distinguished from the other personality disorders by eccen-
tricity, odd thinking, suspiciousness and paranoid ideation. This particular
disorder with chronic psychotic-like characteristics is described and defined
partly by its presumably genetic relationship to schizophrenia. Nevertheless,
the genetic specificity of SPD is not clearly established yet. The comor-
bidity of this disorder has recently been explored in several studies, whose
results remain inconsistent. For example, the percentage of patients with SPD
receiving a concomitant diagnosis of borderline personality disorder ranges
from 33% to 91%, and the comorbidity of SPD in borderlines ranges from
0% to 53%. The overlap between SPD, affective disorders and borderline
personality disorders may be an artefact of diagnostic criteria.

More empirical data are needed in this field. As stated by Siever et al [1],
external validating studies are required ‘‘to determine whether schizotypal
patients with a concomitant borderline personality disorder differ from pure
schizotypal patients in genetic, biological, outcome and treatment–response
parameters’’.

Numerous questions about schizoaffective disorder also remain open.
This disorder overlaps with both affective and schizophrenic disorder. The
heterogeneity of this group of patients may be limited by treatment response,
family history, long-term course and biological studies. The results of the
most recent family studies can be summarized as follows. According to
Aubert and Rush [2], schizoaffective disorder ‘‘did not seem to be directly
transmitted as a separate entity. Schizoaffective, mainly affective disorder
(and more so for the manic than the depressed type) had high family loading
for affective disorder (bipolar more than unipolar). Schizoaffective disorder
(mainly schizophrenic or depressed type) was associated with higher familial
loadings for schizophrenia.’’

Finally, there is no real consensus in France about the nature of schizophre-
nia spectrum disorders. The validity of DSM criteria for schizoid and

1University Paris XI, Hôpital Paul Brousse, 12 Avenue P. Vaillant-Couturier, 94804 Villejuif, France
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schizotypal disorders and for schizoaffective disorders is not well estab-
lished. The boundaries between these disorders and borderline disorder,
affective disorders or some mild forms of schizophrenia are not really
known.
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5.14
Schizophrenia Spectrum Disorders Revisited

Muhammed Afzal Javed1

Schizophrenia, possibly the most common serious mental illness, is recog-
nized all over the world and has been described in almost all cultures.
Since its description by Emil Kraepelin, this disorder has been the subject
of extensive investigations [1]. The issues relating to phenomenology and
the dimensionality of schizophrenia have always remained of remarkable
interest to the mental health professionals and, despite the advent of DSM
and ICD classifications, considerable controversy still prevails regarding the
most appropriate way to classify and categorize this disorder.

It is true that the adoption of descriptive approaches has helped to
conceptualize many psychiatric syndromes to a large extent, but it is fair
to say that diagnosis in psychiatry is still more of an art than a science.
Current efforts, both in theory and research, to understand the development
and pathogenesis of schizophrenia also fall in the same domain. Following
Kraepelin’s attempt to bring together different clinical types, present-day
psychiatry is still faced with the dilemma of subdividing this illness into
distinctive forms which represent a diverse and broad range of cognitive,
emotional and behavioural disturbances [2].

Generally, use of a single word or phrase in medicine for a specific illness
refers to a condition that is aetiologically and pathophysiologically homoge-
neous. Unfortunately the situation for schizophrenia presents with several
paradoxes. Researchers and investigators have thus always been aware of
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the diagnostic confusions and nosological chaos and have been continu-
ously attempting to resolve such issues. The present era has witnessed a
number of efforts in refining the phenomenological aspects of schizophrenia,
mainly searching for the pathognomonic symptoms, discovering or redis-
covering the concepts of positive and negative symptoms, defining various
subtypes and even moving from categories to dimensions and individual
symptoms [3].

The concept of schizophrenia spectrum disorder also reflects such an
attempt and emphasizes the diversities in the recognition of different bound-
aries of this mental illness. This term, however, provides some advantages
over many other terms which have been used to describe different aspects
of schizophrenia in the past. Originally, this term included conditions which
were related to schizophrenia, but were different in terms of presentation.
Historically, the spectrum disorders encompassed some specific person-
ality traits (or states) and certain conditions sharing clinical features with
schizophrenia, but often with an episodic course and variable outcome.
The last few decades have witnessed an increasing interest in this area. As
mentioned in Maier et al’s paper, further support has been given to this
approach by many recent studies. Given the evidence for genetic determi-
nation of schizophrenia, an excess of schizophrenia-like personality features
(e.g. schizoid, paranoid and schizotypal traits) has been found among the
probands and siblings of schizophrenic patients. Similarly, schizophrenia-
like symptomatology has been described in first-degree relatives of patients
suffering from these personality disorders. Identical neurobiological and
neuropsychological changes in schizophrenia and similar disorders also
strengthen the case of a spectrum of disorders.

Phenomenological work is again consistent with the above-mentioned
model, suggesting similarities among different clinical presentations of the
spectrum. This issue gets further support from work in developing coun-
tries, as clinical presentations like acute brief psychosis, excess of affective
symptoms in female schizophrenics and association of different personality
traits with schizophrenia have all been well documented. It is interesting
to know that all these conditions can be conveniently classified under the
heading of schizophrenia spectrum disorders [4, 5]. When it comes to treat-
ment, the rational use of neuroleptics is upheld for schizophrenia as well
as schizophrenia-related disorders. Keeping in view the mode of action of
antipsychotics (typical as well as atypical), it can be postulated that the
effectiveness of these drugs can be explained on the basis of the underlying
aetiological similarities of these clinical conditions.

It is thus fair to conclude that schizophrenia constitutes a group of multiple
and diverse presentations which overlap in different ways. As the predis-
positions and clinical presentations are shared, refinements in the nosology
of this illness are required. For practical and therapeutic purposes, and
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despite some conceptual and empirical caveats, it may be justified to use the
term schizophrenia spectrum disorders which may include conditions like
schizophrenia, brief psychotic states, schizophreniform disorders, schizoaf-
fective disorders (mainly schizophrenic) and personality states (traits) of
schizotypal, schizoid and paranoid types. It may be the case that some
of these spectrum disorders be conceptualized as less severe variants of
schizophrenia, but this model does combine contributing aetiological factors
into a hypothetical dimension.

This proposed model, therefore, needs thoughtful discussions. As evidence
suggests strong similarities of aetiology, genetic predisposition, biological
correlates and treatment options for schizophrenia spectrum disorders, it
will be fair to include these conditions under one major nosological heading.
This will help not only in consolidating different clinical conditions, but also
in setting priorities for future work in this area.
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INTRODUCTION

Burdens and Costs

Schizophrenia often has a considerable impact not only on patients, but also
on their families, the health care system and the wider society. The health
outcomes of the illness are variable and for some people can be relatively
mild, with the patient suffering one (16%) or several (32%) episodes and little
or no lasting impairment [1]. But a majority experience repeated episodes
with worse outcomes, 9% suffering lasting impairment and 43% enduring
increasingly severe symptoms and no periods of complete remission [2].

The debilitating symptoms of schizophrenia clearly require specialist
health care interventions and targeted treatments. Poor personal and social
functioning often associated with the illness generates a need for support in
the activites of daily living. People with schizophrenia may find it difficult
to secure paid employment, or to hold on to jobs when they get them,
with implications for their own income and for the economy’s produc-
tivity. Consequently, many people with schizophrenia face impoverished
lives and lifestyles, and their families and other caregivers may carry a large
responsibility, providing or paying for some services themselves. Caregivers’
own employment chances and quality of life may be compromised. On a
wider scale, society at large may carry intangible ‘‘costs’’ associated with
the perceived suffering of those with the illness and the fear that mentally
disturbed people may be a danger to themselves or others.

These are all costs of schizophrenia. Some are direct and immediately
recognized by health care and other service decision-makers, others are more
indirect and nebulous. Some of the broad societal fears about ‘‘dangerous
people’’ may only be ‘‘costs’’ in a colloquial sense, although of course their
relevance for policy should not be underestimated. When summed, these
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various costs quickly mount up and they can endure for long periods [3]. The
large aggregate financial impact of the illness is one reason for growing
concern about the costs of schizophrenia and the cost effectiveness of
treating it.

Demands for Economic Analyses

How do demands for economic insights manifest themselves in mental
health care systems, either at the macro level of the whole system or at the
micro level of individual treatment settings? At the macro level we can see
the nature and origins of some of these demands simply by comparing two
contrasting types of health care system: a predominantly private insurance
system as in the USA and a national or public health care system as
in the UK.

The US health care system is heavily reliant on private health insurance,
but has recently been dominated by the growth of ‘‘managed care’’ in both
the private and public systems. Managed care seeks to control or manage
service access, quality and costs. The USA has had an historically high
proportion of national income devoted to health care. As provider costs and
insurance premiums escalated during the 1970s and 1980s [4, 5], so the search
for cost containment drove many funders to introduce a variety of managed
care initiatives. Controversy swiftly followed [6]. Utilization reviews, case
management, capitated payments and a host of other measures have been
employed to try to arrest increases in expenditure and costs [7]. At the same
time, patients and their families — and, of course, the professionals who
treat them — continue to want to secure the best health outcomes they can.
One consequence is rationing of a more overt (and controversial) kind than
hitherto experienced.

A contrasting system of health care is provided by Britain’s tax-funded,
public sector National Health Service (NHS). Although, compared to the situ-
ation in the USA, different incentives may appear to be at work, and different
operational objectives to prevail, in fact there are many similar underlying
aims and shared consequences. Cost containment has been explicitly a core
objective for longer in the UK than in the USA, and has also been easier
to achieve. Rationing has always been quite overt. The Blair Government
is committed to formally-constituted health improvement programmes and
evidence-based medicine, shifting the emphasis away from costs and more
on to quality and outcomes. However, such a shift only serves to make plain
the difficult choices that always have to be made about resource deployment.

At the macro level, therefore, the scarcity of available resources relative
to the many demands and needs for them necessitates careful considera-
tion of the alternative uses to which society’s resources may be put and
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the resultant consequences for outcomes. This is the prompt for economic
evaluation. Economic arguments and analyses at this macro level examine
how mental health care systems operate, the effects of different incentive
structures and funding arrangements and so on.

At a narrower, micro level there are different questions to be addressed:
how do treatments and policies impact upon the lives of individual people
and the activities and resource flows of different organizations? At the
micro level, therefore, economic analysis should aim to assist the individual
clinician or care professional who has to decide how to spread limited
treatment resources across a large number of competing uses. How is
consultation time to be rationed between the many people wanting to
see a primary care doctor? How are inpatient beds to be allocated when
need exceeds capacity? If pharmacy budgets only allow a limited number
of schizophrenia patients to be prescribed the more expensive atypical
antipsychotics, which patients must go without? These are examples of
micro-level resource allocation questions, and individual care professionals
cannot and should not be expected to find answers without information
on the consequences of their choices. Economic evaluations help to provide
some of this information.

Criteria for Choices

Decision-makers in every mental health care system in the world and at
almost every level in the organizational and care hierarchies need evaluative
evidence to help them predict the consequences of their actions. Those
consequences should be judged in terms of both outcomes and resources.
Indeed, a number of criteria are used by decision-makers to underpin or
to justify their decisions. Commonly used criteria include effectiveness,
resource targeting on priority needs, patient and public safety, protection of
civil liberties, patient autonomy, continuity of care and economy. Economics
has concerned itself primarily, although not exclusively, with two particular
criteria: efficiency and equity.

Efficiency is a measure of the extent to which a particular resource
configuration achieves patient and other outcomes; it is most certainly
not synonymous with ‘‘cheap’’. An efficient configuration would be one that
leads to the best level of effectiveness (highest level of outcomes) achieved
from a given set of resources (level of costs), or one that minimizes the
cost of producing a given set of outcomes. Equity refers to the fairness or
justice of an allocation of either outcomes (benefits) or costs (burdens). Both
efficiency and equity therefore refer to optimal balances between outcomes
and costs. These two criteria may sometimes be in conflict. However, they
underpin and indeed justify economic studies of mental health care systems
and treatment arrangements.
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Structure of the Chapter

The next section of this chapter looks at the overall costs of schizophrenia,
particularly those revealed in cost-of-illness evaluations. We then turn our
attention to some of the principal cost drivers within these overall estimates:
relapse, inpatient services, specialist residential care, mortality, lost employ-
ment, family impact, and public safety and concern. Each of these might
be seen as generating potentially high costs in relation to schizophrenia
sufferers, and each has attracted attention from various quarters, including
from those stakeholders seeking to improve the efficiency and equity with
which mental health care services and systems support vulnerable people.

In the fourth section we briefly describe the main evaluative modes of
economic evaluation (cost-offset, cost-minimization, cost-effectiveness, cost-
consequences, cost-benefit and cost-utility analyses). We then use these
evaluative techniques in the search for cost-effectiveness, or — to use a more
generic terminology — for an improved balance between outcomes and costs.
One section looks at pharmacotherapies, one at psychosocial therapies and
one at care arrangements. Can available financial, human and other resources
be deployed more efficiently or more equitably in schizophrenia care? For
example, can we improve the return (in terms of changes in patient symptoms
and quality of life) from a given set of resources? Can the distribution of
outcomes and burdens be made fairer?

In this chapter we cannot attempt a formal systematic review of the
international evidence, although such reviews can be enormously helpful,
nor can we even begin to analyse the implications of the available evidence
for every health care system in the world. Our aims are more modest but
indicative: to identify the main economic issues relating to schizophrenia and
its treatment and to summarize the main economic evidence. The material we
bring together in pursuit of these aims will inevitably be a personal selection,
although hopefully a useful one.

THE OVERALL COSTS OF SCHIZOPHRENIA

Translating the overall burden of schizophrenia into economic terms can be
helpful in a number of ways. It allows us to gain a better understanding of
schizophrenia’s relative magnitude in comparison to the burdens imposed
by other chronic illnesses. It also has the signal virtue of drawing attention to
what could be a very wide-ranging impact of an illness or disorder. Cost-of-
illness or burden-of-disease studies, as these global measurement exercises are
called, may or may not offer useful guides to policy makers about the best
use of resources, for they do not tell us very much about efficiency or equity
attainment. Cost-of-illness (COI) estimates can in fact be misleading. The
extent of service use will be a function not only of the severity and duration
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of an illness but also the availability of services. The heterogeneous nature of
supply side factors can make it difficult to derive a standard global account.
Comorbidities make cost attribution quite challenging. Nevertheless, there
are quite well-developed methods for this kind of exercise [8].

COI estimates are either constructed ‘‘top-down’’, by disaggregating
national or regional budgets by diagnostic group, or they are constructed
‘‘bottom-up’’, by building on prevalence or incidence figures. Prevalence-
based COIs calculate the direct and indirect economic burden of illness
according to the current time period in which the illness takes place — usually
a year. Incidence-based COIs represent the full lifetime costs of an illness
from its onset. The majority of COI studies are prevalence based. The
‘‘bottom-up’’ approach would follow a standard series of questions: What
is the prevalence or incidence of schizophrenia? What services are used by
people with schizophrenia in the cross-section (prevalence estimate) or at
different stages of their illness (incidence estimate)? What is the unit cost of
each of these services? What other costs (not related directly to services) need
to be included in the calculations such as family burden or lost employment?
Finally, how representative are these total costs?

Most COI studies calculate both direct and indirect costs, and do so from a
broad societal perspective (i.e. not restricting the analysis to, say, health care
expenditures) in order to reflect the full social costs of schizophrenia. Ideally
all resource impacts would be opportunity costs, that is, the values forgone
by not using these resources in their next best employment. Direct costs
cover services such as hospital inpatient days, outpatient visits, specialist
supported accommodation, etc. Indirect costs, broadly defined, usually focus
on lost employment, but can and should also include costs such as the victim
costs of crime and the support from caregivers. There are some disputes
about what it is legitimate to include and how it is to be valued [9] but we do
not dwell on those methodological issues here, except to note that apparently
modest methodological differences can produce quite wide discrepancies in
overall cost estimates [10]. The distinction between direct and indirect costs
is not unambiguous nor is it consistently made, and some health economists
no longer use it.

Recent Cost-of-illness Estimates

Fein [11] conducted the first cost-of-illness study in the mental health field,
since which time there have been many such estimates. The most comprehen-
sive indications of the overall economic impact of schizophrenia have been
constructed in the USA, based on the informative Epidemiologic Catchment
Area (ECA) survey conducted by the National Institute of Mental Health.
Using a prevalence approach, total direct and indirect costs for schizophrenia
were estimated by Rice and Miller [12] to be $32.5 billion in 1990 (22% of total
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mental illness costs). Direct costs were obtained using national household
surveys and accounted for $17.3 billion, reflecting the high costs of institu-
tionalization as well as a large number of ambulatory visits per person. About
2.5% of national health care expenditure went on schizophrenia patients.

Indirect costs in this widely-cited US study were based on the human
capital approach — the value of labour at market prices forgone as a direct
result of illness, using average incomes — and accounted for $12.0 billion.
Regression analysis predictions reduced income effects by adjusting for socio-
economic variables. This partly explains the relatively low level of morbidity
costs compared with findings from other studies (other estimates suggest
‘‘indirect’’ costs are three to four times higher than direct costs) [13–15]. On
the other hand, it has been argued that the indirect costs are over-estimated
because of errors in the calculated prevalence rate [16]. As found for other
countries (see below), mental health organizations and nursing homes made
up the bulk of direct costs (approximately 68%). Costs for the homeless and
military population were excluded.

The first robust COI in the UK came from Davies and Drummond [14].
Total direct costs of treating schizophrenia in 1990/91 were estimated to
be £397 million, or 1.6% of the total health care budget. Hospital-based and
community-based residential care accounted for almost 75% of these costs.
Almost all of the direct costs (97%) were incurred by less than 50% of
the patients. A conservative estimate of annual indirect costs — based on
lost productivity using unemployment and average wage statistics — was
approximately £1.7 billion. Subsequent UK studies suggest that these direct
cost estimates are somewhat low, partly due to the limited range of services
included in the cost calculations and partly because lower bound estimates
were taken for frequency of service use. For example, Knapp [17] suggested
figures of £810 million for direct costs — approximately 2.8% of all NHS
expenditure — and £2.6 billion for both direct and indirect costs. Even this
total is an underestimate, because it excludes caregiver time.

The unevenness of the cost impact has been noted by others [18]. Mean
annual costs for a cohort of newly diagnosed patients over the first five years
in the UK were £172.5 million, representing approximately only 1.5% of the
whole schizophrenia population.

A retrospective cross-sectional survey of patients treated by public and
private hospital and community psychiatrists was the basis for a French
study [19]. Costs in 1992 amounted to fr12.4 billion, or 2% of total annual
health care expenditure. Again the largest contributor to costs was hospital-
ization (55%) and then intermediate care facilities, such as day hospitals and
occupational therapy centres (30%). Indirect costs for lost employment were
measured by social assistance allowances and accounted for fr5.2 billion,
although this could be seen as an underestimate of lost productivity unless
allowances are close to the average wage.
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Using comprehensive data from most health care sectors in the Nether-
lands — and boosted by the fact that more than 99% of the population have
full health insurance cover — Meerding et al [20] computed all health care
costs for all individual illnesses. Costs were based on prevalence but included
only direct costs. Schizophrenia was the twenty-third most expensive illness
to treat over all age groups, but was much more important for the 15–44
age group. Overall, schizophrenia costs represented 1.4% of total health care
spending, but 3.5% for the population aged 15–44.

Several other studies from European countries have calculated the COI for
schizophrenia, as recently reviewed [21]. Although estimates vary between
and even within countries, all of the studies point to the large social
and economic impacts of schizophrenia, especially the important indirect
costs related to lost employment and premature mortality. The use of
mental health services in three areas of Spain — Burlada, Cantabria and
Barcelona — illustrates how patterns and apparent impacts can vary region-
ally within countries [22]. Costs were higher in the two centres with greater
community mental health service development. A good illustration of how
the applied methodology influences the calculation comes from Puerto
Rico. Rubio-Stipec et al [23] found huge differences between the results of
prevalence-based ($60 million) and incidence-based methods ($266.1 million).

Most COI studies include an estimate of the cost of lost employment based
on the human capital approach, which uses average wage levels to value
production losses. But an individual’s inability to work may not reduce
national productivity by an amount equal to the average national wage
(which is the usual assumption). It may be more sensible to use ‘‘friction cost’’
estimates [24] rather than human capital-based estimates on the assumption
that productivity losses arise only until such time as a sick employee is fully
replaced. Health economists continue to debate this issue, not least because
the two methods can produce markedly different results [25].

It is clear that COI estimates can be informative. At the national level,
COI estimates can provide policy-makers with valuable information to aid
decision making on macro-level resource allocation. But the total costs of
schizophrenia can really only be interpreted relative to other demands on
health care services, and are consequently context bound [26]. We must also
reiterate that COI studies are not evaluations as such.

PRINCIPAL COST DRIVERS

The global costs of schizophrenia have generated a number of concerns. What,
then, are the principal cost drivers? We now briefly consider eight topics
which have attracted particular attention when the costs of schizophrenia are
discussed, and which feature regularly in the empirical evaluations described
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later in the chapter: relapse; inpatient services; specialist community accom-
modation; medication; mortality; lost employment; family impact; and public
safety and concern.

Relapse

A prominent feature of schizophrenia is its long-term debilitating effects,
associated with a high rate of relapse. Historically, relapse was closely
associated with inpatient readmission, but the advent of more intensive,
better targeted community services in some health care systems has broken
that association: relapse today might result in the mobilization of a crisis
intervention team rather than admission to an acute ward. Nevertheless,
relapse usually means an exacerbation of symptoms and deterioration in
social functioning, followed by full or partial remission, and consequently
the long-term pattern of repeated, intensive service usage is likely to be
similar whether the mental health care system is predominantly hospital or
community based. Relapse will be costly whatever the system.

A helpful perspective on the resource consequences of relapse comes
from a meta-analysis of a number of studies [27], linking the relapse prob-
ability to poor medication efficacy, and non-concordance with medication
programmes (identifying the respective contributions to each). For example,
relapse rates for patients who do not take their medications were found to be
three times higher than for those who do. Second, the analysis separated the
cost of inpatient care for first-episode patients and relapsing patients. First-
episode inpatient care was estimated to have cost $2.3 billion in the USA,
while the direct costs of readmission in the 2 years following first episode
were only slightly less at around $2 billion. This latter ‘‘cost of relapse’’ was
attributed mainly (63%) to loss of medication response, and partly (37%)
to medication non-concordance. Another study suggested that people with
repeated episodes of schizophrenia requiring hospitalization or intensive
community care could incur direct costs more than 100 times greater than
the cost of treating a single episode [14].

Inpatient Services

Hospitals have been the mainstay of schizophrenia care for a long time, and
they are expensive. Whether they are too expensive is a moot point. Is it
the case, for example, that hospital inpatient services are relied upon for
too many people with schizophrenia and are periods of admission too long?
Concern about hospitalization costs has energized searches for community
care arrangements which can either reduce cost or improve patient health
and quality of life. Nevertheless, the historically dominant contribution
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of inpatient services to total cost (see above) has been so marked that
many research studies have even taken avoidance or reduction of hospital
admissions as a criterion of success in its own right.

Different countries rely to different degrees on inpatient services as a
component of the portfolio of provision for serious mental illness. Countries
like the USA and Italy — and, increasingly, many other Western European
countries — have reduced their numbers of inpatient beds quite markedly,
but hospitalization is still a major cost factor (as high as 75% of direct health
care costs in a Danish study, and also quite high in some other countries [28]).
In Central and Eastern Europe countries, which still rely heavily on this form
of care, and in countries like Japan and China, which have seen increases
in per capita bed numbers, the contribution to proportional total cost could
well be much larger [29, 30]. Within countries, of course, reliance on inpatient
services varies markedly; for instance, a recent Spanish study found that 76%
of direct health care costs in Cantabria were accounted for by inpatient care,
compared to only 31% in Barcelona [22].

What is common across all countries and regions, however, is a funding
‘‘imbalance’’. This can be illustrated by data from England. In a study
of treated prevalence, based on a patchwork of cross-sectional surveys,
Kavanagh et al [30] found that 14% of people with schizophrenia were resi-
dent as short- or long-stay inpatients in 1992, but they accounted for 51% of
total public sector expenditure on schizophrenia care. Another English study
estimated that 97% of the total lifetime direct treatment costs of the illness are
incurred by the 41% of patients experiencing episodes requiring hospitaliza-
tion for more than 2.5 years [14]. Equivalent expenditure distributions have
been noted elsewhere [31]. Consequently, treatments or care arrangements
which can reduce the need for inpatient stays while maintaining outcomes
will look attractive to strategic decision-makers, although they may not
necessarily be more cost-effective.

Specialist Community Accommodation

Many people with schizophrenia do not need to be in hospital but neverthe-
less have a short-term or continuing need for a structured living environment,
often in specialist staffed accommodation, ranging from facilities with
nurse-qualified staff on duty 24 hours a day to unstaffed group homes
with occasional peripatetic supervision. Developing an appropriate array
of community accommodation and managing the interface with inpatient
services have become essential ingredients of an efficient mental health care
system [32], yet many systems fall some way short [33]. One of the readily
observable consequences is the large number of homeless mentally ill people
in many cities across the world [34], although cause and effect can be hard to
disentangle [35].
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From the ECA, Cohen and Thompson [35] estimated that nursing home
expenditure accounted for 31% of direct health care costs of schizophrenia,
and 16% of the total cost. An English and Welsh survey of almost 400
community accommodation facilities found them to be significantly less
costly than ongoing inpatient care (on long-stay or acute wards) even after
adjusting for the fact that hospitals tend to accommodate people with more
severe symptomatology and greater needs [36, 37]. There were 1050 people
in the sample with schizophrenia, living either in hospital or in community
residential accommodation. The total costs of their care varied markedly
by type of accommodation: from an annual average of £51 000 for an acute
inpatient bed in London in 1994 to an average of £10 000 for a group home
outside London.

Medication

The proportion of the total direct costs of schizophrenia attributable to drugs
has been estimated to be quite modest in many countries, at 2.3% in the USA
[8], 4.0% in the UK [38], 5.6% in France [19] and 1.1% in the Netherlands
[39], although as high as 9% in Hungary [29] and up to 13% in Spain [22].
The proportion is generally greater in countries where the service range
is more limited and the cost of in-patient treatment lower. For example, a
Nigerian study found the cost of drugs to be 61.8% of the direct costs of
schizophrenia, partly because the typical treatment is inpatient care [40].
The proportion of the total cost of schizophrenia attributable to medications
is expected to increase in the short term with the development and more
widespread use of atypical antipsychotics, partly because these drugs have
higher acquisition costs than those they replace, and partly because they are
likely to lead to reductions in hospitalization, thereby reducing the overall
cost (the denominator in the proportional calculation).

Mortality

Mortality among people with schizophrenia is 1.6 times that expected in a
general population of similar age and gender (standardized mortality rate
of 156 for males and 141 for females, both statistically significant differences
from the general population rates) [42]. These figures come from a substantial
pooled analysis of 20 studies, covering 36 000 people from nine countries.
While there are some differences between countries, the mortality risk from
schizophrenia is universal. The mortality risk from suicide is particularly
high (nine times higher than expected) and other violent incidents 2.3 times
higher than expected. Suicide was most likely ‘‘close to the time of treatment
inception . . . during inpatient care . . . and among current outpatients’’ [42].
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In Denmark mortality among schizophrenia patients was found to have
grown over time, with suicides being a particular cause [43]. Many people
who commit suicide have no contact with mental health services.

With above-average mortality rates, especially among younger people,
there are inevitably cost consequences associated with lost productivity.
Many cost-of-illness studies make allowance for this loss, although — as we
show below — there is some dispute about the appropriate value to attach.
The highest estimates suggest that mortality accounts for around 10% of all
the value of lost productivity due to schizophrenia [8, 29].

Lost Employment

A large part of the global economic impact of the illness is due to the
difficulties that sufferers encounter in finding and keeping paid employment.
We previously noted the methodological debate currently underway among
health economists about how to value this lost employment. If the arguments
of the ‘‘friction cost’’ school are valid [24], the associated productivity loss
to the economy is much smaller than most COI studies have maintained,
with their estimates based on ‘‘human capital’’ assumptions. A Canadian
study concluded that the human capital method to cost forgone productivity
or employment — which was the method used to derive some of the better
known estimates (such as $10.7 billion in the USA [8] and £1.7 billion in the
UK [14]) — produces a figure vastly greater than the friction cost method [25].

People with schizophrenia who are unable to earn a decent wage are quite
likely to be both economically and socially marginalized. Even with welfare
or income support payments from the state or elsewhere their disposable
incomes will be low, and the social and personal consequences could be
numerous.

Family Impact

The policy of deinstitutionalizing psychiatric patients has highlighted the
role of the family as one of the main providers of care. Although the
situation differs from country to country, it is estimated that between one
third and one half of patients live with their families in developed coun-
tries [30, 43, 44]. The caring role in schizophrenia could affect most aspects
of family functioning. Families live with behaviour that often involves
profound mood swings and unpredictability, bizarre ideation, attentional
deficit, non-communicativeness, withdrawal and apathy [45, 46]. They may
have to contend with disruptions to established patterns of household living,
social embarrassment, destruction of property, immature or demanding
behaviour, verbal and physical abuse and self-destructive acts [47]. While it
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is true that not all of the effects will be negative [48, 49], the family impact
of schizophrenia is usually seen in this light [50]. Many caregivers have
ambivalent relationships with mental health professionals, feeling unsup-
ported, uninformed, misinformed and blamed, in turn reinforcing feelings
of guilt.

Results from a five-country study describe the burden, coping strategies
and social networks of 236 relatives of patients with schizophrenia in Italy,
England, Germany, Greece and Portugal [51]. Relatives reported restrictions
to their social activities, negative effects on family life and feelings of loss.
Family burden and coping strategies were somewhat different across sites,
and clearly could be influenced by cultural factors. To anticipate a later
discussion, family interventions should also have a social focus, aiming to
increase family social networks and reduce stigma. In Nigeria, a study of 44
rural and urban families found the greatest burden fell on family routine,
followed by the effect on family interaction [52].

Material costs include household and travel expenditure and lost earnings.
There is also the value of lost leisure time. Although these costs may constitute
only a small proportion of the total costs of schizophrenia, their impact
on some families could obviously be large, although difficult to measure
accurately [53]. Caregiving may force relatives to work less or to give up
their jobs altogether, often precisely at a time when they face expenses for
psychiatric or other health care and medication. A study of 408 families
in the USA with a mentally ill family member (80% with schizophrenia)
showed that caregiving absorbed most of their spare time (67 hours per
month) [9], with knock-on employment and financial difficulties. The ECA
estimate of the total value of time committed by family caregivers for the
care of schizophrenia sufferers was $2.5 billion (17% of all indirect costs) in
1990 [12]. In Italy, the family impact was found to be rather higher, at 41% of
all indirect costs [54], similar to the 48% computed in Nigeria [40].

Public Safety and Concern

As we noted earlier, in some countries there is growing public concern,
perhaps fanned by the media, about violent incidents involving psychiatric
patients who are insufficiently supported or supervised. Although many
suicides and incidents of self-harm occur in hospital settings, community-
based care is seen by many members of the public as an inappropriately
dangerous location for the treatment of acutely mentally ill people. Taylor and
Gunn [55] reviewed the myths and evidence on the links between homicide
and mental health problems. They suggested that ‘‘about 10% of those
convicted of homicide in England and Wales suffer from schizophrenia’’.
Figures for other parts of the world are comparable: for example, 15% of
homicide convictions in Iceland 1900–79 were people with schizophrenia [56]
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and 8% of those convicted in North Sweden and Stockholm had schizophrenia
and 4% schizophreniform psychosis [57]. The societal concern about violent
incidents and the growth of community-based care — whether well founded
or not — is itself an (intangible) cost, an ‘‘externality’’ in economic parlance.

A follow-on consequence of violent or other crime is the involvement of
criminal justice agencies in dealing with people with schizophrenia. Costs
to the criminal justice system amounted to $464 million in Rice and Miller’s
estimates for the USA [12] (2.7% of all direct costs, or 1.4% of total costs).
A national survey in Great Britain found high rates of functional psychosis
among prisoners: 7% of sentenced men; 10% of remanded men (unconvicted);
and 14% of both sentenced and remanded women [58].

ECONOMIC EVALUATIONS

Evaluation Aims

The most frequently posed micro-level questions asked of economic evalua-
tions relate to the cost effectiveness of interventions. And as we noted in the
introduction, one macro-level aim of health care decision-makers is to contain
the various expenditures associated with schizophrenia or to improve the
patient outcomes achieved from them. Economists employ a range of eval-
uative tools to address these micro and macro questions, the best known
being cost-effectiveness, cost-benefit and cost-utility analyses. Each of these
is concerned with the relationship between costs and outcomes. In contrast,
the cost-of-illness studies described above focus exclusively on costs.

As we describe below, the methods used to measure the impact or
effectiveness of a policy approach, care arrangement or treatment mode
vary from one type of economic evaluation to another (see Table 6.1).
However, the approach to costing is more or less the same. While there
may occasionally be justification in looking only at the cost to individual
patients, or to a particular health care funder, comprehensiveness of cost
measurement is an important aim for most economic evaluations. If nothing
else, the broad social impact of mental illness, and also the broad societal
responsibility often assumed for tackling it, demand that a comprehensive
costing be included in an economic evaluation.

Modes of Evaluation

The simplest of economic evaluations are concerned only with costs, not
(usually) because they see outcomes as irrelevant but because health and
quality of life outcomes have been well established from other research, or
are (currently) not measurable because of conceptual difficulties or research
funding limitations. Cost-minimization analysis concentrates exclusively on
costs. It seeks to find precisely what its name suggests: which of a
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TABLE 6.1 Economic evaluations — measurement of costs and outcomes

Mode of evaluation Cost Outcome Feasibility/usefulness?
measurement measurement

Cost-minimization
analysis

Comprehensive No outcomes
measured

Limited use unless it
follows an outcome
evaluation

Cost-effectiveness
analysis

Comprehensive Only one
outcome
measured

Powerful if there is one
dominant outcome
dimension

Cost-consequences
analysis

Comprehensive Multiple
outcomes
measured

Needs multiple clinical
and other measures.
Difficult but realistic
decision algorithm

Cost-benefit
analysis

Comprehensive Monetary
valuation of
outcomes

Powerful but rarely
feasible today — few
monetary benefit
measures in mental
health

Cost-utility
analysis

Comprehensive Summary
utility score
of outcomes

Feasible once a satisfactory
health-related utility
measure is developed
for mental health
contexts

number of treatment options has the lowest cost? It often proceeds in the
knowledge that previous research has shown outcomes to be identical in the
treatment or policy alternatives being evaluated. One illustration would be
the randomized controlled trial of case management for homeless mentally
ill people by Gray et al [59], which found lower costs for the case-managed
group (although the difference was not statistically significant, raising some
important methodological issues). This cost analysis followed some months
after the clinical evaluation [60].

The other modes of economic evaluation seek to include not only cost
but also outcome evidence. This makes them more interesting and infor-
mative, but correspondingly more complex to conduct. Nowadays, they are
commonly but not exclusively carried out alongside clinical trials (which
has numerous advantages, but some disadvantages too — see Design Issues
below).

Probably the most intuitive and straightforward modes of economic eval-
uation from the perspective of clinical research are cost-effectiveness and
cost-consequences analyses. Both measure outcomes using instruments and
scales familiar from clinical trials. Both are employed to help decision-
makers choose between alternative interventions available to or aimed at
specific patient groups: If two care options are of equal cost, which provides
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the greater effectiveness? Or if two options have been found to be equally
effective in terms of reduced symptoms, improved functioning or enhanced
quality of life, which costs the smaller amount? In the strict sense in which
the term is used, a cost-effectiveness analysis (CEA) looks at a single effec-
tiveness dimension — such as the number of life years saved, the number of
symptom-free days or the duration of time to relapse — and then computes
and compares the ratios of cost to effectiveness for each of the treatments
being evaluated. The option with the lowest cost-effectiveness ratio is the
most efficient. For example, Essock et al [61] computed costs and scores on
the Brief Psychiatric Rating Scale (BPRS) for patients given clozapine and
those given usual medication in three US state hospitals.

An obvious weakness with the strict cost-effectiveness methodology is the
enforced focus on a single outcome dimension (in order to compute ratios)
when most people with schizophrenia have multiple needs for support
and when most clinicians would expect to achieve improvements in more
than one area (Essock and her colleagues themselves went on to look at a
wider set of outcomes). Carrying multiple outcomes forward in an analysis
is less tractable analytically, but three options are available, associated
with the other three modes of economic evaluation identified earlier. One
option — cost-consequences analysis — is to retain all outcome dimensions
(using standard clinical scales). The other two options, discussed below,
weight the outcomes, either in terms of money (cost-benefit) or in terms of
utility (cost-utility).

A cost-consequences analysis has the ability to evaluate policies and practices
in a way which arguably comes close to everyday reality. For each treat-
ment alternative the evaluation would compute total (and component) costs
and measures of change along each of the relevant outcome dimensions.
The cost and outcome results would need to be reviewed by decision-
makers, the different outcomes weighed up (informally and subjectively),
and compared with costs. The decision calculus may therefore be less tidy
and more complicated than when using cost-effectiveness ratios or monetary
or utility measures of impact (see below), but decision-makers in health
care systems — from strategic policy-makers at macro level to individual
professionals at micro level — face these kinds of decisions daily.

On the other hand, the weighting of the various outcomes is implicit
and subjective, whereas the choice of the single outcome dimension in a
CEA and the weighting algorithms in other evaluative modes are explicit
and potentially less susceptible to influence from the value positions of
one or two individuals (of course the evaluators must not simply impose
their own values in the analysis). The term ‘‘cost-consequences analysis’’
is relatively new, although the technique is long established. One example
is a study [62] of motivational interviewing to improve compliance with
medication which looked at costs, insight, attitudes to medication, global
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functioning, symptoms and of course compliance. Other examples of cost-
consequences analyses are given below.

Cost-benefit analysis (CBA) addresses the extent to which a treatment or
policy is socially worth while in the broadest sense: Do the benefits exceed
the costs? All costs and benefits are valued in the same (monetary) units.
If benefits exceed costs, the evaluation would recommend providing the
treatment, and vice versa. With two or more alternatives, the treatment
with the greatest net benefit would be deemed the most efficient. CBAs are
thus intrinsically attractive, but conducting them is problematic in mental
health care because of the difficulties associated with valuing all outcomes
in monetary terms. Some CBAs have chosen to focus on a subset of the
outcomes.

A good example of a CBA is the classic evaluation of assertive commu-
nity treatment (ACT) by Weisbrod et al [63], which compared a quite wide
measure of costs with patient earnings from employment (see the section on
community-based care below). A CBA of this kind can describe only a part
of the overall impact of an intervention, in this case the employment effect of
ACT, but fortunately Weisbrod and colleagues also used what we would now
call a cost-consequences approach, covering a larger set of outcome domains.
Methodological advances offer a way to obtain direct valuations of health
outcomes by patients, relatives or the general public. These ‘‘willingness-
to-pay’’ techniques ask an individual to state the amount they would be
prepared to pay (hypothetically) to achieve a given health state or health
gain, or observe actual behaviour and impute the implicit values [64].

Another evaluative mode which seeks to reduce outcomes to a single
dimension is cost-utility analysis (CUA), which measures and then values the
impact of an intervention in terms of improvements in preference-weighted,
health-related quality of life. The value of the quality of life improvement
is measured in units of ‘‘utility’’, usually expressed by a combined index of
the mortality and quality of life effects of an intervention. The best known
index is the Quality Adjusted Life Year (QALY). CUAs have a number of
distinct advantages, including using a unidimensional measure of impact, a
generic measure which allows comparisons to be made across diagnostic or
clinical groups, and a fully explicit methodology for weighting preferences
and valuing health states. But these same features are sometimes seen as
disadvantages: the utility measure may be too reductionist, the generic
quality of life indicator may not be sufficiently sensitive to the kinds of
change expected in schizophrenia treatment, and a transparent approach to
scale construction paradoxically opens the approach to criticism from those
who question the values thereby obtained [65]. But CUAs avoid the potential
ambiguities with multidimensional outcomes in cost-consequences studies
and are obviously more general than the single-outcome CEA. The result is
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a series of cost-utility ratios (such as the cost per QALY gained) which can
then inform health care resource allocation decisions or priority setting.

Design Issues

Several types of research design have been employed in economic analyses.
In common with their clinical evaluator colleagues, many economists see
the prospective randomized controlled trial as the gold standard. Random-
ized designs can straightforwardly collect cost-effectiveness information, but
they assess the impact of a new drug or psychological therapy in an experi-
mental rather than a naturalistic setting, which can be a particular limitation
for economic evaluations. In addition, some non-drug trials include an
economics component at the risk of ‘‘breaking the blind’’ (for example
collecting data about service contacts in a study of a psychological therapy
might reveal to the evaluator whether a particular patient was in the exper-
imental group). Another practical problem is that some of the main cost
consequences of a policy or practice may not occur for some time, so that a
prospective randomized trial may be a slow way to obtain economic insights.

A different approach is to use existing data or past experiences, as in
retrospective or mirror designs. These are generally easier to carry out,
faster to produce results, but more difficult to interpret. Mirror designs are
vulnerable to influence from confounding variables that cannot be controlled.
On the other hand, they are inexpensive to conduct and can be tailored so
as to generate findings applicable to a local area. They certainly have the
advantage of being naturalistic, but they are likely to be of value only
if conducted alongside prospective trials. The analysis of large databases
(such as those held by service-providing or funding agencies) offers another
non-experimental route to evaluation.

Perhaps the most ambiguous evidence about cost effectiveness comes
from those non-experimental studies using clinical decision analysis and
modelling [66]. Hypothetical routes through successive phases of an illness
and its treatment are mapped out, based on expected or estimated proba-
bilities of clinical and/or administrative outcomes and the costs associated
with each. The empirical basis is usually a review of completed studies plus
expert clinical opinion about practice patterns [67]. Modelling is helpful in
the absence of prospective trial data on the economic consequences of an
intervention or for making longer-term projections, but it has its limitations.
Models are usually restricted to specific types of schizophrenia patient and
treatment (for example dual diagnosis patients and depot treatments are
usually excluded). The parameters of the model are not always readily esti-
mated from the published literature, and the choice of parameter values may
be seen by some people as open to bias. Moreover, the models only produce
or project theoretical and not actual cost savings.
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There are in fact many design issues to be faced when conducting any
evaluation, but an economic evaluation can raise particular difficulties. These
include the need for a naturalistic setting, the time elapse before the full
economic consequences can be observed, the selection of comparator treat-
ments, the measurement of health-related quality of life, achievement of
sufficient sample size for statistical power with skewed cost data, and data
analysis and interpretation [68, 69].

COST–OUTCOME EVIDENCE: PHARMACOTHERAPIES

Given the overall high costs of schizophrenia, and the concern about some of
the principal cost drivers within this total, can we improve cost effectiveness?
That is, can we improve the cost–outcome balance? The evaluative methods
just outlined have been used in a number of empirical studies of different
treatments and care arrangements. In this and the next two sections we
summarize the evidence from these studies, looking first at pharmacothera-
pies, then psychological therapies, and thirdly care arrangements.

Side Effects and Non-concordance

Pharmacotherapy is the first-line treatment for patients presenting with acute
psychotic symptoms. It reduces both the incidence of positive symptoms and
the risk of subsequent relapse. However, a problem with conventional
neuroleptics is that many patients do not want to take them, and non-
cordance (or non-compliance) can push up costs: ‘‘Noncompliant patients
consume more resources; they are more severely ill at the point of admission
than those who are readmitted despite compliance, they are more likely to
be admitted compulsorily, they have longer in-patient stays, and they have
a higher long-term readmission rate’’ [70].

Many factors are associated with non-concordance with drug therapy,
including symptomatology, culture and ethnic group, low response to treat-
ment, a poor patient–doctor relationship and limited insight [71–73]. Depot
neuroleptics have been used in the past to improve concordance but are
associated with extrapyramidal symptoms (EPS) and other side effects [72,
74, 75].

The new (atypical or novel) antipsychotics are different from traditional
therapies in their effects on positive symptoms and they appear to be
associated with lower levels of EPS. Unlike the conventional antipsychotics,
some of the newer drugs may also reduce negative symptoms, such as
emotional withdrawal and blunted affect, albeit probably only modestly. The
objectives in developing new medications for schizophrenia are generally
seen as threefold:
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1. Improved control of positive symptoms (particularly in refractory
patients), thereby decreasing the duration of in-hospital care and the
rates of relapse and rehospitalization, and improving the effectiveness of
community care programmes.

2. Improved control of negative symptoms, which should decrease overall
morbidity and increase patient involvement in rehabilitative and commu-
nity programmes.

3. Reduced EPS, which may improve compliance, thereby reducing the
rates of relapse and rehospitalization, as well as improving the quality
of life and productivity of patients [76].

These newer drugs have been called ‘‘atypical’’ because of their impacts
on the brain chemistry, but — colloquially — they might also be seen as
‘‘atypical’’ because of their high acquisition costs (high prices). These higher
prices are a major bone of contention in some health care systems. Pharmacy
managers and some other budget holders have been reluctant to sanction the
prescribing of the atypicals, and some national governments have declined
to include them on the lists of drugs eligible for partial or full patient reim-
bursement. The consequences might be quite the opposite of that intended.
In an earlier period, cost-saving measures by Medicaid in one US state that
limited schizophrenia patients to three prescriptions per month (saving $5
per patient) led to patients using more mental health services at an increased
cost of roughly 17 times the amount saved on drugs [77].

Improved tolerability of the new drugs is expected to lead to improved
concordance and reduced relapse rates. In turn, this should reduce costs. One
of the most pressing questions, therefore, is whether the atypical antipsy-
chotics are cost-effective.

Hypotheses

Figure 6.1 summarizes a number of hypothesized links between treatments
(on the left-hand side), their intermediate effects (for example on side effect
profiles and compliance), their impacts on patient and other outcomes
(from symptoms and social functioning through to societal outcomes)
and, finally, their longer-run cost consequences. One hypothesis is that
higher costs on the left-hand side of the diagram (as a result of greater
usage of atypical antipsychotics or equivalently the wider availability of
psychological therapies) will be outweighed by downstream resource savings
(on the right-hand side of the diagram). A cost-offset analysis would test
this hypothesis. Another possibility is that higher treatment costs might
improve patient and other outcomes sufficiently to make the newer treatment
modalities more cost-effective.
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FIGURE 6.1 Hypothesized links between treatments, intermediate effects, outcomes
and longer-term costs

Depot treatments

Despite the continued widespread use of depot antipsychotics in the treat-
ment of schizophrenia in some countries, the quantity and the quality of
the available cost-effectiveness evidence are limited. Systematic reviews of
clinical evidence suggest that, although depot administration has advantages
over oral administration for patients who are not well engaged with services
or do not regularly take their oral medication, the international evidence on
effectiveness is mixed [78, 79]. Although it has been argued that depot medi-
cation is cost saving compared to oral conventional antipsychotics under
certain assumptions [80, 81], the cost-effectiveness evidence is too poor to
draw firm conclusions [82, 83]. However, the non-concordance problem,
which has often in the past led to the prescription of a depot medication,
generates challenges for evaluative research in this area: patients who do not
take their oral medication may also be hard to recruit into, or keep in trials.

Clozapine

The first of the atypical antipsychotics was clozapine, which has now
been the subject of many clinical evaluations. The early evaluations of
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clozapine did not include an economic dimension. One of the earliest
demonstrated the superior efficacy of clozapine over chlorpromazine in
treatment-resistant schizophrenia in a 6-week, double-blind, randomized
controlled trial involving a total of 319 severely ill schizophrenic patients who
had failed to respond to at least three standard medications [84]. At the end
of the study, 30% of clozapine patients versus 4% of chlorpromazine patients
had clinically significant improvements. A Cochrane Collaboration system-
atic review of clinical effectiveness has concluded that ‘‘clozapine reduces
relapse and symptoms and produces clinically meaningful improvement in
patients with schizophrenia’’ [85].

Most published studies of clozapine cost and cost-effectiveness are natu-
ralistic, retrospective, non-experimental analyses or decision models [86],
although long-term prospective randomized trial evidence has now emerged.
Here we focus on the most important studies, since recently published
reviews address this topic in some detail [87, 88].

The first economic evaluation was an open, non-randomized study
conducted by Revicki et al [89]. In the clozapine group, 65% of patients
responded to the therapy and 35% discontinued therapy after a mean period
of 80 days (14% for non-compliance, 15% for lack of response, and 6%
for adverse events). After one year of treatment the clozapine group had
improved (significant reduction in BPRS) and the inter-group difference had
narrowed. Total mean medical costs in the pretreatment year were about
$10 000 higher per patient in the clozapine group than in the comparator
group, although pretreatment hospital costs for the two groups were similar.
Clozapine patients had lower hospital costs during the two post-treatment
years. However, the costs for non-hospital services for this group, excluding
drug therapy, increased during the first post-treatment year. The clozapine
group averaged $10 040 more in total costs than the comparator group in
the first year after start of treatment, but costs were lower during the second
year. Various criticisms have been levelled at this study, relating to the failure
to follow up drop-outs (35% of the original clozapine group), the narrow
measurement of costs, the inability to match patients at baseline (the cloza-
pine group was more severely ill) and the different measurement approaches
employed for the two groups [90, 91]. Nevertheless, after some re-analysis of
the data, Revicki [92] concluded that clozapine produced net cost savings.

There have been numerous similar studies in the USA and in other coun-
tries over the past 8 years, some focused exclusively on treatment-resistant
patients. Most used modelling, mirror design or other retrospective evalua-
tions to conclude that clozapine improves symptoms (usually BPRS and/or
Clinical Global Impression, CGI) and quality of life, and reduces either hospi-
talization or total costs compared to the pretreatment period [93–98]. All
reach similar conclusions: clozapine improves symptoms and reduces costs.
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Two prospective randomized trials in the USA have examined the compar-
ative effectiveness of clozapine and conventional neuroleptics. Economic
evaluations were conducted alongside these trials. Essock et al [99] conducted
a randomized open-label study of clozapine therapy versus usual care among
patients in three large Connecticut state hospitals (n = 227 patients). The
study continued for 2 years on an intention-to-treat basis (there were a
number of cross-overs) and found no differences between the groups in
relation to symptoms or functioning. However, clozapine had a comparative
advantage with respect to avoidance of hospital readmissions, total time in
community settings, EPS side effects and disruptiveness. Compared to the
usual care group, the clozapine sample had $1112 higher costs in the first
year after randomization but $7149 lower costs in the second year. These
differences (or their sum) did not reach statistical significance. Consequently,
clozapine was found to produce better outcomes at a cost that was no
different, and was therefore more cost-effective than a range of conventional
antipsychotic medication for long-stay patients in state hospitals [100].

The other North American randomized controlled trial compared clozapine
and haloperidol treatments for refractory patients who had been hospitalized
for 30–364 days in the previous year. The study was based in 15 Veteran
Administration (VA) medical centres across the USA. The results have been
reported in a series of papers by Rosenheck et al [101–103]. The clozapine
group had better concordance lower symptom levels (as measured by the
Positive and Negative Syndrome Scale, PANSS) and improved quality of
life (among those who did not cross over to the other treatment, but not
in the intention-to-treat analysis). The clozapine group had fewer days of
hospitalization for psychiatric reasons, but used more outpatient services,
and had fewer problems with tardive dyskinesia and akathisia. Health care
costs were included (inpatient, outpatient and drug therapy) and unusually
the study also included many non-health care costs (accommodation, lost
productivity, criminal justice, family burden and administration of transfer
payments). Costs were higher in the clozapine group for antipsychotic drugs
and outpatient care, but these higher costs were more than offset by reductions
in hospitalization costs. Overall, the costs for the clozapine group were $2 734
per patient year lower than for the haloperidol group over a 1-year study
period [101].

In a second paper a cost-utility analysis was carried out based on the
Composite Health Index for Schizophrenia (CHIS) and confirmed the results
obtained in the cost-effectiveness study [102]. A further analysis split the
sample into ‘‘high hospital users’’ and ‘‘low hospital users’’ [103]. Cloza-
pine use for the low hospital users did not produce cost savings (mean
annual saving of $759 by intent-to-treat analysis and $4140 after excluding
crossovers), although there was a significant difference in QALYs gained
(2–3%). For the high hospital users there was a large cost saving ($7134
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and $4806, respectively), and QALY improvements were greater than for
the low hospital users (3.7–4.7%). The authors concluded that clozapine is
more cost-effective than treatment with haloperidol for patients suffering
from refractory schizophrenia, and especially for patients with high prior
levels of hospital use.

Risperidone

A systematic review of the effectiveness of risperidone concluded that
this atypical antipsychotic ‘‘produces greater clinical improvement than
conventional neuroleptic agents in patients with schizophrenia and is
associated with fewer extrapyramidal side effects’’ [104, 105]. There are no
prospective randomized trials which examine the cost effectiveness of this
atypical antipsychotic, but mirror-design and observational studies which
point to cost-offset advantages.

Retrospective analysis of an open-label clinical trial of risperidone in
Canada found that the number of days spent in hospital was reduced by 20%
following treatment for those who responded to risperidone, although 64% of
patients were non-responders. The resultant sample size was small (n = 27),
the economic analysis confined to inpatient days, and the conclusions only
preliminary [106]. An unusual retrospective cost-utility evaluation of a sub-
population of patients from this trial revealed that risperidone provided
more than double of QALYs compared with haloperidol. However, the
analysis was so complex that it is impossible to evaluate the robustness of the
findings [107]. Most economic studies of risperidone have employed similar
mirror-designs and reached the same conclusion that inpatient days fall,
even after making allowance for the general downward trend in psychiatric
hospitalizations [108–111].

All of these studies suggest that risperidone may be a cost-effective
alternative to conventional neuroleptics, but they are open to the same
reservations as other uncontrolled mirror-design studies, including being
susceptible to sample selection artefacts and historical bias [87]. Costs in some
studies were quite narrowly measured and outcomes were sometimes not
included in the analyses, although of course there are powerful effectiveness
results from a recently published randomized trial [112].

Risperidone is almost certainly more cost-effective than conventional
neuroleptic treatment, but the economic evidence is not as strong as for
some other atypicals. Recent reviews summarize this evidence (83, 87, 88).

Olanzapine

Olanzapine first became available on prescription for treating schizophrenia
in 1996. In the absence of long-term economic data alongside clinical trials,
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Lilly Industries commissioned the development of a decision model to
compare the cost effectiveness of alternative therapies. Published results
from this model compare olanzapine with haloperidol in the UK [113],
Germany [114] and Spain [115] with the addition of risperidone in the
USA [116]. The 5-year model evaluates the expected direct costs of treat-
ment for patients with schizophrenia. Looking across these models, the
higher acquisition costs of olanzapine (and risperidone in the US model)
compared to haloperidol, are largely offset by a reduction in (assumed)
service utilization associated with better health outcomes — mainly because
olanzapine reduces negative and positive symptoms, and also lowers relapse
rates. Over 1 year, the comparison of costs looks to be at least cost neutral.

An independent study in the UK has modelled the cost consequences of
prescribing olanzapine as first and second line treatment [117]. A simple
model estimated the costs of schizophrenia according to disease severity
by estimating resource use by the different groups of people distinguished
previously by Davies and Drummond [14]: those with a single episode
(average duration 22 weeks); episodes of major disorder lasting up to 1 year;
episodes for 1 to 2.5 years; and episodes lasting for more than 2.5 years,
stratified by whether receiving community care or hospital care. Resource use
was restricted to inpatient and outpatient services, day care and community
support. The results projected cost savings associated with olanzapine use
compared with haloperidol.

Economic evidence is now available from a 17-country RCT comparing
olanzapine (n = 1336) and haloperidol (n = 660) over a 6-week treatment
period. Half the sample continued into a responder extension for another
46 weeks. The clinical evaluation found superior outcomes for olanzapine
over haloperidol in relation to negative symptoms, EPS profile, prolactin
levels and response rate [118]. The economic evaluation, which is reported
by Hamilton et al [119] and focused on the US subsample, found monthly
medication costs to be $209 higher for olanzapine than for haloperidol
in both the acute and maintenance phases, but outpatient and inpatient
costs were lower in both phases. Total monthly medical costs in the acute
phase were $431 lower with olanzapine (p = 0.026) and $345 lower in
the maintenance phase (p = 0.160). No other costs were included in the
evaluation. Analysis of the French subsample reached a similar conclusion
of cost-effectiveness [120].

Other Atypicals

A number of other atypical antipsychotics have been licensed for the treat-
ment of schizophrenia. Few economic evaluations have been published [121,
122], but no review is possible at this stage.
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Comparisons of different atypical antipsychotics

There are few direct comparisons between the different atypical medications,
and most are methodologically a little weak, often based on naturalistic
designs, collecting data retrospectively, and sometimes employing rather
narrow measures of cost. Their findings do not point consistently in any one
direction. Most of these studies have compared olanzapine and risperidone,
some pointing to relative hospitalization and cost advantages for risperi-
done [123–125], and others pointing to relative advantages for olanzapine
[126, 127]. In another naturalistic study, Lewis et al [128] found no significant
cost differences between risperidone, olanzapine and clozapine patients.

Only one cost-effectiveness study based on a randomized controlled trial
design has yet been published. Based on analysis of data for 150 US patients
included in a multi-country randomized controlled trial, Edgell et al [129]
concluded that medication and inpatient costs were lower for olanzapine
compared to risperidone patients, but total costs were not significantly
different. Superior outcomes led them to conclude that olanzapine was the
more cost-effective treatment for this patient group. A recently completed
European study, again based on the prospective collection of data over six
months within a randomized controlled trial design, found amilsulpride and
risperidone to be equally cost-effective. Interestingly, there were differences
between Eastern and Western European sites in service use pattern, relative
costs and the balance between costs and outcomes [130].

The methodological limitations of some of these studies and the draft
status of some papers make it difficult to reach overall conclusions as to
comparative cost-effectiveness of the various atypical antipsychotics.

COST–OUTCOME EVIDENCE: PSYCHOLOGICAL
THERAPIES

An increasingly studied area of schizophrenia therapy covers the often
complementary psychological treatments. There are many psychological
and psychosocial approaches to the management of schizophrenia [131, 132],
but few have been studied by economists. However, because most psycho-
logical treatments, even group sessions, are labour-intensive and sometimes
continue for long periods, they may look expensive. An important question to
be addressed is whether they have counter-balancing outcomes or whether
they reduce longer-term costs. A recent global systematic review found
evidence of no effectiveness in the case of several widely applied psycho-
logical interventions [83]. Two areas that have been studied also from an
economic viewpoint are concentrated on improving patient concordance with
medication treatment and improving family support in community settings.
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Improving Concordance

We noted earlier that relapse is one of the principal cost ‘‘drivers’’ or
concerns in schizophrenia, and can have high cost implications, especially
if a patient needs readmission to hospital. More than one third of the
costs of schizophrenia relapse are attributable to non-concordance with
treatment [27]. Not surprisingly, therefore, care professionals are keen to
improve concordance with recommended drug treatment regimes, both to
improve the health and quality of life of schizophrenia sufferers in the short
term and to reduce the probability of relapse in the longer term. Psychological
therapies have an important role to play.

Many approaches have been tried to improve concordance or adher-
ence [133]. Education about the nature of the disease and its management
has been found to achieve, among other things, significant improvements
in taking medications compared with control groups. However, there
appears to be no published economic evaluation of a formal psychoedu-
cation programme [83]. Boczkowski et al [134] found that concordance with
antipsychotic medication could be improved by measures that built the treat-
ment into patients’ everyday activities, and other studies have found similar
effects [135].

A recently published study shows that a short counselling intervention
based on cognitive behaviour therapy, called compliance therapy by the clin-
icians who devised it, can achieve better outcomes at the same cost as
standard counselling. Patients were invited to discuss first their attitude
towards their illness, and subsequently the drawbacks and advantages of
drug treatment. A randomized controlled trial of 74 people with psychosis
about to move from inpatient residence found that patients counselled in this
way were five times more likely than a control group to take their medication
without prompting, and over an 18-month follow-up period had better global
functioning, insight, compliance and attitudes to their medication [136].

The economic analysis covered all health and social care services, educa-
tion, social security and housing supports, and criminal justice contacts,
but excluded caregiver and lost employment costs. The cost-consequences
analysis found costs to be the same for compliance therapy as for standard
counselling during each of the three 6-month follow-up phases and over the
full 18 months. Costs were higher for patients with greater symptomatology.
Significant correlations were found between greater compliance and higher
costs over the first 6 months. That is, improving compliance will initially
increase costs, although over time there is an offsetting reduction [62].

Another UK study reported the cost-effectiveness of cognitive behaviour
therapy (more broadly focused) when compared to standard care [137,
138]. The cost-consequence analysis was based on a randomized controlled
trial of 54 patients with schizophrenia spectrum disorders, and covered all
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health care, community care and accommodation costs. Cognitive behaviour
therapy was found to be more effective (in relation to BPRS, delusional
distress) and perhaps less costly than standard care, although the small
sample made it difficult to reach firm conclusions on the cost difference.

Both of these studies, evaluating treatments based on cognitive behavioural
approaches, thus concluded that this therapeutic mode is not costly in relative
terms and that it appears to be efficient when looking at its outcome and
resource implications.

Family Intervention

A wide range of responses can be expected from families in the caregiving
role. Brown et al [139] described how patients discharged from hospital to
their families were more likely to be readmitted than those discharged to
live alone or with private landlords. This stimulated interest in the role of
the family in the course of schizophrenia and led to the work on expressed
emotion (EE) [140]. Stress, hostility and emotional over-involvement may
result in a family with a high level of EE, which may cause further deteriora-
tion in the situation, as patients living in high-EE households have a worse
prognosis than those in low-EE households.

Family interventions aim to reduce the impact of family stress and conflict
often seen in high-EE households [141]. A recent systematic review of
randomized trial findings whittled down the international literature to 18
studies, employing quite tight selection criteria, particularly in relation to
methodology and design, to make the selection. The reviewers concluded
that family interventions reduce relapse and readmission rates, improve
concordance with medication and decrease carer burden [142].

Family interventions may also reduce costs. The most recent economic
review identified nine economic studies from the USA, the UK, Germany
and China [83]. Generally, they were not as comprehensive in their coverage
of direct and indirect costs as would now be expected, but they complemented
the clinical evidence well. Falloon et al [143] conducted their randomized trial
in Los Angeles, comparing a psychoeducational family programme combined
with maintenance drug treatment against drug treatment alone. The relapse
rate was substantially lower in the family therapy group — a result which
has been replicated in other studies — and there were greater improvements
in household tasks, work or study activities and social relations. Caregiver
burden was also reduced over both the initial 9 months and the full 2 years of
the follow-up period. Three economic studies based their analyses on these
trial data [144–146]. A (limited) cost-benefit analysis compared costs with
earnings from employment [146], but the more interesting results came from
the cost-effectiveness analysis (outcomes measured in terms of symptoms,
social functioning and family functioning were crudely weighted into a single
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effectiveness index) [144]. A basic cost-offset analysis found also possible
cost savings by family therapy [145]. This led the authors to conclude that
family therapy was more cost effective than ‘‘traditional individual-based
management’’.

Tarrier et al’s economic study in Salford [147] built on the previously
reported benefits of a behavioural intervention with families of schizophrenic
patients in terms of lower relapse rates [148]. The evaluation found that any
increased cost associated with the family intervention was outweighed by
reduced utilization of other mental health services. Other costs were not
examined. The other, most recent UK study by Leff et al [149] confirmed this
finding in circumstances where also costs of training of staff were included in
the analysis. In Norway, Rund et al [150] reached a similar conclusion from a
small sample of adolescent schizophrenia patients (n = 24), non-randomized
trial. Costs were again measured quite narrowly.

Evidence from China [151] comes from a randomized trial (n = 63) compar-
ing standard post-hospitalization care (which is effectively just a prescribed
medication with possibly some outpatient contact) and family intervention.
The latter was tailored to the complex family relationships and unique
social environment in China, and involved monthly counselling on a range
of topics, particularly management of social and work problems, medica-
tion, family education and crisis intervention. The 18-month RCT found
that family intervention was associated with reductions in hospital read-
missions, duration of inpatient stay, duration of unemployment and family
burden. There were also some advantages as measured using standard
clinical scales. Both treatment costs and lost income from employment
were measured, and the trial found lower costs for the family intervention
group.

McFarlane et al [152] compared two different ways of delivering family
therapies, and demonstrated that a multi-family group intervention is more
cost-effective than a single-family intervention. Compared to the weight
of evidence on the atypical antipsychotics, there is only a modest amount
of economic data on family interventions. Most of the completed studies
have some methodological weakness, but — notwithstanding the different
approaches to family intervention studied — there appear to be grounds for
believing that this kind of psychological therapy can be not only effective but
also less costly than standard care. However, a word of caution is needed.
Schooler et al [153] compared two types of family intervention — the form
examined in some previous studies and a simpler version — and found
no effectiveness differences between them, but similar to those found in
earlier research. The research sites also practised ‘‘an intensive and assertive
clinic model . . . [and] an intensive family intervention may have been
unnecessary’’ [154].
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COST–OUTCOME EVIDENCE: CARE ARRANGEMENTS

Changing the Hospital/Community Balance

The development of improved pharmacotherapies and psychosocial thera-
pies has been one of the contributory factors in the shifting balance between
inpatient and community-based care. It is by no means the only reason [155].
Communities have become more tolerant, and there is generally a better
understanding of the needs and preferences of mentally ill people. Old
psychiatric hospitals have become increasingly unacceptable, associated as
they are with ‘‘institutionalism’’ and restrictions on civil liberties. Even
today, in a mature and fairly well-funded system such as Britain’s there are
unacceptable standards in some inpatient settings [156].

Many countries have seen quite marked reductions in the per capita
numbers of inpatient psychiatric beds, although there are countries (such
as China, Japan and Korea) where the trend has been in the opposite
direction or where there has been little change for many years. The financing
structure of some health care systems can generate resistance to changes in
the hospital–community balance (such as in Germany, France, Belgium and
The Netherlands). As we noted above, the high per diem costs of inpatient
care provide another explanation for moves to reduce the number of hospital
beds in favour of what are sometimes thought to be cheaper alternatives in
the community. On the other hand, good quality community mental health
care often requires support services from a range of agencies. What, then, is
the economic evidence on community-based care?

There have been few studies of community care compared to hospital care
which concentrate exclusively on people with schizophrenia or psychosis.
Most studies have looked at a range of diagnostic groups, and although
schizophrenia is often the most common condition, the findings from
these studies should be seen as providing fairly broad indications of the
consequences of changing the locus of care specifically for people with
schizophrenia.

Many countries share a common pattern not just of dehospitalization
(policy and/or practice) but also of associated professional and public
concerns. In the initial years of hospital rundown and closure, the focus has
tended to be on whether and how long-stay, chronically ill residents of the
facilities could move to community settings. Financial transfers have often
been contentious issues, and new modes of inter-service and inter-agency
coordination have had to be established. In some countries case management
has been encouraged, although not often delivered to these kinds of patients.
Misgivings have been expressed in some professional and public quarters
about hospital closures and the policy of community rehabilitation, but
criticism of community-based care for the long-term mentally ill has generally
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dissipated as it has become apparent that most long-stay hospital residents
are able to move successfully to the community (see below).

It is the acutely ill rather than the chronically ill who generate most concern.
Patients with recurring florid symptoms of schizophrenia, it is often argued,
are a danger to themselves and to others. They face ridicule and stigma. They
may lose contact with their families, become destitute and homeless. They
may fail to take their medications or to turn up for outpatient appointments.
As psychiatric bed numbers are reduced, they may find it harder to gain
admission, or to remain in hospital for as long as they really need. New care
arrangements for acutely ill patients such as crisis interventions and acute
day hospitals have been introduced.

One of the pressing questions of today in many mental health systems,
therefore, is how to build up effective community-based services which
can provide continuous, high-quality support. In many countries attention
has turned to care arrangements such as the assertive community treatment
model, and various forms of case management and community mental health
teams. The economic evidence on these is discussed below.

Figure 6.2 gives a highly simplified representation of a mental health care
system, showing stylized routes through community and hospital-based
services. Imposed upon the diagram are six broad types of research study.
It is immediately clear that even a highly simplified model of a care system
and a short selection of potential research studies suggests a large research

FIGURE 6.2 Simplified representation of a mental health care system and of potential
research studies
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agenda. Not surprisingly, the ratio of completed to potential economics
research is rather low: relatively little formal evidence has yet accumulated.
What evidence there is tends to be scattered across the diagram. The evidence
is often robust, but it is clearly context specific [36, 157–161]. However, there
are two specific areas where evidence has come together in sufficient quantity
to allow conclusions to be drawn: (a) community provision for former long-
stay hospital residents; and (b) intensive community support for people with
acute illnesses who would otherwise face hospitalization.

We focus the remainder of this section on these two fields. We should
emphasize again that most studies cover people with a range of mental
health problems, generally not being restricted to schizophrenia.

Community Provision for Long-stay Inpatients

The changing hospital–community balance has obviously been one of the
major themes of recent times and in large part has been achieved by relocating
long-stay inpatients to suitably staffed community facilities. The controversy
surrounding this often enforced rehabilitation and the practical difficulties
of building or converting care facilities in the community have made it very
difficult for researchers to set up randomized trials in this area. Consequently
most economic, clinical and social evaluations have had to exercise imagi-
nation and caution in designing and interpreting empirical studies. One
challenge, for example, is the tendency for hospital closure programmes
to move the most independent, least symptomatic people first [162, 163],
requiring adjustments to be made to outcome and cost findings before
generalizations are possible [164].

Many studies of the rehabilitation of long-stay inpatients have found
community-based care to be more cost effective than hospital care for most
people, such as in the USA [165–167], Canada [168], the UK [169–171] and
Germany [172]. This result applies particularly to those with less severe
mental illness or fewer dependencies [173]. However, many long-stay inpa-
tients with very challenging needs are more costly to accommodate in the
current range of community settings than in hospital, even though their
clinical and social outcomes do show improvements. Success depends on
having sufficient staffing intensity [174], that is, it depends on expending
sufficient resources.

The most comprehensive and long-running (10-year) evaluation of com-
munity-based care for former long-stay inpatients has looked at the closure
of two North London hospitals [175]. The outcome findings suggest that
former inpatients were enjoying a quality of life at least as good as
in hospital 1 and 5 years after discharge (initially this was by compar-
ison with matched controls in hospital, but later became a mirror-image
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design). There were no problems with higher-than-normal mortality, or
with homelessness and crime. Accommodation stability in the commu-
nity was impressive, and care environments were rated by researchers
and residents as much better than hospital. Social networks were stable;
a minority gained in this respect, but most were not socially integrated
into local communities. Hospital readmissions were common (38% had at
least one readmission over a 5-year period). Careful examination of clinical
outcomes revealed striking stability over time in both psychiatric symp-
toms and social behaviour. Patients strongly preferred community living to
hospital.

The associated economic evaluation found that many services were used
in the community, with patterns of service use changing over time. The full
costs were no different between community and long-stay hospital care [171].
Pooling the cost and outcome findings suggested that community care was
more cost effective. Higher cost community care packages appear to be
associated with better individual outcomes. Care appeared to be more cost
effective in the public than in the private sector [176].

Intensive community support

A vast number of models of intensive, community-based care have been
developed and implemented across the world, all with the intention of
supporting people with acute mental health problems outside inpatient
settings if possible, but facilitating hospital admissions when appropriate.
This wide range of models has been given a bewildering array of names,
with a great deal of terminological inexactitude. Recent reviews of evidence
on effectiveness and cost-effectiveness have rightly bemoaned the loose-
ness with which labels have been attached to models, with the potential
to confuse and unwittingly mislead decision-makers [83, 177, 178]. These
reviews have also worked carefully through the evidence and sought to
employ a more robust framework to organize the evidence. One review
grouped all services aiming to treat patients outside the hospital under
the single heading of ‘‘home treatment’’, arguing that ‘‘the lack of a clear
definition of different community-based models undermines any attempt to
evaluate specific services through meta-analysis’’ [178].

Notwithstanding that argument, with which we have great sympathy, we
will here nevertheless describe the economic evidence under three heads:
assertive community treatment, case management and community mental
health teams. It should be borne in mind, however, that the models discussed
under each of these headings will vary. It should also be emphasized that,
in this area as much as in any other, evidence collected in one health system
may not generalize well to another [179].
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Assertive community treatment

The assertive community treatment (ACT) or assertive outreach model
associated with developments in Madison, Wisconsin has been one of the
most important approaches in community psychiatry [180].

ACT provides a comprehensive range of treatment, rehabilitation, and support
services through a multidisciplinary team based in the community. Basic
characteristics of ACT programs include assertive engagement, in vivo delivery
of services, a multi-disciplinary team approach, continuous responsibility and
staff continuity over time, caseloads with high staff-to-client ratios, and brief
but frequent contacts (high service intensity) [181].

The ACT approach has been quite widely copied across the world, although
outside the USA usually only in demonstration sites [182, 183]. Where
evaluations have been conducted they have usually concluded that the
approach can significantly improve outcomes [181, 184], although this is not
always the case [185, 186]. What are the economic consequences?

The original Training in Community Living model can be seen as a
variant of ACT. It was evaluated in a cost-benefit framework [63]. Patients
�n D 130� were randomly assigned either to the experimental community
programme or to inpatient hospital treatment and community aftercare.
Over 14 months, a range of input costs (spanning hospital, social services,
criminal justice, social security services, plus informal carers’ forgone earn-
ings) were compared to the monetized benefits of care (patient earnings).
The additional benefits of the experimental programme ($1200 per patient
year) were greater than the additional costs incurred ($800 per patient
year), providing a clear cost-benefit advantage. Non-monetized indicators of
patients’ mental health (symptoms and satisfaction) were also significantly
better in the community group.

A London modification of the ACT model — the Maudsley’s Daily Living
Programme (DLP) — looked at seriously mentally ill people facing crisis
admission to the Maudsley Hospital. A randomized controlled trial recruited
189 people, many of them with schizophrenia. The DLP produced better
outcomes, higher patient and family satisfaction and lower costs than stan-
dard care in the short term [187, 188], but after 4 years all of the earlier clinical
gains and the cost advantage to the community programme were lost [189,
190]. Nevertheless, over the full 4-year period the DLP was more cost effective
than the standard hospital-based care with which it was compared.

Other studies confirm the cost-effectiveness of community-based crisis
interventions, which may be seen to have ACT-like characteristics [191, 192].
Although a multi-centred study in the US found discrepancies between
the cost-saving characteristics of the different sites [193], the overall weight
of evidence is that forms of ACT that adhere more closely to the original
Wisconsin model are more cost effective than conventional hospital-based
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services or other community arrangements [83, 178, 194–198]. Research has
also begun to examine the patient characteristics associated with greater cost
effectiveness [184].

Case Management

Moving away from the assertive outreach model, the organization of commu-
nity care generally could have a bearing on cost effectiveness. Of special
interest has been the general theme of case management — which generally
does not involve multi-disciplinary teams. In the case of the intensive form
of case management, caseloads are small, as in the assertive community
treatment approach. The efficiency evidence is equivocal. There are etymo-
logical and organizational difficulties that partly explain why it is difficult to
reach firm conclusions [199], and there are rather different research designs.
Some studies find variants of case management to be effective and cost
effective [200, 201], while others do not [202]. When comparing the cost-
effectiveness of the standard and intensive forms of case management, two
studies found standard form to be more cost-effective [203, 204]. However,
a large randomized controlled trial in the UK showed the two approaches
to be equally cost-effective, and confirmed that reduced caseloads have no
clear beneficial effect on the efficiency of case management [205].

Community mental health teams

Service provision by community mental health teams is well represented by
the care programme approach (CPA) in the UK, which promises close super-
vision by nominated keyworkers from a multi-disciplinary team. Compared
to standard care, contact is more likely to be maintained with vulnerable
patients under the CPA, but psychiatric inpatient admissions have been
found to be higher [206]. Another study compared CPAs administered by
community-based and hospital-based teams following discharge from inpa-
tient care, finding higher costs for the latter without any difference in
outcomes [207]. However, the high use of placements in private hospitals in
one locality confounded the findings. Other studies of community mental
health teams give equivocal results [208–210], and the overall evidence
suggests no real cost savings by this form of care arrangement [83].

Numerous studies have compared the cost-effectiveness of the different
community care arrangements, but no firm conclusions can be drawn about
the superiority of one setting over the others, since the evidence is neither
unambiguous nor robust [83].

Looking across the range of experiences, Tyrer [208] has concluded that:

the exact model of community care being offered, whether assertive, intensive
or standard, is really unimportant. The key to the success lies in having a
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coordinated team approach to the care of the severely mentally ill in which
each member has the requisite skills to intervene appropriately and at an
opportune time to produce the maximum benefit. Supporting the team’s
skills is therefore more important than reducing the case loads of individual
workers. Our preoccupation with the bureaucracy of care — case load size, care
programme levels, independent needs assessment — has prevented us from
examining the more difficult task of what makes a team function badly or well,
or in another sense, what allows it to be effective and assertive even if relatively
deprived of resources.

SUMMARY

Schizophrenia is a costly illness. There are potentially high costs for patients,
their families, service systems and the broader society. These high costs partly
explain the interest in the economic consequences of different treatments for
the illness. Another reason has been the development of more effective
pharmacological and psychological treatments which generally have higher
acquisition costs (higher prices) than the treatments they are targeted to
replace. A commonly voiced question is whether the newer, more expensive
treatments are nevertheless cost effective.

Economic evaluations of the costs of schizophrenia and the cost effective-
ness of its treatment are inherently context bound. These evaluations describe
the consequences of both the illness and its treatment for service systems and
social relations, and these latter will vary from country to country, and often
from region to region. Making generalizations across countries is therefore
more hazardous than with, say, clinical evaluations.

Nevertheless, there are some cost-raising events or features associated with
schizophrenia which surface in almost all systems and societies. Relapse in
schizophrenia is a particularly costly event, and mortality has major economic
consequences given that it tends to occur in younger adults. Loss of employ-
ment is strongly associated with acute phases of the illness. All of these
have economic consequences. Additionally, there are some service compo-
nents which frequently dominate estimates of total expenditure. Inpatient
services, specialist community accommodation and family caregiver support
feature large in the overall impact of the disease. Another important ‘‘cost’’
associated with schizophrenia is public concern about safety.

Consistent Evidence

The accumulated economic research provides consistent evidence on some
fronts. For the full range of serious mental illnesses, and particularly for
schizophrenia, arrangements have been developed for community-based
care which have proved cost effective. Particular examples would be the
assertive community treatment model and the well-planned community
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rehabilitation of people who would otherwise remain for years in psychiatric
hospitals.

Economic evidence on two psychological approaches to treatment is also
consistent in pointing to the potential for cost effectiveness advantages.
Family interventions appear capable not only of improving clinical profiles
and reducing family burden, but also reducing the overall costs of care, and a
short counselling intervention has been found to improve concordance with
medication plans and clinical outcomes while not costing any more than
standard care.

It has been the licensing of atypical antipsychotic drugs which has
prompted so much of the recent economics research. For clozapine the accu-
mulated weight of evidence points to a cost effectiveness advantage over
conventional neuroleptics. The published evidence is remarkably consistent
in finding that clozapine produces better outcomes and lower costs compared
to older drugs.

Incomplete Evidence

The strictest interpretation of the available economic evidence would suggest
that the cost effectiveness of later atypicals remains to be established without
ambiguity. None has yet been the subject of as much economic research
as clozapine. Nevertheless, once again the balance of data points to a cost
effectiveness advantage over conventional drug treatments. Evidence here is
uncertain not because the results of the completed evaluations are equivocal
within their own designs, but because the short time elapse since licensing
has not allowed sufficient evidence to accumulate.

Another uncertainty is the true size of the indirect costs of schizophrenia.
In many societies, the family is almost the first line of treatment for schizo-
phrenia. Certainly the family is relied upon heavily for ongoing support across
the world. The absolute or relative weight of this burden is by no means clear.
Yet without an appreciation of its importance relative to the direct service
costs of treatment and support, future policies in this area may make over-
optimistic assumptions about the future availability of caregiver support.

Most people with schizophrenia live in community settings, not in hospi-
tals. We still know very little about the cost-effectiveness of the different
organizational arrangements for community care. It is not clear whether the
body of international evidence provides the right pointers to practitioners to
guide them towards the best model for their local circumstances.

Areas Still Open to Research

What, then, remains to be researched? Obviously many of the uncertainties
need further attention, and hopefully greater attention will encourage
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convergence on robust methodologies and produce consistent findings.
Many of the currently practised psychological approaches have not been
evaluated by economists, nor have the newest of the atypical antipsychotics.
There have been very few head-to-head comparisons between two or more
atypical antipsychotics. There is little evidence on the economic consequences
of first-line treatment with atypicals or the relative cost-effectiveness of oral
atypical antipsychotics compared to depots. Another almost empty box
is evaluation of specific combinations of pharmacological and psycholog-
ical therapies. We have little evidence on the economic consequences of
side effects or non-compliance, yet one would suspect these to be impor-
tant drivers of longer-term costs. Another underdeveloped research area
relates to the distributional consequences of different treatments and care
arrangements. Although there is scarcity of evidence on cost-effectiveness
(efficiency), much less is known about equity.

Finally, the body of completed research signals areas where cost savings
may be achieved, but these are cost savings in principle, and they may not lead
to cost savings in practice. In particular, with the growth of community-based
care involving multiple agencies with their own budgets and their own ways
of working, the available evidence still tells us little about the incentives and
constraints that might help or hinder integrated responses to schizophrenia. It
thus cannot tell us whether the cost-effectiveness gains uncovered in empirical
research can be turned into real cost-effectiveness gains on the ground. This
last issue is clearly central to the operationalization of research findings.

REFERENCES

1. Shepherd M., Watt D., Falloon I., Smeeton N. (1989) The natural history of
schizophrenia: a five year follow-up study of outcome and prediction in a
representative sample of schizophrenics. Psychol. Med. Monograph, 15: 1–44.

2. Watt D.C., Katz K., Shepherd M. (1983) The natural history of schizophrenia:
a five-year prospective follow-up of a representative sample of schizophrenics
by means of a standardised clinical and social assessment. Psychol. Med., 13:
663–670.

3. Fenton W.S. (1996) Longitudinal course and outcome of schizophrenia. In
Handbook of Mental Health Economics and Policy: Schizophrenia (Eds M. Moscarelli,
A. Rupp, N. Sartorius), pp. 79–91. Wiley, London.

4. Dorwart R.A. (1990) Managed mental health care: myths and realities in the
1990s. Hosp. Commun. Psychiatry, 41: 1087–1091.

5. Frank R.G., Salkever D., Sharfstein S. (1991) A new look at rising mental health
insurance costs. Hlth Affairs, 10: 116–123.

6. Geraty R.D., Hendren R.L., Flaa C.J. (1992) Ethical perspectives on managed
care as it relates to child and adolescent psychiatry. J. Am. Acad. Child Adolesc.
Psychiatry, 31: 398–402.
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Commentaries

6.1
Is Schizophrenia Worth the Cost?

Gavin Andrews1

To quote Knapp et al, ‘‘difficult choices always have to be made about
resource deployment. . . ideally all resource impacts would be opportunity
costs, that is, the values forgone by not using these resources in their next
best employment’’.

Schizophrenia is a relatively rare disease with a 12-month prevalence of
0.5%. As the 12-month prevalence for any mental disorder is of the order of
25% [1–3], only one in 50 people with a mental disorder have schizophrenia.
According to Knapp et al, schizophrenia consumes a median of 2% of the
health budgets of economically developed countries. Mental health budgets
are typically 5–10% of the total health budget, so schizophrenia accounts
for 10 times the amount that would be appropriate if prevalence was the
only issue. In Australia [4], 2% of the health budget for schizophrenia would
mean that schizophrenia consumed 40% of the mental health budget, a figure
that is not improbable, despite the fact that Australia has divested itself of
most high cost options, has only 40 inpatient psychiatric beds per 100 000
population, and has a well-developed system of community mental health
clinics and private psychiatrists.

Is schizophrenia expensive because it is so severe? Mental disorders
account for 22% of the burden of disease in economically developed countries,
and schizophrenia is estimated to account for about one tenth of this [5], with
anxiety, depressive and substance use disorders each accounting for more.
In the recent Australian national mental health survey [3], a similar picture
emerged. Anxiety and depressive disorders were common and accounted for
55% of the total disability days reported that month, whereas schizophrenia
accounted for only 2%. People in the community identified as psychotic on
a screening interview may be atypical, but even if all had reported being
disabled every day, the disability due to schizophrenia would still have been

1School of Psychiatry, University of New South Wales at St Vincent’s Hospital, 299 Forbes Street, Darlinghurst,
NSW 2010, Australia
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only one tenth of the total, which suggests that the Murray and Lopez figure
[5] is an upper bound.

Bobadilla et al [6] argued that, as no country could afford to treat all who
demanded it, resources would have to be rationed in terms of the burden of
the disease and the cost effectiveness of dealing with the disease. Is the budget
for schizophrenia large because treatment is such a good buy? Probably not.
The treatment of schizophrenia is, in comparison with the treatment of
other mental disorders, expensive. Knapp et al agree that schizophrenia is a
chronic relapsing disorder, have said that hospitalization is not necessarily
cost effective [7] and do not use the word cure. In contrast, the psychological
treatments of chronic anxiety disorders are very cost effective [8], and the
economical termination of an episode of depression by medication is expected
rather than remarked upon. Given the disability associated with both these
conditions, they may well represent better buys for the health dollar than
treating people with schizophrenia.

Why then, does a relatively rare disease like schizophrenia continue to
consume 20–40% of the mental health budget? It is easy to attribute this
to historical reasons as many were once the people who inhabited mental
hospitals, and care in the community has continued to mean help with accom-
modation, finances, recreation and employment — care that is not provided
for people with other disorders. But this is probably not the whole story. In
economically developed countries, the important costs are strongly related
to the decision to admit to hospital. In Australia some admissions assuage
the very real affront and pain of families with a disturbed member, others
respond to the concern of the wider society that persons with schizophrenia
may be a danger to themselves or others. Surprisingly few admissions are
due to a need for a treatment that cannot be offered in a community setting.
For instance, family intervention studies have been shown to reduce the
need for admission by half, and when used proactively these techniques
are cost effective [9]. Second, the judgement of risk of dangerousness is an
enormously complex matter, and admission is by no means the only option
[10]. Third, as admission to hospital can engender a career of hospital admis-
sions [11], it can be an expensive, and not necessarily cost-effective decision.
The admission decision is usually made by junior doctors, and it has been
demonstrated that they err on the side of caution and admit patients, whereas
senior consultants are more conservative. Perhaps we should have senior
consultants on duty at all times. I note that the prognosis in schizophrenia,
and hence the relative cost, is better in the undeveloped world where patients
live with families and seldom go to hospital [12].

Calman [13] argued that a health service could not afford to provide
everything. While people might have a right to shelter, primary care and
emergency care when sick, specialist medicine would not be available to
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all, but be prioritized in terms of cost effectiveness of the intervention (see
ref. [14] for a worked example for mental disorders). The Netherlands is
also approaching this problem by the establishment of separate budgets
for prevention, cure and care [15]. Perhaps it is time for a sectoral costing
of the treatment of all mental disorders to discover the best deployment
of resources, for only then will we be able to assess the meaning of cost
estimates for the treatment of schizophrenia. Estimates provided in isolation
[7, 9] simply say that schizophrenia is costly, treated or not. We need
comparative data to allow proper decision making.
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6.2
Morality and Cost in the Management of Schizophrenia

Paul Bebbington1

The style and content of health organizations is always informed by ethical
principles, although these may not always be clear. Thus in pay-per-service
or insurance-based services, the moral imperative is the right of choice: the
right of citizens to spend their money in their own way, choosing perhaps to
spend it on health care or insurance. This right cuts across other imperatives,
and is rarely implemented fully because good health is seen as a right in
most countries.

Health organizations paid for by the taxpayer are mainly guided by
other principles: in the UK, the National Health Service (NHS) is strongly
influenced by the related ideas of equity and proportionality. Briefly, these
assert that people should receive health care according to their level of need,
and that each person with a given level of need should be equally entitled to
treatment.

In the UK, my own area of knowledge, these principles are often breached.
Thus, middle class people are typically more practised in accessing health care
than their less fortunate fellow citizens. Likewise, major regional variations
in health needs and in the availability of treatment have always militated
against the ideals of the NHS.

To these twin pillars of the NHS, we must add a third, of cost effectiveness,
or even better, cost utility. Decisions about health service allocation should
of course be both principled and rational. Given the principles of equity,
of proportionality and of appropriateness, rational decisions must be based
on judgements of need, effectiveness and cost effectiveness. Providing an
effective treatment where it is not needed will not be cost effective, nor will
failing to provide it where it is needed.

Rationing within the UK NHS has been the phenomenon that dared not
speak its name. The new Labour Government’s attempts to shift emphasis
from costs to quality and outcome are laudable. However, it has been forced
recently to admit that rationing does and must exist, even though it may be
more covert and informal in a nationally funded health service.

Questions of cost are almost always seen as a hindrance and an embarrass-
ment to those working in publicly funded services. However, the imperative
behind health economics has always been a moral one: it is only ethical to
spend scarce funds in the best way possible. This shifts the problem of cost
control from cost minimization to the possibility of measuring relative health
benefits. This is difficult, but cannot be avoided.

1Department of Psychiatry and Behavioural Sciences, Whittington Hospital, Highgate Hill, London N19
5NF, UK
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The study of variations in uptake of services and treatment may indicate
potential breaches of all three principles. There are a number of obvious
indications of this type. Thus, Haro et al [1] showed a range of regional
variations in health service utilization by people with schizophrenia. While
there are clear differences in the prevalence of schizophrenia between urban
and rural locations, with schizophrenia being between two and three times
commoner in inner city than in rural areas [2], this cannot possibly be used
to discount the Spanish regional variations, which are so large that they
probably indicate an inequitable distribution.

There are also notable variations — about which we know very little — in
response uptake between different people with schizophrenia. Certainly in
the British National Survey of Psychiatric Morbidity [3] over 20% of people
with psychosis were not receiving psychotropic medication, over 40% were
not in contact with secondary services and a similar proportion had not seen
their family doctor for a year. The hope is that these variations are explicable
in terms of varying need, but this is unlikely.

Thus, a simple examination of the distribution of resources in schizophrenia
raises questions about both equity and cost effectiveness. The data to resolve
them are probably relatively easy to acquire. However, this relates to the
deployment of resources within one illness group. Ideally, we would wish to
make rational decisions between illness groups. For instance, in the UK, there
is a deliberate policy to target severe mental illness (effectively psychosis) at
the expense of less severe disorders like depression. This decision is based
on the principle of proportionality rather than cost effectiveness, but there is
no real empirical basis to it.

The allocation of resources between different sorts of illness is usually done
on the basis of the champion with the loudest voice. Ideally, the judgement
should be based on cost–utility comparisons, as those based on cost–benefit
may be somewhat harsh. However, this is very difficult within one group
of illnesses, and virtually infeasible between illness groups. Imagine the
problem of choosing between allocating treatment for diabetic leg ulcers and
for schizophrenia. The overall consequences are that we just muddle along
in our allocation of health services resources between different disorders.
The sad result in Britain is that mental illness has had a declining share of
the cake.
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6.3
Caveat Emptor: Pitfalls in Measuring the Costs of Schizophrenia

Richard Warner1

In health cost studies, the devil is in the details, but the reader who is alert
to the inherent actuarial and statistical problems may still draw valuable
conclusions.

It is unfortunate, for example, that research on the costs of schizophrenia
in the USA relies extensively for prevalence data on the Epidemiologic
Catchment Area (ECA) study. Adequate though these data may be for other
diagnoses, they have been shown to be quite inaccurate for schizophrenia.
The ECA study used a diagnostic instrument (the DIS) which, in the hands
of lay interviewers, produced a high false-positive rate for schizophrenia. In
some areas, the identified occurrence rates were several times the US mean,
and, overall, ECA data overestimate the prevalence of schizophrenia by a
factor of two or more [1].

This problem becomes important in Rice and Miller’s [2] calculation of the
economic burden of schizophrenia in the USA. Their figure of $17.9 billion in
direct costs of schizophrenia in 1990 may well be reliable since it is based on
actual costs; their estimate of $14.6 billion in indirect costs, however, could
be greatly inflated, as it is based on ECA prevalence data. This bias more than
offsets the authors’ methodological rigour in incorporating in their model
socioeconomic variables which tend to reduce income effects.

Indirect cost analyses are difficult to interpret when we note the differences
in categorization and calculation of costs. For example, whereas Rice and
Miller [2] place incarceration and family caregiving under indirect costs, Hu
and colleagues [3], in another American study, assign these resources to
direct costs. Again, lost productivity from patient disability amounts to 37%
of the total economic impact in Rice and Miller’s study, but only 0.5% in Hu
et al’s study (because they reason that most patients are not in the labour
force). Consequently, where Rice and Miller attribute 45% of costs to indirect
resources, Hu et al assign less than 1% to this area. To make sense of these
figures one must be aware of how categories are derived and on what data
they are based.

1Mental Health Center, Boulder County, 1333 Iris Avenue, Boulder, Colorado 80304– 2296, USA
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If we accept the higher, and more usual, estimates of indirect costs from
lost patient productivity, it becomes clear that certain policy interventions
could reduce costs and improve outcomes. Employment of the mentally ill,
for example, is substantially greater in northern Italy than in the USA or
Britain. In recent studies, 50–60% of people with schizophrenia in Bologna
and Verona were in stable employment, around a quarter full-time. By
contrast, in Boulder, Colorado, where employment of the mentally ill is
twice the expected US rate, the figures for people with schizophrenia were
substantially lower — less than 30% employed and only 8% full-time [4].

Why is there such a wide variation between industrialized countries? In
part, the answer lies in obstacles to employment inherent in the different
national disability pension schemes. In Italy, work disincentives are much
less severe than in the USA or Britain, because Italian patients may usually
retain their disability benefits while working. In Colorado, on the other hand,
the income of mentally ill people who work part-time is little more than that
of unemployed subjects, due to deductions from their disability pension and
rent subsidy. For the average part-time worker the loss amounts to, what
economists term, an ‘‘implicit tax’’ of 64% on earned income [5]. In Britain,
disincentives to work are worse, as disabled people run the risk of losing all
benefits if they earn as little as £15 ($25) a week. Since a full benefits package,
including pension, housing subsidy and prescriptions, is worth about £13 000
a year, and a full-time minimum-wage job yields only £9000 a year of taxable
income, there is little incentive to work.

When we see, then, that the cost of government entitlements amounts
to only 15% of the total treatment and support costs of people with
schizophrenia in the USA [3], whereas the amount ascribed to lost patient
productivity accounts for 36% of total costs [2], it becomes clear that a relax-
ation of disability pension regulations to eliminate disincentives to work
could be covered by the economic benefits of increased employment.

It is evident that health economics is not a dark science useful only to cost-
cutting bureaucrats. As Knapp et al point out, the goal of health economics
is not to pare costs, but to improve the efficiency and equity with which we
target scarce resources and provide the greatest benefit to the most needy
clients. If we use these data to establish rational social policies, schizophrenia
may become a less disabling illness.
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6.4
The Economic Consequences of Schizophrenia

Steven S. Sharfstein1

The review by Knapp et al is an excellent contribution to the health care
field on the economic impact of schizophrenia, a serious, long-term, debili-
tating brain disorder that affects millions of individuals, and the economic
consequences of differing medical and non-medical interventions that might
change the course and duration of this disorder. At the end of the twentieth
century, breakthroughs in our understanding of brain function and dysfunc-
tion are being matched by an increasingly economically-driven, sophisticated
approach in understanding the choices that we must make as a compassionate
society in the provision of scarce resources to alleviate suffering and return
people to productive lives.

There is hardly another clinical and public health problem that matches the
devastating economic consequences of schizophrenia— a condition that most
often strikes individuals in late adolescence or early adulthood and affects the
organ which allows all of us to cope with the realities of daily living: that is,
the brain. Significant brain impairment leads immediately to the consequence
of high direct treatment costs, especially 24-hour inpatient hospital-level care
and expensive diagnostic tests. The psychotic symptoms of schizophrenia
require urgent crisis intervention, safe and secure surroundings, and highly
trained medical and nursing professionals. The psychopharmacologic treat-
ment options now available to us and an increasing array of available
psychosocial interventions in the hospital and in the community, including
various levels of therapeutic housing and rehabilitation, add other direct costs
for caring for individuals with this condition. These direct costs, however,
pale in comparison to the lifetime of indirect costs of lost vocational and
social functioning, and the costs related to social control problems including
homelessness and crime.

1Sheppard Pratt Health System, 6501 N. Charles St, Baltimore, MD 21204, USA
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The economic consequences of schizophrenia are felt most directly by the
individual and the family. The burden of treatment and home care can be so
great on families as to have devastating consequences for the overall economic
health of the household. Studies on these consequences need to be pursued
more vigorously, as society must support the family first and foremost, given
the long-term nature of the disorder and the impoverishment that occurs as
a result. Sometimes we see these consequences in rather abstract terms, such
as numbers of lost productivity days, welfare costs, criminal justice costs.
The cost to the family who must get a second mortgage on a home or give
up their primary place of residence to support an ill family member, or the
sacrifice of other members of the family should be studied further.

The main drivers of high, preventable costs relate to relapse and non-
compliance. Knapp et al’s review shows that, to the extent that we can
prevent relapse and ensure compliance with effective treatment regimens
combining psychopharmacology and psychosocial treatment, we can have
a major impact on these direct costs. Continuity of care and the continuum
of care are critical, as well as the psychosocial education for families and
individuals on the importance of staying in treatment. As we learn more and
more about how to get patients and families to follow through with clinicians
and treatment systems as a result of understanding the illness well, we will
see a major impact on the reduction of relapse rates and on the high direct
and indirect costs of schizophrenia due to hospitalization, homelessness,
incarceration in jail and suicide.

Cost-effectiveness research is also an important guide to policy makers and
clinicians on the appropriate use of scarce resources. Today, unfortunately,
the major policy concern is not cost effectiveness, but cost shifting. In
today’s managed care marketplace, the spreading of risks through traditional
insurance has given way to the shifting of risks through managed care and not
on cost effective approaches established by scientific studies. For example,
if one can get the highest cost patients out of one’s health maintenance
organization in the USA, one can show a profit. And much, if not most,
managed care is a for-profit enterprise with stockholder’s financial interests
as a first priority. Certainly individuals with psychotic disorders, such as
schizophrenia, are among the highest cost users that any health system can be
expected to manage. The consequences of this cost shifting of schizophrenia
from the private to the public sector is another area that requires urgent
study. As a compassionate society, we must rely more on cost effectiveness
and less on cost shifting to avoid the tragedies that occur every day in our
communities.

Perhaps the best way to get resources devoted to cost-effective interven-
tions is to show the economic benefits (or reduced economic costs) of such
interventions in the long run. The ability to find long-term care for individ-
uals with schizophrenia in the community depends on the studies cited in
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this review and done by the authors. Multi-year studies encompassing long-
term outcomes with associated total costs in the context of understanding
the risks of non-intervention must continue.

The best cost–benefit occurs with rehabilitation and recovery, and a long-
term perspective is essential to achieve fully what we can do today for
individuals with schizophrenia and their families. Let us focus on these
economic consequences as we struggle with the costs of schizophrenia over
a lifetime.

6.5
The Many and the Few: Evidence-based Mental Health in a

Primary-care-led Health Service

Linda Gask1

Professor Knapp et al’s review elegantly highlights many of the conflicts and
dilemmas faced by those who attempt to plan or to provide services for
people with schizophrenia and other severe mental illnesses. Economic eval-
uations seek to provide answers, and indeed in some cases have contributed
valuable evidence to support or refute claims for particular approaches to
care provision. However, much work remains to be done.

In the UK, the division of care provision between primary and secondary
care and the gate-keeping function of the general practitioner (GP) have
ensured that the cost of health care remains relatively low in comparison
with other developed countries. The GP remains the doctor of first contact
for patients with all health problems, including mental disorders, making the
decision about who should be referred to the specialist. However, evaluation
has yet to be carried out in order to assist in decision making about who is
best treated at which ‘‘level’’ of the National Health Service (NHS).

Although there is increasing evidence that it is probably more cost effective
to treat the majority of people with neurotic illness and adjustment disorders
in primary care, ring-fencing the specialist services for people with major
disorders, there is still a dearth of good economic research [1]. Secondary
care policy makers seek both to promote spending on proven approaches
to care for the seriously mentally ill, such as assertive community treatment
teams, and to involve the GP in the care of the significant number of people
with psychotic illness who are out of contact with the specialist mental health
services [2]. Meanwhile, primary care policy moves inexorably towards the
concept of a ‘‘primary-care led NHS’’, in which those working in primary
care are increasingly involved at a local level in planning how services will

1Royal Preston Hospital, Sharoe Green Lane, Preston PR2 8HT, UK
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develop and therefore how money will be spent. Their priority has not been
the smaller number of people with major disorders such as schizophrenia,
but the much larger number of people with neurotic, substance misuse and
personality disorders in the community at large, who are considerably more
of a burden to primary care.

The last years of the Conservative Government saw successive experiments
in ‘‘fundholding’’. British GPs were provided with increasing control over
their local health budgets, resulting in the ‘‘total purchasing’’ experiments
of the mid-1990s, in which groups of GPs obtained effective control of all
or much of their health budget, including the cost of inpatient care. The
theory behind such development was that it sought to ensure that decision
making was ‘‘nearer the patient’’, as GPs were perceived to be closer to the
community, and more informed about its needs.

In research carried out at the National Primary Care Research and Develop-
ment Centre in Manchester [3], we have evaluated the impact of such changes
on mental health services, and sought to explore, using qualitative methods,
the incentives and barriers to such ‘‘total purchasing’’ groups achieving the
change that they set out to do. What has been most striking has been the
lack of understanding, at a local level, of the evidence base for mental health
service development, some of which Martin Knapp and his colleagues have
delineated. This, combined with a dearth of needs assessment and any real
attempt at involvement of service users themselves in planning services,
does not bode well for future developments, unless there is a real attempt
made to educate those in a position to make such decisions about service
development and evaluation.

However, to assert this view too stridently is to be unfair to the clinician,
particularly the primary care doctor, who is viewed by all specialities as
being ‘‘ideally placed’’ to carry more of the burden of routine care. The
front-line practitioner has to balance the need for evidence-based practice
with the, sometimes incompatible, practice of ‘‘patient-centred medicine’’[4].
Health care systems vary considerably in what they expect the generalist to
be able to deal with. For example, the degree to which a GP in Australia
might be expected to manage alone a first episode of schizophrenia would
be viewed with some surprise by a British GP who would view this as the
remit of the specialist. Who is to say, without appropriate evaluation being
carried out, which is the more efficient model of service delivery? Health
economics will assist us enormously if it is able to provide us with essential
information about the most efficient configurations of service. However, as
working clinicians, we are often faced with a range of conflicting demands,
not least our duty to provide the best possible care for the patient sitting in
front of us. It is here, in our daily work, that ‘‘academic’’ conflicts between
the criteria of efficiency and equity come to life.
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6.6
The Long-term Course of Schizophrenia and its Economic Consequences

Durk Wiersma1

The International Study of Schizophrenia (ISoS) [1, 2] aims at describing
the long-term clinical and social course and outcome of schizophrenia and
related psychotic disorders in different sociocultural settings and countries.
This study combines study populations from the World Health Organization
(WHO), International Pilot Study on Schizophrenia (IPSS), Determinance of
Outcome of Severe Mental Disorders (DOSMeD), and Disability. The follow-
up period varies on average from 15 years for incidence cohorts to 26 years
for prevalence cohorts and comprises more than 1000 patients or 62% of the
original study population, who from the very beginning were assessed with
standardized instruments for psychopathology, negative symptomatology,
disability, and work and living situation.

Long-term outcome seems rather favourable: according to Bleuler’s scale
or a global assessment of symptomatological functioning over the last month,
about 60% of the patients fared relatively well with no or minimal symp-
tomatology. However, the main course of the illness over the last 2 years
for incidence as well as prevalence cohorts showed that half of them were
all the time or episodically psychotic and that many other patients had
suffered from non-psychotic episodes. This is at least an indication that
the disease process had not yet stopped. Social functioning as measured
by the Global Evaluation in the WHO-Disability Assessment Schedule
looks somewhat less favourable: only 40% was reported as excellent to
good socially adjusted. But, the great majority was living in the commu-
nity with family or alone, while only a small proportion (12% in the

1Department of Social Psychiatry, University Hospital of Groningen, P.O. Box 30.001, 9700 RB
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incidence and 6% in the prevalence cohorts) needed shelter in hospital
or other residential settings. Half of the patients of both types of cohorts
were more or less employed or worked in the household during last
assessment, indicating that employment among these patients is not lost
for ever.

Concerning the development of social disabilities in incidence cohorts in
six European countries [3], it can be concluded that social disability among
patients with schizophrenia or related psychotic disorders follows a rather
fluctuating course but appears to be a very persistent phenomenon. Disability
in some specific role areas such as self-care, household participation, and
social friction were even on the increase; nearly 60% of the patients were
more or less disabled in the occupational role. From the longitudinal perspec-
tive, however, the conclusion must be that the severity of the disability is
significantly decreasing among the majority of patients, although its course
is fluctuating. For some, one out of seven, the schizophrenic ‘‘process’’ did
not get better in the longer term. Community mental health care should take
into account this long-term perspective and should be sensitive to the many
needs these patients still have.

The economic burden of schizophrenia is considerable, as shown in recent
cost-of-illness estimates in various countries (USA, UK, France, The Nether-
lands): about 2% of the total health care is spent on these disorders, of
which at least two-thirds goes to hospital and residential care. The ISoS
demonstrates in all cohorts that this kind of care is spent on a minor part of
the total population in need. It is therefore well justified to ask for criteria
of efficiency and equity as Knapp et al have argued. They review excel-
lently the modes of economic evaluations and economic evidence regarding
cost–outcome balance of pharmacotherapy, psychological therapy and care
arrangement in the community. The most appropriate way of evaluating
treatment and care in schizophrenia is probably the cost–consequences
analysis, in which multiple clinical and social outcomes, like symptoms,
functioning, quality of life, and family burden are measured together with
a comprehensive direct and indirect medical and social cost measurement.
There are still many areas open to investigate for further evidence of cost
effectiveness: for example, a comparison between the new atypical antipsy-
chotics, cognitive therapy for persistent delusions and hallucinations, various
kinds of case management, duration of short-term versus long-term pharma-
cological prophylaxis, a combination of pharmacological and psychological
therapies. An appealing approach for economic research could also be the
development of an evidence-based disease management programme for
schizophrenia in which patient care with all medical resources across the
entire health care delivery system are combined and integrated with best
evidence, clinical expertise and guidelines, pathophysiological knowledge
and patient preferences [4]. The use of such a management programme has
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been tested among patients with minor and major depressions in primary
care with demonstrated satisfaction, compliance and symptomatological
improvement. Improving the process of care in schizophrenia in this way,
while optimizing health outcomes and controlling costs, is a worth-while
undertaking, because:

the key task in community care for the seriously mentally ill is to organize
functions comparable with those available in the hospital in a context where
there is less control over patients and their whereabouts, and more difficulty
in bringing together in a coordinated way the range of services these patients
may need at various points in their lives; patients with serious mental illness
have many needs requiring different services at varying times, and a long-term
approach is required for effective care [5].
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6.7
Health Economics in Schizophrenia: Clouding or Clarifying?

Tom Burns1

Knapp et al have provided a broad review of the costs of schizophrenia which
does justice to the complexities of the disorder and gives an overview of
current techniques in economic analysis. Such a detailed exposition of mental
health economics could be heavy going for clinicians. However, the authors
have identified the areas of research most relevant to care (the new antipsy-
chotics, psychological treatments and care arrangements) and reviewed the

1Department of Psychiatry, St. George’s Hospital Medical School, Cranmer Terrace, London SW17 0RE,
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published studies. Their reference list is vast and comprehensive, permitting
the interested reader to pursue individual issues at greater depth.

The costs of schizophrenia go far beyond the costs of specific treatments.
The extent of societal costs of schizophrenia, both across agencies and over
time, is thoroughly explored. The importance of ‘‘burden of disease’’ or ‘‘cost
of illness’’ estimates for ‘‘macro’’ decision making is emphasized. Though
of little direct obvious interest to the clinician, such studies establish the
context of ‘‘macro’’ decision making and policy setting. Knapp et al stress
that health economics research will not make policy or clinical decisions, but
can ensure that those decisions can be better informed. In particular, they
can contribute to greater equity in care by guiding the rational distribution
of limited resources.

National evaluations of costs of schizophrenia confirm a generally similar
pattern, but with tantalizing hints at cultural differences. What leads a
handful of countries to research extensively and some to publish almost
nothing in this area? The main ‘‘drivers’’ of cost in schizophrenia are
identified — relapse, inpatient services, specialist community accommoda-
tion, mortality, lost employment, family impact, and (last but not least)
public safety and concern. Their relative impact is clearly context depen-
dent, so much so that the same change in the balance of services used can
yield reversed cost outcomes when local costs for different countries are
employed. What is cost effective in one country, at one time, may not be cost
effective in another — a point often overlooked in hasty attempts to transport
‘‘successful’’ care packages between quite disparate health care systems.

Knapp et al’s review provides an invaluable and concise summary of the
six major methodologies of economic evaluation. For the clinician, cost-
effectiveness analyses are currently of most interest. This summary helps
place them in perspective, both strengths and weaknesses.

In pharmacotherapy, cost–outcome for the economic impact of clozapine
is examined in most detail, that of the newer atypicals less so, as the
evidence is still thin. The potential strengths of decision modelling and more
naturalistic quasi-experimental approaches are advanced, for example, US
treatment histories reformulated using expert groups to identify probable
UK treatments at critical clinical transition points. However, the use of varied
sensitivity analyses in such studies can be as confusing as it is illuminating
and the authors are refreshingly candid about the continuing need for careful
judgement in interpreting them.

Psychological therapies have received much less attention from economic
analyses because of the absence of commercial interest. From a UK
perspective they are in more urgent need, not only because they are
expensive, but because they draw on our supply of skilled staff which
is severely restricted. Their efficient use ought to be of the utmost
importance to health care planners. Compliance therapy and behavioural
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family management are subjected here to close scrutiny. Both are clearly
generally cost effective but accumulating evidence on family interventions
across cultures and care systems provides a natural sensitivity analysis.
Where general services are very well developed, psychoeducation was found
to add little. The issue of the quality of controls in studies is only touched on
here tangentially. It is clearly of greater importance in the last section of the
review dealing with care arrangements.

Forms of intensive case management and reprovision for discharged
long-stay patients are the subjects of care arrangement comparisons. The
methodological problems of reprovision studies — the unacceptability of
randomized controlled trials (RCTs) for political reasons and the gradual
discharge of increasingly disabled patients — are reviewed critically and
usefully. Assertive community treatment (ACT), as it is called in the USA,
and intensive case management in Europe have been the most extensively
studied of all such programmes of care. Knapp et al address the mixed results
in this field by focusing on issues of model fidelity and context but perhaps
skate rather lightly over the relevance of the control service. A large UK RCT
of 700 psychotic patients currently in press [1] lends support to coordination
of care rather than model fidelity to the original Wisconsin approach (in
particular caseload size) as the main driver of differential resource use, and
hence treatment costs.

Currently in the UK it is almost impossible to get a mental health services
research proposal funded without a health economics component. Policy
makers and grant-awarding bodies should read this review. While Knapp
and his colleagues have demonstrated eloquently why their profession has
such influence, they emphasize that they can only address the question of
efficiency (and indirectly equity). It is no use looking to health economics
to tell us which treatment to use. For that we have to establish efficacy and
effectiveness. Only when we have a range of effective treatments can health
economics help us decide in which to invest our limited resources.

Mental health economics is a complex new discipline and schizophrenia is a
complex disorder. The authors do not shrink from presenting the potential of
their field while emphasizing the difficulties of interpretation and integration
that their data bring. Including economic analyses of schizophrenia care in
our thinking will lead to better-informed decisions, though not necessarily
easier ones.
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6.8
The Economic Burden of Schizophrenia

Marc De Hert1 and Joseph Peuskens1

With its early age of onset and its chronic course, schizophrenia generates
a large amount of burden and costs for patients, families and society.
Schizophrenia is probably the most costly illness treated by psychiatrists.

In this era of economic uncertainty and budget cuts, treatment cost has
become a major issue. Governments try to contain costs, while researchers
and clinicians aim at the most cost-effective treatments.

Studies evaluating costs use the distinction between direct and indirect
costs. Direct costs are those associated with medical care expenditure for
diagnosis and treatment. The indirect costs are usually confined to the
earnings that are forgone on account of the illness, loss of productivity
and increased mortality. The intangible costs of pain and suffering for both
patients and families are often forgotten in research [1].

Comparing costs between countries with different organization and
funding of health care is difficult. All studies agree that the economic
burden of schizophrenia is important; direct treatment costs are 2% of the
total health care budget.

The losses due to indirect costs are dramatic and often higher than direct
costs. A majority of patients suffering from schizophrenia are unemployed
and are dependent on disability or social security incomes. Schizophrenic
patients have a high risk of premature death, mainly due to suicide.

Schizophrenia also inflicts an important burden and financial strain on
families. Most financial support is used to pay for lodging, treatment, food,
clothing and transportation.

Hospitalization or community residential services are responsible for the
majority of direct treatment costs. Treatment of the most severely ill and
impaired patients will have the strongest impact on total direct treatment
costs. In various countries, much of the burden of care has been transferred
from services provided collectively back to the patients and their families.
Deinstitutionalization may appear as direct cost savings for governments; it
results in higher direct and indirect costs for patients and families. This shift in
burden does not necessarily result in a net reduction of costs and might partly
explain the rise in the number of people suffering from schizophrenia in the
homeless population. Adequate delivery of community care is probably as
expensive as residential care.

Only about 5% of direct expenditure is spent on medication [2]. Antipsy-
chotics are the cornerstone in the treatment of psychotic symptoms, acute
episodes and the prevention of relapse. New antipsychotics produce fewer

1University Centre St Jozef, Leuvensesteenweg 517, B-3070 Korteberg, Belgium
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side effects and are possibly more effective on both cognitive and negative
symptoms. They improve compliance and thus prevent relapse and rehospi-
talization. Psychoeducation of both patients and families is also important to
improve compliance with medication and treatment as a whole.

Antipsychotic treatment needs to be integrated in a comprehensive
psychosocial package of care, with continuity of care, individual support,
family intervention and rehabilitation strategies [3]. Adequate relapse
prevention will also decrease indirect costs through better functional
outcomes, higher quality of life and reduction of suicide. Strategies of
early detection and early intervention could lead to more positive long-term
outcomes.

The enormous costs related to schizophrenic psychosis are in contrast with
the limited expenditure on schizophrenia research. The current growing
interest in cost of illness studies could increase awareness of clinicians,
society and policy makers.

The Government’s interest is containment or reduction of health care
costs when resources are scarce. However, providing adequate accessible
care for every patient is clearly expensive. The goal for further research on
the treatment of schizophrenia should aim for cost-effective treatments (both
pharmacological and psychosocial), improving global outcome, psychosocial
functioning and quality of life, thereby reducing indirect costs and suffering.
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6.9
Lack of Comprehensive Care for Schizophrenic Patients: Is it Due to

Prohibitive Costs or Insufficient Advocacy?

Thomas Detre1

The exceptionally well-written essay by Knapp et al begins with the statement
that schizophrenia ‘‘often imposes a considerable burden not only on the

1University of Pittsburgh, 3811 O’Hara Street, Pittsburgh, PA 15213, USA
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patients, but also on their families, the health care system and the wider
society’’. After reviewing the principal cost drivers, the authors conclude
that schizophrenia is indeed a costly illness, and the advances made in
the pharmacotherapeutic and psychosocial management of this illness do
not yet provide us with clear evidence for where cost savings may be
achieved.

The difficulties in sorting out what is cost effective have to do with the fact
that schizophrenia is in many ways similar to other chronic central nervous
system (CNS) disorders of unknown aetiology. Like multiple sclerosis and
epilepsy, schizophrenia is a syndrome rather than a discrete disease entity. As
a result, it is not possible to predict with any degree of certainty the course of,
or the response to, treatment. Some patients, after an acute episode, recover
quickly and remain well for extended periods; others relapse repeatedly but
remit quickly; still others require repeated and extensive hospitalization.

Where patients suffering from schizophrenic disorders differ from those
with other CNS disorders is the degree to which the disease, in addition
to producing cognitive dysfunction, interferes with the development or
maintenance of social and vocational skills. For this reason, even patients
who manage to join the workforce have trouble keeping their jobs, especially
when relapses are preceded by prolonged periods of social withdrawal or
odd or bizarre behaviour, making employers reluctant to rehire them.

The difficulties encountered in schizophrenia are further compounded by
the fact that patients taking conventional neuroleptic drugs act better but feel
worse. Preliminary evidence based on relatively short-term studies suggests
that clozapine (and perhaps some of the recently marketed ‘‘atypical’’ drugs)
is better tolerated by patients, leading to a higher level of compliance. It
should be noted, however, that while relapse is most often caused by non-
compliance (or attributed to the loss of therapeutic effects), one of the little
studied reasons for relapse is the reluctance displayed by physicians to keep
patients on a therapeutic dose of a drug when they complain of side effects,
as has been shown in patients receiving cancer chemotherapy.

In any case, reducing relapse rates, or at least mitigating their severity,
is of considerable importance, since frequent hospitalization and the use of
intermediate facilities (such as day and night hospitals, specialist community-
based accommodation) are the most expensive components in the overall
care of schizophrenic patients. Relapse is also the time when patients are at
the highest risk for suicide and other impulsive acts.

Obviously, treating patients with drugs that are better tolerated is desir-
able but probably insufficient by itself, and pharmacotherapy should be
combined with psychosocial and other rehabilitative interventions. There is
growing evidence that deficits in social cognition and the attendant ability
to act wisely and display good judgement, whether they precede or follow
the clinical manifestations of the illness, are factors that limit recovery,
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adjustment to community living and employability. The psychoeducational
approach proposed by Anderson et al [1], which focuses on educating both
the patient and his or her caregivers (be they family members or friends)
about the nature of the patient’s illness; the manner in which they can
assist the patient in assuming increasing responsibility when he or she
recovers from the psychotic decompensation; and other interventions aimed
at improving compliance and increasing the adaptive social repertoire of
patients, described in some detail by Knapp and his colleagues, together
with increased use of atypical neuroleptics, have shown sufficient promise to
be tried in a large-scale community-based controlled clinical trial. A coordi-
nated approach, however, must also take into account the substantial burden
schizophrenic illness places on the family. The deinstitutionalization that
got underway in the 1970s in the United States and Western Europe further
increased family burden. While patients clearly prefer living in the commu-
nity, even under substandard conditions, families had to take over as crisis
managers when other community facilities were lacking. This responsibility
caused caregivers to earn less or give up their jobs altogether, and if the
patient displayed bizarre behaviour, it also led to social isolation of carers
and patients and a substantial decrease in their quality of life.

Major pharmaceutical companies are, for obvious reasons, ready to support
controlled clinical trials on novel drugs, as well as economic research on their
cost effectiveness, but have little interest in psychosocial approaches. Failure
to finance major multicentre studies on these approaches is usually explained
by talking about limited resources. Yet, we provide funds for liver transplants
and show little reluctance to expend the funds necessary to keep alive infants
with multiple handicaps or people with cancer; thus, these decisions are not
based solely on the scarcity of resources but also on the priority assigned by
policy makers to chronic mental illnesses. Advocacy groups (particularly in
the United States) like the National Alliance for the Mentally Ill (NAMI), are
making concerted efforts to change the situation and have done a great deal to
eliminate inequities. While they enthusiastically support biologic therapies,
perhaps because the psychological management of schizophrenic patients
during the heydays of psychoanalysis deposited the responsibility for the
illness on the family’s doorstep, they are wary of psychosocial approaches
involving family members. Clearly, governments will have to become the
economic engine to ensure that further progress is made in treating this
debilitating disease.
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6.10
The Role of Cost-effectiveness Analysis in Improving the Treatment of

Schizophrenia

Herbert Y. Meltzer1

Knapp et al’s excellent synthesis of the literature on the economic costs of
schizophrenia and the cost effectiveness of various treatment approaches and
policy matters shows that most Western societies are spending between 1.5%
and 2.5% of their entire health budget on the direct costs of schizophrenia
and an equivalent amount on indirect costs. The new atypical antipsychotic
drugs (AAPD) should, in my view, be the major focus of the treatment
of schizophrenia at the current time. About 55% of patients in the USA
are receiving these medications and about 10% in Europe — percentages
which are far too low given the number of neuroleptic-resistant patients
and the undisputed advantages of the AAPD for a wide range of outcome
measures beyond positive symptoms, as well as their reduced side effects.
An accurate assessment of the economic costs of schizophrenia and the
impact of treatment on these costs can, if used properly, be an invalu-
able tool in increasing utilization of the newer medications and necessary
psychosocial supports. Knapp et al provide a useful critique of the evidence
for greater cost effectiveness of the AAPD compared to the conventional
neuroleptic drugs (CND). However, studies which compare the AAPD
with each other, with and without psychosocial support and rehabili-
tation programmes, to determine their incremental benefits, are needed
to facilitate choice of medication and are underway in the USA and
elsewhere.

Why are there such discrepancies between the USA and Europe in the
utilization of these medications, if, in fact, total expenditures are fairly
similar? There is no uniform policy in the USA about access to the AAPD,
with wide differences in availability based upon varying views with regard
to drug expenditures by managed care or governmental agencies. Many
systems which restrict access seek only cost minimization and neglect the
differences in benefits of these agents. Ease of access was facilitated as long as
the cost of medication could be retrieved by decreased hospitalization. As the
average number of hospital days for those treated with CND decreased due
to changes in the criteria for admission, shortened length of stay, regardless
of symptoms, and more effective outpatient programmes, the cost of the
AAPD could not be completely offset.

Knapp et al describe the various types of cost-effectiveness analysis which
should be considered in medical decision making. While, ideally, cost mini-
mization should not be the determining issue with regard to medication

1Department of Psychiatry, Vanderbilt University School of Medicine, 1601 23rd Avenue South,
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choice, one must recognize that many who should be able to consider other
factors will not. Thus, it is important to establish, if possible, that these newer
agents can still achieve cost minimization when used properly. I suggest
that the major area to concentrate on is savings in indirect costs, that is,
lost income, disability transfer payments, costs associated with courts and
incarceration, and family burden, which may be anticipated based upon the
superior efficacy and tolerability of the atypical antipsychotic drugs. Specif-
ically, there is evidence that the newer agents improve cognitive function,
the major cause of inability to work for many patients with schizophrenia [1,
2]. For example, clozapine enables up to 40% of patients with schizophrenia
to work [3, 4], which is twice the rate for patients treated with typical
neuroleptic drugs. Comparable results are possible with risperidone and
olanzapine based upon their ability to improve verbal learning and memory
and executive function. Increased funding of rehabilitation programmes
and utilization of the most effective pharmacologic and cognitive rehabili-
tation methods to preserve and restore cognitive function in patients with
schizophrenia are needed to achieve these savings. Secondly, these agents
reduce aggression and violence, which should impact on the frequency
with which the criminal justice system is confronted with patients with
schizophrenia who have committed acts of aggression or property destruc-
tion [5]. There have been four highly publicized murders by patients with
schizophrenia in the last 12 months, including the Unabomber murders and
attacks, which have alerted the US public to the dangers of poorly treated
schizophrenia.

A true appreciation of the costs of schizophrenia also requires attention
to the lifetime costs of this illness, including non-medical as well as medical
costs [6]. A societal perspective on this matter can provide additional stimulus
to the full utilization of the best available treatments.

Finally, I would like to emphasize my belief that utilization of cost utility
analysis should be greatly increased in schizophrenia research. Research
in this area has been restricted by limited success in developing a quality
adjusted life year (QALY) merit that reliably reflects the preferences of
patients with schizophrenia. Comparisons with other treatments in medicine
would, in my view, suggest that the AAPD have merit comparable to many
other commonly used treatments in medicine for chronic illnesses.
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6.11
Medical Cost Outcomes of the Atypical Antipsychotics

Dennis A. Revicki1

Schizophrenia is a chronic and often disabling psychiatric disorder associated
with significant costs to society [1]. Clozapine’s introduction into the United
States for the treatment of refractory schizophrenia increased attention to
both the costs and therapeutic effects of antipsychotic medications. Clini-
cians and health care decision-makers need evidence of safety and efficacy
and cost effectiveness to determine the place for new, expensive antipsy-
chotic treatments within the health care system [2, 3]. This commentary
provides more recent information on the cost effectiveness of the new atyp-
ical antipsychotics, efficacy versus effectiveness clinical trials for answering
health economic questions, and case management and psychosocial rehabil-
itation services.

Other than for clozapine [3, 4], there have been few prospective studies
evaluating the cost effectiveness of the new atypical antipsychotics (i.e.
olanzapine, quetiapine, risperidone) [2]. Most economic evaluations of atyp-
ical antipsychotics are based on non-controlled, mirror-image studies, often
with very small sample sizes [2]. Several prospective studies have been
recently reported evaluating the impact of clozapine [4, 5], olanzapine [6],
and risperidone [7] on medical costs and outcomes. Rosenheck et al [4]
completed a randomized clinical trial comparing clozapine and haloperidol
in hospitalized, treatment refractory schizophrenia patients. They found few
differences in clinical and quality of life outcomes between the treatments,
except when treatment crossovers were excluded. The clozapine group had
slightly lower total medical costs compared with the haloperidol group
($57 785 versus $60 225). Essock et al [5], in a clinical trial comparing cloza-
pine with standard neuroleptics in treatment-resistant schizophrenia, found
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reduced rehospitalization rates in those clozapine patients discharged from
the hospital. However, the complete economic evaluation results have not
yet been reported.

Hamilton et al [6] compared the medical cost and patient outcomes in
US schizophrenia patients enrolled in a randomized clinical trial comparing
olanzapine and haloperidol. Olanzapine-treated patients showed improved
clinical and quality of life outcomes compared with haloperidol [6, 8].
Cost comparisons favoured olanzapine during short-term treatment ($6114
versus $6502) and, for treatment responders, olanzapine resulted in $636
fewer medical costs over maintenance treatment [6]. These long-term cost
outcomes were based only on treatment responders and, since this was an effi-
cacy clinical trial, there was incomplete follow-up of patients discontinuing
treatment.

Mahmoud et al [7] conducted a naturalistic (effectiveness) clinical trial
comparing risperidone with usual neuroleptic treatment in patients with
schizophrenia with 1-year follow-up. Although the patient and mental health
cost outcomes have only been incompletely reported, the results suggest
greater improvement in clinical and quality of life outcomes, with slightly
higher mental-health-related costs in the risperidone group. This study also
observed significant variations in treatment for patients with schizophrenia,
with many patients receiving incomplete antipsychotic treatment over the
course of the 1-year follow-up.

Randomized clinical (efficacy) trials and naturalistic (effectiveness) trials
have been used to evaluate the economic costs and outcomes of the atypical
antipsychotics versus standard neuroleptics. There are recognized limita-
tions to cost-effectiveness analyses based on randomized clinical trials [9,
10]. Clinical trials are conducted in carefully controlled research centres
with rigorous treatment regimens and systematic assessment of highly
selected, homogeneous patient populations. This artificial clinical practice
setting, restricted patient population, and often incomplete follow-up of
non-responders and drop-outs results in limitations to generalizability. The
effectiveness studies also have recognized limitations, but often produce find-
ings that are more generalizable (by design) to community practice settings
[10]. There are trade-offs between internal validity and external validity in the
design of prospective health economic evaluations. These limitations must be
taken into consideration when interpreting the findings of cost-effectiveness
studies. There is no simple solution to evaluating the economic impact of
a novel antipsychotic, and we need to examine the mosaic of results from
various different study designs to build greater or reduced confidence about
cost effectiveness.

As pointed out by Knapp et al, the existing evidence on the cost effec-
tiveness of case management and psychosocial interventions for patients
with schizophrenia is inconsistent and mixed. Part of the reason for the
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poor performance of patients in rehabilitation therapy interventions may be
the inefficacy of standard neuroleptics on negative symptoms and cogni-
tive impairments associated with schizophrenia. There is some research
suggesting that the atypical antipsychotics may improve neurocognitive
function [11]. If this cognitive improvement, especially in memory and infor-
mation processing, is demonstrated, schizophrenia patients may be more
able to benefit from psychosocial and rehabilitative interventions. Currently,
there is very limited information on the cost effectiveness of interventions
involving case management, atypical antipsychotics and comprehensive
rehabilitative programmes. It is expected that efficacy of these novel antipsy-
chotics on negative symptoms and cognitive function may result in improved
rehabilitation outcomes and patient quality of life, and fewer costs associ-
ated with hospitalizations and intensive outpatient services. Future research
is needed to evaluate the benefits of combined atypical antipsychotic and
psychosocial interventions on patient outcomes and costs.

The clinical and economic research evidence on the atypical antipsychotics
is encouraging, especially in comparison to the older neuroleptic medica-
tions. Compared with standard neuroleptics, the newer antipsychotics have
slightly better clinical efficacy, fewer extrapyramidal symptoms and other
serious side effects, and less treatment discontinuation. The economic studies
completed to date suggest that the total medical costs for the atypical antipsy-
chotics are at best slightly lower (or at worst, no different) than the total costs
for the standard neuroleptics. No studies have been completed comparing
the cost effectiveness of the different atypical antipsychotics to each other.
This research is needed to inform clinicians and health care decision-makers
about the relative advantages and disadvantages of the novel antipsychotics.
It remains to be demonstrated whether the introduction of the newer atypical
antipsychotics will result in beneficial economic outcomes for the health care
system in the United States and the rest of the world. The expectation is that
the newer treatments will have benefits in terms of patient quality of life and
functioning, but the question that remains to be answered is: what are the
costs to the health care system?
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6.12
The Costs of Schizophrenia — New Treatments and New Economics

Melvin Sabshin1

As the twentieth century draws to a close, empiricism has achieved great
success in facilitating psychiatry’s therapeutic advances. Despite large gaps
in our understanding of the pathogenesis of many psychiatric illnesses,
much can be done to alleviate psychiatric symptomatology and to provide
a better quality of life for patients with severe psychiatric illnesses. The
best illustration of this situation can be found in the treatment of patients
with schizophrenia. While the aetiology of schizophrenia is not yet clearly
elucidated, a tremendous amount has been learned about biopsychosocial
treatment of people with this severe disorder. There are thousands of
reports about such treatments, and assisting in the understanding of such
reports across the world is an important function of the World Psychiatric
Association.

The paper by Knapp et al is an excellent example of an outcome analysis
related to the treatment of schizophrenic patients. Remarkably, however, this
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paper ventures far beyond the ordinary outcome analysis and confronts the
full panoply of economic issues related to the care of schizophrenic patients,
their families, and the institutions necessary for such care. The authors entitle
their paper ‘‘Costs of Schizophrenia’’. This title would have had particular
meaning during each decade of the century, but it has very special meaning
as the century comes to the end. Indeed, the basic thrust of the paper deals
with economic data related to the treatment of schizophrenic patients. For the
past quarter-century, economic analyses related to the treatment outcomes
in psychiatry have become increasingly sophisticated. The empiricism at
the centre of late-twentieth-century psychiatry has extended to economic
empiricism, so that more valid costs can be estimated for treatment and their
outcomes. Such analyses are useful in all parts of medicine, but in psychiatry
they have special importance. Indeed, an expertise has now emerged to
estimate costs of all of the socioeconomic variables, implicit and explicit, in
the treatment of schizophrenic patients. Furthermore, this expertise has tran-
scended national borders and included considerable comparative analyses
of the ‘‘costs of schizophrenia’’ in different national and economic contexts.
Indeed, the paper by Knapp et al contributes greatly to transnational psychi-
atry per se. The authors are fully aware of the impact of varying economic
contexts in assessing the costs of schizophrenia. Loss of productivity by
patients may have different costs in China from the United Kingdom. And
family interaction may also be quite different. Social and economic variables
are central to a full understanding of psychiatric treatment outcomes and
multiple variables are involved. In the last half of the twentieth century the
shift from hospital-based to community-based care requires special economic
attention including the start-up costs for community care. Short-range versus
long-range costs require careful attention.

In many ways, the psychopharmacological revolution of the late twentieth
century has stimulated and facilitated economic analysis in psychiatry.
Obviously, pharmaceutical industries have paid a great deal of attention
to the costs and opportunities of developing new medications. Psychiatry
and its related governmental agencies must also pay great attention to these
variables. The authors illustrate this question very well by the discussion of
economic factors related to the use of clozapine, risperidone, olanzapine, and
psychosocial treatments of schizophrenic patients. Clozapine and other new
atypical neuroleptics have had a strikingly positive impact in the treatment of
schizophrenic patients, which has been superior to standard older products.
The analysis of these effects, as in the complex use of clozapine, needed to be
factored in so that the medication costs and required expensive laboratory
tests may be understood. Patients on this medication must be watched very
closely in order to protect them from the medication’s toxicity. Despite all of
these additional costs, the use of clozapine still reduces overall costs and is an
economically sound treatment. When the ministers of health of developing
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nations ask about the cost benefits of including clozapine in their formularies,
this paper would be useful as a basis for understanding why and how the
decision should be made.

Psychiatry has matured to the point that each new treatment should be
studied from an economic perspective as well as a clinical standpoint. The
accumulation of economic data will be very important in decision making. At
times, of course, psychiatry must argue for approaches that require greater
initial expenditures. In many cases these costs will lead to ultimate savings
over time. A psychiatry that advocates with good economic data as well
as good clinical data is likely to be more effective in obtaining support.
Empiricism helps to convince decision-makers and society as a whole that
treatment is rational, useful and accountable. We understand much more
about the costs of schizophrenia as we enter a new millennium.
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