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PREFACE




This monograph is based on the controversial contention that a noso-
logical approach to diagnosis is an essential prerequisite for the mean-
ingful study of mental illness. Although the subject of this monograph
is restricted to the group of disorders traditionally referred to as
"functional psychoses," the same contention applies to "anxiety disorders,"
traditionally referred to as "neuroses,"

The classification proposed in this volume is based on an understand-
ing of all four developmental stages of psychiatric illness. It differs
from other classifications by the particular integration of longitudinal-
developmental and cross-sectional-psychopathological features and by the
shift of emphasis from the interpretation of symptoms to the detection of
affected psychopathological structures.

In spite of its historical roots and assumed inner logic, the classi-
fication presented here will not be proposed for general use until it is
validated in carefully conducted clinical research. Tb design such studies,
it will be important to know to what extent the psychiatric clinical mate-
rial fits the proposed diagnostic groups in different cultures and to what
extent biological homogeneity can be increased by employing the proposed
subtyping in the selection of experimental popu]ations in psychiatric
research.

The origin of the concepts discussed in this monograph is in the work
of Clerambault and Magnan, Kahlbaum and Kraepelin, Wernicke and Kleist,
Jaspers and Schneider, and Wimmer. It is hoped: that in the course of the

presentation no injustice has been done to the contributions of Baruk,

Leonhard and Stromgren.
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INTRODUCTION




Recent progress in epidemiologic and biologic research is responsible
for a renewed interest in psychiatric diagnosis and classification. The

new trend has received an impetus from the recognition that operationally

defined diagnostic criteria are prerequisites for a valid comparison of
epidemiological data from different language areas; “for the identifica-

tion of biological markers of disease and for the demonstration of the
effectiveness of new psychotropic drugs. In addition to their importance

for psychiatric research, diagnosis and classification are "necessary tools"
for choosing suitab]e treatment and providing necessary "care and counselling"

to "the psychiatrically i11" (Helmchen, 1980).

Multi-Axial Classifications

A rationale for separating "etiology" from "symptomatology" was offered
by Essen-Moller (1961). He contended that by assessing patients on two
different, independent "axes," a number of combinations of syndromes and
etiology would emerge which might not correspond to traditional (syndromato-
logical) psychiatric diagnoses and thereby invalidate some of the old
diagnostic hypotheses. By designing a model for a bi-axial system Essen-
Moller (1971) opened a new path leading to the development of multi-axial
systems of diagnostic classifications in psychiatry (see Appendix I, Table I);

A changing attitude toward psychiatric diagnosis is reflected in the
Mental Disorders section of the ninth revision of the Internationa] Classi-
fication of Diseases (ICD-9) of the World Health Organizaties (WHO, 1975, 1977).

In ICD-8, etiological criteria were nixed with symptomatological, typological
and topographic cnes as well as with criteria relevant to the course of the
diseéée (MO0, 1965, 1967), whereas in JICD-9, according to Helmchen (1980),

there is an attempt to separate "symptomatology™ from "etiology." - However,




because ICD-9 is a uni-axial classification, many of its diagnostic terms
remain a mixture of different elements,

The first models of multi-axial systems of diagnostic classifications
in psychiatry were developed independently by Ottosson and Perris (1973)
and Helmchen (1975). They entailed four andkfive axes respectively. The
four axes of Ottosson and Perris are "symptomatology," "severity," "etio-

Togy," and "course"; and the five axes of Helmchen are "symptomatology,"
"time," "etiology," "intensity," and "certainty" (see Appendix I, Tables

IT and III). Other important models of multi-axial classifications are
those of Wing et al. (1968) and Strauss (1975). The four axes of Wing et
al. are "psychiatric condition,” "underlying cause or precipitating factor,"
"mental subnormality" and "additional physical illness or handicap"; and

the five axes of Strauss are "symptoms," "previous duration and course of
symptoms,” "associated factors," "personal relationships" and "work
function" (see Appendix I, Tables IV and V),

A significant, recent contribution to multi-axial psychiatric diagnosis
is the third edition of the Diagnostic and Statistical Manual of the Ameri-
can Psychiatric Association (DSM-III, 1980). By its operationally défined
diagnostic criteria and multi-axial system of evaluation DSM-III represents
an important step towards a scientific approach to psychiatric diagnosis.
Other important contributions in the development of operationalized diag-
nostic criteria are the St. Louis Criteria of Feighner et al. (1972), the
Present State Examination Criteria of Wing, Cooper and Sartorius (1974),
the Research Diagnostic Criteria (RDC) bf Spitzer, Endicott and Robinsg
(1978a and b), Taylok and Abram's Criteria (Taylor and Abrams, 1978; Taylor

Redfield and Abrams, 1981) and the Vienna Research Criteria of Berner and

Katschnig (1983).
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Empiricistic, Experimental and Nosological Approaches

In spite of the increasing sophistication in the differentiation of

diagnostic categories within the traditional framework, research findings
which have accumulated during the past decades strongly suggest that the
classical nosological groups are only in part homogenous entities. This
is reflected in the differential responsiveness within the same diagnostic
category to the same psychotropic drug, and in the considerable variation
of neurophysiological and biochemical measures within the same diagnostic
category.

In the absence of well-identified etiology in most psychiatric¢ disease,
there are three approaches employed in differentiating biologically mean-
ingful homogenous psychiatric patient populations: the empiricistic, the
experimental and the nosological. |

The empiricistic approach is based on the development of an assessment
instrument, e.g., rating scale, that is constructed in a manner to include
all known manifestations of a psychiatric disease, e.g., depression. It
is assumed that by administering such a scale to large, clinically homo-
genous depressive populations and employing different statistical proce-
dures, e.g., factor analysis, cluster analysis, multiple discriminant func-
tion analysis in the treatment of collected data, meaningful subtypes or
diagnoses within a group of disorders can be obtained.

An alternative to the empiricistic approach is the experimental
approach, It is baséd on biologic measures, e.g., neurophysiologic, bio-
chemical, neuroendocrine. While. it is hoped that some of these measures
(biologic markers) will bring about a more meaningful classification of
clinical psychopathology, it is commonly held that the meaningfulness of
biologic markers is limited by the extent that they can be linked to a
clinically identifiable diagnostic group.

The prototype of the third, or nosological approach is Kraepelin's

(1896) three-dimensional model of classification, which was presented for




the first time in the 5th edition of his textbook of psychiatry. Kraepelin's
classification is based on three successive stages (dimensions) of psy-
chiatric disease. In the first four editions of his momumental work,
Kraepelin used a syndrome-oriented approach to the classification of mental
illness. Beginning with the 5th edition he adopted the medical concept

of psychiatric désease and shifted emphasis from the "pathological pic-
ture“ to the "criterion of progress" (Pichot, 1983). According to

Kraepelin “the necessity" for the shift in emphasis was brought about

"by practical needs," by the "lTimitations of grouping on the basis of
pathological pictures (Krankheitsbilder)," and by the recognition of the
importance of criteria "which derive from the developmental stages, the
course and the outcome of individual disorders." Kraepelin's shift of
emphasis from the cross-sectional picture to the course of illness had its

- origin in Kahlbaum's (1874) formulation of the notion of nosological entity,
This was based essentially on Falret's (1864) contention that for a better
understanding one has to learn about "the progression and the various stages
of the natural form of mental disorders." For Falret a "natural form" of a
disease "implies a well defined (natural) predictable course," which in turn
"presupposes the existence of a natural form of disease with a specific
pattern of development."

An alternative to the three-dimensional model is the four-dimensional
model of nosological classification. Thjs,is based on all successive stages
of psychiatric disease. Leonhard's (1957, 1979) classification 6f "encogenous
psychoses" is based essentially on a four-dimensional nosological abproach.

From One Dimensional to Four Dimensional Classifications

In the psychiatric literature the terms "axes" and "dimensions" are

used interchangeably in an unconventional manner referring to different




aspects or components of the disease in an,arbitrary manner (Mombour, 1975).
With the term axes, emphasis is on the independence of the components;

while with the term dimension, the emphasis is on relationships among the
components in a time sequence. Hence, the four dimensions, or rather
developmental stages include cross-sectional psychopathology (1st dimension
or 2nd developmental stage), bnsét-efio]ogy (2nd dimension or 1st
developmental stage), course of illness (3rd dimension or 3rd developmental
stage) and outcome (or end-state) features (4th dimension or 4th develop-
mental stage). Inclusion of the entire disease from beginning to end is a
prerequisite for a comprehensive picture which should provide fpr a better
understanding of the nature of psychiatric illness. In keeping with this
is Kahlbaum's (1874) notion that "only an inclusive and general use of the

clinical method can advance psychiatry and increase understanding about the

pathological process invo?Qéd in mental il1ness."” Corresponding with this
notion are the findings that by encompassing an increasing number of developmen-
tal stages of the disease, the heterogenous population of psychiatric patients
can be separated into increasingly more homogenous and differentiated diagnostic
groups. Thus, by employing a two-dimensional approach, the one-dimensional con-
cept of unitary psychosis-vesania (Neumann, 1859 Griesinger, 1845, 1367, 1876),
could be separated into two psychoses, i.e., exogenous and endogenous.
Introduction of the third diménsion opened the possibility of separating
patients within the population of exogenous psychosis into organic (includ-
ing “symptomatic psychosis" and "psychosis associated with coarse brain
disease") and psychogenic (also referred to as reactivé} psychoses; and to
separate patients within the population of endogenous psychosis into
schizophrenic (dementia praecox) and affective (manic depressive)

psychoses. Since psychogenic and endogenous psychoses are considered to be
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sui generis, primary psychiatric illnesses, they are commonly referred to
as "functional psychoses" to separate them from the nonspecific psychiatric
disorders associated with neurological and/or other systemic diseases and
from developmental inborn and/or learned anomalies such as "mental retarda-
tions" and "psychopathic personalities" (Schneider, 1925).

Finally, introduction of a fourth dimension, and with it a structural
approach, has made it possible to separate patients within both the schizo-
phrenic and the affective psychoses into two major diagnostic groups, i.e.,
nonsys¢ematic and systematic. In addition, the four dimensional model of
psychiatric diagnosis has focused attention on acute and chrohic delusional
psychoses, a population between the reactive and endogenous psychoses; and
on cycloid psychosis, a population between the affective and schizophrenic
psychoses (Table I). It has also brought to attgntion numerous subtypes
within each group of the major diagnoses (Figure 1).

Proposed Classification: Supporting Data

The proposed four-dimensional classification is fifm]y rooted, although
not exclusively based, in cross-sectiona]vpsychopatho]ogy, extending its
boundaries beyond experiential phenomenotogy into behavior, performance and
holfstic (Gestalt) characteristics of the disease (Ban, 1982; Conrad, 1958;
Petho, Tolna and Tusnady, 1979; Petrilowitsch, 1969). It employs a decision
tree model. Accordingly, alternative decisions are based not.merely on a given
set of knowledge (cross-sectional psychopathology) and a logical process
moving within one set of data. It also follows the evolution of the subject
(i11ness) under study in time (Petho, 1984b). In the course of this process
first, endogenous and exogenous (reactive) psychoses are separated on the
basis of the relative importance of a precipitating event in activating the

disease. Subsequently, psychopathological syndromes are identified on the

—— L . _ ) o J
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basis of an analysis of psychopathological forms with consideration of their
content. The formal characteristics of the course of the disease, such as
rhythmicity, periodicity, polarity, etc. are distinguished from the con-
tents of the course, such as time spent in hospital, intensity and duration
of pharmacotherapy etc. (Petho, 1984a). Finally, the outcome characteristics
are utilized in the validation of diagnoses (Petho, 1977, 1984b).

The diagnostic system proposed is undoubtedly more detailed and subtle
than other diagnostic systems used in psychiatry today. It still must be
shown, however, that its diagnostic subtypes are biologically more mean-
ingful categories than the diagnostic types described in ICD-9, operationally
defined by DSM-III, and/or identified by the various diagnostic systems
employed in psychiatric research.

In favor of the contention that diagnoses within the four dimensional
model represent biologically more homogenous populations (than diagnoses
within the three dimensional model) are clinical psychopharmacologic find-
ings (Astrup, 1959; Astrup and Fish, 1964). These findings suggest that in
schizophrenic patients classified on the basis of Leonhard's (1957, 1979)
system, therapeutic responsiveness to neuroleptics is considerably more pre-
dictable than in schizophrenic patients classified on the basis of other
diagnostic classifications. By employing Leonhard's classification, Fish,
as early as 1964, found that 117 out of 123 nonsystematic schizophrenic
patients (95%) showed a favorable therapeutic response to neuroleptics,
while only 289 out of 351 systematic schizophrenic patients (69%) showed a
similar response (Fish, 1964a). The most important findings, from both a
practical and a theoretical point of view, however, was that among nonsyste-
matic schizophrenic patients, the favorable therapeutic response was rated

marked to moderate in 79 percent of treatment responsive patients, while among
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systematic schizophrenic patients it was rated marked to moderate in only
23 percent. It was also noted that, among the nonsystematic patients,
those suffering from periodic catatonia responded less favdrab]y than patients
with affect-laden paraphrenia and especially cataphasia. Among the systematic
patients, therapeutic responsiveness, was not evenly distributed among the
three major classes of psychoses. Thus, while a moderate or marked thera-
peutic response was seen in as high as 40 percent of the patients belonging
to one or another subtype of the systematic paraphrenias, a similarly favor-
able response was seen only in 23 percent of the patients belonging to one
or another subtype of the systematic hebephrenias and 0.9 percent of the
patients belonging to one or another subtype of the systematic catatonias.
That Leonhard's system of classification might identify biologically
meaningful categories is also supported by preliminary findings regarding
tardive dyskinesia in a multinational survey of 768 chronic hospitalized
schizophrenic patients (Ban, Guy and Wilson, 1984a). In this survey the over-
all prevalence rate of tardive dyskinesia for the population was 11 percent
when determined by clinical judgment and 13 percent when determined by the
Research Diagnostic Criteria for Tardive Dyskinesia (Schooler and Kane, 1982).
However, by employing Leonhard's diagnostic system, prevalence rates were
found to be significantly lower in the therapeutically more responsive non-
systematic group (4.3%), than in the therapeutically less responsive systematic
group (13.3%). The manneristic subtype of the systematic catatonias attained
a prevalence rate of iﬁ'percent and the silly subtype of the systematic
hebephrenias attained a prevalence rate of 53 percent. In the expansive and
confabulatory subtypes of the systematic paraphrenias, tardive dyskinesia was
not encountered at a1l (Guy, Ban and Wilson, 1985). Because there is no indi-

cation that the action mechanism of neuroleptics would be different in patients
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belonging to different diagnostic groups, it seems Tikely that in the develop-
ment of tardive dyskinesia, the biology of the host also plays an important
role. Furthermore, because there is no indication that patients with different
types of schizophrenia: as classified by the ICD-9 or DSM-III develop tardive
dyskinesia differentially to neuroleptics, the preliminary findings, of dif-
ferential occurrence within Leonhard's classification favor the contention

that diagnoses based on Leonhard's system, provide for biologically more
homogenous populations than diagnoses based on other systems of classifica-
tion.

Use of Terms: Psychosis, Endogenous, Psychogenic

The four-dimensional model of psychiatric diagnosis has evolved in the
course of systematic research on "psychotic" patients. While the only pur-
pose of these studies was to differentiate clinically meaningful groups Within
the psychotic population, the findings also indicated that the concept of psy-
chosis should not be based on the intensity of psychopathological symptoms.

If severity of illness is the basis of the distinction, one and the same
disorder may appear in psychotic and non-psychotic forms. Because of this

in the proposed classification Schneider's (1950, 1959) definition of psy-
chosis is adapted. Thus,’the term psychosis designates psychopathoto-

gical syndromes resulting fram disease and regardless of the intensity of the
pathology. In this respect the proposed classification is in keeping with
ICD-9 and is at variance with DSM-III in which according to Pichot (1983)
intensity is of primary importance in the definition.

In the proposed classification the term psychosis is retained to separate
disease-related psychopathological syndromes from disorders of personality
which, according to Schneider represent psychic abnormalities, i.e., statis-

tical deviations from the social norm (normal) with which, they are "united
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by a seties of imperceptible transitions" (Pichot, 1983). Thus, for
Schneider, psychoses, in contradistinction to personality disorders, are
always of somatic origin, regardless of whether a somatic etiology has
been identified. It is within this frame of reference that the term
“functional psychosis" is used in this monograph.

Within the conceptual framework of this monograph, endogenous psy-
choses are perceived as being the result of a seemingly spontaneous inter-
action between endogenous, assumedly genetic factors, ahd brain struc-
tures; while reactive (psychogenic) psychoses are perceived as the result
of a precipitated interaction between endogenous, assumedly genetic factors,
and brain structures. Considering that thé essential difference between
the two psychoses is the presence or-absense of a need for an exogenous
"psychological” factor to precipitate the psychosis, one may entertain
the possibility of replacing the termms endogenous and psychogenic psy-
choses by the terms endogenomorphic and exogenomorphic psychoses respec-
tively. Moreover, if subjects with deviant (abnormal) personalities would 4
be referred to as "psychopathic personalities" as done by Schneider (1923, 1958),
the term "psychosis" could be replaced by the term "disorder," as used in
the DSM-III. However, if the term “"endogenomorphic," is used, one must.
remember that the same teym has been used by Klein (1973) in relation to
depressive illness that mimics the characteristics of endogenous depression
and which is usually responsive to a wide range of somatic interventions; and
also by Berner (1982, 1983),in relation to axial syndromes which might indi-
cate schizophrenic, manic or depressive developments. Although the terms
exogenomorphic and endogenomorphic might be more appropriate than the terms
presently in use, they will not be employed in this monograph. On the other

hand, the term psychosis will be retained in recognition of the distinction
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between psychiatric f]]nesses and developmental anomalies and within psy-
chiatric illnesses between anxiety disorders (neuroses) in which patients
have gpod insight and psychoses in which patients have no insight, even if
they recognize to some extent, the nature of their pathological experiences.
It is this latter group (psychoses) which will be the subject matter of this

volume,




18

CLASSIFICATION AND CLINICAL PSYCHOPHARMACOLOGY
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The practical need for developing a new system of classifying func-
tional psychoses is closely linked to psychopharmacologic progress. It was
in response to this need that the two most extensively. employed diagnostic
systems, the ICD-9 and the DSM-III, were introduced for general use. In
addition, several research diagnostic criteria were'developed. One of -
them, the Diagnostic Criteria of Research (DCR) served as the starting
point for the development of the proposed classification of functional

psychoses,

Psychopharmacology

The psychopharmacological era began on January 19, 1952 when chlorpro-
mazine was given for the first time to a psychiatric patient by Hamon,
Paraire and Velluz (1952) at Val-de-Grace, the famed military hospital in
Paris (Ban, 1972). From Val-de-Grace, ch1ofpr0mazine raced through the
mental hospitals of France within the single year of 1952 (Delay and Deniker,
1952), transférming disturbed wards, reforming therapy and remodeling
research (Caldwell, 1970). Swiss psychiatrists began to use chlorpromazine
in January, 1953 (Staehelin and Kielholz, 1953), and by the Spring of 1953,
the psychopharmacological "revolution" was well underway‘throughout continen-
tal Europe. Lehmann and Hanrahan's (1954) paper, the first American publi-
cation on chlorpromazine, appeared in February 1954 in the American Medical
Association's Archives of Neurology and Psychiatry; and one year later,
the first Australian (Webb, 1955) and Russian (Tarasov, 1955) publications
were also in print.

Because chlorpromazine was introduced at a time when interest in psy-
chiatric diagnosis was dormant the first publications reported on thera-
peutic effects with the drug on psychic disturbances (psychischen Storungen)

in general and in psychotic patients (cas de psychoses) in particular
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(Delay and Deniker, 1952; Staehelin and Kielholz, 1953). In the first Ameri-
can publication (Lehmann and Hanrahan, 1954), chlorpromazine was labelled

as a "new inhibiting agent for psychomotor excitement and manic states" and
subsequent articles suggested that chlorpromazine is an antipsychotic agent
which can control psychoses whether organic or functional. In fact, it was
not until the 1960's, that it was recognized that antipsychotics are
particularly useful therapeutic agents in the treatment of "functional psy-
choses" and hqve an especially favorable action in the schizophrenias
(Casey et al., 19603 NIMH Collaborative Studies, 1964).

The phenothiazine nucleus, the basic constituent of chlorpromazine, was
first synthesized in 1883 by Bernthsen. It consists of two benzol rings
attached to each other by a sulfur atom and a nitrogen atom. A structurally
similar nucleus, the iminodibenzyl nucleus, the basic constitutent of
imipramine, was described 16 years later by Thiele and Holzinger (1899)
(Figure é). In the course of a search to find "chlorpromazine-like" com-
pounds to treat "psychosis" and especially "schizophrenia," imipramine was
chosen to be studied, It failed to show antipsychotic properties but Kuhn
(1957) recognized its therapeutic potential in depression., The antidepres-
sant effects of imipramine received additional substéntiation within a year
from Kielholz and Battegay (1958) in Europe and from Lehmann, Cahn and
deVerteuil (1958) in North America. However, it was not until the mid-1960s,
i.e., approximately eight years later, that the antidepressant effects of
imipramine were established with reasonable certainty (Ban, 1974, 1981). By
pooling data from 23 published reports which included 550 patients treated
with imipramine and 459 with placebo, Klierman and Cole (1965) showed that
the overall improvement rate was significantly higher with imipramine (65%)
than with an inactive substance (35%). Similar findings were obtained by

Angst (1970).
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Figure 2
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Lack of interest in psychiatric diagnosis made it even more difficult
to recognize the mood stabilizing effect of 1ithium salts. As early as
1949 Cade reported on the successful treatment of ten manic patients with
Tithium and noted that the first patient relapsed when 1ithium treatment
was stopped. However, it was not before the 1970s, i.e., more than 20
years later, that the therapeutic effects of 1ithium salts were proven
beyond reasonable doubt in manic depressive patients during the acute,
maintenance and prophylactic phases of treatment (Jefferson and Greist,

1977).

Chlorpromazine, imipramine and 1ithium have brought about fundamental
changes in the treatment of "functional psychoses." 1In view of this, and
in spite of all the acknowledged limitations of these psychotropic agents,
the treatment of choice for functional psychoses today is pharmacotherapy
with antipsychotics, antidepressants and/or mood stabilizing 1ithium salts.
There is substantial evidence that no other single therapeutic procedure
can compete with these treatments in terms of rapidity of effectiveness,
sustained action, general availability and ease of application. These
practical advantages have provided sufficient incentive to develop a large
number of antipsychotic and antidepressant drugs (and also a number of
different brands of 1ithium salts).

The large number of available antipsychotics (neuroleptics) were listed
in a report, based on a multi-national survey, carried out in 768 chronic
hospitalized schizophrenic patients in eight countries during the early 1980s.
Findings revealed that 739 or 96.2 percent of the 768 patients were treated
with one or more of 31 different neuroleptics (Ban, Guy and Wilson, 1984b) (see
Appendix II, Table II). No similar figures are available for antidepressants.

By 1981, however, at least ten structurally different groups of tricyclic and
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ten other structurally different groups of nothricyc1ic antidepressants were
in clinical use and/or employed in clinical investigations, The ten groups
of tricyclic antidepressants include the dibenzazepines, dibenzodiazepines,
dibenzocycloheptadiens, dibenzocyloheptatriens, dibenzothiepines, dibenzoxe-
pines, dibenzoxazepines, anthracenes, anthridines, and acridans; and the ten
groups of non-tricyclics include the dibenzobicyclo-octadienes, carboxylic
acid esters, amides and amidoximes, arylalkyl and arylicycloalkylamines,
phenoxyalkylamines, diaryl and diaryloxy-derivatives, arylbicyclic compounds,
oxazoles, imidazoles and triazoles, benzpyrazoles and benzididazoles, con-
densed indoles and quinolines and tetrahydroisoquinolines (Ban, 1981) (see
Appendix II, Tables III and IV)., Demonstration of therapeutic efficacy or
possible differential activity of these drugs requires sensitive instru-
ments for the assessment of change. Identification of therapeutically
responsive patients and differentiation of these patients from the treat-
ment refractory ones require valid diagnostic groups within the functional
psychoses.

Another important factor in the renewed interest in the diagnosis and
classification of psychiatric disorders in general and functional psychoses
in particular is related to the recognition of the biological nature of
these conditions. Because psychopharmacological agents may promptly reverse
psychopathological symptoms and their continued administration may maintain
patients in remission or even have a prophylactic effect, it is increasingly
recognized that "psychodynamic theories," cannot offer a meaningful under-
standing about the nature of these conditions. On the other hand, description
of the form of psychopathological symptoms may bring to attention distinct
psychopathological structures which are affected by the disease. Similarly,
understanding the action mechanism of drugsvwith specific therapeutic effec- ‘

tiveness in a distinct disorder, and with equal therapeutic effectiveness
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during the different developmental stages of the disorder, may lead to the
identification of functional alterations of the morphological substrate(s)
responsible for the clinical manifestations. One of the essential prere-

quisites of such research is the delineation of valid diagnostic groups.

1CD-9

Well before the changes brought about by psychopharmacologic progress

had crystallized, experts from 35 countries participated in a World Health

‘Organization program on the standardization of psychiatric diagnosis,

classification and statistics. Their review of the state of affairs
resulted in the g]osséry of mental disorders, which was distributed as a
companion: to the 8th edition of the International Classification of
Diseases (ICD-8). The same glossary, with some modification was incor-
porated in Chapter V of the 9th edition of the ICD (ICD-9) completed in
1975 and published in 1977 (Jablensky et al., 1983).

The mental disorders section of ICD-9 is primarily directed to ful-
fi11 the needs of epidemiological research and is firmly rooted in a tradi-
tional framework of psychiatric classification. It is based on the separa-
tion of "psychoses" from "neuroses" (personality disorders and other non-
psychotic mental disorders) and on the dichotomy between organic psychotic
conditions and other psychoses. Disorders subsumed under "other psychoses"
in the ICD-9 are commonly referred to as functional psychoses, implying the
absence of organicity.

Functional psychoses in the ICD-9 are divided into three endogenous
and one reactive group of disorders. (It should be noted, however, that
the terms “"functional," "endogenous" and "reactive" are not used in the
ICD-9.) The three endogenous groups of disorders are schizophrenic psy-

choses (including acute schizophrenic episode; latent and residual
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schizophrenia; and simple, hebephrenic, catatonic, paranoid and schizo-
affective types of schizophrenia); affective psychoses (including manic-
depressive psychosis manic, depressed and circular types); and paranoid
states (including paranoia, paraphrenia, induced péychosis and paranoid
state simple type). The reactive group, referred to as other nonorganic
psychoses, includes reactive confusion, acute paranoid reaction, psychogenic
paranoid psychosis and other nonorganic psychosis depressive and excitative
types ( see Appendix III, Table I).

To update the ICD~9, a major International Conference on Diagnosis and
Classification was convened in Copenhagen in 1982, Participants in this
conference agreed that among the factors contributing to the revival of
interest in psychiatric diagnosis were the advances in pharmacological treat-
ment which require more refined diagnostic assessment; and the advances of
biological research towards an understanding of the causal mechanisms under-
lying some of the major menta]bdisorders. Other contributing factors con-
sidered were the attractions of new tools such as standardized instruments
for diagnostic interviewing, operationalized diagnostic criteria and
experiments with multi-axial recording systems.

No consensus was reached at the Copenhagén conference regarding a theory
underlying the classification of mental disorders. Some participants
expressed the view that disease entities in psychiatry are not intrinsically
different from disease entities in general medicine with specific causes,
symptoms, course, outcome (corrésponding with the original contention of
nosological theory) and response to treatment. At the same time, other
participants maintained that the phenomenology of mental disorders seems to
reflect etiologically non-specific responses of the personality to neyro-

chemical events or altered cerebral structures. However, there was a widely
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shared contention that distinctions 1ike those between "organic" and "func-
tional," or "endogenous" and "exogenous," or "psychosis" and "neurosis"
were at 1eést questionable and needed revision or at least qualification
(Jablensky et al., 1983).

Regarding "functional psychoses" it was agreed that the designation of
these disorders as such is misleading because "organic" features might be
present in presumably "functional conditions," and because many of the
syndromes within this category do not exhibit the features corresponding

to the traditional notion of "psychosis." The participants agreed that the

extensive clinical and genetic evidence for schizophrenia made it a valid
and useful concept. It is a disorder, or a group of disorders, for which

a predisposition is genetically transmitted and which is of worldwide
occurrence. The same applies to manic and depressive illnesses. There is
both clinical and genetic evidence for a distinction between unipolar and bjipolar
affective disorders, It was also agreed that there are good reasons to
c1assify‘patients with "schizoaffective" symptoms separately from both

the schizophrenic and the affective categories. There are acute psychosesA
of brief duration which obviously do not belong to either the schizophrenic
or the affective diagnostic groupy: And there is a variety of paranoid

and other delusional states which tend to occur with a peak frequency in
middle age or late middle age (Jablensky et al., 1983).

As a follow up of the Copenhagen Conference the Division of Mental
Health of WHO held an informal consultation at which proposals for the
classification of mental disorders and psychosocial faétors in the ICD-10
were discussed, The ICD-10 is planned to be completed by 1990 and imple-
mented in 1992 or 1993, If the present outline is accepted, the conditions

traditionally subsumed under "functional psychoses," will be included under
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the headings of schizophrenic and related disorders and mood (affective) dis-
orders. Subsumed under the heading of schizophrenic and related disorders will

be schizophrenia (paranoid, hebephrenic, catatonic, undifferentiated, and

residual and postschizophrenic depression); schizophrenic spectrum disorders
(schizotypal personality disorder and simple schizophrenia); persistent delu-
sional disorder§ (paranoia and monosymptomatic, induced and other persistent
delusional disorders); acute and transient psychotic disorders (acute delu-

sional episode, cycloid psychosis, psychogenic delusional disorder, acute dissodia-
tive-confasional episode, acute schizophreniform episode and other acute psy-
chotic disorder); and other non-organic psychotic disorders. Subsumed under the head-
ing-of mood (affective) disorders will be bipolar affective disorder (currently
manic, depressive, mixed or in remission); recurrent depressive disorder (severe and
mild); depressive episode (severe and mild); other affective disorder; schizo-
affective disorder (schizomanic and schizodepressive); and chronic affective

states (cyclothymia and dysthymia)(Report on Informal Consultation, 1984).

DSM-I11

In contradistinction to the ICD-9, and more in keeping with the goals of
ICD-10, the Third Edition of the Diagnostic and Statistical Manual of Mental
Disorders (DSM-III) of the American Psychiatric Association is oriented to ful-
£i11 the needs created by and necessary for psychopharmacologic progress. It is
a multi-axial system of evaluation (Axis I - Clinical Syndromes, Axis II - Per-
sonality Disorders, Axis III - Physical Disorders, Axis IV - Psychosocial
Stressors and Axis V - Highest Level of Adaptive Functioning) which is based on
operationally defined criteria (see Appendix IV, Tables I, II, III and IV).

Preparation of the DSM-III by a Task Force on Nomenclature and Statistics
of the American Psychiatric Association (APA) began in 1976. It was completed

and approved at the 1979 Annual Meeting of the APA and was published in 1980.
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In DSM-III each mental disorder is characterized by a clinically signi-
ficant behavioral or psychological syndrome which is associated with either
a painful symptom or impairment in one or more important areas of function-
ing. DSM-III diagnoses imply behavioral, psychological, and/or biological
dysfunction. DSM-III is not a classification of patients but a classifica-
tion of disorders. It deals with illnesses and not with disturbances in
the relationship between the person and society.

The origin of the DSM-III can be traced to DSM-I, published in 1952.
DSM-I, the first edition of the Manual, was firmly rooted in Adolf Meyer's (1915,
1934) psychobiological view that mental disorders represent reactions of the
personality to psychological, social, and biological factors. By the time the
second edition, DSM-II, went into effect in 1968, the classification was
brought in line with the 8th edition of the International Classification of
Diseases of the WHO. The term "reaction," was not used any longer and the terms
used by and large did not imply a particular theoretical framework for under-
standing nonorganic mental disorders. Subsequently, however, there was a
divergence between the ICD and the DSM. Thus, for example, the traditional
separation between psychosis and neurosis present in ICD-9 Was eliminated, and
both termﬁ.were replaced by the single term "disorder"-in the DSM-III.

In the DSM-III disorders traditionally subsumed under functional psy-
choses are grouped under four major headings: schizophrenic disorders,
paranoid disorders, psychotic disorders not elsewhere classified and affec-
tive disorders. Five types of schizophrenic disorders are differentiated,
i.e., disorganized, catatonic, paranoid, undifferentiated and residual;
within paranoid disorders, féur diagnoses, i.e., paranoia, shared paranoid
disorder, acute paranoid disorder and atypical paranoid disorder; within

psychotic disorders not elsewhere classified, brief reactive psychosis,




29

schizoaffective disorder and atypical psychosis; and within affective dis-
orders, bipolar disorders, major depression, cyclothymic disorder and
atypical depression. Furthermore, in the DSM-III, éonsideration is given

to the course of schizophrenic disorder, and each of the different types

are identified as subchronic, chronic, subchronic with acute exacerbation,
chronic with acute exacerbation and in remission; and to the "subclassifi-
cation" of major depressive episode, in terms of "in remission," "with
psychotic (mood-congruent or mood-incongruent) features," "with melancholia"
and "without melancholia" (see Appendix IV, Table I).

There is little doubt that the DSM-III represents a major step toward
reintegrating psychiatry with other medical disciplines. Canadian critics
of this conceptual approach to diagnosis, however, contend that the quest
for reliability, operational rigor, and completeness has overshadowed con-
cern for validity, clinical flavor, and psychodynamic understanding. The
same critics argue that dismissal of psychodynamic formu]aiions, and
neglect of humanistic approaches to complex and ambiguous realities reflect
an arid view of psychiatric diagnosis. According to one of these critics
"DSM-III is 1ike a bikini--it shows you everything but the essentials.”
According to another, ~DSM-III is "a gigantic defense against diagnostic
problems in psychiatry." The same Canadian critics disagree with the
elimination of terms, such as "psychotic," "neurotic" and "psychopathic" -
and the abandonment of the exogenous/endogenous and neurotic/psychotic
polarities. They argue that despite the problematic nature of these
dichotomies, the distinctions are important and are not adequately repre-
sented in DSM-III,

The diagnoses of paranoid disorders and schizophreniform disorders

of DSM-III were faulted for their almost total neglect of the European
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literature and consequently for relying heavily on the duration criterion -
in differential diagnosis (Engels, Ghadirian and Dongier, 1985). In spité:i‘
of the critical comments, however, the Canadian survev revealed that over

90 percent of the 99 respondents (university based psychiatrists) used Axis I
diagnosis in their undergraduate (94%) and postgraduate (99%) teaching and
research (98%). Thus, the results of the survey corroborate the main find-
ings of a former Canadian survey (with members ‘of the Canadian Psychiatric
Association), carried out by Junek (1983) who reported that the majority

of his respondents ranked DSM-III as the future diagnostic system of

cho{cg. .

Research Criteria

In addition to the diagnostic criteria of ICD-9 and DSM-III, introduced
primari]y for clinical use, several other diagnostic criteria relevant to
the population of functional psychoses, were developed primarily for
research purposes. Among them the most frequently employed are the St.
Louis Criteria (Feighner et al., 1972), the Research Diagnostic Criteria
(Spitzer, Endicott and Robins, 1978a and b), Taylor and Abrams Criteria
(Tay]érfand Abrams, 1978; Tavlor, Rédfie]dfand Abrams, 1981) and- the
Vienna Research Criteria (Berner and Katschnig, 1983).

"The St. Louis criteria for the diagnosis of schizophrenia: are based on
me thodological consideratibns relevant to improvement of diagnostic validity
put forward by Robins and Guze (1270); and the St. Louis criteria for the
diagnosis of affective disorder are based on the concepts of "primary" and
esecondary" affective disorders developed by Robins et al. (1972). They
are frequently referred to as Feighner's criteria because they were first
presented in an operationalized format in a paper published by Feighner

et al. (1972). The criteria for schizophrenia consist of psychopathological




31

symptems = and other manifestations. Because the St. Louis criteria for schizo-
phrenia were designed to diagnose "poor-prognosis" patients and to separate
them from "good-prognosis" patients, they represent a restricted view of
schizophrenia that excludes many patients. The same applies to the

St. Louis . criteria for affective disorders, i.e., primary depression,
secondary depression and mania. In spite of this, until the introduction

of the DSM-III the St. Louis criteria were probably one of the most exten-
sively employed research diagnostic criteria in the testing of therapeutic
efficacy of antipsychotic and antidepressant drugs (Appendix V, Table I).

The Research Diagnostic Criteria (RDC) is an elaboration, expansion and
modification of the St. Louis criteria by Spitzer, Endicott and Robins (1978a
and b). 1t was developed as part of a collaborative project on the psycho-
biology of depressive disorders sponsored by the Clinical Research Branch
of the National Institute of Mental Health of the United States (Maas et

al., 1980). As a result of the modifications the RDC is considerabl

more inclusive than the St. Louis criteria. Although it allows only for a
narrow definition of different disorders it can accommodate most patients.
Furthermore by subtyping schizophrenic psychoses on the basis of its course .
and manifest psychopathological symptoms (phenomenology) and"by‘subdiyid—
ing major affective disorders into a number of different types it allows
-for"the testing of many hypotheses relevant’ to schizophrenic and affective
111néssesx(Append1x V, Table II). | i | “

EbhsideréﬁlyTaifféreﬁt“ihan,therst; Louis criteria and the RDC are Taylor
and Abrams' criteria for schizoﬁhﬁéﬁ?é;'waﬁia anq’éndOQEnous depression (Abrams,
Taylor and Gaztanga, 1674; Taylor and Abrams, -1970; Taylor, Gaztanga and Abrams,

1¢74; Taylor, Redfield and Abrams, 1951). These criteria developed in the course
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of a.dia]dgue with the St. Louis group (Taylor and Abrams, 1975) and are
~more in keeping with the Kraepelinian and Bleulerian tradition than the St. Louis
criteria. Taylor and Abrams' criteria of mania and endogenous depression are
derived from Slater and Roth's (1969) classical descriptions, Although they
are essentially pragmatic and empirical, Taylor and Abrams' criteria have
been included in heuristic studies comparing different diagnostic systems
(Appendix V, Table III).

The Vienna Research Criteria (VRC) for schizophrenic psychoses, refefred
to as the endogenomorphic-schizophrenic axial syndrome, and affective dis-
orders, réferred to as endogenomorphic-affective axial syndromes superfi--
cially resemble Taylor and Abrams' criteria. Its development can be traced
to Berner's (1965, 1969) follow up study on paranoiac patients; and the
recognition that a proportion of these patients suffer from a schizophrenic
or an affective (referred to as cyclothymic) disorder. With the syndromes
derived from the initial psychopathological symptom profiles a catamnestic
study was designed. The purpose of this study was to test the hypothesis that
paranoiac patients can be assigned to one of the two diagnoses on the basis
of operationally defined criteria at the time of their first (index) admission
(Multer, 1981). The operationally defined criteria were referred to as "axial
syndromes,"” a term first used by Hoche (1912). The adjective "endogenomorphic"
was added for distinguishing axial syndromes from definitive diagnoses, The
VRC consists of six endogenomorphic axial syndromes, one schizophrenic and
five affective.

In the formulation of the six axial syndromes, Janzarik's (1948, 1959) con-
cept of "structural dynamic coherency" has played an important rote. Within this
frame of reference Schneider's (1950, 1959) first rank symptoms (Mellor, 1982)

and some of Bleuler's (1911, 1950) fundamental symptoms, such as ambivalence, -
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depersonalization and derealization are not considered to be of diagnostic

significance. Other fundamental symptoms such as formal thought disorder,

affective blunting and cryptic neologisms, are considered to be nonspecific.

However, they remain acceptable criteria because diagnostically there are
either schizophrenic or organic (but definitely not affective) in origin.
Taking all these into consideration it is not surprising that the endogeno-
morphic axial schizophrenic syndrome has the narrowest concept of schizo-
phrenia among all research diagnostic criteria.

The five endogenomorphic axial affective syndromes are referred to as
depressive, manic, dysphoric, unstable mixed and stable mfxed. Common char-
acteristics of these axial syndroﬁes are the disturbance of biorhythm mani-
fest in the diurnal variation of symptoms and sleep disturbance. Differential
characteristics are based on the different types of dynamic derailments
described by Janzarik (1948, 1959).and Berner (1969), e,g.,jdynémjc‘expansion
(seen in the manic axial syndrome), dynamic restriction (seen in the depres-
sive axial syndrome), dynamic instability characterized by rapid fluctuation
or swings between the first two (seen in the unstable mixed axial syndrome).
It remains to be seen whether the diagnostic groups, which are based on this
highly sophisticated theoretica] approach are biologically more homogenous

than the diagnostic groups based on other diagnostic criteria for research.

Diagnostic Criteria for Research

The Diagnostic Assessment Scale (DAS) of the Diagnostic Criteria for
Research (DCR), developed primarily for research purposes, is one of the

diagnostic assessment scales which includes all diagnoses within the func-

tional psychoses. It is essentially based on the KDK Budapest which was

published in Hungarian under the title Experimental Diagnostic Criteria for
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the Diagnosis of Fantional Psychoses by Petho, Ban, Kelemen, Ungvari,
Karczag, Bitter and Tolna in 1984,

The DCR differs from the other research diagnostic criteria in that
it is based on a four-dimensional model of diagnosis with consideration to
all four developmental stages of psychiatric illness. In the course of the
diagnostic process, functional psychoses are separated into psychogenic and
endogenous; psychogenic psychoses into regressive, affective and paranoid
psychoses and delusional development; and endogenous psychoses into schizo-
phrenic, cycloid and affective (Figure 3a). Schizophrenic
psychoses are subdivided into nonsystematic and systematic; nonsystematic
schizophrenias into affect-laden paraphrenia (anxious, ecstatic and bipolar),
cataphasia (agitated and inhibited), and periodic catatonia (hyperkinetic,v
akinetic and bipolar); and systematic schizophrenias into catatonias (para-
kinetic, proskinetic, speech prompt, speech inactive, manneristic and nega-
tivistic), hebephrenias (silly, eccentric, shallow and autistic), and para-
phrenias (hypochondriacal, phonemic, incoherent, fantastic, confabulatory
and expansive) (Figure 3b). Cycloid psychoses are subdivided into ..
anxiety-elation (anxious and elated), confusion (inhibited and excited) and
motility (akinetic and hyperkinetic) psychoses; and affective psychoses
into melancholic and manic (both, pure and manic melancholic).psy-
choses. On the-melancholic side there is én»additiona] sub--
division into depressions (harried, hypochondriacal, self-torturing, sus-
picious and nonparticipatory) and on the manic side there is an additional
subdivision into euphorias (unproductive, hypochondriacal, enthusiastic,
confabulatory and nonparticipatory) (Figure 3c).

The diagnostic instrument of the DCR is the DAS which consists of 396

items, presented in 12 tables, each table representing one step in the

differential diagnostic process (Table 11/1-12).




35

*Syg @y3 uo sjutod U343
0% A94DA SUSqUNU BY L {~S2S0YIASd [euOLIdUNg) °§S3d04d disoubelp 3y 4O uoLjeIUSsSad dL3eWsYdS

P9I eLIUBIBLSLPUN
\/ .

juaidoaaag

Proupaed gg | quo@m=~wo 8¢

Awﬂm%<_m
pa3eLIuUdUIL S LPuUn

oR($8aubdy 97

3ALI0944Y 18<—PLOLIA) omm.nch\\\mmm_;um 6

umpmwpcm;mwwwuczmn MMMWWoucm oo J1uaboyoAsd €L

SasoyoAsqd Leuoround |

mw "3unb4




36

CJ3U040) J 4 pun PRI ) |pun
aajsurdx3 00¢ o_:_:ﬁauz 111
_3.:,_,.:.8 62 PO IRTE EFPRYI] o_:.._.m.z:_ 922
3350003 602 anaspI g9z " aAy3oeuy ya3ds; g1
a3} 402 no(ws 052 . 1dwoad ‘gdaads 012
_, > s—, PaIRIVILI I 1PN P R}IULI ) L PUN PRIV, jLpuny
JJWRLOYd 642 3143u9233 {12 2}33u)A5044 €02 \_,
1 i .

(£2) aZ_.Xn:sz_g 4 :ﬁ!ﬁ:.#?:!:;&? F] &_-A|. 313101523 (5001 XUY
Y0} 4puoid0dAl 042 ALls g2 SRR LELE U / <4

H L

sejuasydrarg 991<" sejuaaydaqep 94t & ) 3}pojadg i€~

sjuoI eI ) 99| PRIV JUIL I PUN epseydey e 6| o R}UO!

4 UIPTL-43343Y Vil

TV pup €

513ewa3 SASUON * 5o

$350YIAS 4 IUAANdBI|YOS 6y

qg 3u4nbi4




37 «

psleiluadas}iipun
1
£403edioL34ed UON €6€
1
K403e1nqejuo) 26¢

T

J1Iseisnylul (6¢

1

LeoRL4pUOYI0dAH 06€

| )

, 3AL3onpoddun /82
! N

| |

sejaoydnl /8¢

|

(21 10youe (3l Jtuey
40
eLuey 34nd)

pajeijuassjiipun

T

x;oumavu_ukmacoz €8¢
T
snoiaidsng z8¢
T
bupanzdoy-413S (8¢
T

Leoe}dpuoyd0dAl 8¢

{

PaLUIRH 6(2

_ 1

weo*mwwxamn.mmm

ﬁ

(oL{oyouean Jtuey
40

e} Loyoue|aW adnd)

dpuel 29¢ &——~—————01 |OYIUR (3N |pE

S3S0YoASqd 3A13I333Y I8 An

————

(*sas0yoAsd 3ALIOBJ4Y PUB pLO1OA)) °ssaooud OL3soubelp ay3 jo uoL}eIUISIU dt3ewayog

D133U AR O 133Uy PaYLIX3I€E— pal LqLyu] pate|3&

— /

PIIEIUBIRHPUN &——KF 1| 130H £65€———U0}SNTT pzE €

S3S0YdAsqd pLOT2AY Q9

3¢ 34nb}4




9z 03 06 |
0¢ 03 o6 | ueyl ssa)

ACLARYIQ D13SEINR  +f
3233j)e pajuniq -y
R swsibojosu -3
uojjeadaasaad p
seap} 40 ybyly o
Bugyupyy Lesjuabuey q
Bupyupyl paiqiyu} e
se yons
suojdwAs |eoi60|{oy3edoydAsd snouabopuad 4O 35uasqy "6l

38

By o1 o6 gz 3Isea| 1y

Q3 LYIINIYISSTOND 6L 03 0b 2 isedj iy
SISOHIASA WNOILINN4 2 ueyy ss37 . 02 21 06 2 ueyl ss3)
SisoysAsd ayy 03 bujueaw ou sy Fudyl G2 sysoydhsd ayy 03 bulueaw e Sy Budy) QY
sysoydfsd jo spsoyaAsd
JUDINOD pue RWNRIY UIIMIIY £3LAULIUOD D1jewayl Oy "p2 30 JuU3JU0D pue pWNRL] UIIMIIQ AJINULIUOD DIRWAYL /|
ewneaj buyjejididead jo e g2 $1S0Y2Asd Jo duabuawe supe|dxa ewnedy JO A3jsudju] gy
€203 06 2 3sed| Iy 9 03 06 27 3sed Iy
QILVIINIYISITIONN 02 03 06 2 ueyy ss8
SISOHIASE TWNOILINAY 2 ueyy ssa Ka03s 4y
K40351Y 44| @34 s,justied Jo jJed (eubajup ue S§ SESOYIASd  *G
s,juaired Jo jaed [eabajuy ue 30U Sy SISOYIASd " 22
A3pjeuosaad s, juagyed >
pazjuebaosip °q A4038ty 344 °q
844RZ1q ‘e JUIAY Y| ‘e
(2 40 [ 3se3| 30) (€ 30 | 3503y uw\»»o syseq
a1qLSuUaYaIdwoduL S| JUIFUOD I1I0YdASd |2 3y} U0, 3[QRPUR}SJAPUN S JUITU0D DYIOYIASY
JUIAD 341 O} 3[qeInqid3Ie Jou S| SysoYdAsd 02 JUBAB 34| 03 3[qeInqluile S} Sisoydhsy g
snouabopuy FIVEH TR
Tl oy o6 |

NOILVOYVLIY WWINIW | ueyd ssaq
an0qe 40 07 Jo b1 ‘2|

2l 0306 2 3sea| 3y

¥3040S1Q JINYOYO 2 ueyl ssaq
s 354M0) 3| |R4Rd UNJ JOU Op BDURQANISIP [PIUAW PUR SSAU(L} D43PWOS ||

U0{3RJ0}4IIP [RJUIW °Q
~ SSIUSNOISUOD JO BIURQUNISLP @
Amuoﬁummu_uc»f!s&ﬁ.b.gfumucu_utusm uouocmmug—:uzosom.c—

S1SOYDAsd Jo 34035 03 J4Ojud A[3jeipawwg ‘q
SIS0YdAsd jo Juels e e
(2 40 1 3sea| 3e) ssau|ly Dj3ewos 30 2duasqy ‘¢

60106 ¢ 3seal Iy
.mwchw_M_ JIYLVIHIASA YONIW € ueyl ssa
Ised uj)uoyyezy(e34dsoy 24430 4Yhsg g

(3sed ug) 844| 4o Aem Luewoysnd go asdejjoy ¢
(3sed u}) Jybysuy 4o yoey °g
(3sed uy) GuiuogIduny 4o ucyydnasyp pIonpui ABojoyledoydhsy ‘g
F 0106 ¢ yses Iy
(3uasaud 3e) :o_mmw”_wwwnmmzcuuwuw”“u?m ‘v
(Juasaad o) ayy| jo Aem Aupwoysnd 30 asde||0y ‘¢
(Juasaad je) ybysup yo yoey 2
- (Juasaud -3p) Buiucyyouny 4o uojidnasip ku:vf.xmopa:uono:uxmn ‘1

S9S0YIASq [Puo13oUNS SyQ

. 1/11 3198y




39

LN3IWdOT3AIE TYNOISNT3A JINIDOHIASY L 3sedL Iy
d

QILYILNIYIZITAND SISOHIASA IINIDOHIASA L ueyy ssal SISOHDASd GIONVYVA JINIIOHIASd L
jusugsnfpelew 8y 8¢ 03 0B | ueyy ssa)

uotsstweus N4 L€
£3teuosaad JO uOL}euwdogsuesl /[y

7€ 03 06 |
IN3Wd0T3A30 TYNOISNT3A JI:43D0HIASY L 3SBAL wm 0} 06 | uey} ssa7]
Q3LVILINIY344IONN STSOHIAS DINIDOHIASd L uey3 5597 SYjuoW 334y} uLy}iM swordufs Leaibojoyzedoyohsd jo uolyniosay “9E
£310LU0ayd 404 ADUSpusL "9y ) T : i -
gg o3 o6 |
38s5u0 33n3eQNS "GP Q3LYILNIYIAAIONN SISOHIASA”IINIYOHIASd - L ueyy ssd
. . 9ouUdLa a4 J0 suotsniag °GE
Gy 03 o6 | —_—
Q3LVILNIYIJSIONN SISOHIASA JINIDOHIAS L ueuy ss9] proueded
sLou} e 3tloy °q
Xnap e aLjoj e SISOHIASd 3AILD344V OINIOOHIASA L
(2 40 1) (o1301quAs) padeys by Q3LVIINIYIIAIANN 'STSOHIASA DINIIOHIASA L ueyy ssa

uotssiwas [N “PE
swoupuks oueytys °q || .
sisojlseded Jo suoisn|dp e y€ 03 of l
(2 401) [eoetapuoyd0dhy-oLjeworduksouoy gy @3LVILN3Y3441aNN SISOHOASd JINIDOHIASd L UBYl $s@7
: syjuow 294y} uLyiiM swoidwds |earbojoyredayohsd 4o uoLin|osay "€t
A4jo|eaz As0jewsojas *q

erouesed snojnuanb ‘e gg 03 06 |
(z 0 1) snotBLatT “¢v Ge 03 o6 | ueyl ssd
uolssaudag °2¢
! PLURWOIOUR D
eiouesed [ebnfuod °q rotyeyexy  CLE
s}spleapL ‘e
{¢ 40 |) 8jeuoissed ‘lb ALY
Ty 03 o6 | SISOHJIASd 3JAISS3Y93Y JIN3IDOHIAS . L
03LVILNIYI4JIGNA SISOHIASd JINIDOHIASd L UBYY SS9 Q3LVILNIY3ISIIAND SISOHIASA DINIDOHIASd L uewd $$37
aouatuadxe A3y ‘0OF uorsstuRa LINd  “0€
(s)3teay A3Ljeuossdd proueued °6€ o€ 03 06 |
— QILVILNIYIIAIANN SISOHIASA JINIIOHIASA | ueyl ssa1
: 6c 03 o6 | SuUOW 88J4Y3 ULYILM swojdwks reaLbooyredoydhsd jo uotiniosay 62
Q3ILVIINIYIJLIANN SISOHIASd JINIDOHIASd | ueyl SS9
A1 |euosaad 4o uoljeusbajursip ou  °p 62 03 0of 1 31ses|
K31 euossad go abueyd o 1€ 03 of | ueyz ssa3
paJe paoL4]sad e 0} Butpeauds ase suolsniap: °q ' _ uotjejuatuo padtedw] °82
suoLsniap pazijews}sAs paALuap Kyieatboy e
(¥ 40 2 1Sea| je) suoisni3ag ‘8¢ : ssausnoiosuod jo buipnold /2
7z 03 06 |

gc 03 o6 | ueyl ssa ! _
33suo aindy ‘92 , .

JUBUUO|3AD(Q [euoisnidg .- L SLSOYJOASd 9ALSSa4DY

$350YDASd uwcwmo:uxwa Sva

ST v g/11 alqeL




60E-03 08
.mw 03 ob | ueyy ssa
uoysSS LWL ||ng
A3 euosaad pajenjuaddy

6L 03 06 | 3ses| 3y
118 03 06 | ueyy ssa

o

= L 9s4n0d Je|odig
9S4N0I 3 junyIAYY

ZL 0a 0B | 3seay 3y

18 03 o6 | uey} ssa
9DUBJBYOdU| Dp7ewdy}
SIUBWOAOW BALIIVAL JO 3SRAUIY(
SIUBWIAOW 3AL}IRAL SO BSRIUOU]
SJU3WAAOW 3ALSSALdXa 30 3SRAULDI
SJUBLBAOW 3ALSSI4dxa 3O 3seaudu]
SUOEIRILJ FIUBPLS N
suojjdasdad euoisniag
JudL3334 S0 seap]

§9 03 06 ¢ 3Isea| y

18 03 06 ¢ ueyy ssa
Jduewaoaad pue
40jARYaq “@doudisadxd :Auouwuey
swojdwAs ujp JUIWIALOAU} | PUO}IOu]
suoLsn|3p (Juanabuod poow) 5ywhyzo(oy
Aseysdad ‘p
ssaujddey °3
Ayepxue °q
Ayjede -e
(v 30 1)
- . suojowd 30 yidap ayl uy abuey)

¥ 03 o6 |
Q31VILN3YIII1GNN . s3dudN | Jut
SISOHJASd SNOM3DOANI | ueyl ssa £40301pRaju0d 30 B3UBSALY
a4n3oid aseasyp snoydaowd|0d °¢8
6uprenonyy snoydaqui|og
34mo1d aseasip snoydJowouoy *g€g8
— J33dAedode >
€803 06 | 13sea| 3y Aupydode °q
03LVILN3YIIIIONN RWaJ} ‘e
SISOHIASd SNON390AN3 'L ueyy ssa (€ 30 | Isea| 3e)
suojsniap (juanabuod poow) oLwkylo|o 28 31e3s39 40 abueyd dyy3eaoloud
ouewaogaad o 29 03 06 |

40LARYaq °*q 18 03 06 | ueyy ssa

duat4adxa ‘e 335U0 3ndeqns
(€ 40 { 3Isesy 3@

sabueys (juanabuod-poow) B.Efo_.o_w ‘18 335U0 AIndy
. BALIIBYY PHOLA)

S3S0YoASq Snouabopul Syl
S/11r 91981

‘6L

‘8L
"L

‘St
27
€L
7]
‘I
0L
*69

‘89
"L9
‘99

°S9

'$9
‘€9

19

"09

T8 03 06 L
09 03 o6 | ueyy ssa
SYIIM
oM} 403 suojdwds Ledybojoyjed
-0ydAsd 30-3ouasaad Juajlsisuo)
G5 0306 2
09 03 06 2 umyy ssai
SUO}IBN| BAD JLWAYI0| 0y ON

SSAUSNOLISU0D 4e3()

{50306 | 3sedy W
09 03 06 | ueyy ssal
JOLARYaq Dt3siine ‘p
Jojaeyaq
40 A3111qisuayaadwoduy °o
3|A3s aj1| ui abueyd °q
s3iqey ;0 juawuopueqe v
(v 30 1
3sea| je) abueyd A3y jeuosaaqd
yidap paseadsap ‘p
ajetudoaddeuy °d
ajenbapeu} °q
pajuniq ‘e

L (b 40 | 3Isea| 3e) abueyd aA}Ida Y-

SuOj3euIN| LK

suoysniaq
sisaodojewouo 3
Bupyuiyy 403 insap <5
Juswyied3p °p

Buyyd0iq 3

bupqupyy Lejuabuey °q
?duaJdayoouy Asewpad e

(s 30 | Isedy

3%) A3411qisuaydaaduod squnysip
Jeyy Japdosip Jybnayy |ewaoy

260106 2 3sed;
09 03 of 2 ueyy sso
JUaJU0D 30 JUBWBA[OA3 DjwAyreje)

(311ds) uorzepoussyq

juaaa buypnajuy  °o

Sssajasodand °q

a|qsuayaaduiodut . *®©

. (g 30 | Ised( 3y~
S§ 3L pubuiuedw ou sey S}SOYIASJ

310aJydozyos

‘6§

85

9§

‘1S
*0S

‘b




N

99L 0306 Z 3sEd| 3y

031VIINIYIJAIOND SISOHOASd IINTUHOZIHIS 2 uey3 ss37

30848p A1Leuosaad ‘g

10849p [@JLuUL|d ‘e
(2 30 | 3sea| 3e) awoupuks 329430 ‘gLl
3SAN0D 2LPOSLAT JLUOAY) ‘2Ll
SN0 SNONULIUOD DLUOUYY  “LLL

TIL 03 06 | 3sesy 3y

CILYIINIYISAIONN SISOHOASA OINIUHAOZIHIOS L ueyy ssaq

309440 pajunig “OlLl

A3Lirqrxagy Axem

40dnys

591 dA309493S

A11pL61a

sLsauLysoud

Buranysod

sisautyeaed

ws 1ALy ebau

urs Ly nu

SWS L A3uUuERY

JUsBWdY LIXI

SjuawaAow uL uoeLad00d
oUsLPaqo d1j3ewWOINe
Kouapuaj tque

(GL 40 | 3Iseaj 3je) swojdwAs osiuojered “g0|

I
0OV VY DEr MY — T

.
<

JuaWR} 1oXa A403RULONLLRH  '80L
suoisniag " /0L

701 03 06 2 3seay

03LVILNIYISSIONN SISOHOASA JINIYHOZTHIS 2 ueyy ssa

24n3oLd aseasLp snoydaowy 90|

a4n3oLd aseastp Ssnoydaowouoy “GoL
Buidaay-yooq Aujus-ajgnog ‘40|

3posLda S41} 4930 UOLSSLWRJL | [Ny ON "£0L
mvomwau IS4L4 SO JASUO SNOLPLSUT wwo_

EJECTEREYS

yosads anbea

saduajuadxa |eL20s (ensnun
LEMBUPYT LM | BLD0S

SEaP| Pan|RAJIA0

4283dS 8ALSNLOULABAD
A3pabajut obe jo souequnisip -
yosads oruoyderaw *

S9S0UJASd dLuaaydoz Lyds Svd
v/1131qeL -~

YLl 03 06 | 3sea| 3y
201 03 ob | ueyy ssa

JopAeyag ueyinoad 6
6uuo 13oung-

3104 u} juswatedisy *y

3%344e 3jerudoaddeur ‘a3

30UBJB43L 4O SEApL P

yosads [eLauBISWAIALD  *D

30344e pajunlgy °q

uoL}eapL 3LJRZLY ‘e

(vl 40 2 1sea| 3e) swojdwks enpLsay

.
L e E C

(sjuoisstwaa juaisueay
001 03 06 2 3seal Iy
20L 03 o6 7 ueyy ssa]
954n0d Jetodig
saposida 8dA3-gnyag
8suanod JLwyIAYY

6 03 06 | 3sea| 3y
201 03 o6 | ueyy ssa7

buiyuryy epjusbuey i
aouadayooul Aaeuwrad °y
swsLbojoau b

Buiyuiyy pajLqryur  °y4
bui | |9ALUP °®

Buryuiyy Auo3insap °p

. juawfLeqsp 2
butyoolg °q

Buyuryy ar3spuhse °e

6 40 2 1sed| je)

Japaosip 3ybnoyy (ewuoy jo wM»u J1uaaydoz Lyos

40dnys  °q
juawajLoxa ‘e
(2 30 | 1sea| 7e) swojdwAs Druojeie)
suoLsniap papeo| A}|euoLjouy
suoL3euLoOn| {eH
_£6 03 06 ¢ 1seaf
201 03 06 ¢ ueyy sSI]
saanjea} oLwAy3Asg
saungea JLwAyaadAy
swordwAs ut uoyjediojaed 9ALI944Y
A3111qejieae [euoijou
pa3oajje A3t |euosuad dujjug
3dn3oLd aseastp snoyduowk|od

{80306 |
201 03 06 | ueyy ssaj
29SU0 33ndeqng

33su0 3jnay

101
‘0ol

‘66
86
L6

96

‘66
‘¥6
‘€6

*26
16

06
‘68




oy YISYHdYLIYD Q3LIGIHNI (s9L +) 1
<+ YISYHAYLYD QILvLIOV (v9L +) 1
Q3LVIINFYIS4IANN
' VISVHAYLYD | uey3 ssan
uotssaddxa [eioe} Aydwd pue |(np ‘p
ajnu *d

uanjioey °q
uoLytqiyul ‘e
(v 40 € 3sea| 3e) eiseydejes pajiqiyu]

yoasds snoauejuods ueyy

JuB43Y0d 340w suoilsanb 03 sasuodssa
Yo8ads uvy} JuBJ3YOD 340W 4O0LARYIQ
ws L3 ewweabeded

eLboeaed

SiXelufse

uoLSsnjuod

yosads Jo aunssaud

uoLjeyife

R L
CLO OT U4 oo

.

(8 30 ¥ 1sea| 3e) erseydejes pajejiby

$91 03 o6 3sesl Iy
QALYILNIYI44IANN
VINFYHAGOZIHOS JILVIILSASNON & uey) ssai
swshooay

uoLssauadxa |eLoey Aydwa pue |Lng
3yny

uanyoe)

uoL3tqLyu]

yoaads snoauejuods
ueyl JuaJ4sYod 340w SuoLysanb 03 ssuodsay

yodads uey) JuU3J3YOD 340W JOLARYIG
ws 1 J ewwedabeaeq

eLbo|eaed

SLXeJuASy

uoLsSnjuo)

yo3ads 40 aunssauq

uoL3e3tby
T6T 03 06 |
Q3LVILINIYIS4IOND
YINTYHAOZ IHDS JILYWILSASHON | ueyy ssa3

aun3old aseaslp snoydJowouoy
pazyLqels snoyduowl|od
erseydee)

VINIYHdvivd

N3Qv1-12344Y_¥vi0d19 (2L +) L
VINIHHdYYVd
N3av1-12344V J11v1SD3 (LeL +) L
Y INI¥HdVdYd
N3av1-12344V SNOIXNY (0EL +) L
Q3LVIINIYISLIONN YVINIYHAYYYD M3IAYI-10344v | uey3l ssa)

*691
VINOLYLIYD
J1001¥3d ¥v10dIg (8yL +) 1
VINOLVLYD
J1Q0TY¥3d IILININV {Lpl 40 9p1+) 1
VINOLYLYD
J100T¥3d JILININYIJAH (svL +) 1
QILVIINTYI44 10NN
VINOLVLYD JIQ0I¥3d | ueyl ssa
“$91 eLSaULY paxiy
eLsautyy
4 eisauLyodAy
"€91
eLsauy4adiy
‘29l —
Gyl 03 o6 | 3sed| v
‘191 byl 03 o6 | ueyy ssa
wsLaL3ehay
‘091
s3oe @Al s|ndug
‘BS1L
AdA3094835 |RUNISO4
‘851 AdK3038493s 4030y
“LSL sLsauLyedeqd
1951 ObL 03 o6 2 3sea| Iy
6yl 03 of z ueyy ssaq
‘G661 SIUBWIAOW BAL]IE34 JO dSEBUI(
“pSL STUBWBA0W BALSSIJdXD JO BSRAULIBQ
*g51 sjua
-3A0W JO AUOWARY [eANJEU JO SSO7
‘2S5t ’
.- suorsn{ap
" 1§81 pazljewd}sAs-uou paALuaap A jestboq
suo|sn|ap
paz})ewa)sAs-uou paatsap A|leorboleaeq
‘061 buri3emonys snoyduowk|od
‘6hlL pazi[Lqeys snoyduowd|og

Tiuoje3e) SfpotLJag

setuaaydoz 1ydS d1)ewd) SASUON SVQ
G/ 11 3148l

suoLsniap paxiw *q
93e35 3Aa130944e Bugzemonyy ‘e
: (¢302)
eiudJdydesed uape|-303jje Jejodig

. suoLsn|ap asoLpuesb °*q
poow o13e3S99 ‘@

(2 30 1)
eiuaaydesed uape|-32aj4e o13e3523

suojsn|ap dijsejuey ‘p
90UdJ4D434 JO SsuoLSN|dp D
A3t(Lqe3tauL °q

A}atxue ‘e

(v 30 2 3se3| 3e)

eLuaaydeded uape|-333 e SNOLXUY

0EL 03 06" | 13sesf 3y
€€l o3 o6 | ueyy ssa)
SUOLSN|3p paxiW

gyl suotsn|ap 913seuey
iyl Jnapueub jo suoisniaq
‘9vl 90Ul 434 JO suoLsniaq
gyl 971 03 06 | 3ses| 3y
€cl 03 06 | ueyy ss37
. a3e3s aAL3oa4e bulienjongy
‘ol Ase3sul
‘evl AILL1qe3tadr
428 A33txuy
‘il 2zl 0106 ¢
€€L 03 06 ¢ ueyy ssa
opl sotweudp [euogsniap buou3s
suotsn(ap
pazLpeud3shs-uou paatsap £ 1ed1607
‘BEL
suoLsn{ap
‘Bel pazijeun3sAs-uou pantuap A||eatboleed
uRsAs [euoLsnlap
“LEL paztieudyshs paat4ap Ajeatboleded
suoLsn|ap Auepuodas
‘9eL: —
1L o3 ob 2
€el 03 06 7 ueyy ssa
*gel abueyd aAL3oaje Adewtdd
"pEL pazijewd)sAs snoyduouwd {od
“eel pazilLqe3s snoyduowd|0d

eluadydedeq uape|-3093 v

*2eL

"LEL

‘o€l

‘6el

‘821
‘2L
‘921

‘62t
‘vel
‘g2l
reel

!

"0zl

‘9Lt
‘St
‘it

|
i
i
i
i
|
|




43

0/2 03 of z 1sed| 1y
Q3LVIINIYVILLTAND
VINIYHJOZIHIS
JULIVWALSAS 2 ueyl ssa7
saouan|juy ualle jo sbupiday -4
uotjJasul jybnoyy ‘@
{emeapy3tn 3ybnoyy  p
furjseopeouq jubnoyy o
uoijeziieuosuadap 'q
| uoLjez||e34dp e
(9 30 | 3sea| je) oba jo sJdapuosiq

suoLjeuLany ey
suoysn{ag
061 03 06 | 3sea| 1y
(3LyIINIYISSTANN
VINIYHdO0ZTHIS )
JILYW3ILSAS | ueyj ssaq

sws | 6o| oap
ajuauayosul Aaeuitad
mc_xum_m

Buiiutyy |etjuabue)
Buryuryy Aaozpnsaq

Buiutyy paliqlyug
SetuaJaydeaey

261
“l6t
‘06t

681
‘g8l
Al
‘98l
‘68l
‘81

652 03 06 | 3seal 3y
vl 03 06 | ueyy ss3]
diastany
Mo| | eyS
2143Ud293
ALLLS

08l 03 o6 | 3sed| 3y

781 03 o6 | uey) ssa
JUBWYSLIdA0dWL {euoljow]

19934 pajunig
paA{oAuLUn

34n3oid |BOLULLD shoyduouwy
Se [ua4ydaqay

e8l
eal
‘et
0gt

‘6L1
‘8LL
L
9Ll

seLua4iydozLyds 213ewesAS oy

9/'11 a1qey

€61 03 0B | 3seat 1y
9/1 03 06 | ueyy ssaq
aALYORUL Ydd3dg
1dwoad yoaedg
wsLALjebay
S1SaULNS0Ad
SWS { Jduuey
siLsauLyeded
0LL 03 0B z. 3sed| 1Y
g/L 03 o6 2 ueyy ssaq
aaLjoedadAy-bunagsybiy

aALsuodsaaun-us166n1S

sws|jewo}ne 40 SSO7

ssaujn}adseJdb JO $s0}

Seuojejey

7AY
‘viL
‘gL
Ll
‘Lot
‘0Lt

691
‘891
AT
‘991




44

tmzoh<h<u JILSIAILY9IN | 3ses| 3y
4 QILVIINIYILATONN
- «mzop<h<u JILVWILSAS | uey3 ssa7

/§354nQ3N0 sALs|ndug

308440 pajunig

[z 03 06 | 3ses| 3y
Q3LVIINIYILSIONN
VINOLYLYD JI1WW3LSAS [ ueyy ssa

mu:wswupuxw JL3stALiebay

Aouspual L quy
9oUa | RALqUY
| i $€zZ 03 06 | 3se’| 3y
, ! QILVIAINIYIS4IONN
VINOLYLYD JILVWALSAS L ueys sse

wsAp3ebau aaLssey
wsitaLjebau aAaL3oy

3[3sIAL3eBa)

v <H20h<h<u JILSIYINNYW 2 3Isest 3y
; " 2g2 03 06 2 ueyj ssa
w% juasqe suotsniaq

. “jussqe KBojoyredoidAsd [enidadusd
Tt pauLeiad [|am £3LALOS44Y

B2z 03 06 7 3sed| 1y
2€2 03 06 2 uey} sS37
U013230344y

SWS{JBWOINE Paseaddaq

SWS jJaukew paey

Siisrasuuey

:iy4
WAY

9ge
‘§€2
‘vee

‘gee
4%

*L€2
062
*622

12

VINOs¥LYD HST99N1S L

VINOLY1V]) AQYIY¥ _HO33dS L

3se3| 1Y
L ueyy ssay

vmxmﬁa;mm

92z 03 ob

3ouauayosul Aueurdd
S3UBWa3 LOX3 AU03RULON| [BH
suotjoedistp Au0jeuLon|ey
suoLjeuLdn)|ey Juslstsaad

122 o3 06 |

iseal 3y
92% o3 o6

[ uey3y ssa37
uotjeALow Mo

3ALIRLILUL MOT

612 03 o6 | 3sedy 3y
9%¢ 03 06 | ueyl ssa7
. © ysibbnlg

SALjoeU] yoaads

3sed| 3y
| uey3 ssa37
UOLSUBADY

8lg 03 0b

SSaUGSLIS
9Lz 01 o6 | 3ses| Iy
12 03 06 | ueyj ssa]
wstine £3du3
SUOL]eULWRIUOY
ws 1 jeuneaby
ILIEL-NEVELNEN
eLlejoysy
Lizoro

6
gLz 03 ob

i
| ueyl ssa
ssauipead yssads

ELTPF INTREEL S

SEU03 8387 J17ewslsks Sva

L/11 @1Q8L

‘Gee
‘vee
‘gec
‘¢ec
‘lec

"0ce
‘6lc

‘8le

“Lle
‘gle

‘Sl2
‘vle
‘ele
‘ele
"Lz

‘oLe

VINOLVLIVD JILININSOMd | 3se3l 3y
oLZ o3 - om | ueyy ssa7
Juswajz Loxa d1postdl
Burjuea oLpostd]
10844y pajunig
poOl PaIUIJUO)
90z 03 06 | 3ses| Iy
Olg 03 o6 | ueyl ssa
Bu|Lquny
A306p1 4
Bul | quny
uoLjeaablquap
U0L3RUBADSUBY
102 03 06 |
Otz 03 o6 | ueyj ssa)
SLSaULYS0d

3178UL)S04d

VINOLYLYD DJILININvYVd | 3Sed 3y
00z 03 06 | ueyy ssa]
poow pajuaiuod

Judw| Ledaq
¢ ises| 1y

2 ueyi ssa
yosads Addoys

.lur 03 ob
00Z 03 0b

SIUBWSAOW 3ALJORIL 40 3seaUdu]
SIUaWBAOU BALSSaJdxaopnasd JO aseaudu]
ssauLyUIp

sisaulyeded snonutiuoy

S ENPTA

‘60¢
‘80¢
'L0Z
"90¢

'60¢
‘0¢
*€0¢
*e0e
‘10

‘00¢

‘661
861

‘L6l
‘961
'G6L
‘6t
‘€6l




45.

VINIYH4IGIH JILSILAY | 3sesl Jy

3LVIINIYISJTONN VINIYHAIAIH ITLYWILSAS L ueyl ssa7
saposida Au03euldnieH
uotssasfibe (|eorsAyd 4o Lequan) 4o saposid]y
A1111qe3tai Jo saposidl

19z 03 o6z 3seal 3y

(IIYIINTUISSTONN VINIUHAIGIH JILWYWILSAS L uey) ssa)
sasuodsaa [equaA Hurind-}i0

uoL3oafau j0SfuLiaay

JUB3U0DSLp 4O POOK

9z 03 06 |
(3LYIIMIYISSTAND VINIUHA3GIH JILVWILSAS | ueyl ssaq
wsiane A3dwgl

dtysiiny
YINIYHAIGIH MOTWHS L 3sed| 1y
€92 03 06 | uey) ss3
£311A110® paseaudaq
dALRLILUL JO joe]
!
saposLda Auoj3euioni|ey
V9% 03 06 | 3ses| je
€92 03 of | ueyy ss3
poow snoixue A|psjuew jO saposidy
eLaoydna ssuyaue)
86 032 06 2
€9¢ 01 06 Z ueyy ssa7
paAsasaud (oM A{daALleyas uotjedidotjaed [ewsod

JUBWYS L 4BA0dWE [RUOLIOWD SWRAIXT

MO | 2YS

VINIHH4I83H DININIJII | 3sed| 3y

962 03 o6 | ueyy ssa
b fuleazs ssa|asuas
Buypaeoy
sienity
‘692
astead-}[3s snouojouoy
‘89¢ .
“192 252, 01 06 L 3se9| 3y
95z 03 of L ueyy ssa
sLseLapuoydodAy
-997 SsauaALlejuLe|diod sno|nuan
eLuhyy sAg
*G92 692 03 06 || 3se’| 3y
9G¢ 03 o6 [ ueyy ss@q
'¥92 Bupasljeyd snoLd0dauy
suisLAduuRU 33405
‘€92 : T L TER LR
VINIYH4IEIH ATNIS L 3Ised| 3y
[y 03 o6 | ueyy ssa7
- JU3URYLOX3 O tpostdy
292 _ A3LLLqe3raal dtposidl
192 : Butuniq (edoLy33
092 ¥v2 03 o6 zu 3sesy 3y
[yg 03 o6 2 ueyy ssa
Butjutyy (eotboly
662 uotssaadap ptut furienioni4
‘842 eraoydna A3dug
b2 03 o6 | 3sed 3y
LyZ 03 o6 | uey) ssa7
A4 - BuLy6616 aueur
‘9492 JOLARYSQ Bdanjeuwl]
RTLLS

seluasudaqay 911ews3sAS Sva
87111 ayqe}

"§62
"v5e
"€52
"262

152
'052
"6v2

‘8ve
*Lye _

‘9y¢
1 24
‘vve

‘Eve
‘eve
“1ve

‘ove
' 6E2




46

VINIHHJVEVd -JAISNVAXT 2 5% v
Q31VIIN3YIJJIONN
VINIUHAVYYd JILVWILSAS 2 ueyy $s97

Bujjuntq (euojjowd a3e
JUBWIJOXd JO saRIS A4l
JUBUB U JO sedpl A|4e3
suojyeupon| ey ALae3
BUpUIYY POID J43 5o

suojjeajdse asojpuedy

TOoE 03 06 2 Iseal
03LVIINIYIJJIONN
VININHIVYYd JILVWILSAS 2 uey3 ssa]

Bupyuiyy oiboLeaed asano)
SWS j4duURY 3SO|pURLY

suopsn|ap asojpuedy

PASULAX]
VINIHHdYYYd >mokn_:m<uzou ¢ Ise’dt W
00c 03 o6 2 ueyy ssa7

uoj3eap} 93349u0)

SUojsSN|ap 3sojpuedy

$SaU} | puUajLy

poou paje|]

9z 03 o6 3
00€ 03 06 2 ueyy ss97

SV} sauieuRy

SUO}3RLNQRIU0D SNONULIUOD

Ai03e|Nqezuo)

*80¢
Lot
90t
*S0¢
"90E
‘£0t

*20t
‘Lot
‘00

*662
*862
* 162
*962

*662
*v6e

VINIYHAVYYd QLLSVINVY L 3se9l W
962 03 06 | ueud ssI
uat| yedaq

poow Pajuajuod

suoLsnLap Isoppuedy
162 03 06 2
¥62 03 o6 2z ueyy ssoq
saouajaadxa at3sezuey

SUOJJRULON|LRY (D1UBDS UBII0) PAXLW

J13sejuey
VINIYHdVEYd INFYIHOONI L 3sedl 3y
682 03 06 | ueyy ss9

SIUBWAY LOXI Au03RuldN| LRy
Jdnapueab jo suojsniag

uojpnoasaad jo suoisniag

9gz 03 o6 2
682 03 o6 - 2 ueyy ssa
. . 30Uauayodu} Adeuwjdd

wspane yopa Aa03eulont ey

EVENENGELD

sejuadydeded o}3eudlsis Svo
6/11 . A198L.

€62
262
‘162

*062
‘682

A
98¢

*68¢
*v8¢

VINIYHAVHV_JIWINOHd & 3SP3L v

$8z 03 06 g uevyy $s37

Bupyuiyy ALoon
poow U3A3
suopsn|ap Aaojeue|dx]

sjybnoyy aLqipny

g8z 03 06 |
v8g 03 06 | ueyy ssda
SUOJ3RULONLLRY |RUOESN{3P DjwBUOYd
Jjueuoyd
|
VINIYHAVYVA WOVIYQNOHIOdAH L 3sesl 3y
62 03 0D | ueyy $S97

Bupyupys Lej3udbuel
suoysn{ap Asojeue(dx3
SUOLIRULONLLRY LeNSEA

suojjeuloniLey A403e3sny

suojjeujon| ey 440329310

$z 03106 | 3sedt Iy
6l¢ 03 06 | ueyy ss37
vpaoydsAg

sa3j0A Bugaeay jo supe|dwod

220306 3

6.2 03 06 2 uwyy s$9
suojjeuion| ey dpwauoyd

suojeuion| ey A poq WOUOUIIAN

L[99 ¢ [ ApUoyI0dAH

*€8¢
41
*182

"£Le
‘elLe

"Le
*0L2




47

SISOHIASM -
ALITILOW JILININYIMAH L 3se3| J¥
03LYILNIYISSIONN
SISOHIASd GI0TJA) | ueyy ssaj
3JUaJaYodu| Jtjewdyl

yooads 2(3ou}y4adiy

BEE 03 06 | 3sea| 3y
Q3LVILINIYISLTAND
SISOHIASd GI0TJA] L ueyy ssd

SIUBWAAOW 3A IR JO 9SEBUIU]
SIUDWIAOW DA }SSIAdXD JO BSRIUIU]
uoye3 by

SISOHIASd ALITILOW JLLINTAY

L 3seal 3y
9gE 03 0b

L ueyy ssay
elSauLyy
40dn3s pasnjuo)

LEYNYELT

*0ve
'bEE

‘BEE
‘LEE
*9EE

"§EE
‘pEE

SISOHIAS
NOISNNOD Q3LIJX3 L 3sedl W
vEE 03 06 | ueyy ss3

suojjeujany ey A4ejuawbedd
eaYU40607

29UaLAYOOU| 9 }JRWAY)

IEE 03 06 |
¥eg. 03 06 | ueyy ssa
JuBWRY }IX3
SISOHJASd
NOISNJNOD Q3LIQIHNI L 3ISedl 3y
OEE 03 ob | ueyy ssa7

Suojjeujon{ ey djwauoyq
suo j3daduadsiy
J40dn3s aA}3oedy
JeE 03 06 ¢ ]

0ce 03 06 g ueyy ssa)
uoLsSnjuo)
£3}A1300 paseaudsq
SSaudALIR) 0] pasea.oag

Uo[snjuo)

$9s0YdASd pIoLaA) Svd
OFNHHﬁm_QwH

‘EEE
AXX
*lEE

‘OEE

*62€
82t
T2t

‘92e
*§2¢
‘et

031v13 “SISOHIASd
NOILVI3-ALIIXNY L 3s®d| 3y
p2€ ob 03 | uey} ss9)
suojjdeodads iy

weaysa-41as pajedabbexy

uoi3e(3
SNOIXNY °SISOHIASd
NOILVI3-ALIIXNY L 3seal 3y
(2€ 03 06 | ueyy sso]

A3140p4adju} 40 sbuj|day
3L 4n6 3o sbuy|ady
uojjey by
uofILqiyul
Lig 03 06 2 3seal 3y
126 03 o6z ueyy ssa)
suojjeujany(ey AL ipog
suoLjeULIN| [BY A403IR4 10

SUOLRULIN| |BY D jWBuOYyd

suoysniy]

paxa|dudg

PG
l2€ 03 o6 £ uey} ss8]
Ajapxue paydey
9JUaUdB4 4O Ssuolsnlag

suoy3daauad (euogsniag

‘€2t
K14
*12¢

*0z€
*6LE
‘8LE
*LLE

‘9lE
‘SLE
“plE
ELE
ele

‘LLE
‘OlE
*60€




RT3 9ASd 21TOHILVII JINVW  (6SE +) L
ITTUHIIIZA SISOHIASE 2y 1SoioNyTIn 3und  (8se +w L
g(¢ 03 06 [ ueyy ssI]
SUQLsSsiwad :...E ._.on

196 03 06 2
m.mm,. 03 06 2 ueyy ssa
@ 3s4n0d dtwyIAyy - *09¢€

3s4no> Jejodig °6S¢€ -

] . asanod aelodiun -gs¢
JINVW SISOHIAS . IITOHINYIIW JINVW (SLE +w ”

. VINWYW 3¥nd (L€ + B8SE 03 o6 9 3sed| 3y
8L¢

[8€ 03 06 | ueyy sso 03 of 9 ueyl ssa3 .
uogssiuwdda {Ind L€ JojARY3q Leploins  °[G¢
1{g 03 0b g . Buiyuiyy papaeiay °96¢
{8€ 03 06 2 ueyy ssaq
ASUN0D JJWYIAYY  °9LE . S3}3LNOLJS 1P UOLIRAIUIOUOY  °GSE
3sanod Jaeiodpg °SL¢ . UOLIRULWLAIUL-J3S " HSE
9s4nod deodiun  yLE aLpnb jo sbujaag ‘¢G¢
760306 9 3sedl Jy eiuopayuy °2GE
/gc 03 06 9 ueyy sso
o SSA|Y03Y  “£LE K31AL300 JojowoydAsd paseauadu] - LSE
’ ssalIoe)]  'Z2LE £31AL30R JojouoyoAsd paseaddag (OS¢
A3pL1QII0RAISEQ  LLE Opiqil Paseasdu] “6¥t
Rluwosul  *QLe opiqL| paseasdsg -gvt
Y Kjrsojpuvdy  *69¢ . viuwosJadAy *LpE
|
: v seap} Jo ybild "89¢E QLuUWoSu] "9yt
eayad060q */9¢ 93139dde paseaddu] °Gye
A31A13oeaadAiy  99¢ ’ 33j3adde paseasdaq “yye
epsoydny  *g9g g 03 06 |
29 03 06 | ueyy ss97
RpwAylaadin "9 poow @A}ssauadag “EbE
FOE 03 06 | 3seal 3y E¥g 03 06 L
{8¢ 03 06 | ueyl ss3 8Lt 03 06 | ueyy 559
A3pLIQRILAL CE9E 395U0 23n0RQNS " ZHE
uoj3ely *29¢ , 39s5U0 N3y LYE A
RjURY CIYCVRITED

L S930YdAs4 aALI0333Y SV(
LL/11 3LGRL




49

VIYOHdN3 AYOLYAIDILUVAHON  (E6€ +)
VIYGHIN AYOLYINGYANGD (Z6€ +M

<Hmo:a=uu¢km<Hm=zhzu Mpmm +
YIYOHdNI TYOVIUNGHIOdAH (06E +

vI¥0HdNI IAILONAOUANR  (S8E +)
QILYILNIYIAAIANN SISOHOASd JI¥OHdNT 2 ueyd ssa7
A4aA008u | N4

N NN NN

£3191U0uyd A04 Aouspusy

9s4n0d uejodiun

v6g 01 o6 | :
Q3LVIINIYISLIONN SISOHIASd JIYUAHANT | uBY} S40)
Q3LYIINIYIJ4IANN SISAHOASd JIHOHAN L ueyl} ssa7

Ayaedwks jo sburissg 40 yoep ‘2

suoLjowd 40 juswystudnodwi g

L1tM 40 Juawystadaodur ‘e

(€ 40 g 3sea| 3e) erdoydnsd Kaozediotyaeduoty

ingheid o

AaaLL g

suotjeinqejuod Addey ‘e

(¢ 40 2 3sed| 3e) etdoydna Auore|nqejuo)y

Addey suayjo”ayew 03 adLsap "2
wa93s9-J19s pojedsbbexa °q

ssautddey aALSSaoXa ‘e

(€ 40 2 1ses| qe) eraoydna di3setsnyjuz

SSaULN Ued] JUBLSURL} ‘D
ssouaALljejute|dwod dtaoydna *q
suotjeuroniiey A|Lpoq wouowoy ‘e

(€ 40 2 3sesa| 3e) elioydna jeserdpuoysodAy

9UO} |RUOLIOWSD |BJLA SSI[JUBJUOD D
ssaurddey 4o Bui|9a94 ssalaALjow *q

uorssaddxe |eLoes juerped e
(€ 40 z 3seaf 3e) epdoydns sAL3onpoddup

O3LVIINIYIAIIANN SISOHIASd 3AILIALLY 2 ueyl ssa)
aun3atd aseastp snoyd.owouoy

.mwgo:a:m
serJoydn3

‘96€
'G6€
‘v6€

*£68

26t

‘16g

"06¢

'68¢€

'88¢
(8¢

HOISSTUAIQ AUOLYAIDILUVANON  (€8E +) 2

NOISS3¥dIa snaididsns  (28€ +) 2

NOISS3I¥d3I0 ONIUNLYNAL-413S  (I8E +) 2

NOISS34d3A YOIV IYANOHIOdAH Momm +) 2

NQISSI¥dIA QITHYUYH 2

Q3LYILNIHISJTAND

 SISOHOASd 3JAISS3udIQ ¢ 4eyy ssa

. - uoLssLwaa [y

A3LOLUOUYD U0} ADUBpUIL

9s4n0d aefodiup

b8E 03 06 |
3LYILNIYTAAIOND
SISOHIASA JAISSTUIA L uey3 auoy
03LY1.LNIYI44IONN
SISUHOASd JAISSIUIA L UBy} ssa

etinqe °p

coppmcmpﬁm 40 sburysay o
eLuopayue °q

uotjediopjaed 3AL109, 40 JO Yo} @

{# 40 € 3sea| 3e) uorssaudep Auozediorjaeduoy’

A3t L3S0y Jo yoe[ °p

uorjeapl proueqed 2

3JUdudja4 JO seaplL g

ssausnotoldsns e

(¢ 40 € 3sea} 3e) uoLssaudap snoLoLdsng

1Lin5 Jo sbui(ady -p

ssousAljejuawe| o

wWad3s9-419S 4O SSOL  *q

SUOL}BSNJJB-4(3S ‘e

(v mo £ 3sea| 3e) uoLssasdap Buruniuol-j|as

- UoL3eziua0dua0d  p

mmmcm>Ppmp=Fmpasou ssa|adoy <o
suorjeutongiey A Lpoq wouowoy °q
s{sepJapuoyooddy e

(t 40 € 3sed| je) covmmwgawn LeoeLapuoyoodAy

uotjezijewayy 4ood °p
mmmcw>rpepcﬁm_asou USBALAP D
K1atxue paydew -q

SSOUSSI[3Sa4 J0j0Ww e

(¢ 30 € 25°a[ 30) UOLSSBUAIP PBLUUBH

BlE 03 06 |
[8€ 03 06 | Uey3 ssa7
* > snoyddowouoy

suossa4daq

¢ S3S0UYoAsd 3AL3O833Y SYQ

2L/11 alqel

98¢

'8¢

‘18E

‘€8E

4

‘I8¢

*ase

‘6LE

‘8LE




50

In completing DAS the following time frames are considered:

a. Presence of psychosis (one-dimensional diagnosis) can usually be
determined by a single examination. It should definitely be possible
within eight days.

b. At least two weeks of continuous observation and repeated--at least
three--careful assessments are required to clarify the: nature of the
psychosis (two-dimensional diagnosis). This, however, does not imply
that the psychosis must be present for at least two weeks and that
treatment should be withheld for the same time period.

c. Course of disease always refers to a specified period with a duration
of at least five years (three-dimensional diagnosis). Formal charac-
teristics of the course, such as rhythmicity-periodicity, polarity and
deterioration are distihguished from the contentual characteristics,
such as time Spént in hospital, nature of therapies.

d. The evaluation of outcome, e.g., after five years is always done in
terms of the presence of psychopathological symptoms and impairment
of social adjustment (fourth-dimension).

Thus, for a final diagnosis on the DAS cross-sectional findings (diag-
nostic impressions) have to be supplemented with information on the course
of the disease (provisional diagnosis) and outcome data {final diagnosis).
Or in other words, in the diagnostic hierarchy (impression, provisional and
final) alternative decisions are based not merely on a given store of (cross-
sectional) knowledge, -but on the increasing store of knowledge in time.

In spite of all its complexities, inter-rater agreement was very hfgh,
92 percent (12 of 13 patients) between two raters in a small pilot study on
the DAS. For the most‘distal diagnostic endpoints of the decision tree

(subtypes) agreement was only 77 percent but for the three major groups of




systematic schizophrenia (hebephrenia, catatonia and paraphrenia) the
agreement was 100 percent (Daniel, Craig, Ban and Wilson, 1985).

In addition to reliability the pilot study also explored the
relationship betwen DCR and DSM-III diagnoses. For this,. 96 randomly
selected patients from the acute and chronic services from a mental
hospital were subtyped on the basis of DAS criteria and the resu]ting
DCR diagnoses were cross-tabulated with DSM-III diagnoses. Although

_overall agreement for all diagnoses was only 45 percent (Cramer's
statistics¥ = 0.45) of the patients with systematic schizophrenia on
the DCR, 92 percent were diagnosed as schizophrenic by the DSM-III.
Agreement was considerably lower (57%) between DCR diagnoses of
nonsystematic schizophrenia and DSM-III diagnoses of schizophrenic
disorders. However, the agreement for schizophrenic diagnoses between
DCR and DSM-III would have been 100 percent if schizoaffective
disorders would have been included among the schizophrenic disorders in
the DSM-III (Daniel, Craig, Ban and Wilson, 1985).

Employing the DAS in the assessment of a large number of patients
has brought to attention some of the shortcomings of the scale. Among
them one of the most important is that within the current format,
presentation of variables relevant to the form of onset, cross-
sectional psychopathology, course of illness and outcome features, are
not sufficiently distinct. Another important shortcoming of the scale
is the lack of separation between the different forms of outcome and
the different forms of end-states.

In addition to the shortcomings of the scale (DAS) there are also
shortcomings of the system (DCR); and while shortcomings of the DAS may

or may not be the result of shortcomings of the DCR, all problem areas
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of the DCR are reflected in the shortcomings of the DAS. Among the
identified problem areas one of the most important is related to the
diagnosis of delusional development, a diagnostic concept which is not
broad enough to accommodate all non-schizophrenic paranoid (delusional)
patients who do not fit the diagnosis of psychogenic paranoid psychosis
of the DCR. Studying this particular population, however, it has been
revealed that all of these patients fulfill criteria of acute or
chronic delusional psychoses, as defined in prevalent diagnostic
schemes within the French Tanguage areas. Furthermore there has also
been some indications that delusional psychoses provide a transition
between the psychogenic (exogenous) and autochtonous (endogenous)
psychoses. It was on the basis of these considerations that in the
proposed classification (see pages 10 to 12) the concept of delusional
psychosis was‘adopted and positioned between the exogenous and
endogenous psychoses (exo-endogenous psychoses).

In contradistinction to empiricistic and experimental
classifications, a nosological classification is based on a historical
process in the course of which numerous clinical observations are
integrated into distinct clinical pictures.Since both the DCR and the
proposed classification are nosological, in the following the
historical process of conceptual development of these classifications
will be reviewed to provide the necessary background information for
the construction of new diagnostic assessment instruments (or the
correction of old ones) which are based on nosological principles.
Special emphasis will be placed in this review to the development of a

four-dimensional model of diagnosis, with consideration to the four

developmental stages of psychiatric illness. It will -also be examined
whether a four-dimensional psychiatric diagnosis could offer advantages

for psychiatric research and open new paths- for psyéhopharmaco]ogj; progress.
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FOUR DIMENSIONAL CLASSIFICATION:
CONCEPTUAL DEVELOPMENT
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Because the etiology is unknown, the diagnostic classification of func-
tional psychoses is based on descriptive characteristics. Originally these char-
acteristics were restricted to cross-sectional psychopathology; today they
include characteristics of the course. There is also a tendency to include
the final stage of the illness, referred to as outcome or end-state.

Extension of descriptive-psychopathological characteristics with bio-
logical measures opened unforeseen possibilities. Introduction of paper,
liquid and gas chromatography, mass spectrometry and radioimmunoassay,
including receptor binding techniques, rendered measurement of biochemical
changes in the CNS accessible to laboratory investigations. Supplementation
of traditional electroencephalographic (including evoked potential) and
cerebral blood flow techniques with computerized tomographic mapping of
electrophysiologic data, nuclear magnetic resonance measures, X-ray trans-
mission tomography and positron emiossion tomoéraphy rendered the examination
of specific brain sites possible (Buchsbahm;éi:ai., 1982; DeMyer.et al., 1985;
Dunlop and Shea, 1985: Gur, 1985; Hendrie, 1985; Mathew, 1985; Marihisa, 1985;
Nasraliah and Coffman, 1985).  The increasing use of this new technology is
transforming psychiatry from a descriptive into an experinmental discipline.
Nevertheless, the meaningfulness of the findings generated by the new sophis-
ticated technology depends upon whether they can be linked to a clinical
diagnostic category. Such categories should be based on a comprehensive
understanding of the disease with consideration of all of its developmental
stages.

In the following the conceptual develpment of classification(s) rele-
vant to functional psychoses will be outlined and the psychopharmacologic

implications of the different developmental stages (dimensions) discussed.
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Concept of Psychosis

In spite of its extensive use, there is no generally accepted definition
for the term "psychosis." In everyday psychiatric parlance it refers to
mental illness of sufficient severity to produce conspiciously disordered
behavior with lack of insight. This behavior cannot be understood as an exten-
sion or exaggeration of ordinary experiences (Leigh, Pare and Marks, 1972).
While Jaspers (1913a, 1959, 1963) used the term in reference to disorders
which "seize upon the individual as a whole," in the United States the term
is employed primarily in referring to patients withi:hallucinatory experiences,
delusional thinking and/or catatonic symptoms.

Probably the most important contribution to the conceptual development
of the term was made by Schneider (1959). He contended that the term "psy-
chosis" should be used only to designate psychopathological manifestations
which are the consequence of a disease process; This corresponds with Jaspers’
(1963) notion that psychoses are "disease processes, regardless whether they
are hereditary disorders beginning at certain times of life or called into
being by exogenous lesions."

The concept of psychosis put forward by Jaspers and Schneider was
operationalized by Fish (1974). In Fish's definition the characteristic fea-
tures of psychosis include lack of insight, distortion of the whole person-
ality (by the illness), construction of a false environment (out of subjective
experiences), gross disorder of basic drives (including that of self preser-
vation) and inability to make a reasonable social adjustment (Hamilton, 1974).
In an alternative definition, put forward by Petho, Ban, Kelemen et al. (1984),
psychosis is a nonspecific syndrome characterized by lack of "insight" and
psychopathological symptoms of sufficient severity to disrupt everyday func-

tioning. The collapse of customary ways of social life may call for psy-

chiafric hospitalization.
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Ixrdéf1n1t1on, excluded from psychotic disorders are "psych1c deviations
wh;ﬁi do not wholly involve the individual® (Jaspers, 1963). Thus, excluded
are patients whose personality is only in part affected, who can distinquish
between their subjective experiences and reality, and who do notrconstruct
a false environment (Hahi]toh; 1974). Excluded also aré’personality discrders
(i.e., variations of human existence which differ from the norm quantiatively
rather than qualitatively) and neuroses (i.e,, reactions of abnormal per-
sonalities to moderate or mild stress and reactions of normal personalities
to severe stress) (Schneider, 1959),

Psychosis is a diagnosis only within a one-dimensional model of classi-
fication, i.e., a classification which is based exclusively on cross-
sectional (2nd developmental stage) assessment of psychopathology. Accept-
ing psychosis as the end-point yields a one-dimensional treatment modality
with an antipsychotic-neuroleptic drug. The underlying assumption is that
the different forms of illness are only different stages of one and the
same disease (psychosig) process and consequently can be controlled by one
and the same (or pharmacologically similar) medication. This concept of
"unitary psychosis" was first formulated‘beNeumann»(185923t)

r}f—%he*unitany—hypeéhesis;is,uaiida‘Egé-p&ychopharmaco]ogical agents
wh1ch come c]osest to fulfill therapeu%1c expectat1ons are the chlorpromazine
type of antipsychotic-neuroleptic drugs. Today there are at least 19 such
antipsychotics, distributed among six different chemical classes available
for clinical use in the Un1ted Sfates and at least 12 more in other countries
(See Append1x II ‘Iaﬁlcfffi Most of these“ﬁrugs are secondary or tert1ary
amines conta1n1ng at least one aromatic ring linked to the amine position by
an intermediate chain; and most of_thesé drthiare active,inhibitors of

apomorphine-induced vomiting in dogs, apomorphihéiéf amphe tami ne-induced
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stereotypic chewing and non-stereotypic agitation, and norepa}ine or epine-
phrine-induced mortality in rats. They also inhibit intracranial self-
stimulation and conditioned operant behavior in all laboratory animals. At
somewhat higher doses, traditional neuroleptics induce cataleptic immobility
with a reduction of spontaneous motility and indifference towards the environ-
ment, and, at considerably higher doses, they induce ptosis, ataxia, pro-
stration and other signs of CNS depression (Janssen, 1973),

Antipsychotics share numerous common biochemical actions. They have a
stabi]izing effect on cell membrane, an inhibiting effect on the N-methyl-
transferase enzyme system and a decreasing effect on adenosine-triphosphate
utilization. Since the early 1960s, however, most of the attention has been
paid to the dopamine (DA) receptor blockade produced by these drugs. The
original observation that antipsychotics increasé the nia]amide-indqced accumu-
lation of 3-0-methylated metabolites :of DA and‘norepinephrine, i.e.,
3-methoxytyramine and normetanephrine, was madé by Carlsson and Lindquist
as early as 1963. Howevet; it was more than a decade later, employing X-ray
crystallography (Creese, Burt and Snyder, 1975), before it was’possible”to demon-
straté that-DA-receptor :blockade actually takes place. Furthermore, by employing
radioligand-binding techniques, it was revealed that clinical potencies,
based on a mg/kg basis‘of neuroleptics correlate well with the binding
affinities at D, receptors, i.e., receptors which can be selectively labelled
with 3H-haloperidol and 3H-spiroperidol (Kebabian and Calne, 1979). In
addition, there is some evidence that neuroleptics also have opiate receptor
binding properties (Jacquet and Marks, 1976).

The most consistent finding following chronic (1 to 3 weeks) antipsychotic
administration is D, receptor blockade and a consequent increase in the number,

with a decrease in the affinity, of these receptors in the striatum and
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mesolimbic areas (Burt, Creese and Snyder, 1977; Muller and Seeman, 1977,
1978; Theodorou et al., 1981). Therefore, one may hypothesize that the
biochemical substrate of psychosis is in the DA structures of the limbic lobe.
At variance with this contention, however, are findings in clinical psycho-
pharmacological studies which suggest that there is a differential thera-
peutic response in psychotic patients to antipsychotiC~drugs. Although
antipsychotics undoubtedly are the most effective treatment for psychoses,
some psychotic patients remain refractory to antipsychotics and require other
treatment modalities for control. Since a differential therapeutic response
indicates biological heterogeneity, the findings of a differential therapeutic
response is in line with the contention that psychosis consists of more than

one diagnostic groups.

Psychosis: Organic vs Functional

General Outline of Development

Conceptual separation of "organic" from "functional" psychoses represents
the first meaningful dichotomy within psychiatry. The adjectiVe "organié"
implies that the psychosis is intrinsically Tinked, if not exclusively the
result of, systemic, including neurological disease. On the other hand, the
adjective "functional® implies that the psychosis is a result of a sui generis
psychiatric i1lness in which there is a primary dysfunction in the operation
and performance of the brain. This is in accordance with other branches of
me&icine in which a "functional disorder" refers also to a primary dysfunction
with an unidentified structural change. Because the psychiatric concept of
“functional disorder" assumes a structural changg, Schneider's (1959)
1somatogenic postulate" is based on the belief that functional psychoses

"are always of somatic origin" even if cause is not known and/or the morpho-

logical substrate has not been identified (Pichot, 1983).

]
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Conceptual separation of organic from functional psychoses was a signi-
ficant step in the development of modern psychiatry. It has opened the possi-
bility to identify cfoss-sectiona] psychopathological syndromes which indi-
cate organicity with a hiQh level of probability. This in turn has yielded
etiologically based diagnoses and causal treatment in the majority of
organically determined psychoses. With the decrease in the prevalence of
"organic psychoses" in the nongeriatric adult psychiatric population, e.g.,
virtual elimination of general paralysis which once constituted 10 percent
of all hospitalized psychiatric patients, there has been a transient shift
in emphasis in adult psychiatry from the orcanic' to the functional psychoses
during. the 1960s and 1970s.

The shift of emphasis from "organic" to “"functional" has focused atten-
tion on "anxiety disorders," traditionally referred to as "neuroses." Intro-
duction of propanediols (meprobamate) first, and subsequeritly of the benzo-
diazepines (chlordiazepoxide) have rendered anxiety disorders accessible to
biological research (Berger, 1954, 1957, 1964; Sternbach, 1972; Tobin and
Lewis, 1960). By now there is substantial evidence to believe that similar to
functional psychoses, anxiety disorders are sui generis psychiatric illnesses
and as such outside the realm of metapsychology. Classifying anxiety disorders
among psychiatric disorders provides for a clear separation of genetic and/or
learned abnormal personality development (mental retardation and psychopathic
personality) from functional mental illness, i.e., psychoses and neuroses.

Acute Exogenous Predilectional Types

Conceptual separation of organic from functional psychoses provided
the necessary end-point for Bonhoeffer (1909) to develop his concept of
"acute exogenous psychoses," i.e., psychoses associated with and/or the

result of systemic disease. Within Bonhoeffer's frame of reference "exogenous
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psychoses" are non-specific secondary manifestations of systemic disease
and as such distinct from sui generis psychiatric disorders.

Bonhoeffer's concept of "exogenous predilectional types" is based on
the recognition that psychotic reactions associated with systemic disease
appear in one of four forms, i.e., delirium (which may occasionally be dis-
guised with hallucinosis aé the dominant clinical feature), epileptiform
reactions (which may present as states of anxious or frenzied motor excitement,
or alternatively as quiet, affectless twilight states), stupor, and confusional
states (which may show hallucinatory, catatonic, or dissociative features).
Since similar reactions may occur in association with different illnesses,
and the course of illness is not determined by the presenting clinical pic-
ture, but by the patient's general constitution and the severity and duration
of the underlying physical disease, Bonhoeffer maintained that the prevailing
psychopathological syndrome reflects a specific predisposition which does not
provide interpretable clues for an etiological understanding of the disease.

Bonhoeffer's concept of "acute exogenous psychoses" is subsumed under
the heading of "symptomatic psychoses" in the British literature. The
typical obligatory feature of these psychoses is disturbance of conscious-
ness. The altered state of consciousness varies in degree from the
swimming head of the common cold to the loss of consciousness in the coma
of enteric fever or septicemia. It may be seen in a severe form in the
delirium accompanying acute disease. In the psychoses caused by subacute
and chronic illness, consciousness is less clouded or may even be clear.
This disorder has been differentiated from delirium and termed confusional
state. It is also referred to as amentia in German psychiatry and as subacute
delirious state in British psychiatry (Mayer-Gross, Slater and Roth, 1960).

Other , atypical-facultative manifestations of exogenous psychoses are dependent
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on a general or aspecific predisposition. The development of a transient
catatonic, hyperthymic, dysthymic or amnestic syndrome is attributed  to a

general predisposition, while the development of a transient schizophreniform,
paranoid, or hallucinatory reaction is attributed to a special predisposition.

The resultant "atypical forms" with full recovery (reversibility) were referred to
as "transient organic syndromes" ("Durchgangsyndrome") by Wieck (1956, 1957).

A1l these different typical and atypical forms of disease may terminate in full
recovery, or yield to organic neurasthenia (also referred to as irritable debility
or emotional hyperesthesia), Korsakoff's amnestic syndrome or generalized

dementia (Nyiro, 1962). These latter manifestations provide for the link

between the acute exogenous (symptomatic) psychoses with prevailing delirium and
the subacute and the chronic exogenous (organic) psychoses with prevailing dysmnesia
and dementia respectively (Table III).

Chronic (Generalized) Dementias

The recognitiom that the continuous presence of traumatic biological fac-
tors may result in dementia threw light on Bayle's (1822, 1825, 1826) thesis that
persistence of arachnitis (during the third and final stage of its development)
yields to dementia in patients. It also brought to attention some of the early
contributions of Pinel (1801). In his classification of psychiatric disorders,
he was the first to employ the term "dementia" to describe illnesses which lead
to intellectual deterioration. It should be noted, however, that the crucial
distinction between "inborn idiocy" and "acquired dementia" was made by
Esquirol (1839) almost 40 years later.

It was the early 19th century French school of psychiatry which had delineated
the essential psychopathological features that result from persistent (chronic).
brain damage. However, the findings of the French school became meaningfully

interpretable only after the delineation of the essential psychopathological
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Table IIT

Area of Psychopathology Acute Subacute  Chronic

1. Disorders of Consciousness ' +

Lowered vigilence
Decreased clarity
- Sopor
Coma

Clouded consciousness
Oneroid
Delirium

Narrowed consciousness
Twilight
Fugue

2. Disturbances of Orientation + + +

Time
Place
Situation
Self

3. Disorders of Memory +

Memorization

Retention

Recall

Amnesia
Localized
Systematized
Congrade
Retrograde
Anterograde

4, Amentia
5. Dementia

Apperceptive
Chrestic
Amnestic
Hyletic
Structural

The area of psychOpatho1o§y (+) prevailingly affected in acute, subacute and
chronic organic psychoses.
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features of acute biological trauma by the early 20th century German school.
Integration of the contributions of the two schools yields the still prevalent
position that delirium, dysmnesia and dementia indicate the presence of somatic
factors in the etiology of psychotic disease with a high level of probability.

The three "D's" provide the necessary clues for the separation of organic
psychoses with psychopathological manifestations prevailingly in the connecting
functions (such as consciousness, memory and personality) from the functional
psychoses with psychopathological manifestations prevailingly in the perceptual-
cognitive, relational-affective and motor-adaptive functions (such as perception,
thoughts, emotions, mood and motor behavior). Identification of the differential
psychopathological structures involved in organic and functional psychopathologies
and recognition of the relationship between specific brain structures and the
sites of psychopathology has raised the possibility that in case of non-specific
organic psychopathology the primary impairment responsible for the psychopatholo-
gical changes is in the reticular formation and temporal lobe structures.intrin--
sically Tinked with connecting functions. On the other hand, in case of specific
functional psychopathology the primary impairment responsible for the psycho-
pathological changes might be in limbic lobe structures in general and in frontal,
parietal, temporal and/or occipital structures in particular, intrinsically

linked with relational-affective, motor-adaptive and perceptual-cognitive function-
ing (Table IV).

Two-Dimensional Diagnosis

The diagnosis of functional and organic (exogenous) psychosis cannot be
made withih a one-dimensional model of classification. It can be made only
within a two-dimensional model, because cross-sectional psychopathological symptom
profiles do not suffice. They need to be supplemented with information on the
form of onset and antecedent etiological event(s), e.g., biologic factors such as

somatic illness or brain disease, for the interpretation of findings. The
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Table 'Ty

Functions Affected Organic Functional

1. Connecting Functions +

Consciousness
Memory
Personality

2. Perceptual-Cognitve

Perception
Thinking

3. Relational-Affective

Emotion
Mood

4. Motor-Adaptive

‘Behavior
Speech

The area of psychopathology (+) prevailingly affected in organic and func-
tional psychoses. '
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presence of somatic illness (including brain disease) immediately prior to
or at the onset of psychosis, however, does not exclude the possibility that
the psychosis is functional in nature. The same applies when the somatic
illness and the mental disturbance do not run a parallel course (Petho, Ban,
Kelemen et al., 1984). Accepting functional and organic psychoses as end-
points divides the psychotic population into two major groups and only in
one of these two popu]atioﬁs, i.e., functional psychosis, do antipsychotic
drugs remain the treatment of choice. In the organic psychoses the treat-
ment should be directed against the etiology of the disease, e.g., nicotinic
acid in case of pellagra, neurosurgery in case of brain tumor.

In the case of organic psychosis causal treatment may need to be supple-
mented transiently by the administration of an antipsychotic drug. The use
of antipsychotics as primary treatment, wifhin a two-dimensional model of
psychiatric classification, becomes restricted Eo patients with the diagnosis
of functional psychosis. Probably eveﬁ more important is the fact that even
within the functional psychoses, patients réspond differentially to treatment
with antipsychotic drugs. Because a differential therapeutic response is an
indicator of diagnostic heterogeneity, the finding of differential therapeutic

responsiveness among patients is in support of the contention that functional

psychosis consists of more than one diagnostic group.

Functional Psychosis: Reactive vs Endogenous

There are at 1éast two distinct populations in functional psychoses. One
population is conventidn&]]y referred to as &utochthonous or endogenous psy-
chosis, and the other as reactive or psychogenic psychosis.

In Spite of the controversy regarding both terms, i.e., endogenous and

psychogenic, there is a general agreement that psychic reactions arising

N
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from conflictual experiences and external evgﬂts are exogenousv(aithsugﬁ
the term is usually retained for the psychosis‘resplting frbmran'éxogenous
biological reaction and the psychosis assoc¢iated with "coarse brainsdisease").
Phases and processes arising from inner causes wifhout an external event are
endogenous (Jaspers, 1963). Hithinf%his frame of reference the éohcept of
endogenous psychosis--which, accdrding to Pichot (1983), has its origiﬁ in
Morel's (1857, 1860) teachin@SQ-implies an innate genetic biological defect,
while the concept of psychbgenic or reactive psychosis implies the_presence'
of a psychic trauma,:réaardless of whether it is the result of a conf]ictual
situation or a 1ifg‘event. Accordingly, in case of endogenous psychosis the
psychosis canné% primarily be attributed to an exogenous factor (1ife event)
even if exqgéﬁsus factors play a precipitating rb]e, while in case of psycho-
genic (réﬁ%tive) psychosis the psychosis cannot exclusively be attributed
to anvéndogenous factor, even if endogenous factors play a predisposing role.
“The concept of psychogenic psychosis has evolved through the work of the
Danish psychiatrists Wimmer (1916), Faergeman (1945, 1963), Stromgren (1968,
1974) and Retterstal (1978). ‘In the development of the concept; Jaspers (1913a
and b) definition of "6a£ho1ogica1 reactign" played an important role. Accord-
ing to Jaspers, to fulfill the cfiteria of "patho]bgical reaction" there must be
an adequate precipitating factor, standing in a close time relationship with the
reactive state. .Theré must also be a meaningful connection between the content of the
experience and those of the abnormal reaction; and reversibility, i.e., disappear-

ance of the abnormality when the primary cause for the reaction is removed. In

this respect pathological reactions contrast with morbid processes which appear
spontaneously. Furthermore, Jaspers suggests that reactive states can be classi-
fied in at least three different ways, i.e., according to what precipitates the

'reaction,'according to the particular psychic structure of the reactive
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state and according the type of psychic constitution that determines the type of reactivity. Hoenig
(1985) maintained, however, that Jaspers was interested in “pathological reactions” only from a
methodological point of view and did not consider “psychogenic psychosis” a nosological entity
in spite of his contributions to its conceptual development.

In his classic monograph Wimmer (1916) defined psychogenic psychoses as “clinically
independent psychoses” caused by “mental trauma” acting on a “predisposed foundation.”
Furthermore, he suggested that its two essential components, i.e., predisposition and mental
trauma, determine the “moment for the start of the psychosis, the fluctuations of the disease, and
very often also its cessation.” On the other hand, he contended that “the form and the content of
these psychoses were more or less directly and completely (comprehensibly) determined by the
precipitating mental factors.” Psychogenic psychoses almost always end in full recovery. If this
is not the case, the diagnosis may need to be changed.

Important contributions to the understanding of “psychogenic psychosis” was made by
Stromgren (1968, 1974). For Stromgren, these psychoses are psychogenic in the sense that “the
mental tauma must be of such a nature that the psychosis would not have arisen in its absence.”
There must be a close temporal relationship between the onset and the traumatic experience.
There is a relationship also between the traumatic situation and the course of the psychosis. This
is to the extent that “if the situation ceases to exist the psychosis will usually stop immediately.”
But even if the situation persists, according to Strmgren “the psychosis will not go on forever.”

Furthermor, Strdmgren asserts that “it is not the objective force of the trauma which determines
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Insofar as the "etiology" of psychogenic psychosis is éoncerned, Stromgren
divided the exogenous traumatic factors into five groups, i.e., experiences
of an entirely impersonal character, social disasters, conflicts within the
family, isolation and inner conflicts. He maintained, however, that "on the
whole one cannot expect to find a clear correlation between the quality and
the quantity of the trauma and the type or extent of the patient's reaction."
This implies that much depends on the special sensitivity, i.e., "catathymic
predisposition" of the patient, which in turn suggests that endagenous factors
possibly play a predisposing role. In favor of this contention are the »
relatively uniform genetic f}ndings that patients with péychogenic psychosis
have a high incidence of "mentally abnormal subjects" in their families.

Taking all these factors into consideration Petho, Ban, Kelemen et al.
(1984) suggest that in "psychogenic psychosis" the onset of psychopathology

must be attributable beyond reasonable doubt to .a precipitating life event.

Psychotic content must be fully understandable with respect to the precipi- |
tating life event and/or on the basis of patient's 1life history and/or
personality. The psychosis must appear as an integral part of patient's life
history. In addition, in psychogenic psychoses the intensity of the trau-
matic experience should sufficiently explain the emergence of the psychosis.
There should be thematic continuity between the traumatic experience and the
psychotic content; and there should be a meaning to the psyéhosis.appropf{afe
to the situation with manifestations such as theatricality and protest directed
towards the onlookers. To prevent overlap, the absence of certain endogendus
psychopathological symptoms, such as inhibited thinking, tangential thinking,
flight of ideas, perseveration, neologisms, blunted affect and/or autistic

behavior is a prerequisite for the diagnosis of psychogenic psychosis.
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Today psychogenic psychosis is recognized in many countries including
Denmark, Norway (reactive psychosis: psychogenic and constitutional), France
(psychoses reactionelles) and the USSR (reactive psychosis) (Giljarovski,

1960; Widlocher, 1958). There is probably also some overlap between psycho-
genic psychosis and Kasanin's (1933) schizoaffective psychosis, and Staehelin's
(1946/47) schizophreniform affective psychosis (schf20phrenieéhnlichehEmOtions-

psychosen) described in details by Labhardt (1963).

The diagnosis of endogenous and reactive (psychogenic) psychoses, similar
to the distinction between functional and organic psychoses, can be made only
within a two-dimensional model. Cross-sectional psychopathological symptom profi1es
should be supplemented with information on the form of onset and antecedent-etiologic
event(s), e.g., psychological factors such as death of a beloved relative or
retirement, for the interpretation of findings. Accepting endogenous and
reactive psychoses as end-points divides the fuhétiona] psychotic population
into two major groups, and only in one of these two (i.e., endogenous psy-
chosis) is treatment with antipsychotic drugs the primary choice. In reactive
psychosis, treatment with antipsychotics usually does not suffice and should
be combined with or substituted by otherrtherapies.

In addition to the differential therapeutic response between the two
populations, patients within both populations show a differential thera-
peutic reéponse to antipsychotic drugs. Because a differential therapeutic
response indicates biological heterogeneity, the findings of.differential
therapeutic responses within both populations is in 1ine with the contention

that both endogenous and psychogenic psychoses consist of more than one

diagnostic group.

Psychogenic Psychoses

Psychogenic (reactive) psychosis is a two-dimensional diagnosis.

Accordingly, an essential prerequisite for this diagnosis is that the

i e
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emergence of the cross-sectional psychopathological picture of the psychosis
can be satisfactorially explained by the "intensity of traumatic experience,"
i.e., antecedent etiology. Because the subject matter of the psychosis is
organized around the traumatic experience, the content, but not the form

of the psychosis, should be comprehensible, The third essential charac-
teristic of psychogenic (reactive) psychosis is goal-directedness. It is
through this goal-directedness that the psychosis becomes an integral part

of patient's 1ife history. ‘ .

There is no general consensus about the incidence of psychogenic péy—
chosis., Stromgren (1968) estimates a morbidity risk (lifetime expectancy)
of about 1 percent. He found that 10 percent of all, and 15 to 20 percent
of all newly admitted psychotic patients to the Aarhus Psychiatric Hospital
in Risskov (Denmark), during the period from 1953 to 1968 belonged to the
psychogenic group. On the other hand, Faergeman (1963) found that only about
2 percent of the patients admitted to the Psychiatric University Clinic at
Copenhagen during the period from 1924 to 1926 were diagnosed as psychogenic
psychosis.

On the basis of the clinical picture, Schneider (1927) separates psycho-
genic psychosis into three diagnostic groups, i.e., "emotional reactions"
(approximately 65 percent), "disorders of consciousness" usually referred to
as "dissociative-confusional states" (approximately 15 percent) and "paranoid
states" (approximately 20 percent). Among the "emotional reactions,"
depression is the most frequent. In typical cases it is characterized by a
passive attitude and lack of interest in the surroundings. However, atypical

cases may occur. Included among the atypical cases are paradoxical reactions

such as "funeral manias" (Hollender and Goldin, 1978) and "emotional paralyses,'

described by Baelz (1901).




71

Distinctly different from the emotional reactions are "dissociative-
confusional" states with prevailing "disorders of consciousness" which in
typical cases are manifested in the form of delirious reactions or clouded
states. Included among the clouded states is the Ganser syndrome (Ganser,
1898, 1965) in which the flight from reality is-goal directed.

The third group of psychogenic psychosis consists of "paranoid states."
Among them the most frequently encountered is a "comprehensible paranoid
reaction," the "sensitive delusions of reference" described by Kretschmer
(1927, 1966, 1974).

While retaining the three forms of psychogenic psycheosis, Petho, Ban,
Kelemen et al. (1984) divided psychogenic psychosis into two major groups.
One with an acute onset consists of three subtypes: psychogenic regressive
psychosis, psychogenic affective psychosis and psychogenic paranoid psy-
chosis.. The other with a subacute onset, psychbgenic delusional development,
consists of four variants: passionate (idealists, conjugal paranocia, eroto-
mania), litigious (queruleous, reformatory zealotry), hypochondriacal
(delusions of parasitosis, Shikano syndrome) and symbiotic (folie a deux,
folie a trois). The psychogenic psychoses (rearessive, affective and paranoid)
yield to full remission with resolution of psychopathological symptoms usually
within three months, but psychogenic delusional development has a tendency
for chronicity and may resuit in transformation without disintegration of the
personality. Prevailing characteristics of psychogenic regressive psychosis
are clouding of consciousness and impaired orientation; of psychogenic
affective psychosis, exaltation or depression; and of psychogenic paranoid
psychosis, delusions of reference. In contrast to the acute forms, psycho-
genic delusional development is characterized by a logically derived sys-

tematized delusional system, which spreads within a restricted area.
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It is assumed that it develops to a "key experience" in patients with para-
noid personality traits.

It is commonly held that the form of psychogenic psychosis depends
on constitutional factors. "Syntonic" or "extrovert" patients respond with
an "emotional reaction,"bhysterics"display a "dissociative-confusional
state"and %chizoids"react with a "paranoid response." However, Stromgren (1958,
1'968;"1974) maintains = that more important than constitution is the nature of
the traumatic experience. He suggests that emotional reactions are the
result of simple situational conflicts, dissociative-confusional states are
the outcome of a sudden disruption of patient's image of his environment,
and paranoid disorders are the consequence of a severe blow to one's "self-
esteem" or to "one's self-image."

The question whether the three syndromes described are distinct diag-
nostic entities--whether they are meaningful in terms of: prognosis and/or
treatment--cannot be answered within a two-dimensional model of psychiatric
classification., By employing a three-dimensional model, however, it was
noted that the duration of illness was significantly different for the
three acute psychogenic syndromes. Dissociative-confusional states last
only from a few hours to a few days, emotional reactions (e.g., depression)
from a few days to a few weeks, and paranoid reactions from a few weeks to
a few months,

Corresponding with the diagnostic category of “psychogenic psychoses"
is the diagnostic category of "other nonorganic psychoses” in the 1CD-9,

This category is restricted to a group of psychotic disorders largely or
entirely attributab1e to a recent 1ife experience, Included in this category
are nonorganic psychoses depressive tvoe treactive depressive psychosis,
psychogenic depressive psychosis), excitative type, reactive confusion (psychos 

genitc confusion, psychogenic twilight state}, psychogenic paranoid psychosis.

4
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(protracted reactive paranoid psychosis), and other and unspecified reéctive
psychosis (hysterical psychosis, psychogenic psychosis, psychogenic stupor).
Diagnoset corresponding to "psychogenic delusignal development" is not
limited to "psychogenic paranoid psychdsis“ in the ICD-9 but includes
“induced psychosis" (folie a deux, induced paranoid disorder) and other
paranoid states (paranoia querulans and “"Sensitiver Beziehungswahn").

Closest to the category of "psychogenic psychbses" is the diagnosis of
"brief reactive psychosis" in the DSM-III. However, the diagnosis of "brief
reactive psychosis" does not correspond with any diagnosis within the
"psychogenic psychoses." The only correspondence between the two diagnostic
systems relevant to psychogenic psychoses is the one .between "psychogenic
paranoid psychosis" and "acute paranoid disorder" of the DSM-III. Patients
with "psychogenic delusional development" may be diagnosed as "shared para-
noid disorder" or ‘parancia"in the DSM-III.

In the treatment of psychogenic psychoses, antipsychotics are exten-
sively employed. In spite of this, the féct remains that there is no
convincing evidence, on the basis of properly designed and conducted clini-
cal experiments, that they are therapeutically effective and/or superior to

the benzodiazepines. Especially disappointing is the Timited therapeutic

‘yEsponsiveness toantipsychotics in paranoid reactions. Apart from decreasing

delusional dynamics, i.e., the force or intensity of the affective drive
which accompanies the delusion, they have little effect on the content-

disorder of thinking (systénatized delusions}.

While psychogenic paranoid reactions seem to persist in spite of the
administration of antipsychotics, psychogenic dissociative-confusional
states promptly remit in the course of administration of the same drugs.

In view of the usually short duration (natural course) and reported
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therapeutic responsiveness of these conditions to barbiturate-induced abreac-
tions (Sargant and Slater, 1963), it is difficult, in the absence of
placebo-controlled experiments, to decide whether one is dealing with
spontaneous remission or drug effects,

The situation is even more confounded in psychbgenic emotional reac-
tions. Because treatment with antidepressants does not seem to have satis-
factory therapeutic effects (Bielski and Friedel, 1976), and antipsychotics
may aggravate depression, as an ultimate resort not .infrequently patients
with psychogenic depressive (emotional) reactions are treated with electro-

convulsive therapy.

Delusional Psychoses

1t has been recognized that psychogenic paranoid reactions are
resistant to treatmepnt and may persist in‘spiﬁe of the adminis- =
tration of antipsychotic drugs. Because by definition a psychogenic reac-
tion has a time limited course, its persistence, especially if associated
with further delusional elaborations, indicates that the diagnosis should
be changed from psychogenic paranoid reaction to "delusional development"

also referred to as "paranoiac develobmegt" (Meyer, 1917) or "paranoid

psychosis" (Gaupp, 1914a and b, 1938, 1974a and b).-
Paranoiac development,. one of the six basic reactions described by

Adol1f Meyer, refers to an anomalous development which depends partly

on the person's genetic-constitutional make-up and partly on environ-
mental factors. At first, delusional psychotic development was

regarded as a disorder providing for the transition between psychogenic
and endogenous psychoses. More recently there has been increasing evidence
that delusional psychotic development is a form of chronic delusional

psychosis (Clerambault, 1921, 1942).
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Delusional Development

The concept of delusional development dates back to the Tubingen school
of psychiatry and the work of Gaupp (1914a and b, 1938, 1974a and b) who in
his articles on the mass murderer, Ernest Wagner, made the first attempt to
demonstrate that paranoid psychoses are not always endogenous, i.e., the
result of an intruding "process" of inner origin, According to Gaupp some delu-
sional psychotic developments are "understandable psychologically" and can
be viewed as developmental anamalies that are the "direct result of
experiences iﬁmpersons with an abnormal psychopathic personality." Gauép‘s
concept was further elaborated by Kretschmer (1927) who put forward the
notion that paranoid psychoses, which he referred to as "the sensitive
delusions of reference" (Die sensitive Beziehungswahn) are understandable
developments of sensitive personalities. For Kretschmer the term "sensi-
tive" implies sensitiveness about one's own §hortcomings (regardless whether
social, physical or psychological) to the extént that it interferes with
one's success. A common characteristic of sensitive personalities is the

coexistence, i.e,, simultaneous presence of conflicting traits, such as

gentleness, softness, sensitiveness and excessive vulnerability on the one

hand and assertiveness, ambitiousness and sitibborness: on the other. Accord-

ing to Kretschmer, it is in such a person that a full-blown paranoid psy-

chosis may develop in reaction to a key experience (that exposes patient's

weakness), Kretschmer placed special emphasis on the personality type,

that he considered to be on a continuum from the normal through abnormal

to psychotic, in the development of paranoid psychosis. Thus, in

Kretschmer's conceptual framework there is a quantitative but not a quali-

tative difference between a normal subject and a psychotic patient.
Kretschmer's typology served as a reference point to the work of

Sheldon and Tucker {1940) in the United States; and his concept of the

v:

I
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"sensitive delusions of reference" was adopted in France where according

to Pichot (1983) "it was even more successful than in its country of origin."
Nevertheless by the late 1960s the trend was reversed. With greater recog-
nition of a qualitative difference (i.e., contiguity) between the thinking

of non-psychotic subjects and the thinking of psychotic patients, it has

been recognized that "understanding" the meaning of a delusional state is

not possible. In Gruhle's (1915; :1936)- words: "A delusional state does not
arise from subliminal wishes or from certain suppressed‘movements of the
mind," but it is the production of cerebral pathology "which cannot bé
derived from and grasped by intuition."

There is now substantial evidence that "delusional development" is
distinct from psychogenic paranoid psychosis in terms of the role of the
identifiable trauma, and/or the time relationship between the precipitat-
ing trauma (if present) and the manifest syndrome which is characterized
by 2 logically derived systematized delusional system. In this respect
the paranoid psychosis of prisoners and deaf people is closest to delu-
sional development, Other delusional developments include the syndrome of
Allers, monosymptomatic hypochondriacal delusions and induced psychosis,
also referred to as symbiotic or shared paranoid psychoéis (Stromgren, 1968).
The essential feature of the latter is a delusionsl system, usually persecutory,
that develops as a result of a close relationship with another person who
already has a disorder with the same or similar delusions.

Other features.distinguishing delusional development fram psychogenic

paranoid psychoses, include the tendency for chronicity and for transfor-

mation of personality.
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The diagnostic concept of delusional or paranoiac development has
received support from Berner (1965) who, on the basis of the results of his
follow-up study with paranoiac patients, was able to formulate criteria
for the separation of patients with schizophrenic and affective psychoses
from‘the core group. Berner's criteria have received further substan-
tiation in the Lausanne survey of the same patients by Muller (1981).

It, therefore, seems that the diagnostic concept of paranoiac or delusional
development is valid and the diagnosis of paranoiac development is dis-
tinct from that of schizophrenic or affective psychoses. |

Paranoia and Paraphrenia

It might be argued that delusional development shares some common
characteristics with psychogenic paranoid reactions, but the same does not
apply to "paranoia," a term adapted from the Greek by Heinroth in 1818.

By describing delusional states as "disorders of intellect" (Verruckheit)
that virtually do not affect other faculties of the mind, Heinroth opened
the path for Kahlbaum (31874) and Kraepelin (1919) to develop their concepts
of paranoia and paraphrenia respectively.

Kahlbaum used the term "paranoia" for chronic fixed delusions of per-
secution and/or grandeur and distinguished the disorder from those "endo-
genous" disorders characterized by a deteriorating course (e.g., schizo-
phrenias). Kahlbaum's formulation was further elaborated by Kraepelin's
contribution. He characterized "paranoia" as a disorder with a "permanent

and unshakable delusional system, which is accompanied by perfect preservation

of clear and orderly thinking, will power and action"; and separated
paraphrenia, another content-disorder of thinking with a logically
derived systematized delusional system. While in paraphrenia perceptual
psychopathology {hallucinations) is interwoven with the systematized

delusional system, in contradistinction to paranoid schizephrenia

" _




78

deterioration does not occur in the course of the illness. In the 8th
edition of his textbook, Kraepelin (1913) separated paraphrenia from
dementia praecox on the basis of the absence of emotional and volitional
pathologies in the clinical picture (Ban, 1973). Late paraphrenia, first
described by Roth (1955), is a special form of paraphrenia, which can only
be distinguished from "paraphrenia" by its time of onset in the late middle
age or even later (Hamilton, 1976).

Kraepelin's concepts of both paranoia and paraphrenia have been ques-
tioned by Koelle (1931) who followed 66 patients diagnosed paranoia,
including the 19 on whom Kraepelin's definition was based. Because he
found a higher incidence of schizophrenia among the relatives of thgse
“patients than in the general population but a lower incidence than among
the relatives of schizophrenics, he contended "that paranoia must be regarded
as a variety of schizophrenia" (Hamilton, 1976).

Similarly, Meyer (1921) followed the 78 patients on whom Kraepelin's
definition of paraphrenia was based. Because he found that 40 percent of
these patients showed obvious signs of "dementia praecox" within a few
years, he concluded "that paraphrenia was not a disease entity, which
could be sharply distinguished from schizophrenia."

The inference that neither paranoia nor paraphrenia are valid con-
cepts and should be merged with the schizophrenias brings to attention the
limitations of the empiricistic-statistical approach to psychopathological
research., These studies actually show that both are valid diagnostic
concepts. Within a two-dimensional model of psychiatric classification
jt is difficult to distinguish the 60 percent truly paraphrenic patients
from the 40 percent schizophrenic patients, and impossible to identify

the patients with the diagnosis of paranoia responsible for the lower
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genetic loading for schizophrenia in the experimental cohort. The impor-
tance of Meyer's (1921) and Kolle's (1931) findings is in the recognition
that delusional psychoses exist but their forms (paranoia and paraphrenia)
are iil-defined within the frame of reference of Kraepelin: If

Meyer and Kolle would have employed a different frame of reference in

the interpretation of their findings they probably would have provided
support for the diagnostic concepts of acute and chronic delusional
psychoses.

Acute Delusional Psychosis

The origin of the diagnostic:term Hacute delusiona1wbsychosis" is-in the
work of Magnan (1886) who first described a syndrome he referred to as
"bouffees delirantes" because of the sudden appearance of spontaneous
delusions. Prior to him, Westphal {1878) had recognized "acute paranoia"
as a distinct disorder characterized by acute delusional experiences.

His work, however, remained isolated from the main stream. In contrast,
Magnan's concept of "bouffees delirantes" received support from the work
of Seglas (1895), Halberstadt (1922), Dublineau (1931) and Ey (1954).

In their Manual of Psychiatry, Ey, Bernard and Brisset (1960, 1974) char-
acterized "bouffees delirantes" or "acute delusional psychoses" by the
sudden onset of a transient delusional state., They emphasized the impor-
tance of "true delusional experiences" in the sense that the delusions are
"Tived out as part of an altered state of consciousness," as experiences
which are "imposed on the subject." With consideration of the prevalent
state of consciousness, they consider "acute delusional psychoses" similar
to the "oneroid states" described by Mayer-Gross in 1924,

The pivotal psychopathology in "acute delusional psychosis" is the

acute delusional experience. In describing this experience Magnan used
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the term "delire d' emblee" because from the first moment the delusions
are fully formed and "are truly all of a piece." The sudden onset of
delusional ideas corresponds with Jaspers' (1963) concept of “primary
delusional experience" and Clerambault's (1942) "mental automatisms."

It also corresponds with the cohcept of "primary delusions" which arise
“without prior condition or motive" as described independently by Gruhle
(1936) and Schneider (1949,

Polymorphousness (multiformness) is another important characteristic
of acute delusional states, This implies the presence of many and various
themes which are blending into each other and changing l1ike in "kaleido-
scopic succession of oneiric images." There is a shift in the clinical
picture virtually from day to day.

Corresponding with the sudden appearance of delusional activity and
the constantly changing clinical picture are mood changes which are con-
gruent with the pathological experience. The altered state of conscious-
ness is characterized as a "dreamlike state," which is polarized between the
"dominating delusions and reality." While the patient seems to be detached,
his or her whole attention is diverted by the shifting delusions which are
"1ike the unfolding of an experience of which he is at once the plaything,
the spectator, and the author and from which he will emerge, when he recovers,
as from a nightmare or some strange spell."

On the basis of the prevailing clinical features there are three types
of "acute paranoid psychoses." These are "acute imaginative psychosis,"
described by Dupre and Logre (1917)characterized by the "sudden confabu-
latory flowering of rich and varied themes"; "acute interpretative psychosis"s
described by Valence (1927),characterized by "delusional attacks, entirely

interpretative in nature"; and "acute hallucinatory psychosis" in which
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"all types of hallucinations," superimposed on the delusions, "dominate"
the clinical picture. However, because similar clinical forms have been
described in "chronic delusional psychoses" there is the possibility that
patients who present with these specific manifestations suffer from
"chronic delusional psychoses."

In his original formulation Magnan (1886) suggests that “bouffees
delirantes" are disorders seen in a single episode and "not followed by
sequelae or mental complications." However, Legrain (1886) has shown that
"recurrent delusional psychoses" may occur. He referred to these recurrent,
intermittent delusions as "delires a eclipses." Regardless, whether single
or recurrent, the diagnosis of *acute delusional psychosis" is of prog-
nostic significance because, if the diagnosis is correct there is usually
full remission within a few weeks.

In their publication Ey, Bernard and Brisset {1960). assert- that "acute
delusional psychosis" respond promptly to treatnenf with antipsychotic-
-neuroleptics such as "chlorpromazine" or "reserpine" and also to treat-
ment with "electroshock.” In this respect it is distinct from both-"psycho-
genic paranoid reaction" and “ch;onic delusional psychosis" which respond
considerably less favorably to similar therapeutic approaches. If the favor-
able treatment response can be substantiated in properly designed clinical
studies, it will support the contention that "acute delusional psychosis"
is a biologically distinct and clinically meaningful diagnostic group.

Chronic Delusional Psychosis

i

“Imaginative psychosis" (Dupre and Logre, 1911), "intepretative psychosis
(Serieux and Capgras, 1911) and "hallucinatory psychosis" (Ballet 1913a and b;
Ballet and Mallet, 1913) have-also been gdescribed as-subtypes of Magnan's (1886)

“chronic delusional psychosis" (delire chronique a evolution systematique).

—~




82-R

In spite of this there are indications that acute and chronic delusional
psychoses are distinct. This is best exemplified by the differential
therapeutic response to antipsychotics in patients with acute (favorable
response) and chronic (unfavorable response) delusional psychoses.

On phenomenological grounds, based on patients experience of their
illness, Clerambault (1923) and Baruk (71959, 1974) differentiated two major
groups of illnesses within the chronic delusional psychoses; one charac-
terized by interpretative delusions and the other by delusions of passion.
While Clerambault distinguished three subtypes of delusions of passion,

i.e., erotomania, querulant delusions, and delusions of jealousy, some

,believe that all three subtypes (and even delusions of passion) are parts

of a syndrome referred to as "idealistes passionne's" by Dide (1913a and b).
However, Clerambault and Lamache (1923) maintain that "erotomanics" are not true
“jdealistes" because their feelings of idea]ism are mixed with pride and
fantasy or even with straightforward eroticism. Patients with “erotomania"
are less spiritual and more carnal in their interests than Dide's "ideal-
istes\passionne's."

There are distinct phenomenological differences between the two major
groups of delusional psychoses with the essential difference being in that
"interpretative delusions" constitute a passive-defensive experience with
an insidious onset, while "delusions of passions" constitute an active-
driving experience with an acute beginning, According to Baruk, patients
with "interpretative delusions" live in a state of constant expectations.
"His path seems to be beset by mystery, he is anxious, surprised and
passive, questioning everything he sees, and seeking explanation which he
only discovers gradually." Another important characteristic of patients

with "interpretative delusions," is a feeling of suspiciousness. The
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whole personality is'affected by the gradually widening, logically derived,
consistently changing and progressive delusional s&stem.

In contrast, patients with "delusions of passion" are constantly
striving. They advance toward their goal with conscious and clear-cut
demands from the outset. They are deluded only about their own desires
while their thoughts are polarized in relation to théir will power. Delu-
sions of passions are characterized by emotional excitement {hypersthenic
state), the quality of which may extend to the point of hypomania. Other
distinguishing features include the "initial act of the will, the sense of
purpose, the one dominant concept, the accompanying vehemence, the fact
that patient's ideas are fully formed from the start, and the claims made
on other people"” (Baruk, 1959).

Among the three subtypes of delusions of passion, "erotomania" is
encountered in both acute and chronic forms.j However, even if encountered
as an acute syndrome, "erotomania" shares common characteristics with
“"chronic delusional psychoses" in a relatively unfavorable therapeutic
response to antipsychotic drugs.

Although the term "erotomania" or "amorous delusions" was used by
Esquirol (1838), it was C]erambau]t\énd famache £1923) ‘who employed if first for the
designation of a specific clinical syndrome which develops in two stages,
i.e., a phase of hope, followed by a phase of resentment. At the core
‘of erotomania is the belief that the person on whome the patient is fixed
(referred to as the "desired object") is in love with the patient, and
consequently it is not the patient but the "desired object" who has made
the "initial advances." The patient believes that the "desired object" is
single or not properly married, and even more important, cannot find

happiness and be a complete person without the patient. From these
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“fundamental postulates" a continuous vigilance and/or protection of the
"desired object" follows with indirect conversations with the "object."
The patient pursues the "desired object" by any and all means and none of
the “"paradoxical and contradictory behavior" of the "desired object"
modifies the strength of the delusions.

Distinctly different from "erotomania" or "the fantasy lover" is
"delusions of jealousy." One of the prototypes is the husband who becomes
more and more convinced about his wife's infidelity and whose ideas at a
certain point reach delusional intensity. The helpless spouse is inter-
rogated unceasingly and may be kept awake for hours at night; has under-
clothes searched for stains of semen; and her vaginal moisture is "pieced
together" in "evidence" of "frequent sexual intercourse with someone else"
(Fish, 1974).

The third subtype of “passionate delusions" are "querulant delusions"

first classified by Beer in 1869 and specially studied by Krafft-Ebing
(T87§). Accordfng to Baruk (1959) patients with this clinical syndrome
"indulge in a host of claims, legal proceedings and complaints lodged with
the authorities." Closely related to the "querulants" are the "litigious"
pafients an& closely related to the "1itigious" are the "hypochondriacal
claimants." While the "litigious" patient undertakes a series of law-
suits, the first leading to others, the "hypochondriacal claimant"
reproaches the doctor for not having cured him, or even for giving him

some harmful treatment.
In some instances delusions of passion are centered either on religious

or philosophical themes or on political ideas. Copsidering the common Char-

acteristic: of thése patients Dide (19135 and b) refeirs ta them as "idealistes

passionnes" and perceives them as a distinct diagnostic group. Regardless,
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however, of the topic (content) of the delusions, patients with "delusions
of passion" constitute a dangerously violent diagnostic group. The problem
is compounded by limited success with different treatment approaches
including antipsychotic drugs. In spite of the commonly held belief that
diphenylbutylpiperidines, such as pimozide are superior in their thera-
péutic effect to other psychotropic drugs, because of their greater specifi-
city for the DA, receptors, there is no evidence on the basis of properly
‘designed clinical experiments that any one of the antipsychotic drugs is
superior to another in this diagnostic group.

ngchopharmaco]bgic Implications

Delusional psychoses, acute and chronic are syndromatologic diagnosés
and their systematic exploration has set French psychiatry, based on syndro-
matologic diagnoses, on a different path from German psychiatry which is
based on nosblogical diagnoses. From a heuristic point of view considerably
more important than the separation of the two major schools of psy-
chiatry is ‘that the concept of delusional psychosis has provided the
link between reactive (psychogenic) and endogenous (autochthonous) psy-
choses, and between endogenous and exogenous psychoses. Accordingly,
psychogenic paranoid reactions may yield to chronic delusional psychoses
bridging the psychogenic with the endogenous; and acute delusional psy-
choses may result from a variety of structurally diffefent psychotropic
drugs linking an assumedly specific-endogenous syndrome ("bouffees delirantes")
with non-specific exogenous factors. The various drugs which may induce the
syndrome include hashish which provided Moreau devTours (1845) with the
experience for his precise account of a "primary delusional state," opium (Dupouy,
1912),vcocaine. (Maier, 1926,-1928),J‘ alcohol, chloral (C]é;ambault, 1909),

atabrine (Fabre, 1949), peyote, mescaline (Rouhier, 19275 Beringer, 1927;
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Allaix, 1953), ergot alkgloids and lysergic acid diethylamide (Stoll, 1947 ; Delay
and Benda, 1958a éﬁd-b. Because the syndrome has also been countered in
patients with epidemié encepha]itis, acute delusional psychoses fulfill
criteria of a non-specific exogenous psychosis in which a specific gene
structure-predisposing to delusions1 development is activated by a -
brain disease. The nature of such psychoses is unrelated to the specific
action mechanism of drugs which can induce the syndrome. This implies
that one should not expect to attain a better understanding of the nature
of the syndrome by employing psychopharmaco]ogiéﬂmeans. In this respect
"acute delusional psychoses" resemble "exogenous psychoses" in which one-
dimensional cross-sectiona],pSychopatho]ogy (symptom analysis) does not
suffice to provide the necessary clues for prognosis énd/or treatment
because of the lack of specificity of the response.

A]though-de]usioha1 psychoses can be induced by various structurally
different psyéhotropic drugs, they are most frequently seen in the course
of chronic consumption of amphetamines. In fact, they were encountered
in 201 of 242 reported cases of chronic amphetamine toxicity reviewed by
Kalant (1966)."

It is a common clinical eXperiehce that the psychotic syndrome of chronic
ambhetamine toxicity, closely resembles paranoid schizophrenia;' An exami-
nation of the psychopathologic symptom pfofi]e of Kalant's 201 reported
cases, however, revea]ed‘that the syhdrome fit more closely de]usiona1 psy-
choses and especially "bouffee delirantes" and the.ha11ucinatory form of
Magnan's (1886) "delire chronique."

The first report which brought to attention the poséib]e link between

chronic consumption of amphetamine and psychotic illness was published by

Young and Scoville in 1938. As the title of this paper reveals it was
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“paranoid psychosié“ and not paranoid schizophrenia which they observed

in the course of "benzedrine treatment" in patients with “"narcolepsy."

Three years later Staehelin (1941) in Switzerland and Greving (1941) in
Germany independently described 1 and 2 cases of methamphetamine psy-

choses and noted the resemblance to cocaine and mescaline-induced psychoses.
Both of these substances were listed by Ey, Bernard and Brissett (1960;1973)
among the various agents which can induce "bouffee dejirante." In keep-

ing with this are the findings of Daube (1942) who presented 4 patients

in whom prolonged methamphetamine abuse induced i1lusions and hallucinations
of all sensory modalities. Because the perceptual psychopathology was
associated with anxiety and ideas of reference (also ideas of influence)

the possibility has been raised that the methamphetamine-induced psychosis
might be a suitable model for the study of schizophrenia.

The most tomprehensive report on‘amphetémine psychosis is that of Connell's
(1958, 1964).: . His findings in 29 carefully analyzed cases were com-
paredxin te;ms of psychopathology and other features with the 87 cases of
Kalant (1966). The comparison revealed considerable similarities between
the two samples. In both samples the most frequently considered psycho-
pathological symptoms were delusions of persecution and the second most
frequently encountered symptoms were hallucinations. In Kalant's sample
delusions of persecution were present in 83 percent of patients, visual
hallucinations in 54 percent, auditory hallucinations in 40 percent,
somatic and/or tactile hallucinations in 12 percent and olfactory halluci-
nations in 6 percent. Correspording figures in Connell's sample were
81 percent, 50 percent, 69 percent, 19 percent and 9 percent respectively.

“While ideas of reference were present in only 19 percent of the patients

in Kalant's series, they were present in 59 percent of the patients in
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Connell's series. On the other hand, disorientation was present in 7 per-
cent of the patients in both series (Table V). Because the other psycho-
pathological symptoms encountered in Kalant's series were hyperactivity or
excitation (41%), anxiety (26%), hostility or aggressiveness (22%), agita-
tion (17%) and depression (15%), he concluded that the psychopathological
manifestations during the psychotic episode in the majority of patients are
essentially the same as those described by Connell and consist of (in
Connell's words) “primarily a paranoid psychosis with ideas of reference,
delusions of persecution, auditory and visual hallucinations, in a setting
of clear consciousness" (Table VI). Thus, the psychoses associated with
chronic amphetamine use may share some common features with paranoid schizo-
phrenia. They resemble, however, much more closely acute and chronic
delusional psychoses. Or in other words, if a model psychosis based on a
one-dimensional, cross-sectional syndromelié‘acceptable at all to provide
for the basis of further research, the amphekamine model of psychosié
might be relevant for delusional psychoses but not for paranoid schizophrenias.
If the amphetamine hypothesis of paranoid schizophrenia is correct
regardless of the psychopathological data, it would imply a more favorable
therapeutic response in paranoid schizophrenia to antipsychotic-neuroleptics
(i.e., drugs which counteract some of the amphetamine effects in animals)
than in the other types of schizophrenia. This, however, does not seem to
be the case. In fact, there are indications that during the second half
of the 20th century the greatest reduction in patient populations pccurred
in the catatonic schizophrenias. Nevertheless, since the decrease in cata-
tonic patients in the hospitalized population preceded the psychopharmaco-

logical era, some bglieye that it resulted from the introduction of social

therapjes and 8t frow the-intPoduttion of new drigs. =~ ' ©
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Tab]e V’“

Variables v ZC(Q)ngg}:}ents _ Ié;'l ggrttn ents
Ideas of reference 59% ' 19%
Delusions of persecution 812 83%
Visual hallucinations | 505 54%
Auditory hallucinations 69% 40%
Somatic or tactile hallucinations 19 12%
Olfactory hallucinations 9% 6%

7% ‘ 7%

Disorientation

Psychopathological symptoms (in percentages) occurring in Connell‘s (1958)
and Kalant's (1966) series of patients.

|
l
!
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Table VI
Symptoms - — In % of Patients
Hyperactivity or excitation 4]
Hostility or aggressiveness 22
Agitation : 07
Depression , A8

Psychopathological symptoms present in chronic amphetamine toxicity in per-
cent of 87 patients reviewed by Kalant (1968). In a considerable proportion
of these patients they were also delusions 6f persecution and various hallu-

cinations present.
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Wh11e c11n1ca} psychophaﬁmaco]og1ca1 f1nd1ngs do not support the amphe-

"tam1ne hypothe51s of parano1d sch1zophren1a, they are in favor of the, amphe-

'tam1ne hypothes1s of acute de]us1ona1 psychoses (bouffee de11rante s) which

is distinct from—psychogen1c paranond-reactjon and chronic delusional psy-

choses and which respond,favenab1y to,antipsychotic—neuro]eptic drugs.

Endogenous Psychoses

- The place of "de]usionel bsychosesf‘isAnot,c1ear1y defined within the
two major schemes of pSychiatrie e]essifications, i.e., ICD-9 and DSM-III,
both of which have their fdcuskon disorders trediti0na11y subsumed under
the category of endogenous psychoses.‘ The same applies to the DCR °
{Petho, Ban and Kelemen et al., a088). |

Within a»tWO—dtmensibna1 mode df psychiatric classification "endogenous
psychoses" are'1ike'minror-jmages of nsychogenic—neactive psychoses.
A1though in some instances there might be a precipitating factor, the
sever1ty of the event is usually 1nsuff1c1ent to explain the emergence of

the psychosts and the subject matter of the psychosis is unrelated to the

, tranmatxz1ng experience, In this context, the content of the psychosis

' ;remafns'incbmprehensible. Enddgenous‘psychoses do not have an identifiable

;"fgpurpose They appear as 1ntrud1ng events which underm1ne the 11ve11hood of

_'affected pat1ents

, Attempts to c]ass1fy endogenous psycheses range between two extremes.
- sw Sl

At one extreme, there ps the "1nd1v1dua1 psychosvs,"qun1que 0CCUYF¥Q§ once

SER L e

\
on]y 1n'the part1cular form,\the end—product exc]us1ve1y of 1ts own 1nterna1

and external components, such as const1tut1on, age, sex, charecter, milieu,
S1tuat1on and 1ife exper1ence, wh11e at the other extreme there is the "uni-

tary psychos1s," complete]y.amorphous and,undef1ned, the general outcome of

S
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an interaction between an endogenous predisposition to mental illness and
some form of exogenous provoking factor, with idiosyncratic structural ele-
ments giving the illness its own peculiar stamp (Birnbaum, 1925;.1974), This
concept of "unitary psychosis" is different from Neumann's (i859) who
contends that different forms of illness are only different stages of one

and the same disease process.

The greatest impetus for the conceptual development of endogenous psy-
choses was Kahlbaum's (1874) formulation of the notion of "nosological entity"
which postulates a close correspondence between etio]ogy,'brain'pathdlogy; symptom
pattern and outcome picture (Jablensky, 1981) :(Figure 4).. The origin of
the notion dates back to Bayle's now classic work on the Diseases of the
Brain and Its Membranes (Traite des Maladies du Cerveau et de ses Membranes)
published in 1826. He put forward the thesis that general paralysis has one
cause, i.e., "chronic arachnitis," which is clearly defined in terms of
pathological anatomy; has a specific symptomatology which combines motor
and-mental signs; and most important, has a specific pattern of development
comprising three phases, each marked by different symptoms. These phases
are "delire monomaniadue“ characterized by prevailing exaltation; "delire
maniaque"” characterized by prevailing delusions and overvalued ideas; and
"etat de demence," the terminal phase, which is characterized by dementia.

Although virtually forgotten outside of France, Bayle's treatise pro-
vided fertile ground for the development of psychiatry as a medical dis-
cipline. By linking psychopathology to cerebral pathology (chronic arach-
nitis) he opened the path for German “somatiqjsm."v One of the most prominent
“exponents of this approach was.Griesinger_Q1845,&1§76}fwh0rjn his famous “trea-
tise" published.in 1845 declared 'that "mental diseases are somatic diseases, that

js, diseases of the brain." He also asserted that there are no differences




Figure 4

Etiology
N
Brain pathology

Symptom pattern

Outcome“picture

Kahlbaum's (1874) notion of “nosological® entity postulates a close corres-
pondence between etiology, brain pathology, symptom pattern and outcome

picture. It serves as the underlying assumption for biologic research in

psychiatry.
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between organic and functional disorders, that psychiatry and neuropatho-
logy are not merely two closely related fields, but they are one field in
which "one language should be spoken" and in which "the same laws prevail"
even if "there are many physicians even whole schools of psychiatry, who
demand proof." Griesinger's contentions were elaborated in the work of Westphal
{1871a and b), who made a systematic attempt to establish the nature of
cerebral lesions in psychoses and whose work, according to Pichot (1983)
"formed a bridge between Griesinger, for whom organo-clinical correlations
were a particular article of faith, and psychiatrists like Meynert and
Wernicke, who made use of their anatomical discoveries to work out and
formulate general conceptions in psychiatry."

It has not been recognized sufficiently that Bayle's treatise yielded
our present conception of "dementia," i.e., a specific end-state which is
the result of chronic organic-neurological changes in the brain regardless
of their cause or etiological specificity. It is even less well known that
it was Bayle's treatise that focused attention on the importance of the
course of illness determined in his view by the brain pathology intrinsi-
cally linked  to etiology. It is this three-dimensional model, i.e., etio-
logy, cross-sectional psychopathology and course of illness that has served
as the basis for Kahlbaum's (3874) concept of "nosological entity." It is this
three-dimensional model that allowed for the assumption that seemingly
disperate clinical states and syndromes may belong together in a "disease."
It also opened the way for Kraepelin (1896) to group together several clinical
syndromes into the nosological entities of manic-depressive insanity and
dementia praecox. By employing a three-dimensional approach and separating
phasic-remitting affective psychoses from processual-progressing schizo-
phrenias, Kraepelin succeeded in laying down.the foundation for the dichotomy
of endogenous psychoses, which, according to Jablensky (1981) served as the

basis for our classification of these disorders to date (Table VII).

P RN
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Table VII
Dementia Praecox Manic Depressive Insanity
First Dimension Disturbances of attention Manic states: Flight of ideas
Cross-Sectional and comprehension Heightened mood
Hallucinations, prevailingly Increased drive

auditory (phonemic)
Audible thoughts

The feeling that one's
thoughts are directed
(influenced) by out-
side forces

Disturbance in the con- Depressive states:
tinuity of thinking Sad or anxious mood
(flow of thought) with Thought retardation
the predominance of Decreased drive

loosening of associations

Impairment of cognitive
function and judgment

Affective flattening

Manifestations (appearance) Mixed forms
of morbid behavior:
Reduced drive
Automatic obedience
Echolalia
Echopraxia
Acting out
Catatonic frenzy
Stereotypy
Negativism
Autism
Disturbance of verbal

expression

Second Dimension Endogenous Endogenous

Efio]bgy-Onset

Third Dimension Deterioration (leading to Episodic

Course of invalidity) Remitting
ITlness Relapsing

Kraepelin's (1913,1919,1921) criteria for the diagnosis of manic depressive insanity
and dementia praecox presented within the three dimensional model of psychiatric

diagnosis, based on the 8th edition of his textbook.

—‘-4
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The two diagnostic end-points provided by the dichotomy (i.e.,:zschizo-
phrenic and affective psychoses), received support at first from the dif-
ferential responsiveness within the endogenous psychoses, to antipsychotic-
neuroleptics and mood-stabilizer 1ithium salts. Later on it received sup-
port from the demonstration that antipsychotics are therapeutically more
effective than other agehts in the treatment of schizophrenias, whereas
mood-stabilizer Tithium salts and tricyclic antidepressants are thera-
peutically more effective than other agents in the treatment of manic-
depressive psychoses. and endogenous depressions respectively.

By following the pharmacological profile of chiprpromazine-type of
antipsychotics (neuroleptics) and imipramine-type of antidepressants, a
large number of psychoactive drugs, with similar action mechanisms have
been synthesized and introduced into clinical practice for the treatment
of schizophrenic and affective (primarily depressive) disorders. Although
there is no agreement as to what extent these drugs fulfill therapeutic
expectations, there has been an increasing consensus that they cannot be
considered specific for a particular illness and do not have equal thera-
peutic effectiveness during the different developmental stages of the
same illness. Because they do not fulfill these two prerequisites, neither
the action mechanism of antipsychotics nor of antidepressants can provide
sufficiently reliable and valid clues for the generation of hypotheses
relevant to the understanding of schizophrenic and/or affective psychoses.

Regardless of their immediate contribution to psychiatric theory,
systematic studies designed to reveal the action mechanism of antipsychotics
and antidepressants contributed greatly to the development of the technology
necessary for in vivo exploration of brain mechanisms and brain functions.

It remains to be seen, however, whether the newly developed technology will
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provide the necessary basis of meaningful research in the schizophrenias
and affective psychoses within a four-dimensional'model of psychiatric
diagnosis.

Similarly, regardless of its relevance to psychopharmacology,
Kraepelinian nosology proved to be a long step forward by introducing
order in a chaotic field. In spite of its limitations it has provided the
necesséry diagnostic orientation for the initial development of drugs
with therapeutic effects in the functional psychoses. It has not suc-
ceeded, however, in providing the necessary end-points for the identffi;
cation of individual patients who are responsive to one or another drug.

By definition a three-dimensional model of diagnosis does not take
into consideration the last developmental stage of psychiatric illness.
Wernicke (1894, 1900), recognizing the limitations.of Kraepelinian nosology,
pointed out the low prognostic validity of the Kraepelinian diagnoses. He also
developed a finely differentiated symptomatology of the endogenous psy-
choses. This symptomatology provided a description of the psychiatric
syndromes that was considerably more adequate than Kraepelin's (Leonhard,
1961). Kleist (1921), a pupil of Wernicke was able to separate many of
Wernicke's syndromes as distinct forms of psychiatric illness. He also
revealed, that some of these highly differentiated forms of illness--sub-
sumed under the heading degenerative psychoses--could only partially be
allotted to one or the other of Kraepelin's two major diagnostic groups
(Table VIII). Included among them are a number of "affective," "conative"
and "intellectual” illnesses with a "shift-l1ike" or a "phasic" course

following a simple-monopolar or a multiform-bipolar pattern (Silveira,

1961).
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Table VITI
PATHOGENESIS . PHASIC COURSE SHIFT-LIKE COURSE
Swmple- Multitorm- ' '
Monopolar. . Bipolar
Pat@ern : Pattern
Affective Hypochondriacal Acute anxious- Episodic hypnotic
agfitation - ecstatic states
hallucinosis
Hypochondriacal
depression
Anxious reference
psychosis
Perplexed strangeness
psychosis
Conative Expansive Akinetic-hyper- Periodic morbid impulsions
confabulations kinetic motility
psychosis
Intellectual Ecstatic inspiration Stuporoué-agitated Episodic twilight
psychosis confusion states
| Acute perplexed
interpretation
psychosis

Kleist's (f§2$7 classification of "degeneration psychoses," consisting of dis-
orders which cannot be aljotted to one or the other of Kraepelin's two major
diagnostic categories, B ased on 'Sllwfe'lr\a"s (1961) présentation at the Third
Horld Congress of Psych1atry. ‘ ‘



Recognition of the difficulties in separating schizophrenic (dementia
praecox) and affective (manic depressive) psychoses on the basis of cross-
sectional assessment of psychopathological symptoms created a diagnostic
crack with a considerable percentage of patients not fitting either of the
two diagnoses. Similarly, recognition of the low prognostic validity of
the two diagnoses created a diagnostic gap in which patients suffering from
a number of different illnesses are given the same diagnosis.

There are some indications that at least some of these problems might
be overcome by adopting the principles of the Wernicke school--a four-
dimensional classification with emphasis on the end-state {subtypes)--as developed
through the work of Kleist by Leonhard and his collaborators. Leonhard's
(1979) classification of endogenous psychoses recognizes within affective
or phasic (unipolar and bipolar) and schizophrenic (systematic and unsys-
tematic) psychoses a number of different illresses and identifies a third
group of psychoses, referred to as cycloid psychoses, resembling the group
of phasic psychoses in their course and the group of unsystematic schizo-
phrenias in their content (Figure 5).

At first sight Leonhard's classification appears to be bewilderingly
complex., If its basic tenets are understood, however, the system becomes
rational and simple. The classification is based on a four-dimensional
model of psychiatric diaghqsis with emphasis on the final stage of psy-
chiatric illness which in the ultimate analysis ranges from full recovery
(phasic psychoses) to moderate or marked defect states (systematic
schizophrenias) with personality transformation (cycloid psychoses) and mild
to moderate defect (nonsystematic schizophrenias) in between.

Regarding the course of illness, Leonhard conterids that endogenous

psychoses may follow an episodic (phasic psychoses, cycloid psychoses and -
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unsystematic schizophrenias) or continuous (systematic schizophrenias)
course; and phasic psychoses may appear as unipolar (mania or depression)
or bipolar (manic-depressive psychosis) illnesses.

Insofar as cross-sectional psychopatholggy is concerned, Leonhard
follows the principles of Wernicke's (1881, 1834, i900, 1906) structure-
analysis. MWernicke considered the reflex arc as his functional working
unit and saw the cerebral cortex as the organ of "associations." 1In his
“reflex pathology" he dealt with the three functional aspects of the
reflex arc, i.e., sensory input, interneuronal associations, and ﬁotdr
output., He maintained that any of the three could be disturbed separately
and also in various combinations. Within this model psychopathological
syndromes are perceived as a decrease, increase, or a dysfunction in the
activity of these structures which become manifest through the effect of
the disturbance of "transcortical assogiatioﬁs." A further elaboration

of this model was put forward by Nyiro (1958; 1962) for whom the three aspects

of the reflex arc represented three>"pyramida1 structures,” i.e.,

perceptual-cognitive (sensory input), relational-affective (intrapsychic)

and motor-adaptive (motor output) (Figure 6). Within this frame of
reference Leonhard distinguished among psychopathological syndromes which
affect primarily one of three,strucfures, e.g., systematic schizophrenias,
and psychopathological syndromes which affect primarily more than one
structure, e.g., nonsystematic schizophrenias. He also distinguished
between disease groups characterized by dissociation among the three
“structures" (nonsystematic and systematic schizophrenias) and disease
groups in which the functioning of the three “structures" is congruent or
harmonious (phasic and cycloid psychoses). In addition to these general

features he brought to attention that both groups of schizophrenias and
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some of the cycloid psychoses are characterized by prevailing changes in
perceptual-cognitive structures (systematic paraphrenias, cataphasia and
confusion psychosis). Other disorders and groups of disorders are char-
acterized by prevailing changes in relational affective structures (systematic
hebephrenias, affect-laden paraphrenia and anxiety-elation psychosis) and
others again by prevailing changes in motor-adaptive structures (systematic
catatonias, periodic catatonia and motility psychosis). In phasic psychoses
as a rule the primary disturbance is in the relational-affective structure
'(mood). In some of the subtypes (manic-melancholic psychosis, pure melan-
cholia and pure m;nia), however, there are corresponding disturbances in the
other two structures; and in some of the other subtypes (pure euphorias and
pure depressions), there are disturbances in one additional structure,
i.e., either perceptual-cognitive or motor-adaptive (Table IX).

Although Leonhard's system of classification is based on Wernicke's
model of structure-analysis in psychopathology he also paid considerable
attention to Kleist's (1929, 1939) contributions. His. diagnoses provide for
detailed analyses of psychopathological syndromes with emphasis on the
identification of the prevailing structure in the holistic picture. They
open a natural path for studies with advanced brain imaging techniques,

e.g., PET, SPECT, and MIR.

The same applies to the DCR (Petho, Ban, Kelemen et al., 1984) which differs
from Leonhard's classification in that it separates a group of systematic and non-
systematic diseases within both affective and schizophrenic psychoses. It also
distinguishes between the characteristics of experience and behavior and emphasizes
the importance of the characteristic changes in form (Gestalt) and overall picture.

Further, the DCR shifts the point of departure from the end-state to the first
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Table, IX
Variables Phasic - Cycloid Unsystematic . Systematic .
Psychoses Psychoses - Sghjzophrenias Schizophrenias
Prevailingly per= Confusion ©  Cataphasia Paraphrenias
ceptual-cognitive
pathology
Prevailingly relational- + Anxiety- Affect-laden Hebephrenias
affective pathology Happiness. Paraphrenia
Prevailingly motor- Motility Periodic Catatonias
adaptive pathology Catatonia
Pathology prevailingly +
in one structure
Pathology prevailingly Pure + +
in two structures Euphorias
Pure +
Depressions
Pathology fn-all . Manic Melancholic
threerstructures Pure Mania
' Pure Melancholia
Dissociated function- + +
ing among three
structures
Harmonious functioning + +
among three structures
Episodic course + + +
Continuous course +
Unipolar course Pure Euphorias
Pure Depressions
Pure Melancholia
Pure Mania
Bipolar Course Manic Melancholic *
Full remission + +
Lack of full remission + +
Mild to moderate defect
+

Moderate to marked defect

Prevailing structural characteristics of different diagnostic groups in Leonhard's

(#957) system,
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or index psychosis, and takes into consideration the course of illness and
the characteristics of the outcome not only in terms of psychopathological
symptoms, but also in terms of personality characteristics and social
adjustment (Figure 7). Within the frame of reference of this classification
an important prerequisite for the diagnosis of schizophrenic psychoses is
the dissociation among the perceptual-cognitive, affective-relational and
motor-adaptive structures that appears to be a "split" to an outside
observer, It is difficult to understand the subject matter because it
evolves in a catathymic manner or thorugh other mechanisms. Contrary to
common belief, hallucinations and/or delusions are not obligatory symptoms
of schizophrenic psychoses. Considerably more specific are manifestations
of formal thought disorder that disturbs comprehensibility (primary inco-
herence, tangential thinking, blocking, derailment, desultory thinking,
onomatopoesis), affective changes (blunted, inadequate, inappropriate)

and changes in personality (abandonment of habits, change in life style,
incomprehensibility of behavior, autistic behavior).

Unlike the schizophrenic psychoses, which are chapacterized by an
irreversiblé process, cycloid psychoses are characterized'by complete
recovery from each phase, although personality changes may occur. Patients
with.tycloid psychoses are'diagnosed on-the- basis of a number of distinctive
«characteristics im:the DCR. Amohg'them'probab]y‘the most important is that the
whole field of patient's experience is transformed (protopathic change
of Gestalt), with a change in the state of mind and depth of emotions.
However, experience, behavior and performance remain in harmony‘(con-
gruent). Onset is acute or subacute while the psychosis as a rule is
multifold (polymorphous) and fluctuating with contradictory influences

of healthy and pathological tendencies creating a feeling of uncertainty
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and/or confusion. Nevertheless, there is a strong emotional involvement
in symptoms. Other manifestations include ideas of reference, delusional
perceptions, holothymic delusions, misidentifications, thematic incoherence
and changes (increase or decrease) of reactive and expressive movements.

Similar to the cycloid psychoses which usually display complete
recovery from each phase, affective-phasic psychoses are characterized by
a remitting course with periodicity and/or rhythmicity. An essential pre-
requisite, although not necessarily exclusive criterion for this diagnosis
is that experience, behavior and performance are in keeping with mood.

The same applies to delusions. Nevertheless, the disease picture may be
simple (monomorphous) or multiform (polymorphous).

Application of sophisticated technology is warranted only in biolo-
gically homogenous populations which meet optimal contemporary standards.
There is sufficient evidence to believe that'the diagnoses based on Leon-
hard's system fulfill these requirements. The "heredofamilial" distinct-
ness of unipolar and bipolar i]inesses within the phasic psychoses has been
supported by Angst and Perris (1968,1972); and the “genotypical” distinctness of
cycloid psychoses and systematic schizophrenias by Ungvari (1984). This
genetic distinctness was also substantiated by multiple fhreshold analysis
which rejected the possibility of identical liability and confirmed the
separateness'of these two diagnostic categories. In the same study the
nonsystematic schizophrenic category displayed a considerable genotypical
overlap with the cycloid and the systematic schizophrenic categories ("as
if it were a connecting 1ink"). In favor of Leonhard's schizophrenic sub-
types are the findings of a high correlation between the distribution of
subtypes in the original sample of Leonhard from the late 1930s and early

1940s and in Astrup's sample 20 years later (Wilson and Ban, 1983). In
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favor also are the statistica]iy significant correlations in rank order of
frequency of occurrence of the six paraphrenic, four hebephrenic and six
catatonic subtypes. in eight countries, in a study carried out in the late
1970s and early 1980s (Ban, Guy and Wilson, 1984a). The finding of dif-
ferential therapeutic responsiveness between the systematic and the non-
systematic schizophrenic populations and within both populations among
the different types of patients by Fish (1964c) is also in support of
Leonhard's system.

Leonhard's classification is important from a psychppharmacological
point of view because it might provide the possibility of identifying
patients therapeutically responsive to antipsychotics, antidepressants and
mood stabilizer-1ithium salts, It might also provide new end-points for
research development. While a three-dimensional psychiatric classifica-
tion is suitable to establish the therapeutiE efficacy of drugs with an
accepted level of statistical probability within a particular popu]ation;

a four-dimensional model of psychiatric classification might be suitable

to identify treatment responsive patients, i.e., diagnostic subtypes with

a reasonable clinical accuracy. Similarly, while within a three-dimensional
model of classification psychotropic drug development is restricted to the
modification of speed on onset, efficacy and toxicity of drugs which share
common pharmacological properties with conventional psychotropics, within

a four-dimensional model of classification there are new end-points that
open new paths for the development of new drugs with‘diffekent pharmacodynamic pro-
perties. Thus, a four-dimensional model of classification could facilitate
the development of a new class of drugs, e.g., “transition compounds"

("les produit de transition"). Drugs which belong to this category include

carbamazepine, an anticonwulsant which is structurally related to tricyclic
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antidepressants and which may have a place in the treatment of bipolar affec-
tive disorders and/or cycloid psychoses; and carpipramine and chlorcarpi-
pramine, i.e., dibenzazepines (tricyclic antidepressant structure) with a
butyrophenone (antipsychotic) side chain, which may have a place in the
treatment of cycloid psychoses and/or affect-laden paraphrenia, one of the
three diagnostic types of the nonsystematic schizophrenias. The same

applies to the dibenzoxazepines, such as loxapine, an antipsychotic which
demethylates in part to amoxapine, &ii antfdépressant.twhfeh'jnvturn»hydroxy-
Tates:jnpartinto a dopamine receptor blocking antipsychotic drug. The
dibenzoxazepines today are profiled as a traditional antipsychotic.(loxa-
pine) and a traditional antidepressant (amoxapine) because of their common
pharmacological properties with prototype antipsychotics and antidepressants.
By this, special emphasis is placed on some of their possible adverse
effects without full appreciation of their unique therapeutic potential

in certain diagnoses that require the combined administration of an anti-

psychotic with an antidepressant for optimal treatmen<.

Affective Psychoses

The origin of the concept of affective psychosis dates to the 1850s
when Falret stated that a predictable "natural course" of an illness
“presupposes the existence of a natural species of disease with a pattern
of development." ‘It vias %hevapp1ication of this notion to the description of a
"natural species" ("endogenous") of disease, that presents with two
'specific cross-sectional psychopafho]ogica] syndromes (i.e., manic and
melancholic) and follows a predictable or "natural course" that led to
the recognition Of'manié-depressive illhess._ .

Falret (1864),'in his lectures at Salpetriere (Lécons a 1'Hospice de

"

lé Salpetriere) during 1850-1851, was first to describe "folie circulaire,

the disorder later to become known as manic-depressive psychosis. In the
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same year'(1854) that Falret published his thesis on "De 1la folie circu-
laire," Baillarger (1854) presented the same concept, referring to it

as "folie a double forme," to the French Academy of Medicine. There has
been some controversy regarding priority.

Manic-Depressive Illness

In spite of the early recognition by Falret and Baillarger, "folie
circulaire" (a three-dimensional diagnosis, which takes into considera-
tion -onset, cross-sectional psychopathology and course), was not
recognized as a nosological entity until the publication of the fi fth
edition of Kraepelin's textbook of psychiatry in 1896. In this edition
Kraepelin fep]aced cross-sectional syndromatologic diagnosis with longi-
tudinal-nosological diagnosis for the first time. In the first edition of
his textbook (1883) Kraepelin described six different forms of melan-
cholia: simplex, gravis, stuporous, paranoid, fantastic and delirious,
and four different forms of mixed states: depressed mania, agitated
depression, depression with flight of ideas and depression with partial
inhibition. In his 1896 presentation he contended that all of these dif-
ferent forms were manifestations of one and the same nosological entity,
manic depressive insanity (Hippius, Peters and Ploog, 1983).

Kraepelin's original definition of manic-depressive insanity included
"the whole domain of the so-called periodic or circular insanities" as
well as "simple mania, most of the morbid states termed melancholia, and
also, a considerable proportion of the amentias." This broad definition
was expanded later to include "all cases of affective excess" and ulti-
mately, on the basis of the contributions of Dreyfus (1905) also "involu-

tional melancholia," a disorder regarded at the beginning as a separate

nosological entity because of its prolonged course.
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Although the unitary concept of manic-depressive insanity had already
been questioned by Jaspers (1913a), it was not until Leonhard's (1957)
contributions that a consistent attempt to break down the unitary concept
of MDP (manic-depressive psychosis) began (Perris, 1974). By employing
a four-dimensional approach with consideration to the end-states of the
illness, Leonhard separated a number of distinct disorders within manic-
depressive illness. By introducing the concept of "polarity" regarding
the formal pattern of the course he separated within the affective psy-
choses bipolar and unipolar forms. A "bipolar" form means that both manic
and depressive episodes occur in the same patient. A "unipolar," origi-
nally referred to as "monopolar," form means that there are only "depres-
sive" or only "manic" episodes.

Stimulated by Leonhard's work, two independent comprehensive investi-
gations were carried out, one by Angst (1966) in Switzerland and another
by Perris (1966) in Sweden., Results of these studies favored the distinct-
ness of bipolar and unipolar affective psychoses on the basis of "here-
dofamilial factors" (Angst and Perris, 1968). Similar conclusions were
reached by Winokur and Clayton (1967) in the United States. Furthermore,
in bipolar patients urinary 3-methoxy-4-hydroxy-phenyl-glycol (MHPG) con-
centrations (Beckman and Goodwin, 1975) and platelet monoamine oxidase (MAO)
activity (Murphy and Weiss, 1972) were found to be significantly lower than
in unipolar patients.

In the DAS (Petho, Ban, Kelemen et al., 1984), théu )
diagnosis of affective psychosis is based on the evaluation of 27 vari-
ables. They include variables relevant to mood (hyperthymic, dysthymic,
irritable); variables relevant to onset (acute, subacute); and variables

relevant to the disease picture (simple, multiform). Other, cross-sectional
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psychopathological manifestations include distractibility and/or concen-
tration difficulties with disturbance of sleep, appetite and/or sexual
behavior. There is no split among percentual-cognitive, relational-affective
and motor-adaptive psychopathologicai structures. Perceptions, rela-

tions and actions are congruent with mood. Accordingly with a shift in

the mood state towards elation (hyperthymia) or depression (dsythmia),

there is an increase or decrease of speed of thought and an increase or
decrease of psychomotor activity. As a rule, affective psychoses do not
have an insidious onset. On the other hand, they present with a unipolar
or bipolar course with periodically or:even: rhythmically recurring episodes:
There is ful] remission between episodes.

In the same classification the diagnosis of manic melancholic psy-
chosis (a group of nonsystematic-bipolar disorders) is based on the presence
of the manic (or hypomanic) ar the melancholic (or subclinical melan- -
cholic) syndrome and respectively the melancholic or the manic syndrome
in the past. Bipolar manic he]ancholic psychosis is subdivided into four
subtypes on the basis of their course, i.e., manic melancholic psychosis
with mania (bipolar I), manic melancholic psychosis with hypomania
(bipolar I1), manic melancholis psychosis with melancholia (bipolar III)

and manic melancholic psychosis with subclinical melancholia (bipolar V).

Corresponding diagnoses to affective psychoses in the DCR are affec-
tive psychoses in the ICD-9 and major affective disorders and cyclo-
thmic disorder in the DSM-III. Similarly corresponding diagnoses to DCR
manic melancholic psychosis are manic-depressive psychosis circular types
(currently manic, currently depressed, mixed or current condition not

specified) in the ICD-9; and bipolar disorders (mixed, manic or depressed

and cyclothymic disorder)in the DSM-III.
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In the ICD-9, similar to the DCR, the diagnosis of affective psy-
chosis is not restricted to manic-depressive illness with alternating
manic and depressive episodes, It is not made, however, unless there
is evidence for holothymic mood-congruent evaluations. In contradis-
tinction to the DCR, in the ICD-9 there is a considerable emphasis on
accompanying psychopathological symptoms, such as delusions, perplexity,
disturbed attitude to self and disordered behavior. Also greater emphasis
is placed on suicidal tendency.

DSM-III criteria for major affective disorders correspond to the
DCR diagnoses. In certain respects, however, the diagnosis is restricted.
Continuous signs of the disorder must be present to a significant degree
for at least one week. Patients whose illness does not meet criteria for
duration and severity are diagnosed as cyclothymic disorder in DSM-III.

Psychopharmacological contributions favor the distinctness of bipolar
and unipolar affective psychoses. The therapeutic effect of 1ithium salts
is superior to other modalities in the prophylactic treatment of manic
depressive patients.

The prophylactic effect of lithium salts in bipolar patients has been
demonstrated in at least seven placebo-controlled clinical studies involv-
ing a total of 400 manic-depressive patients. In tbese studies
lithium, in the daily dosage range of 600 to 1200 mg with serum 1ithium
levels from 0.6 to 1.2 mEq/1, was consistently more effective
than placebo in reducing the occurrence of both manic and depressive epi-
sodes. According to Prien (1979), the evidence for lithium prophylaxis in
depressive episodes is less conclusive than in manic episodes. However,
Schou (1979b)found that the relapse rate in tricyclic antidepressant treated
bipolar depr;essed patients was significantly higher (59%) than in 1ithium

treated bipolar patients (35%).
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In spite of the superiority of lithium salts over other modalities
in the treatment of bipolar, manic-depressive patients, studies on the
action mechanism of 1ithium salts have contributed 1ittle to the under-
standing of manic depressive psychosis. This may be related to the fact
that the mechanism of action of 1lithium salts has not been explained
(Baldessarini and Lipinski, 1975; Schou, 19794), However, there is sufficient
evidence to believe that lithium interferes with the release and
increases the reuptake of catecholamines at the site of presynaptic neurons
(Baldessarini and Yorke, 1970), decreases the sensitivity of postsynaptic
catecholamine receptors (Hollister, 1978); and inhibits the release of
the NE and/or prostaglandin (PG) E-stimulated cyclic 3,5 adenosine mono-
phosphate (cAMP) (Forrest, 1975; Murphy, Donnelly and Moskowitz, 1973).
Other effects of lithium include stimulation of choline transport
(Millington, McCall and Wurtman, 1979) with ‘enhancement of the synthesis
of acetylcholine, glutamate and ¥-aminobutyrate (Gottesfeld, Epstein and
Samuel, 1971; Jope and Jenden, 1978); differential activation of phos-
pholipase, and reestablishment of the resting electrolyte balance across
the cell membrane (Coppen, Shaw and Mangoni, 1962). It is not known
which actionsof lithium are responsible f9r=its therapeutic--
effects in bipolar patients. Some believe that it is its action on the
central catecholamine systems (Ahluwalia and Singhal, 1984).

Another possible reason that 1ithium salts have provided Tittle if any
clues for a better understanding of the nature of manic-depressive dis-
orders is that they are far from being specific treatments and are indi-
cated also in the treatment of impulse disorders, episodic violence,
emotionally unstable character disorders, premenstrual syndrome and

borderline patients (Bernstein, 1983). In spite of other indications
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lithium salts remain the specific treatment modality for a well identified
diagnostic population within the endogénous psychoses. Many patients stabi-
lized on lithium therapy exhibit rapid relapse into severe mania following
cessation of drug treatment (Klein, Brovcek and Greil, 1981; Lapierre, Gagnon
and Kokkinidis, 1980; Small, Small and Moore, 1971; Wilkinson, 1979). Never-
theless, not all patients stabilized on lithium therapy relapse rapidly follow-
ing cessation of therapy and/or not all bipolar manic-depressive patients resppnd
to lithium treatment. The finding that only approximately 65 percent of bipolar
patients respond to lithium prophylaxis clearly indicates that bipolar affec-
tive psychosis is a biologically heterogeneous diagnostic group. It remains
to be seen whether the separation of Bipolar I (depression with mania) from
Bipolar II (depression;with hypomania) and from Bipolar III (depression with
hypomania or mania preéipitated by the administration of an antidepressant or
electroconvulsaive therapy) will improve homogeneity (Spitzer, Endicott and
Robins, 1978a and b). On the other hand, recognition of the heterogeneity of
the bipolar population could explain why some patients who remain refractory
to lithium treatment respond favorably to carbamazepine, while others respond
to valproic acid (Lerer, 1985). It remains to be seen whether a relatively
high pre-treatment plasma calcium/magnesium ratio (over 2.62) could separate
a biologically homogenous and/or nosologically meaningful 1ithium-responsive
bipolar group which is distinct from the carbamazepine and/or valproic acid
responders (Carman et al., 1974). In favor of this possibility is the rise in
plasma magnesium level in lithium-responsive depressed patients during the
initial five days of treatment (Crammer, 1975).

Independent of clinical psychopharmacologic research, genetic psychiatric
research has indicated that the density of muscarinic cholinergic (quinu-

clidinyl benzilate) binding sites in the skin fibroblasts of patients with
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manic-depressive psychosis and in their i1l relatives is significantly higher
than in normal controls. Also, incubation of cells with lithium resulted in
a decrease of binding sites into the normal range (Nadi, Nurnberger and
Gershon, 1984). Attempts to replicate these findings, however, consistently
failed (Lenox et al., 1985; Kelsoe et al., 1985; Gersﬁon et al., 1985).

Would they be supported by further evidence, the question remains whether
this alleged genetic-biological marker could be linked to a nosologically
meaningful subpopulation within manic-depressive psychosis and/or the gene-
tically defined population would be homogenous in terms of responsiveness to
lithium salts.

Melancholia and Depressions

0f the two cross-sectional psychopathologic syndromes encountered in
manic-depressive psychosis, depression is the more frequent., It has been
estimated that 100 million people worldwide suffer from a recognizable
depression (Ban et al., 1981). A survey carried out from 1967 to 1976 in
a conmunity in the United States revealed that 6.8 percent of the respon-
dents were experiencing depression at the time of the survey (period pre-
valence) and 26.7 (one of four respondents) had experienced symptoms of
depressipn earlier in their lives (1lifetime prevalence) (yeissman and Klerman, 1978;
Weissman and Myers, 1978a and b). However, not all persons who have experienced
depression suffer from a clinically.verifiable depressive illness. If those cases
that are not depressive illnesses are excluded, the prevalence figures are
tonsiderably lower.

The incidence of affective illness in the general population is
estinMated to be approximately 2 percent (i.e., 1 of 50) with a slightly
higher ingidénce in females (2.5%) than.in males (1.8%). Among

the relatives of unipolar and bipolar patients, however, the risk for all
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mood disorders jumps to between 10 to 20 times the general population rate
(Tsuang and Vandermey, 1980). Accordingly, Winokur and Clayton (1967) found
that the risk of brothers and sisters of a person with mood disorder rises
from 12 percent if neither parent is il1l, through 26 percent if one parent
is i11, to 43 percent if both parents are il1l. Although the mode of inheri-
tance remains hidden the significant increase in the rate of occurrence of
affective disorder among the biological relatives of patients indicate that
biological-genetic factors play an important role in the etiology of these

illnesses.

Separation of Vital Depression

The most important contribution to the clarification of the confounding
situation created by the all embracing concept of manic-depressive psychosis
(which includes all depressions) was made by Schneider (1920, 1959). By
distinguishing between "vital depression" which he considered a medical i11-
ness, and other ("non-psychotic") depressive disorders, Schneider opened the
paths to our present system of classification of depressions.

The crucial step in the separation of depressive illness from other
depressive disorders was the recognition of "depressive personality." Dis-
tinct from "vital depression" which is the result of a disease process,
depressive personality is a developmental abnormality. As such, it is ill
defined in psychopathological terms (Chodoff, 1972). In general, however,
people with a depressive personality lack self-confidence, are susceptible
to fatigue and dread the unknown. Unlike those with specific illness (uni-
polar or bipolar), they have been feeling sad, experiencing guilt, and com-
plaining of concentration difficulties for a long time.

"Vital depression is an endogenous affective illness wvhich embraces

all three psychppathological structures: (1) the perceptual-cognitive,
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(2) the relational-affective and (3) the motor-adaptive. It is characterized
by “passive-ummotivated" dysphoria and disturbance of vital feelings with the
explicit experience of displeasure and discontent leading to a disturbed

time sense, poverty of thought, reduced emotional susceptibility and retarda-
tion. There are also vegetative symptoms, accompanied by hypochondriasis,
corporization and feelings of motor and sensory disturbances. This concept
of vital depression, or depressive disease described by Schneider in 1920
differs considerably from Kraepelin's (1921) concept of "depressive states"
which are characterized by the triad of sad or anxious mood, thought retarda-
tion and decreased drive.

The concept of "psychogenic depressive téaction" was perceived at first
as reactions of abnormal personalities to moderate'or mild stress, or reac-
tions of normal personalities to severe stress (corresponding to Schneider's
concept of neurosis). By this definition "psyéhogenic depressive reaction"
was positioned between “"developmental anomalies" and sui generis "depressive
illnesses." More recently, with the contributions of Stromgren (1958,1968), it
has been recognized that psychogenic depressive reactions are ilinesses that
may occur in - psychotic and non-psychotic forms. Common characteristics of
both states are a clearly identifiable precipitating factor, thematic con-
tinuity between the trauma and the content of the illness, lack of depressive
evaluation and preoccupation with the traumatic Tife events. Other common
characteristics include reactive mood changes and feelings of passivity (Jaspers,
1963,-1974). Within this new frame of reference "psychogenic depressive
reactions" are perceived as disorders (illnesses) whether psychotic or
not, and are distinct from personality disorders in that activation of an
endogenous factor depends on a precipitating 1ife event and not on personality

development.
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Empiricistic and Pragmatic Classifications

Kurt Schneider has been considered by some as "“the last classicist in
psychiatry" (Kisker, 1968). Nevertheless, his classification of "depres-
sion" was not unanimously accepted. It remained restricted to the German
speaking countries until the late 1970s. Instead, in English speaking coun-
tries attention was focused on the rapidly growing British school under the
leadership of Aubrey Lewis who in his classic article restated Kraepelin's
unitary view. Lewis' (1934) publication was based on a clinical survey of
depressive states which provided him with data to conclude that "melancholia"
was not a group of disorders but}one disease.

For some time Lewis' thesis has dominated British psychiatry. However, during

the late 1950s--almost a quarter of a century after the publication of the

original paper--the controversy, whether all depressions are the same

endogenous disease or constitute different disorders distributed on a
continuum, erupted again' (Ban, 1981). The resulting research lead to some

of the empiricistic classifications based on a wide range of descriptive data
collected from depressed patients and submitted to multivariate statistical
techniques, e.g., factor ana]ysis,:c]uster analysis, or multiple discriminant
analysis. By employing this approach Kiloh and Garside (1963) identified a
bipolar factor splitting observations into positive and negative loadings.
Endogenous depression (age over 30, depression worse in morning, weight loss

7 1bs. or more) and neurotic depression (responsive to environmental change,
self pity, initial insomnia) were differentiated. Similarly, Kendell (1968)
identified at the fourth order of analysis, a bipolar factor contrasting psy-i
chotic depression and neurotic depression. By employing principal component
analysis, he found that the three leading symptoms of neurotic depression were

anxiety, tension, and brief duration of illness. Within ihE;same frame nf
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reference Hamilton and White (1959) discerned that depressed patients with
retardation is made up of different population from depressed patients with
agitation. Grinker et al. (1961) separated four types of depression:
retarded, anxious, hypochondriacal and angry. Overall et al. (1966) dis-
tinguished three classes of depression: retarded, anxious, and hostile.
Paykel (1972) described four categories of depression: psychotic, anxious,
hostile and "depression in the young with personality disorder." Klein (1974a
and b) proposed three groups of depression: endogenomorphic, chronic dys-
phoric, and reactive. Raskin and Crook (1976) identified four classes of
depression: agitated, neurotic, endogenous, and "depression with poor pre-
morbid personality" (Table X).

Simultaneously with classifications of depression based primarily on
cross-sectional psychopathological data, numerous other classifications have
been proposed. On entirely pragmatic grounds Kielholz (1972) differentiated
among three different groups of depressions: somatogenic, endogenous and
psychogenic. Robins and Guze (1972) differentiated between two groups of
depression: primary and secondary. Primary depression refers to a combina-
tion of signs and symptoms that involve psychomotor and vegetative dysfunc-
tions, dysphoria, hopelessness, worthlessness, guilt, and suicidal preoccu-
pations occurring de novo as a primary disorder of mood. Secondary depression
refers to similar signs and symptoms usually with feelings of sadness,
inadequacy and hopelessness that occur during the course of a preexisting
nonaffective psychiatric disorder or is associated with medical illness.
Implied in secondary affective disorder is an antecedent disease. Because
of this, secondary depressions may show considerable heterogeneity (Andreasen
and Winokur, 1979). This contrasts with primary depression which forms a

relatively homogenous group. Even primary depression however, has some
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Table X

Authors Year Groups
Hamilton and White 1959 Agi tated

Retarded
Grinker et al. 1961 Type A (Retarded)

Type B:(Anxious)
Type C (Hypochondriacal)
Type D (Angry)

Kiloh and Garside 1963 Endogenous
Neurotic

Overall et al. 1966 Retarded
Anxious

Hostile

Kendell 1968 Psychotic
Neurotic

Kielholz 1972 Soma togenic
Endogenous

Psychogenic

Paykel 1972 Psychotic
Anxious
Hostile .
Depression in the Young with
Personality Disorder

Robins and Guze 1972 Primary
Secondary
Andreasen and Winokur 1972 Pure

Spectrum Disease
Nonfamilial or Sporadic

Klein 1974 Endogenomorphic
Chronic Dysphoric
Reactive

Raskin and Crook 1976 Agitated
Neurotic
Endogenous ]
Depression with Poor Premorbid
Personality

Classifications of depression,
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heterogeneous features in regard to the course of the disease ahd the pre-
vailing psychopathologic symptoms (Perris, 1974). When compared with
patients suffering from primary depression, patients with secondary depres-
sion tend to have a lifelong coping style characterized by depression, make
more but less serious suicide attempts, and camplain more of hostility,
anxiety, somatization and difficulties in falling asleep (Andreasen and
Winokur, 1979).

Genetic and Experimental Classification

Antecedent-etiologic factors are of pivotal importance in genetic
classifications in which the concept of "endogenous" is translated into
experimental hypotheses in terms of familial incidence of the disease. As
such they represent a transition between the empiricistic-pragmatic and
experimental classifications of depression. In these essentially two-
dimensiona]bc]assifications genetic hypotheses ‘are tested to explain the
heterogeneity of depressive states. In this respect they differ in their
emphasis from sui generis psychiatric classifications in which hypotheses,
based on a comprehensive four-dimensional model, with consideration of all
four developmental stages of the illness, are tested'to reveal the propor-
tion of genetic and other contributions.

The prototype, and one of the most frequently referred to genetic
classification of depression, is that of Andreasen and Winokur (1979) who
distinguish three distinct groups of depressions: pure depression, depres-
sion spectrum disease, and nonfamilial depressian. Nonfamilial or
sporadic refers to a depression which occurs in a persen who has a family
history of other than affective disorder that may form a spectrum with
depression, such as alcoholism or antisocial personality (Baker et al.,

1971). Characteristics of depression spectrum disease are early onset
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(below 40 years) and female prevalence, while of pure depression, ‘late onset
(after 40 years) and equal sex distribution (Winokur,:1973,.1979).; Patients with
nonfamilial depression have primary rather than secon&ary depression sig-
nificantly more often. The incidence of primary and secondary depressions
is equal in pure depression and depression spectrum disease (see Appendix VI,
Figure 1 and Tables I-III).

An entirely new approach to the classification of depression involves
the employment of bijochemical measures (Table XI). Included among the most
frequently measured biochemical variables are plasma cortisol levels,
urinary 3-methoxy-4-hydroxy-phenyl glycol (MHPG--the final metabolic end
product of norepinephrine), cerebrospinal fluid homovanillic acid (HVA--the
final metabolic end product of dopamine) and 5-hydroxy-indole-acetic acid
(5HIAA--the final metabolic end product of serotonin) concentrations, free
plasma tryptophan levels (FPT) and platelet monoamine oxidase (MAO) activity.
Supplementing these measures are neuroendocrine tests, such as the eéxten-
sively employed dexamethasone-cortisol suppression (DST), clonidine-growth
hormone (GH) release, thyrotropine releasing hormone (TRH)=thyrotropine
stimulating hormone (TSH) response and piribedil-homovanillic acid accumu-
lation (PHA), (Ban,:1971).: In:spite of the sophisticated technology employed, a bio-
chemical apprbach to classification is essentially one-dimensional, i.e.,
cross-sectional. One of the essential prerequisites for such a classifica-
tion is the separation of "trait"-dependent variables from “state" dependent
variables. But even if this is attained the problem remains that in a bio-
chemically based classification biochemical hypotheses are tested to explain
the heterogeneitv of depressive states. In this respect, biochemical classi-
fications:differ in emphasis from sui generis psychiatric classifications in which
hypotheses, based.on a comprehensive four-dimensional model, with consideration to

all four developmental stages of the illness, are tested to reveal 1ts bio- °

chemical substrate. A .
R
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Biochemical

Neuroendocrine

Serum cortisol

Urinary MHPG
Cerebrospinal fluid HVA
Cerebrospinal fluid SHIAA
Free plasma'tryptophani
Platelet MAO

Dexamethasone-cortisol Suppressi’on
TSH response to TRH
Clonidine-GH release

Piribedil-HVA accumulation

Biochemical measures and neuroendocrine tests employed in the classification

of depressive states.

Lo -
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Nosological Classifications

After a detour of almost 40 years, interest in the nosology of depres-
sion and in Schneider's (1920) concept of depressive illness was revived.
By combining structural analysis with a holistic approach (i.e., perceiv-
ing the patient in his totality and not just as an aggregate of psychopatho-
logical symptoms), and with consideration of all four developmental stagés
of depressive illness, Leonhard (1957) recognized that Schneider's "vital
depression” consists of a number of different clinical syndromes. Of these
only one, pure melancholia corresponds to some extent with the original
concept. However, and in contradistinction to Schneider, he considered
the triad of motiveless (incomprehensible) dysthymic mood, psychomotor retar-
dation and thought retardation as the cardinal symptoms of pure melancholia;:
and perceived the indecisiveness, and feeling of inadequacy (insufficiency)
as secondary phenomena to the cardinal-primary manifestations. By shifting
the emphasis from cross-sectional psychopathology to the unipolar-bipolar
dimension of the course, Leonhard separated the melancholic syndrome of bipolar
manic melancholic iliness from unipolar pure melancholia, a concept introduced by
Lange (1897) and Schou (1927),@édersen, Poort and Schou;'3947). Similarlyy by |
recognizing the importance of the overall (holistic) clinical picture, whether
simple (monomorphous) or multiform (polymorphous), he separated unipolar pure
melancholia from the ‘unipolar pure depressions, i.e., nonparticipatory,
harried, hypochondriacal, self-torturing and suspicious. These unipolar
pure depressions are prevailingly affective, systematic diseases from a
structural point of view, while pure melancholia is a nonsystematic disease
in which thought and desire are also obligatorily disturbed. Furthermore,
Leonhard called attention to crossssectional features distinguishing

between the bipolar and unipolar forms of depression. He suggested that
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bipolar--nonsystematic--forms display a more colorful appearance. Also,
they vary not only between the two poles, but in each phase offer different
clinical pictures. The same does not apply to the unipolar--systematic--
forms in which each individual form is characterized by a syndrome not asso-
ciated or even transiently related to any other form and recur in patients
with a periodic course with the same symptomatology (Figure 8).

The five distinct subtypes of pure depression are named on the basis of
their prevailing clinical features. Although they are prevailingly affective-
mood disorders, in two of them (harried and nonparticipatory) motor-adaptive
structures, and in three others (hypochondriacal, sﬁspicious and self-
torturing) perceptual-cognitive structures, are also involved. Of the
five subtypes, "harried" depression is characterized by motor restlessness
associated with marked tension and anxiety with driven (but meager) com-
plaintativeness and poor thematization; while hipochondriaca] depression
by hypochondriasis and corporization (feeling sick or diseased) with hope-
less complaintativeness and homonom bodily hallucinations (bodily misper-
ceptions). Self-torturing depression is characterized by self-condemnation
and guilt feelings with loss of self-esteem and lamentativeness; while
suspicious depression by suspiciousness, ideas of reference and auditory
hallucinations. Nonparticipatory depression is characterized by lack of
affective participation and feelings of alientation with abulia and the feel-
ing of loss of feelings referred to as anhedonia. In contradistinction to
pure melancholia which usually ends within a limited period of time, in
pure depressions, there is a tendency for chronicity. On the other hand,
similar to pure melancholi a, pure depressions yield to complete remission

between episodes, even if the duration of the episodes is prolonged.
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Irrespective of the nosological classifications described, ICD-9 dis-
tinguishes three subtypes of depression and DSM-III five subtypes. The three
subtypes of the ICD-9 include manic-depressive psychosis depressed type,
manic depressive psychosis circular type but currently depressed, and other
nonorganic psychoses depressive type. Corresponding subtypes in DSM-III
are bipolar disorder depressed, major depressive disorder single episode,
major depressive disorder recurrent, cyclothymic disorder, and atypical
depression. There is no correspondence between Leonhard's depressive sub-

types, adopted in the DER, and depressive diagnoses in ICD-9 or DSM-III.

Psychopharmacology and the Depressions

The two major groups of drugs primarily used in the treatment of depres-
sive disorders are cyclic antidepressants and monoamine oxidase inhibitor
(MAOI) antidepressants.

Cyclic Antidepressants

Differential responsiveness to therapeutically effective cyclic (tri-
cyclic) antidepresants brought to attention the heterogeneity within the
depressive population. Although there is sufficient evidence to support the
contention that the overall therapeutic effectiveness of tricyclic anti-
depressants is greater than individual psychotherapy, group, or other social
therapeutic methods, tricyclic antidepressants exert a therapeutic effect
only in 65 to 70 percent of depressed patients during acute and maintenance
phases of treatment. Response rates have remained essentially the same with

the new generation of cyclic antidepressants. Included among these
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substances are drugs with specificity towards the norepinephrine system,
such as maprotiline, the serotonin system, such as fluvoxamine, fluoxetine,
citalopram and trazodone, or the dopamine system, such as nomifensine.
Included also are antidepressants in which monoamine uptake inhibition
(characteristic of antidepressants) is combined with dopamine receptor
blockade (characteristic of antipsychotics), such as amoxapine. There are
indications that response rate can be improved by adjusting the dose on the
basis of monitored blood levels to attain a therapeutic range,

Considering that the usefulness of cyclic antidepressants in prophy-
lactic treatment is questionable, that approximately 25 percent of depressed
patients respond to nonspecific-placebo treatment, and another 25 percent
spontaneously remit within three to four weeks, it is difficult to deter-
mine the actual percentage of depressed patients who are cyclic antidepressant
responsive (Ban, 1974). To identify this popﬁiation numerous clinical
studies have been designed. In a comprehensive review of these studies
Bielski and Friedel (1976) revealed that patients with endogenous depression,
characterized by psychomotor retardation, anorexia, weight loss, and sleep
disturbance are the ones with a favorable therapeutic response; Delusions,
and neurotic, hysterical and/or hypochondriacal traits, considerably decrease
the response rate.

In the absence of a well identified biologically homogenous depressive
population which is responsive to cyclic antidepressants, it is unlikely
that valid inferences ban be made about the biological substrate of depres-
sion from the action mechanism of these drugs. Regardless of their clinical
relevance, however, research designed to elucidate the action mechanism of
cyclic antidepressants has contributed to the development of modern neuro-

pharmacology and to a better undersanding of the neurochemistry of the brain.
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By now there is substantial evidence that the therapeutic action of
cyclic antidepressants cannot simply be attributed to monoamine reuptake
inhibition, a-adrenergic receptor blockade, and/or immediate increase in
available monoamine concentrations at the synpatic cleft (Carlsson et al.,
1966, 1969; Segal, Kuczenski and Mandell, 1974; Snyder and Yamamura, 1977;
Voigtlender, 1976). It is more likely that therapeutic changes result from
the decrease: in sensitivity of the noradrenergic receptor system asso-
ciated with a decrease in norepinephrine (NE) turnover rate and activity
(firing rate) of noradrenergic neurons in the locus coeruleus; and/or the
increase in serotonin (5HT) receptor sensitivity in the hippocampus and
geniculate bodies (Karobath et al., 1976). In spite of the blocking effect
of muscarinic acetylcholine and histamine receptors (Kd#aea;dn
1979§ Richelson, 1929), it is commonly held that the crucial mechanism in
the action of cyclic antidepressants is the "down regulation” of the By~
receptor coupled NE-sensitive adenylate cyclase system in specific brain
regions. A frequently used argument in favor of this contention is that
the time course of this down-regulation in both human and animal studies
parallels the delayed onset of therapeutic effect. Another frequently used
argument in favor of the "down regulation" hypothesis is that it is a common
feature of all effective treatment modalities, including electroconvulsive
therapy (ECT), of depressive states. Nevertheless, because the therapeutic
indications for ECT are not restricted to depression and thev include some of the
schizophrenias and manias (Small et al., 1985) . sunersensitivity of B,-receptors
canpot. .be considered a‘valid hypothesis for the pathomechanism of depression
even if down regulation of B,-receptors is an important step in the action
mechanism of cyclic antidepressants.

While attention is focused on the NE system in relationship to the

action mechanism of cyclic antidepressants,clinical neurophysiological



131

studies revealed a significant relationship between the changes in the tonic
components of rapid eye movement (REM) sleep (i.e., latency time and number
of periods), regulated by cholinergic mechanisms, and therapeutic response
(Kupfer and Foster, 1972). Furthermore, an increase in REM latency and REM
suppression after a loading dose of 50 mg of amitriptyline_was predictive of
a favorable outcome with a high level of probability (Kupfer et al., 1979).
Considering that there is no habituation of changes seen in the tonic com-
ponents of REM sleep while there is habituation to changes seen in the
phasic components, one may speculate, that in the antidepressant effect of
amitriptyline, cholinergic mechanisms play a more important role than cate-
cholaminergic mechanisms (responsible for the regulation of the phasic com-
ponents of REM sleep). In favor of this is the correlation between amitripty-
line blood levels and the tonic components (but not the phasic components)
of REM sleep;-and-the significantly greater sensitivity to aerecoline, a
muscarinic cholinergic agent to increase REM latency in depressed patients
than in normal controls (Sitaram et al., 1980).

These new findings revived interest in Selbach's (1961) contention
about the action mechanism of the prototypical cyclic antidepressant,
imipramine. According to Selbach imipramine exerts its effect in three
successive stages. The first, is characterized by trophotropic actions
(feeling of tiredness, decrease of blood pressure), the second by lability
(tremor, fluctuation in blood pressure), and the third by ergotropic effects
(elation, increased interest). Or in other words, imipramine has an effect
on autonomic regulation and produces an imbalance in which the parasympa-
thetic (trophotropic)-cholinergic system is more strongly inhibited than
the sympathetic (ergotropic)-catecholaminergic system as reflected in the

ergotrppic manifestations. The finding that there is a fall in plasma
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cortisol level with all forms of effective treatment of depressive states
(Ban, 1974), is in keeping with the importance of anticholinergic effects

in the action mechanism of cyclic antidepressants, since anticholinergic
substances, such as atropine, block the circadian rise in plasma cortisol
(that is commonly seen in depression). In keeping also are the findings

of some of the original reports with the dexamethasone suppression test (DST).
According to these reports-patients whose morning-rise of cortisol can be sup-
pressed by atropine-like substances, have a favorable response to cyclic
antidepressants (McLeod, Carroll and Davies, 1970), while "non-suppressors"
have not (McLeod, 1972).

Monoamine Oxidase Inhibitors

The second most frequently employed group of drugs used to treat
depressed psychiatric patients are the MAOIs. They comprise a structurally
heterogenous group of drugs with the common chdraceristics of inhibiting
the activity of the intracellular (mitochondrial) enzyme, monoamine oxidase
(MAO), responsible for the oxidative deamination of biogenic amines, such
as norepinephrine (NE), dopamine (DA), and serotonin (5HT) to pharmacolo-
gically inactive acidic derivatives. Because a prerequisite for the thera-
peutic effect of these drugs is a minimum of 80 percent inhibition of MAO
activity, it is assumed that this action is intrinsically linked to their
therapeutic effect in depfession. |

The origin of MAOIs was in substances used to treat tuberculosis,
Substitution of one of the hydrogen atoms in the hydrazine moiety of
isoniazid by an isopropyl group resulted in iproniazid, the first clini-
cally employed MAOI antidepressant. Both isoniazid and iproniazid, used as
tuberculostatic agents, produced euphoria. Nevertheless, only with iproniazid

was the "euphoria" associated with MAO inhibiting properties (Flaherty,
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1952; Zeller et al., 1952). However, it was not until the late 1950s that
three independent teams of psychiatrists were able to demonstrate the anti-
depressant effects of the drug (Crane, 1957; Kline, 1958, Scherbel, 1960).
While Brodie, Pletscher and Shore (1956) revealed an actual rise in brain
monoamines after iproniazid administration, and an actual decrease in brain
monoamines after reserpine administration, Loomer, Saunders and Kline (1957)
contrasted the iproniazid-induced elevation of mood with the reserpine-
induced depression.

Iproniazid was withdrawn from clinical use because of hepatotoxic
effects. It was replaced by various MAOI hydrazine preparations such as
isocarboxazid, mebanazine, nialamide and phenéTzine‘énd by various non-
hydrazine compounds, such as tranylcypromine, a phenylcyclopropylamine, and
pargyline, a propargylamine used primarily to treat hypertension (Biel,
Horita- and Drukker, 19¢4).

Considerable difficulties have been entountered in establishing the
therapeutic indications for MAOIs in depressive states. Some clinicians
regard MAQOI antidepressants as the secondary choice of tredatment in depres-
sion and prescribe them only when a cyclic antidepressant has failed. There
is sufficient clinical experience, however, for using a MAOI as primary
therapy for patients with at least two cross-sectional depressive syndromes.
One, referred to as "atypical" depression (Sargant, 1961), is characterized
by hyperphagia, hypersomnolence, waves of lethargy, reversed diurnal
variation and hyperactivity (Quitkin, Rifkin and Klein, 1979). Another is
characterized by anxiety, fatigue, phobia and numerous somatic complaints
(Robinson et al., 1973). It remains to be determined whether these cross-
sectional clinical syndromes, delineated by careful clinical observations,

represent nosologically meaningful diagnostic categories.
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The recent upsurge of interest in MAOI antidepressants is probably the
result of purification and characterization of the enzyme MAOQ from the brains
of animals and man (Youdim, 1978); and the evidence that mitochondriacal MAO in
in the CNS exists in more than one form (Johnstone, 1968). It is probably
also related to the advent of new drugs, such as clorgyline (Barbeau, 1978)
and deprenyl (Knoll, 1978) which are selective inhibitors of enzyme forms
referred to as Type A and Type B (Gershon, 1978). Of the two enzymes,\Type A
is primarily responsible for the deamination of 5-hydroxytryptamine (Tripton
and Mantle, 1978) frequently implicated in the pathomechanism of depression,
and Type B for the deamination of benzylamine and phenylethylamine (Magyar
and Knoll, 1977). It is the activity of the Type B enzyme that is measured
in the platelet and that is predominant in the primate brain. In spite of
extensive research, the only tangible result is an increased Type B enzyme
activity in premenopausal woman with depression (Klaiber et al., 1979). It
is not known, however, to what extent this patient population is thera-
peutically responsive to the administration of MAOI antidepressants. Further-
more, because some clinical manifestations seen in patients with hysteroid
dysphoria (Klein, 1974), a population characterized by increased appetite
and need for sleep, correspond with manifestations of amphetamine with-
drawal (the result of derangement in the regulation of phenylethylamine
structures), the possibility has been raised that hysteroid dysphoric
patients may show a favorable therapeutic response to deprenyl or other Type B

MAQIs. .

Pharmacotherapy of Depression

While there is substantial evidence for a differential therapeutic
response within the depressive population to both cyclic and MAOI anti-

depressants, there is little information, based on well designed studies,
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on the effect of either cyclic or MAOI antidepressants in the different depres-
sive subpopulations. Consequently, there is no convincing evidence that
cyclic or MAOI antidepressants, or any of the other treatment modalities--
psychological, behavioral, physical and/or pharmacological--can produce
favorable changes in patients with "depressive personality" (Schneider,

1959). The same applies to "hostile depression" and "depression in the

young with personality disorder" (Paykel, 1972), "chronic dysphoria" (Klein,
1974), “depression with poor premorbid personality" (Raskin and Crook, 1976),
and possibly also to the "hostile depression syndrome" of Overall et al.
(1966). For psychogenic depressive reactions, a number of different treat-
ment modalities, psychological and pharmacological, have been tried, but
because of the usually short duration of these disorders and their high
susceptibility to placebo treatment, it is difficult to decide whether anyone
of the treatment modalities is superior to the ‘others. Included among

these disorders are neurotic depression (Kiloh and Garside, 1963; Kend£11,
1968; Raskin and Crook, 1976), also referred to as anxious depfession (Over-
all et al., 1966; Paykel, 1972), psychogenic depression (Kielholz, 1972)

and reactive depression (Klein, 1974). The same does not apply to psychogenic
affective (depressive) psychosis 1in which psychotherapy, behavior therapy

and treatment with anxiolytic sedatives or MAOI antidepressants are not indi-
cated, while treatment with cyclic antidepressants alone usually does not
suffice and needs to be combined with the administration of an antipsychotic.
In a considerable proportion of patients not even this is sufficient and
pharmacotherapy needs to be replaced by electroconvulsive treatment. To

some extent the same applies to depression spectrum disease in which treat-
ment with cyclic antidepressants usually does not suffice and need to be supple-

mented or replaced by an antipsychotic to attain a favorable therapeutic

response (Andreasen and Winokur, 1979).
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In the treatment of vital depression (Schneider, 1920), also referred to
as endogenous depressions (Kiloh and Garside, 1963; Kielholz, 1972; Raskin
and Crook, 1976), psychotic depression (Kendell, 1968; Paykel, 1972), pri-
mary depression (Robins»and Guze, 1979), endogenomorphic depression (Klein,
1974) and pure depression (Andreasen and Winokur, 1972), a number of differ-
ent antidepressants have been tried. While there is substantial reason to
believe that there is a differential therapeutic response to antidepressants
within the vital-endogenous depressive population, indicating that endogenous
depression consists of a biologically heterogenous population, there is
little information based on properly designed studies on the effect of
different treatment modalities in the different subpopulations. Conse-
quent]y,_there are indications but no convincing evidence that in Leonhard's
(1979) nonsystematic depressive population (i.e., bipolar depression and
unipolar pure melancholia), cyclic antidepressants alone are usually not
sufficient and need to be supplemented with 1ithium salts. Further, there
are indications that among the five subtypes of pure (systematic) depressions
only two--nonparticipatory (usually referred to as retarded) and self-torturing
(may be referred to as suicidal)--show a favorable therapeutic response to
treatment with cyclic antidepressants. But one of these two subtypes (suici-
dal depression) seems-to respond more consistently and reliab]y to electro-
convulsive treatment.

Therapeutic responsiveness to cyclic antidepressants in the other three
subtypes of pure depression is more questionable. In harried (usually
referred to as agitated) depression, treatment with cyclic antidepressants
usually does not suffice and need to be combined with antipsychotics, to
attain behaviora] control. Hypochondriacal traits decrease therapeutic

responsiveness, and the administration of a cyclic antidepressant may even
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increase the complaints of patients with hypochondriacal depression. On the
other hand, anxiolytic sedatives seem to alleviate suffering and are fre-
quently combined with cyclic antidepressants in the treatment of hypochon-
driacal depression. Similar to hypochondriacal traits, suspiciousness
~decreases therapeutic responsiveness and the administration of a cyclic anti-
depressant may even aggravate the content disorder of thought and psychotic
symptomatology of patients with suspicious (usually referred to as psychotic
or delusional) depression. On the other hand, antipsychotics effectively
control psychotic symptomatology and are frequently combined with cyclic
antidepressants in the treatment of suspicious depression. Considering the
dopamine receptor blocking properties of 7-OH amoxapine, one of the hydroxy-
lated metabolites of amoxapine, and the distinct possibility that dopaminergic
structures play a role in psychotic symptomatology, amoxapine has been tried
in a limited number of patients with suspicioué—de]usional (psychotic)
depression and in a limited number of patients with harried-agitated depres-
sion. In both subtypes the therapeutic response Was favorable in the majority
of patients (Anton and Sexauer, 1983; Ragheb and Ban, 1984).

Although diagnostic classifications based exclusively on biochemical
measures are of questionable value, there are indications that some of the
biochemical data become meaningful and interpretable within a four-dimensional
classification of depressive states. Thus, both platelet MAQ activity and
urinary MHPG concentrations have been found to be significantly lower in
bipolar than in unipolar depression (Schildkraut et al, 1928a and b; Murphy and
Weiss, 1972). This is in line with the findings that cyclic antidepres-
sants are superior to MAQI. antidepressants in their therapeutic effect in
patients with bipolar depression. It is also consistent with the clinical
impression that treatment with imipramine is superior to treatment with amitriptyline

in the same-patients. On the other hand, there is sufficient evidence that
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patients with relatively higher urinary MHPG concentration respond more
favorably to amitriptiyine than to imipranine (Maas, Fawcett and Dekirmenjian,
1972; Schildkraut, 1973).

It remains to be seen whether hysteroid dysphoria (Klein, 1974) is
characterized by high platelet MAO activity. Also, whether premenopausal
women with high platelet MAO activity (K1aiber et al., 1979) show. a more
favorable therapeutic response to MAOI than cyclic antidepressants. Similarly,
it remains to be seen whether the high MAO group, consisting of patients with
depressive anxiety states, which has been found to be responsive to treat-
ment with monoamine oxidase inhibitors would correspond with neurotic
depression, referred to as dysthymic disorders in the DSM-III (Robinson et
al., 1973). Recent findings, indicating a linear relationships between 24
hour urinary free cortisol excretion and high MAO activity and high MAO
activity and DST nonsuppression (Schatzberg et'al., 1983), are at variance
with this contention.

There is no evidence that low CSF-HVA concentrations (signifying a
low dopamine turnover rate in the CNS) will identify patients with "vital
depression," but there are indications that it might correspond with the
diagnostic subtype of unipolar depression referred to as retarded or non-
participatory (Post et al., 1978; Van Praag, 1977). Similarly, although
there is no evidence that low CSF-5HIAA concentrations (signifying low
serotonin turnover rate in the CNS) will identify patients with "endogenous
depression," there are indications that low S5HIAA concentrations especially
if associated with low CSF magnesium levels (Banki et al.,‘1985), may cor-
respond with the diagnostic subtype of unipolar depression referred to as
suicidal or self-torturing (Asberg, Thoren and Trackman, 1976; Lidberg et

al., 1985). It remains to be seen whether these new diagnostic end-points
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can be translated into differential therapeutic'responsiQeness to antidepres-
sants accessible for clinical use. If they are valid, nomifensine, a dopa-
minergic substance should be more efficacious than other cyclic antidepres-
sants in nonparticfpatory depression. Also, fluoxetine, fluvoxamine, trazodone,
and citalopram, all serotoninergic substance, should be more efficacious than
other cyclic antidepressants in the treatment of self-torturing depression.

Finally and more recently, there are indications that DST nonsuppression
might correspond with the diagnostic subtype of unipolar depression, referred
to as psychotic (delusional) or suspicious (Rothschild et al., 1983). The
delusional-psychotic symptoms in these patients are attributed to the hyper-
cortisolemia induced increase in dopaminergic activity, Hypercortisolemia
was found to be associated with DST nonsuppression (Schatzberg et al., 1983)
and dexamethasone, similar to other steroids, was found to produce pronounced
increases of unconjugated dopamine levels in human plasma as well as specific
areas (such as the nucleus accumbens) in the rat brain (Rothschild et al.,
1983). This is in line with the findings that patients with suspicious
depression require a combination of a cyclic antidepressant and an anti-
psychotic or a dibenzoxazepine, such as amoxapine, which through its hydroxy-
lated metabolite combines antidepressant with antipsychotic effects.

Simul taneously with the recognition of. the pdssibTe underlyina patho-
mechanism of suspicious-delusional depression, a family genetic study has
provided support for the validity of this diagnostic subtype of unipolar
depression. In the study of Prusoff et al. (1983), the relatives of delu-
sional probands were 1.5 times more likely to have major depression than
were the relatives of the nondelusional probands and 3.5 times more likely
to have major depression than the relatives of normal controls. More impor-

tant, there was some evidence for specificity of transmission; 37% of the
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depressed relatives of the delusionals had delusional depression themselves
compared to 19 percent of the relatives of the nondelusionals.

Mania and Euphorias

The other cross-sectional syndrome encountered in manic-depressive il11-
ness is mania. It is considerably less frequent than depression, although
there are no reliable figures on its incidence and/or prevalence.

One of the best description of the pure manic syndrome was given by
Jaspers (1963). According to him the syndrome in its pure form is charac-
terized by "a primary, unmotivated and superabundant hilarity and euphofia,
by psychic changes towards a flight of ideas and an increase in possible
associations." This superabundant hilarity or "feeling of delight in life"
is accompanied by "an increase in instinctual activities; increased sexu-
ality; increased desire to move about; pressure of talk and pressure of
activity." The massive associations at the patfent's disposal make him
look witty and sparkling but “render him at the same time superficial
and confused." Furthermore, "physically and mentally patient feels that
he is extremely healthy and strong. He thinks his abilities are out-
standing. With unfaf]ing optimism he will contemplate all things around
him, the whole world and his own future in the rosiest of lights.
Everything is as bright and happy as can be. His ideas and thoughts all
agree on this point most harmoniously; to any other idea he is wholly
inaccessible."

Pure mania in the ideal form is extremely rare. Therefore, as early

as 1899 Weygandt separated a number of components, such as hilarity
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(affective), flight of ideas (cognitive) and pressure of movements (adaptive)
which he considéred the structural elements of mania. Integrating these
‘structural elements in different possible constellations he identified a

number of different syndromes, such as the syndrome of "unproductive mania"
which consists of hilarity and pressuke of movement with retardation of

thought and the syndrome of "manic stupor" which consists of hilarity and
retardation of movement with retardation of thought.

By combining structure analysis with a holistic approach, Leonhard

(1979) recognized that the illness referred to as mania consists of a num-

ber of different clinical syndromes of which only one, pure mania corresponds
to some extent with the original concept. However, and in contradistinction

to Weygandt, he considered the triad of motiveless (incomprehensible) elated
mood, psychomotor excitation and flight of ideas with pressured speech as the
cardinal symptoms of pure mania. The extreme decisiveness with premature decisions
and exaggerated self-esteem with feelings of competence were perceived as
-secondary phenomena to the cardinal-primary symptoms. By shifting the emphasis
to the unipolar-bipolar dimension Leonhard separated the manic syndrome of
bipolar manic melancholic illness from unipolar pure mania. Similarly, by
recognizing the importance of the overall clinical picture, whether simple
(monomorphous) or multifold (polymorphous), he separated unipolar pure mania from
unipolar pure euphorias, i.e., nonparticipatory, unproductive, hypochondriacal,
enthusiastic and confabulatory. These unipolar pure euphorias are prevailingly
affective diseases, while pure mania is a disease in which thought and desire
are also obligatorily disturbed. Furthermore, Leonhard brought to attention
cross-sectional distinguishing features between the bipolar and the unipolar
forms of mania; He suggested that the bipolar forms display a more colorful

appearance. They vary not only between the two poles, but in each phase offer
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different clinical pictures. The same does not apply to the unipolar form
which is characterized by a syndrome not associated or even transiently
related to any other forms and recurs in patients with a periodic course
with the same symptomatology (Figure 9).

The five distinct subtypes of pure euphoria are named for their pre-
vailing clinical features. Affective-mood changes prevail in all subtypes.
However, in two of them, i.e., in unproductive and nonparticipatory, motor-
adaptive structures and in three of them, i.e., enthusiastic, hypochondriacal
and confabulatory, perceptual-cognitive structures are also affected. Of the
five subtypes ‘unproductiver euphoria is characterized by motiveless feel-
ing of happiness with radiant facial expression and poor thematization;
hypochondriacal euphoria by hypochondriasis with homonom bodily hallucina-
tions and cheerful complaintativeness; enthusiastic euphoria by exaggerated
self-esteem with excessive happiness and a desire to make others happy;
confabulatory euphoria by confabulations with recounting happy experiences
and lively talkativeness; and nonparticipatory euphoria by lack of feelings
of sympathy with impoverishment of emotions and will. Pure mania usually
ends within a brief period of time, but pure euphorias tend to be chronic.
On the other hand, similar to pure mania, pure euphorias completely remiss
between episodes, even if the duration of the episodes is pro]onged.

ICD-9 distinguishes three types of mania and DSM-III two types. The
three types of the ICD-9 include manic depressive psychosis manic type,
manic depressive psychosis circular type but currently manic, and other
non-organic psychosis excitative type. Corresponding types in the DSM-III
are bipolar disorder manic and cyclothymic disorder. There is no corres-
pondence between Leonhard's manic subtypes, adopted in the DCR and manic

diagnoses in the ICD-9 and DSM-III.
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Figure 9
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In spite of substantial evidence that antipsychotics are equally as
effective as lithium salts in controlling an acute manic episode, there is
an increasing consensus that lithium salts are the treatment of choice in
manic patients. Nevertheless, it is unwise to undertake treatment with
1ithium before some behavioral control and cooperation is attained by the
parenteral administration of an antipsychotic drug, because of the metabolic
imbalance created by the frequently insufficient food, fluid, and in particular
salt intake (Ban and Hollender, 1981; Shaw, 1979). Another important obser-
vation is that a considerable proportion of patients with a manic syndrome
do not respond to either 1lithium salts or antipsychotic drugs given within
the therapeutic dosage range. Some of these patients remain refractory
even to combined treatment.

The differential therapeutic response to lithium salts and/or anti-
psychotics favors the contention that patients with a manic syndrome are
a biologically heterogenous population. Nevertheless, no systematic attempt
has been directed to identify the patient population showing a favorable
response to lithium salts and/or antipsychotics. There are indications,
however, that the lithium responsive population is the one which displays
a nonsystematic picture, i.e., pure-mania, with prevailing manifestations
in the perceptual-cognitive, relational-affective and motor-adaptive psycho-
pathological structures simultaneously, while the 1ithium refractory popu-
lation is the one which displays systematic pictures, i.e., pure euphorias
with prevailing manifestations in two of three psychopathological struc-
tures. In view of the insufficient therapeutic response in a considerable

proportion of patients several different experimental therapeutic approaches
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have been tried. Included among them are treatment with the serotonin

agonist, fenfluramine (Murphy, Campbell and Costa, 1978) and treatment

with serotonin antagonists such as methylsergide, cinansepin and p-chloro-
phenylalanine (Ananth, 1976). Included also are treatment with g-adrenergic
blockers, such as oxprenolol and propranolol (Atsmon and:Blum, 1978; Velk

et al., 1972); treatment with anticonvulsants such as carbamazepine and

valproic acid (Okuma, Kishimoto and Inone, 1973); and treatment with methyl-
dopa, a false norepinephrine neurotransmitter (Mosher, Klerman and Greany, 1966).
Al1 these experimental approaches are of questionable clinical value. None

of them has been validated in properly designed clinical experiments.

Substantial evidence indicates that reserpine, a Rawolfia alkaloid, is
a therapeutically effective agent in a substantial proportion of patients.
To attain optimal therapeutic effects dosages as high as 20 mg per day may
need to be prescribed. There are some indications that the effectiveness of
reserpine is restricted to bipolar patients and to patients with pure mania.
However, in the course of reserpine treatment there might be a shift to
depression from mania in bipolar patients (Ban, 1969). Since the same does
not apply to patients with pure mania, reserpine may be a useful agent for
the separation of bipolar mania from pure unipolar mania.

Because reserpine, with therapeutic effect in mania, has central
cholinominetic properties, while imipramine, with therapeutic effect in
depression, exerts central anticholinergic effects, it is hypothesized that
a given affective state may represent a balance between central cholinergic
and adrenergic activity, with depression being a disease of cholinergic and
mania a disease of adrenergic dominance (Janowsky et al., 1972). In favor
of these contentions are the findings that physostigmine, a substance that

interferes with the breakdown of acetylcholine via enzyme inhibition, has
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rapidly controlled mania in a clinical study, and induced depression in
marijuana intoxicated patients. In favor also is the finding that
physostigmine-induced depression can be reversed by the administration of
atropine, a standard anticholinergic drug (Ban, 1974).

In view of the differential therapeutic response to drugs in manic patients
it seems that the manic syndrome consists of a biologically heterogenous
population, Because drugs with different action mechanisms have been shown
to produce favorable therapeutic effects in some patients, there is no good
reason to believe that studying the action mechanism of these drugs will

provide clues for a better understanding of the pathomechanism of "mania."

Schizophrenic Psychoses

From Dementia Praecox to Schizophrenia

The first clinical description of patients, who were to be diagnosed
later as schizophrenic, was in Morel's (1853) Etude Cliniques in which he
described "young mental patients" with a particular kind of sudden degen-
eration. However, it was only seven years later in 1860 (in his Traite des
Maladies Mentales) that he termed this "sudden immobilization of all the
faculties" as “demente precoce."

The concept of "demence precoce" remained dormant until Kraepelin (1893),
in the fourth edition of his textbook, brought together the syndromes of
hebephrenia, described by Hecker (1871), catatonia, or tension insanity
described by Kahlbaum (1874), and dementia paranoides (which was singled
out by him from the vast range of paranoias, under the heading of "psycho-
logical degeneration processes"). Subsequently in the fifth edition (1896)
he characterized this "group of clinical conditions" by its "peculiar destruc-
tion of internal connections of the personality and a marked damage of

emotional life." Because patients belonging to this group of illnesses
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showed considerable resemblance to what Morel (1852, 1860) described under
the term “"demence precoce," Kraepelin adapted the term "dementia praecox"
and used it three years later.in 1899, to designate a single disease pro-
gressing towards "psychic enfeeblement” rthat manifests in three forms--hebephrenic,
catatonic and paranoid. In the seventh edition {1904) of the” textbook,
the paranoid type of dementia praecox included Magnan's (1893) "delire chronique.”
In the eighth edition (1909-1915), a distinction was made between the paranoid
form of dementia praecox proper and other "paranoid deteriorations" referred
to as "paraphrenias" (Pichot, 1983). In the paraphrenias, in contradistinc-
tion to dementia praecox disorders of emotion and volition, even if present,
are not marked. To comply-with the new definition, "delire chronique" was
transferred to the paraphrenias (Pichot, 1983). For Kraepelin this separa-
tion remained valid on clinical grounds, It was Mayer (1921) who later cub-
sumed paraphrenias under the heading of the schizophrenias.

Thus, in the eighth edition of his textbook, Kraepelin put forward a
completely different subdivision of the group of disorders he subsumed
under "dementia praecox." The new classification distinguished among 10
different forms, i.e., dementia simplex, silly deterioration (lappische
Verblgaung), depressive deterioration, d2pressive deterioration with delu-
sional formations, circular forms, agitated form, periodic form, catatonia,
paranoid form and schizophasia, It was also in the eighth edition that
Diem's (1903) concept of "dementia simplex" was adapted and in which "silly
deterioration" was substituted for "hebephrenia."

The changes proposed in the eighth edition remained isolated from the
main stream of psychiatry. Instead, it is the classification from the
fifth edition which distinguishes three forms--hebephrenic, catatonic and
paranoid--that is - usually attributed to Kraepelin. This classification

and diagnostic approach was operationalized by Landmark (1982).
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By replacing Kraepelin's nosological hypothesis by a pathogenetic one
and the term "dementia praecox" with the term "schizophrenia," Blueler
(1911) confirmed and consolidated the concept. He defined schizophrenias
as a "group of psychoses," characterized "by a specific type of thinking,
feeling and relation to the external world" which "appears in no other
disease in this particular fashion." Accordingly, Bleuler distinguished
between the "fundamental" and the "accessory" symptoms of schizophrenia
and asserted that the fundamental symptoms--loosening of associations,
inappropriateness of affect, ambivalence and autism (réferred to as the
four-A's)--are exclusive to schizophrenia, while the accessory symptoms occur
in other psychiatric conditions as well. Furthermore he assumed that the
"primary symptoms" of schizophrenia--disturbance of associations, affective
changes (possibly), hallucinations (possibly), stereotypes and physical
disorders (such as vasomotor and pupillary changes)--were the direct expres-
sions of the brain disease, while the secondary symptoms were derived from
the primary pathological phenomena (see Appendix XVII, Table I). With
consideration to "fundamental" and "accessory," as well as “"primary" and
"secondary" symptoms Bleuler distinguished among four types of schizophrenia,
simple, paranoid, hebephrenic and catatonic.

In the DAS, based on the DCR (Petho, Baﬁ, Kelemen et al., 1984), sub-
stantiation of a diagnosis of schizophrenia is carried out by the evalua-
tion of 10 variables. The variables include symptoms whiciL can be present
in any psychosis (de]usions,\ha11ucinations) and. variables which are specific
to schizophrenia, such as catathymic evolvement of symptoms, and dissocia-

tion among perceptual-tbgnitivey relational-affective
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and motor-adaptive functions (split). The other variables are: formal

thought disorder that disturbs comprehensibility (primary incoherence,

tangential thinking, blocking, derai]ﬁént, desultory thinking and/or onomato-

poesis), affective changes (blunted, inadequate and/or inappropriate) and
personality changes (abandonment of habits, change in life style, incom-
prehensibility of behavior and/or autistic behavior). Additional pre-
requisites are clear consciousness, the absence of holothymic evaluations,
and the consistent presence of psychopathology fon at least two weeks.

Diagnoses corresponding to schizophrenic psychoses of the DCR are
schizophrenic psychoses in ICD-9 and schizophrenic disorders and schizo-
phreniform disorders in DSM-III.

In ICD-9 the diagnosis of schizophrenic psychoses is not restricted to
disorders running a protracted, deteriorating or chronic course. It is not
made ‘however, unless.thére is, or has been évddénce during the same illness
characteristic disturbance of thought, perception, mood, conduct or per-
sonality. In contradistinction to the DAS criteria, however, in ICD-9 con-
siderable emphasis is placed on disorders of the ego, such as the sense of
being controlled by alien forces and that one's thoughts, feelings and acts

are known to or shared by others. There is also greater emphasis placed on

explanatory delusions, e.g., that natural or supernatural forces are at work

and responsible for patient's clinical state.

DSM-III criteria of schizophrenic disorders correspond also with DAS

for a

criteria. In certain respects, however, the diagnosis is restricted in that

the illness needs to occur before age 45 and continuous signs of the dis-

order must be present for at least six months. When the duration of illness

is longer than two weeks but shorter than six months, the diagnosis in DSM-III

is schizophreniform disorder.
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In spite'of_its high, almost 1 percent prevalence rate in the general.
population--and the recognition that the lifetime risk for children of
schiiophrenics is approximately 15 times higher than that of the 0.86 per-
cent in the general population--there are no generally accepted critefia for
the diagnosis of schizophrenia (Tsuang and Vandermey, 1980). The most fre-
quently employed clinical and/or research criteria were surmarized by Berner
et al. (1983) in Diagnostic Criteria for Schizophrenic and Affective Psy-
choses. They included Schneider's (1957) First Rank Symptoms, the St. Louis
Criteria (Feighner et al., 1972), the New Haven Schizophrenia Index
(Astrachan et al., 1972), the Flexible System for the Diagnosis of Schizo-
phrenia (Carpenter, Strauss and Bartko, 1973), the Present State Examination
Criteria (Spitzer, Endicott and Robins, 1978a and b), Taylor and Abrams Cri-
- teria (Taylor and Abrams, 1978; Taylor, Redfield and Abrdms, 1981), the
French Empirical Criteria (Pull, Pull and Pichot, 1981), and the Vienna
Research Criteria (Berner and Katschnig, 1983) (see Appendix VII, Tables II
to V). In view of the difficulties encountered in identifying generally
acceptable criteria for the diagnosis of schizophrenia and contributions
of recent investigations, especially by Pope and Lipinski (1978), Koehler
(1979), Pope et al. (1980) and Berner (1982), it has been suggested'that
schizophrenic symptoms have "no differential diagnostic weight for distin-
guishing between schizophrenia and cyclothymia" (referring to affective
psychoses) (Berner et al., 1983). If this assumption could be substantiated
by further evidence, Jaspers' (1913, 1946) hierarchical diagnostic principle
would be reversed., Or in other words, diagnosis would not be determined by
the pathology at the "deepest level" and therefore in case of the presence
of both affective and schizophrenic symptoms the presence of schizophrenic

symptamns would not outweigh the presence of affective ones.
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From Schizophrenia to the Schizophrenias

The first information on the natural course of schizophrenia dates back to
Kraepelin (l89§,<]91§) who ‘described dementia priecox as a disease which as a
rule is progressive particularly in regard to emotional deterioration. In
a few cases the process may come to a standstill. Some of the symptoms may
even disappear. Far more commonly, however, the outcome is profound deterio-
ration, Accordingly, Kraepelin's figures for a group of inpatients at the
Heidelberg Hospital showed that of the 12.6 percent who had a complete remis-
sion first, 8.5 percent relapsed three to six years later: and only 4.1 per-
cent remained well, The figure of 12.6 percent could be raisedvto 13.3
percent by adding to it all the cases with only a mild defect and to 17
percent by extending it to all the cases that would live a more or less
socially adjusted 1ife independent of the degree of defect (Hoenig, 1967).

On the other hand, 70 percent of Kraepelin's dementia praecox patients
deeply deteriorated.

The three crucial figures of Kraepelin on the natural
course of schizophrenia: are full recovery, 4.1 percent; social remission,

17 percent; and deterioration, 70 percent. It is interesting to note the
little variation in these figures during the prepsychopharmacological era.
Thus, Evensen (1904) in his first study reported 15 percent Social remissions,
a figure somewhat lower than Kraepelin's. His sample consisted of male
schizophrenics younger than twenty-six years first admitted to the Gastaud
Hospital between 1887 and 1896, -. The evaluation was based on a five- to
fifteen-year follow-up. After a similar follow-up peridd.on a sample of

815 schizophrenic patients discharged from the Gastaud Hospital between

1915 and 1929, Evensen (1936) found that 23 percent of the patients were

self-supportive or in social remission. This was a modest improvement to
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his own and also to Kraepelin's earlier figures. Similar to Kraepelin's

are Langfeldt's (1937) figures based on a seven- to thirteen-year follow-up
study of 100 schizophrenic patients. In his sample, 66 percent were uncured
or worse (just 4 percent less than in Kraepelin's) and 17 percent were com-
pletely recovered. When this 17 percent was broken down further, however,
14 percent consisted of patients with an atypical--so-called schizophreni-
form--clinical picture. Taking off the 14 percent of patients with schizo-
phreniform psychoses leaves 3 percent full remission, which is only slightly
lower than Kraepelin's figure (Hoenig, 1967).

The observation that schizophrenic disorders do not always follow an
unfavorable course led Langfeldt (1937, 1939, 1956, 1960, 1969) to the identi-
fication of criteria which could distinguish between a bona fide "process
schizophrenia” with a bad prognosis and "schizophreniform psychoses" with a
good prognosis. This separation has been substantiated by the work of
Stephens, Shaffer and Carpenter (1982) and Vaillant (1964).

Recognition that schizophrenic disorders do not always follow a deterio-
rating course led to the distinction between schizophrenic and schizophreni-
form psychoses by Langfeldt (1939, 1956). Recognition that schizophrenic
disorders-do not always follow a similar course led to the differentiation
of continuous schizophrenia, periodical (recurrent) schizophrenia and shift-
like progressive schizophrenia by Snezhnewski (Nadzharow, 1967; Snezhnewski
and Vartanian, 1971).

Langfeldt's and Snezhnewski's contributions are based on a three-
dimensional model of schizophrenia with careful consideration to the first
three developmental stages. Most recently, Crow (1980) on pragmatic grounds
but with consideration to findings in clinical psychopharmacology and brain

imaging, proposed that distinction should be made within the schizophrenias
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between a Type I syndrome, characterized by positive symptoms, i.e., abnormal
psychological features such as delusions, hallucinations and thought dis-
order, and a Type II syndrome, characterized by negative symptoms, i.e.,
diminished or absent normal functions, such as flattening of affect, poverty
of speech and loss of volition.

It should be noted that Kraepelin (1919), who developed the concept of
schizophrenia by pooling together a number of different clinical syndromes
on the basis of their time course, was not unaware of thé heterogeneity
within the schizophrenic population. He distinguished among nine different
end-states of the disease, ranging from severe deterioration with flattened
affect, through prevailing confusion of speech, complex hallucinatory experi-
ences or systematized delusions to mild, nonspecific impairment, or full
remission (see Appendix VIII, Table I).

The most important contribution to our urderstanding of these hetero-
genous end-states of “"schizophrenia" are those of Kleist (1923, 1960) and
Leonhard (1957, 1979). In the course of a four dimensional analyses of psycho-
pathological symptoms, course of illness and outcome pictures in a large number
of schizophrenic patients, both Kleist and Leonhard have concluded that schizo-
phrenia consists of two distinct populations (groups of disorders) referred
to as typical (Kleist) or systematic (Leonhard) and atypical or nonsystematic,
and that, each population consists of a number of different illnesses,
which have different end-states (subtypes). The two populations, but not
the different end-states, are easily distinguishable on the basis of the
course of the schizophrenic process. In the nonsystematic schizophrenias,
the intermittent periodicity resembles manic depressiveiillness, and in the
systematic schizophrenias, the "down-hi11" course resembles organic
‘dementias. Since Kleist (1960) believed that each subtype is the result

of a specific impairment in a different neurological system, he asserted
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that the schizophrenias are diseases of the brain which may affect several
different neurological systems (atypical), or are confined (localized) to
one neurological system (typical) (Table XII). Leonhard, on the other hand,
emphasized possible genetic differences among the subtypes, and the func-
tional rather than the morphological nature of the various disorders

(Table XIII).

There was Tittle, if any, interest in this complex classification of
schizophrenias prior to, and immediately following, the introduction of
neuroleptics. Prior to,this was probably due to the lack of effective
treatment,while after the introduction of neuroleptics it was probably due
to the belief that neuroleptics are the treatment of choice for all schizo-
phrenics. With the recognition that not every schizophrenic benefits
equally well from neuroleptics and that long-term neuroleptic administration
may induce serious adverse effects such as tardive dyskinesia, skin pig-
mentation and ocular changes, there has been a resurgence of interest in

Leonhard's classification of chronic schizophrenias (Ban, 1982). Much impetus

for the revival was attributed to Fish (1958a and b, 1962, 1964a and b) who
classified a chronic schizophrenic population on the basis of Leonhard's
criteria. He found the subtypes to be of clinical relevance and useful in

the identification of patients therapeutically responsive to neuroleptics.
Further interest in Leonhard's system was generated by Astrup (1959, 1962,
1979). He employed a special test battery, consisting of word associations,
motor-conditional reflex, defensive finger withdrawal and several other tests,
and was able to identify differences in performance and in level of deteriora-
tion among different subtypes of schizophrenia. Furthermore, Ey (1958, 1959)
in France and Sarro Burbano (1957) in Spain found no difficulties in employ-

ing Leonhard's classification in their patients.
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Diagnostic
Categories

Typical

Atypical

Hebephrenias

Catatonias

Paranoias

Paraphrenias

Confusiophrenias

Silly hebephrenia
Depressive hebephrenia
Apathetic hebephrenia
Autistic hebephrenia

Negativistic catatonia
Proskinetic catatonia
Akin€tic catatonia
Stereotyped catatonia
Parakinetic catatonia
Speech-inactive catatonia
Speech-prompt catatonia

Progressive somatopsychosis

Progressive autonsvchosis

Progressive confabulosis

Phantasiophrenia

Progressive influence psychosis

Progressive inspiration
psychosis /

Incoherent schizophrenia

Paralogical schizophrenia
Schizophasia

Iterative catatonia

Circumscribed delusional
psychosis

Progressive signification
psychosis

Progressive self-reference
psychosis

Shift-1ike confused
schizophrenia

Kleist's (1923, 1957) classification of schizophrenias; 26 subtypes, belong-

ing to five categories and two major .

(typical and atypical) groups of

disorders. Adapted from Silveiira‘'s (1961) presentation at the Third World
Congress of Psychiatry.
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Table KIII
_ Schizophrenias
Nonsystematic - Systematic
- Paraphrenias ‘Hebephrenias Catatonias
Affect-laden paraphrenia Phonemic Autistic Parakinetic
Cataphasia Hypochondriacal Eccentric Proskinetic
Periodic catatonia Confabulatory Shallow Speech-prompt
Expansive Silly Speech-inactive
Fantastic ‘ Manneristic
Incoherent Negativistic

Leonhard‘s (1957, 1979) classification of schizophfenias.
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However important Leonhard's classification is, it is difficult to apply
because of the practical problems involved in using a complicated system.
In an effort to simplify the task, Fish (1964b) devised a guide for the
assignment of patients to specific subtypes. Recently another guide has
been developed by Ban (1982) (see Appendix IX, Tables I and II).

Nonsystematic vs Systematic Schizophrenias

Within Leonhard's (1979) classification of endogenous psychoses non-
systematic and systematic schizophrenias represent two distinctly different
groups of disorders. Nonsystematic schizophrenias are characterized by
rapid onset, multiform clinical ménifestations, intermittent episodic course
and relatively favorable outcome with usually mild defect and relatively
good working ability. 1In contrast, systematic schizophrenias are char-
acterized by insidious onset, simple clinical manifestations, processual-
progressive course and usually unfavorable outcome with moderate to marked
defect and considerably impaired working ability. Another distinguishing
feature of the two populations is "double-entry bookkeeping," which if
present designates a systematic population. In patients of the non-
systematic population the whole personality is transformed by the psychosis
while affectivevresponses remain relatively well preserved (Ban, Guy and
Wilson, 19843).

Furthermore, the two schizophrenic populations differ also in respect
to cross-sectional psychopathology, and not only in terms of onset, course
and outcome. Prevalent among the varied (diffuse) psychopathological mani-
festations in patients with nonsystematic schizophrenia are dysthymic
and/or hyperthymic mood changes, hallucinations, emotionally loaded delu-
sions and/or multiform catatonic activity. Outcome is characterized by

residual symptoms such as blunted affect, circumstantial or vague speech,
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impaired role functioning, peculiar behavior, social withdrawal and/or
unusual social experiences. In contrast, prevalent among the specific (cir-
cumscribed) psychopathological manifestations in patients with systematic
schizophrenias are hallucinations with or without hallucinatory excitements,
delusions without emotional loading and/or simple catatonic activity, such
as ambitendency, automatic obedience, cooperation in movements, mannerisms,
mutism, negativism, parakinesis, posturing, proskinesis, rigidity, stereo-
typy, and/or waxy flexibility. Outcome is characterized by clinical and/or
personality defect.

Systematic Schizophrenias

Within Leonhard's conceptual framework, acute psychotic exacerbations
may be seen as dissociations among three psychopathological structures--
perceptual-cognitive, emotional-affective, and motor-adaptive--with each
exacerbation resulting in a gradual "regression" and transition from a higher
to a lower level of functioning in one of the structures,

Thus, primarily on the basis of the course of the illness, Leonhard dis-
tinguished between a systematic and a nonsystematic schizophrenic population.
By employing a structure analysis of the clinical features, he divided the
systematic population into three categories. They are catatonias (disorders
with prevailingly motor-adaptive psychopathologies), paraphrenias (disarders
with prevailingly percep*ual-cognitive psychopathologies) and hebephrenias
(disorders with prevailingly relational-affective psychopathologies).

Finally, by careful phenomenological exploration of the subjective
experiences of his patients and meticulous psychopathological assessment of
their objective manifestations, Leonhard identified 16 subtypes within the
systematic population. There are six catatonic (parakinetic, proskinetic,

speech-prompt, speech-inactive, manneristic and negativistic), six paraphrenic
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(phonemic, hypochondriacal, confabulatory, expansive, fantastic and inco-
herent) and four hebephrenic (autistic, eccentric, shallow and silly) sub-
types (Table XIV).

Systematic Catatonias

The six subtypes of systematic catatonia represent different stages in
the level of deterioration in motor-adaptive structures. It includes
patients with a relative excess and a relative deficiency in activities.
Relative ercess of activity may appear as unnatural-awkward voluntary ard
Jjerky involuntary expressive movements with facial grimacing in parakinetic
catatonia; obedient answering but talking beside the point (Vorbeireden)
with an empty facial expression in speech prompt catatonia; and’autonomic
obedience with a monotonous mumbiing speech in proskinetic eatatonia. In
contrast, the relative deficiency of activity appears as improverished
speech, such as mutism or delayed and slow repl%es in speech-inactive cata-
tonia; impoverished involuntary motor activity, such as waxy flexibility or
stiff movements and posturing in manneristic catatonia; and an active striving
against all attempts at making contact in negativistic catatonia. Thus, among
the systematic catatonias negativistic catatonia seems to be the opposite of
proskinetic catatonia, manneristic catatonia the opposite of parakinetic
catatonia, and speech~inactive catatonia the opposite of speech-prompt
catatonia.

In the differentiation among the subtypes of the catatonic category,
most revealing are psychopathological symptoms related to speech. Thus,
speech-prompt catatonics respond promptly and without delay. However, they
do not show spontaneous loquaciousness and their voluble speech in respond-
ing to questions lacks meaningful content. While negativistic catatonics may

give partial answers, manneristic catatonics frequently do not talk at all.
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There is a jerky pattern of speech with short ungrammatical sentences in
parakinetic catatonia; murmuring, and verbigeration in proskinetic catatonia;
and a continuous whispering to hallucinatory experiences in speech-inactive
catatonia. Although opposition (Gegenhalten) is seen in manneristic cata-
tonia, cooperation (Mitmachen) and grasping (Mitgehen) are exclusive for
proskinetic catatonia. Abnormal postures, such as generalized rigidity,
waxy flexibility (Ha]tungsverharren), and the so-called "psychological
pillow," a manifestation of opposition, are pathognomonic for manneristic
catatonia; waxy flexibility may also occur in speech prompt catatonia.
Abnormal spontaneous movements are widespread in this category; grimacing i
is characteristic of parakinetic catatoniay: handling and intertwining of
proskinetic catatonia; stereotypes of proskinetic and manneristic catatonia
and impulsive action of manneristic and negativistic catatonia. While speech
prompt and proskinetic catatonics turn toward the examiner in an exaggerated
manner (adversion), speech-inactive catatonics turn away (aversion), although
true negativism is present only in negativistic catatonia.

Differential characteristics among the systematic catatonias are almost
exclusively based on the differential motor and speech patterns of the
subtypes. Pathognomonic of the negativistic subtype is the.association of
blunted affect with negativistic excitement, and of the manneristic subtype
the association of hard mannerisms with well retained affectivity and lack
of hallucinatory and delusional experiences.

Systematic Paraphrenias

The six subtypes of paraphrenia represent different levels of deteriora-
tion in perceptual-cognitive structures. The subtypes are on a continuum of
severity from phonemic and hypochondriacal through expansive, confabulatory

and fantastic to incoherent. With the increase in formal disorder of
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thinking, there is a corresponding decrease in working ability. Further,
there is a shift in affectivity from blunting (phonemic), through depression
(hypochondriacal) to meaningless euphoria (expansive, confabulatory and
fantastic). Accordingly, in phonemic paraphrenia, verbal hallucinations
commenting on, or talking to the patient are associated with a somewhat
"wooly" thinking, while in incoherent pafaphrenia, representing the opposite
end of the continuum, massive auditory hallucinations are accompanied by
confusion of thinking, incoherence of speech and disordered behavior. In
hypochondriacal paraphrenia, the subtype closest to phanemic paraphrenia, verbal
hallucinations, fragmented into disconnected phrases, are associated with
bizarre bodily hallucinations and a corresponding irritable, morose, and
dissatisfied mood, while in fantastic paraphrenia, the subtype closest to
incoherent paraphrenia, the severe derailment of thinking falls only some-
what short of conceptual disorganization. The patient's mental life is
almost totally occupied by fantastic delusions and mixed (auditory, visual,
bodily, and not infrequently scenic) hallucinations. Compared to the fan-
tastic paraphrenic who lives in a world without boundaries of 1ife and death
(also without time and space), the expansive paraphrenic lives in the
physical world of man. Their haughty pose and corresponding grandiose delu-
sions distinguish these patients from the confabulatory paraphrenic, whose
vivid and detailed descriptions of alleged experiences appear as fairy tales,
especially when experienced as if they happened in dreams.

Fish (1964b) has brought to-attention that even in the pararhrenias auditory hal-
lucinations and/or delusions are not obligatory psychopathological symptoms.
Expansive and confabulatory paraphrenics do not hear hallucinatory voices;
incoherent paraphrenics do not develop delusions. If persecutory delusions

develop in phonemic and hypochondriacal paraphrenic patients they are never




163

primary, but secondary to their hallucinatory experiences. The nature and
content of hallucinations differ in the various subtypes of the paraphrenic
category. Hypochondriacal paraphrenics are seen to speak to voices at times;
incoherent paraphrenics speak to voices all the time. Furthermore, fantastic
paraphrenics often reveal, that they can hear and understand what birds
and inanimate objects say. Visual, scenic, and mass hallucinations, as
well as delusional misidentifications, are characteristic psychopathological
symptoms of patients with fantastic paraphrenia. Sexual bodily hallucina-
tions are characteristic psychopathological symptoms of patients with hypo-
chondriacal paraphrenia. Grandiose delusions are not encountered exclusively
in expansive paraphrenia; they may also be present{ih confabulatory,
and fantastic paraphrenia. On the other hand fantastic delusions are only
present in fantastic and possibly confabulatory paraphrenia. Patients
belonging to the different paraphrenic subtypes differ in their affect and
mood. In phonemic paraphrenia there is slight blunting of emotional
responses; in hypochondriacal paraphrenia blunted emotional responses are
associated with a somewhat depressed mood; and in expansive, confabulatory and
fantastic paraphrenia with euphoria. Probably most important, however, is
thét in phonemic and hypochondriacal paraphrenics the formal thought dis-
order is usually less severe than in:expansive paraphrenics; and while in
confabulatory and fantastic paraphrenics there is an interference with
thinking in incoherent paraphrenics goal directed processing of ideas is

not present at all.

| Differential characteristics among the systematic paraphrenids are
almost exclusively based on the nature of hallucinatory and/or delusional
experiences. Supplementing these are differences in the quality (formal

disorder) of patient's thinking and affective (mood) state.
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Systematic Hebephrenias

While the six subtypes of paraphrenia represent different levels of
deterioration of perceptual-cognitive structures, the four subtypes of hebe-
phrenia represent different levels of deterioration in emotional-affective
structures. On the other hand, similar to the paraphrenias, the four hebe-
phrenic subtypes are on a continuum of severity, as reflected in working
ability, from autistic and eccentric through shallow to silly. Parallel
with the continuum, there is a shift inmood from depressed and irritable
(autistic and eccentric) to cheerful and contented (shallow and silly).

Among the four subtypes, autistic hebephrenia is characterized by
active avoidance of all contact, off-putting verbal responses and stiff
face; eccentric hebephrenia by soft mannerisms, senseless stealing, and
hypochondriacal and querulous compalintativeness; shallow hebephrenia by
lack of ‘initiative and apathetic indifference and silly hebephrenia by
inane giggling, spiteful tricks and restless behavior. In spite of the
extreme flatness of affect and lack of initiative, there are episodic hallu-
cinatory excitements in patients with shallow hebephrenia. In the same way
as senseless hoarding is indicative of eccentric hebephrenia, hallucinatory
excitement is indicative of shallow hebephrenia.

Differentiation among the systematic hebephrenias is almost exclu-
sively based on the primary characteristics of the illness, such as immature
behavior (silly), emotional impoverishment (shallow), soft mannerisms
(eccentric) and empty autism (autistic). At least two of these subtypes
display episodic irritability and/or aggression (silly and autistic) and at
least two subtypes, episodic hallucinatory behavior (shallow and autistic).

Nonsystematic Schizophrenias

In his monograph on the Classification of Endogenous Psychoses, Leonhard

(1957,71979) asserts that the nonsystema tic schizéphrenias are one of the five




165

major groups of disorders within the endogenous psychoses and that "syste-
matic and nonsystematic schizophrenias have essentially nothing to do with
each other." In contrast to the systematic schizophrenias which show no
polarity, systematic schizophrenias are bipolar disorders which share common
features with the cycloid psychoses, a group of bipolar disorders per- '
€8ived by Leonhard as being on the continuum between the phasic-affective
type of psychoses and the schizophrenic type of psychoses.

Nonsystematic schizophrenias consist of three distinct disorders:
cataphasia, affect-laden paraphrenia and periodic catatonia. In cataphasia,
also referred to as schizophasia, there is a striking dissociation between
the disordered or confused speech and thought, and the well-perserved
behavior with an appropriate affective response (Kleist and Schwab, 1950). *

The clinical picture is analogous to-sciiizophasia described independently #5/
Kraepelin (1913) and:Kleist (1930, 1939):..Kraepelin pointed out a sévere con-
fusion ef~linguistic .expressions despite well ordered behavior, while Kleist |
emphasized the presence of neologisms and word-confusion, which rarely appear in
Kraepelin's description. Thus, in patients with cataphasia behavior is charac-
teristically more coherent than speech and responses to questions more understandable
than spontaneous speech production. While some patients with cataphasia

may display agitation, pressure of speech, confusion, asyntaxis, paralogia,
paragrammatism and/or neologisms, other patients may be taciturn and mute

and exhibit a dull and empty facial expression. Depending on the prevailing
manifestations cataphasia is subtyped into an excited and an inhibited form.

In affect-laden paraphrenia, which corresponds with Kraepelin's (1919)
paraphrenia systematica and Kleist's Qﬂw73r1957) progressive reference péychosig

pathology of affectivity plays a central role. Delusions or disorder of

thought content are secondary to the pathologically-changed affect.
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Verbalization of the de]usiongﬁ\materia] may lead to irritability, enthusiasm,
or, in some cases, to threatening verbal, attitudinal or physical behavior.
Thus, in contradistinction to cataphasia, in affect-laden paraphrenia there
are primary affective changes (anxiety, irritability, ecstasy) and secondary
delusions (reference, grandeur, fantastic, mixed) with a paralogical (or
logical) systematized (or non-systematized) delusional structure. Patho-
gnomonic of affect-laden paraphrenia is the fluctuating affective state with
emotionally charged delusions, i.e., strong delusional dynamics. Prevail-
ing manifestations are anxiety, irritability, delusions of reference and
fantastic delusions; or ecstatic mood and grandiose delusions; or a fluc-
tuating affective state with mixed delusions. Depending on the prevailing
clinical features affect-laden paraphrenia is subtyped into an anxious, an
ecstatic and a bipolar form,

In periodic catatonia, the third disorder of nonsystematic schizo-
phrenias, motor behavior is primarily diSturbed. There is an unusual mix-
ture of excitatory and inhibitory symptoms, associated with episodic hyper-
kinesia or hypokinesia. In extreme cases there is akinetic stupor. Char-
acteristically there is a decrease or increase of expressive and/or reactive
movements with a loss of harmony of natural movements. Other manifestations
include parakinesis, motor and postural stereotypy, impulsive acts, nega-
tivism, hyperkinesia, hypokinesia, akinesia and/or mixed kinesia. Depend-
ing on the prevailing clinical features periodic catatonia is subtyped
into an excited, an inhibited and a mixed form.

There is a strong similarity between the three disorders of non-
systematic schizophrenia and cycloid psychoses; cataphasia resembling con-
fusion psychosis, affect-laden paraphrenia resembling anxiety-elation

psychosis and periodic catatonia resembling motility psychosis. The signal
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difference between the two groups of disorders is related to outcome with
full recovery in cycloid psychoses and residual symptoms in the nonsys-
tematic schizophrenias (Ban, Guy and Wilson, 1984&).

In ICD-9 all schizophrenic disorders are grouped under schizophrenic
psychoses without distinguishing between the groups of nonsystematic and
systematic schizophrenias. Within this all embracing group of disorders
there are ten different types of schizophrenic illnesses described. Of these
ten types, there is some correspondence between the simple and hebephrenic
types of ICD-9 and the hebephrenic category of Leonhard; the catatonic type
of ICD-9 and the catatonic category including periodic catatonia of Leonhard;
the paranoid type of ICD-9 and the paraphrenic category of Leonhard; schizo-
affective type of ICD-9 and affect-laden paraphrenia of Leonhard. While
Leonhard's classification has no corresponding diagnoses for latent schizo-
phrenia, residual schizophrenia, other schizoph;enia and unspecified schizo-
phrenia, ICD-9 has no corresponding diagnoses for cataphasia and for any
one of the 16 subtypes of systematic schizophrenia (which are adapted in
the DCR).

Similar to ICD-9, in DSM-III also, all schizophrenic psychoses are
grouped : under schizophrenic disorders without distinguishing between the
groups of nonsystematic and systematic schizophrenias. In contradistinc-
tion to ICD-9, however, within this all embracing group of disorders there
are only five different types of schizophrenic illnesses. Of these five
types, there is some correspondence between the disorganized type of DSM-III
and hebephrenic category of Leonhard; catatonic type of DSM-III and catatonic
category, including periodic catatonia of Leonhard; and paranoid type of DSM-III
and pataphrenic category including affect-laden paraphrenia of Leonhard.

While Leonhard's classification has no corresponding diagnoses for the
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undifferentiated and residual type, DSM-III has no corresponding diagnoses
for cataphasia and for anyone of the 16 subtypes of systematic schizo-
phrenia.

. Treatment of Schizophrenic Disorders

Pharmacotherapy vs Other Treatments

Progress in clinical psychopharhaco]ogy has fiocused attention on the
heterogeneity of the schizophrenic: potplation. It has also revealed that
schizophrenia consists of at least two major groups of disorders. Research
in clinical therapeutics, however, has not gone beyond the.unitary concept
of schizophrenia. One possible reason for this is that for the therapeutic
management of the majority of schizophrenic patients, pharmacotherapy offers
higher reliability, easier accessibility, greater simplicity and fewer
hazards than any other treatments known today. Pharmacotherapy is certainly
the treatment of choice for acute and chronic schizophrenics in the community
where uncontrolled pathological behavior may be unaccgptable. It is also
usually the most effective means of shortening the patient's stayfih,the
hospital and of preventing future readmissions (Lehmann, 1975).

By now the superiority of pharmacotherapy over physical'treatments--
insulin-induced hypoglycemia and electroconvulsive therapy (ECT)--has been
shown convincingly (Heinrich, Kretschmar and Kretschmar, 1972). However,
ECT may still be tried if schizophrenic patients fail to improve after three
| months or more on pharmacotherapy. Similarly, there is substantial evidence
to believe that pharmacotherapy is superior to individual psychotherapy,
group psychotherapy, and milieu therapy (May, 1968). Nevertheless, a com-
bination of these therapies-with pharmacological treatment méy be more
effective than pharmacotherapy alone, especially during the rehabilitation

and maintenance phases of treatment (Hogarty et al., 1973). The same applies
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to behavior therapy which has been found useful primarily in the treatment
of chronic institutionalized schizophrenics (Liberman, 1971).

The pharmacological agents most specifically effective in schizophrenia
are the neuroleptic drugs, also referred to as antipsychotics or major
tranquilizers.

Pharmacotherapy with Anfipgychotic-Neuro]eg;icg

With the rapidly growing number of neuroleptics it has become increas-
ingly important that every new neuroleptic should have a better therapeutic
index and/or a different therapeutic profile than chlorpromazine, or any of
the other clinically used neuroleptic drugs. These therapeutic expectations
have not been fulfilled. To date all attempts to establish differential
clinical effects among neuroleptics have fallen short. In spite of this,
clinical observation indicates that a particular patient, unaffected by
a specific neuroleptic, may respond to another neuroleptic.

There are no predictors of therapeutic responsiveness to neuroleptics;
and there is no evidence for a relationship between biochemical changes and
therapeutic effects. There are indications however, that there is a relation-
ship between the changes in the principal urinary metabolites of indoleamines
and catecholamines and the side effects induced by neuroleptics. Decrease in
VMA is frequently associated with hypotensive manifestations, increase in
SHIAA with gastroenteral side effects, and increase in HVA with akinetic or
akinetic-hypertonic symptoms (Ban, 1973).

It is disappointing that there are no reliable clinical predictors of
therapeutic responsiveness to neuroleptics. In one study, thioridazine was
found to be therapeutically more consistently effective in patients with a

poor premorbid adjustment (Judd et al., 1970), while in another chlorpromazine
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was found to be more consistently effective in patients with a good premorbid
adjustment (Klein and Rosen, 1973). Similarly, in one study (Goldberg,
Klerman and Cole, 1965) the "withdrawal dimension" could be affected by
neuroleptic drugs only, while in another, the "negative (withdrawal) symp-
toms" such as blunted affect, poverty of speech, and social withdrawal were
found to respond to social therapies (Wing, Leff and Hirsch, 1973). Since
the "florid symptoms" of schizophrenia correspond with Schneider's (1957)
“first rank symptoms" (thought insertion, thought broadcasting, thought
withdrawal, delusional perceptions, delusions of control, auditory hallucina-
tions), the possibility has been raised that it is the."first rank symptams"
which can be controlled by neuroleptic drugs only. Nevertheless, Abrams

and Taylor (1973) found no relationship between the presence of "first

rank symptoms" and therapeutic responsiveness to neuroleptics.

In spite of the facts, that the percentage of "symptom free" schizo-
phrenic patients has not been increased by the intnoduétfon of neuroteptic
drugs and that the therapeutic changes have been confined to a shift from
the prevalence of "psychotic" to the prevalence of "residual symptoms"
(Kelly and Sargant, 1965), there is an impressive consensus that the treat-
ment of choice for schizophrenia is pharmacotherapy with neuroleptics
(Cawley, 1967). The lack of increase in "symptom free" schizophrenic
patients corresponds with the findings that the rate of remission has
remained essentially unchanged during the past 55 years (Kraepelin, 1899;
Simon et al., 1965), although the discharge rate from hospitals has con-
siderably increased. The increased discharge rate from hospitals,
regardless of the presence of psychopathological symptoms, may explain the
higher social remission rates found by Gross, Huber and Schuttler (1971)

and Hoenig and Hamilton (1966)--51 and 55 percent respectively--in their
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(eight- and four-year follow-up) studies carried out after the introduction
of new drugs. Nevertheless, the fact remains that social recovery in
Achte's (1961) four-year follow-up study on patients admitted between 1953-
1955, i.e., prior to the introduction of neuroleptics, 1is higher (65%)

than in these two reports.

Neuroleptics and Etiological Speculations

One of the most important contributions to schizophrenia research which
has resulted from psychopharmacologic progress is the verification that
schizophrenia consists of a biologically heterogenous population. In view
of this it is paradoxical that the most extensively explored biochemical
hypothesis, the DA excess hypothesis, deals with "schizophrenia" instead
of one or another subtype of the schizophrenias.

Dopamine Excess or Deficiency

The finding that "clinical potencies" (mg/kg therapeutic dose requirements
of neuroleptics) correlate well with binding affinities at DA2 receptors
prompted several laboratories to search for alterations in the levels of DA
and/or DA receptors in post-mortem brains of schizophrenic patients. As a
result, a significantly increased number of DA, receptors (Owen et al., 1978),
as well as a 50 percent increase in DA content was found in schizophrenic
brains (Bird et al,, 1977). There are indications, however, that the
increase in the number of DA, receptors may be related to prior treatment

with neuroleptic drugs.

In favor of the hypothesis that DA excess is related to the psycho~"
pathology in schizophrenic patients are the findings that schizophrenic
psychdpathology may be precipitated and/or aggravated by the administra-
tion of DA releasers, such as methylphenidate or ethanol. In favor also

is that the therapeutic effects of neuroleptics may be potentiated by add#ng
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substances which interfere with the formation and/or action of DA to the
treatment regime such as alphamethyl-paratyrosine (a specific tyrosine
hydroxylase inhibitor) or alphamethyldopa (a non-specific dopa decarboxylase
inhibitor) (Snyder, 1976). On the other hand and in variance with the DA
excess hypothésis are the findings that the time of onset of amphetamine
6sy¢hosis (which serves as the model psychosis for schizophrenia) coincides
more closely with DA depletion than with increased DA availability. In
variance also are fhe findings that in some schizophrenic patients, ampheta-
mine administration alleviates psychotic symptomatology and in others it
enhances the therapeutic effect of neuroleptics (Fukuda and Mitsuda, 1979;

Van Kammen et al., 1982). .
Prostaglandin:Deficiency or Excess

In keeping with the DA excess hypothesis, however, is the prostaglandin
(PG) deficiency hypothesis of schizophrenia. The 1ink between the two is
prolactin, a potent stimulator of PG synthesis. Since the release of pro-
lactin is controlled by DA, the neuroleptic-induced DA receptor blockade
produces prolactin excess and an increase in PG synthesis.

The hypothesis that schizophrenia is a PG deficiency disease is based
on observations that schizophrenic patients are relatively resistant to pain
and inflammation and are free of rheumatoid arthritis, a disorder in which
PG plays an important role. In favor of the hypothesis are findings that
PG antagonists, e.g., chloroquine, quinine, quinacrine, may, in high doses,
induce schizophrenic-like states, and that therapeutically effective neuro-
leptics stimulate the production of prolactin while drugs which nrecipitate
or aggravate schizophrenia, e.g., levodopa, cortisal, suppress secretion
and/or block prolactin effects (Horrobin, 1977). Further, in two pilot
studies, penicillin, which mobilizes dihomo-gamma-linotenic acid (DGLA)--
the rate limiting step in PGE] synthesis--has shown some therapeutic effects

in chronic schizophrenic patients (Chouinard,'Annable.and;Horrobin, 1978).
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Converse]y,.itwhas been squested that schizophrenia is a disease of
PG excess, i.e., the result of an excessive release of PGE] into the
" hypothatamus with an accompanying elevation of temperature (Feldberg ,
1976). Although Falloon et al. (1978) found no evidence that paracetamol--
a substance which reduces PGE, levels--had any therapeutic effect in acute
schizophrenic patients, Gjessing (1953) reported febrile episodes in two-
thirds of his special group of catatonic patients.

Endorphins: Excess or Deficiency

The g-endorphin excess hypothesis is in keeping with the PG deficiency
hypothesis. Terenius et al. (1976) found elevated g-endorphin levels in the
CSF of schizophrenic patients and g-endorphin was shown to block the mobili-
zation of DGLA and the formation of PGE] resulting in a diametrically oppo-
site effect to that of prolactin on PG synthesis. Because successful neuro-
leptic treatment decreased CSF g~endorphin concéntrations, a positive relation-
ship was suggested between CSF endorphin concentrations and schizophrenic
psychopathology. Further, because naloxone, by occupying endorphin receptors,
has reversed g-endorphin induced catatonia (in animals), the possibility
has been raised that naloxone may have antischizophrenic properties. How-"
ever, the initial favorable therapeutic effects of intravenous naloxone
administration could be replicated only in two out of eight clinical experi-
ments.

Conversely, it has been suggested that decreased availability of
g-endorphin to the cerebral opiate receptor sites is responsible for
schizophrenic psychopathology (Jacquet and Marks,.,1976). Within this frame
of reference, schizophrenic psychopathological symptoms are perceived as the
result of a deficiency in the production of an endogenous neuro]éptic pep-

tide which can be replaced by exogenous neuroleptic drugs. In favor of
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this hypothesis is the opiate receptor binding property of endorphins and
neuroleptics and the finding that, of all CNS regions, the striatum has
the highest opiate-binding capacity. In favor. alsc. were the findings
that, in at least three schizophrenic patients, intravenous g-endorphin
administration produced a reduction (and/or disappearance) of auditory
hallucinations, paranoid ideation and pathological pressure of thought
(Kline et al., 1977). The controVersy regarding the role of endorphins
in schizophrenic psychopathology is far from being resolved (Petho et al.
1982; Volavka et al., 1977).

‘Neuroleptics: Long-term Effects

The origin of the DA excess hypothesis of schizophrenia is in the
recognition of the role of dopaminergic structures in the action mechanism
of neuroleptic drugs. The PG and endorphin hypotheses are secondary ela-
borations and based on the assumption that scﬁiZOphrenia is one disease and
that the pathomechanism of this disease is related to structures which
are affected by antipsychotic drugs.

On the other hand, the fact remains that neuroleptics have consider-
ably transformed the prevailing manifestations of schizophrenic disease.
While this transformation was not sufficient to significantly change the
distribution of subtypes from the late 1930s to the early 1980s (Ban, Guy
and Wilson, 1984a), it was sufficient to discharge patients from the hos-
pital into the community. This, in turn, has resulted in an increase in
fertile marriages among community-based schizophrenics (Erlenmeyer-Kimling
et al., 1969). Implicit in these fertility gains relevant to the general

population is a small, but important shift in the structure of the gene pool.

This, of course, is not expected to lead to an abrupt rise in the incidence
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of schizophrenia. What can be foreseen, however, is the gradual accumula-
tion of alleles, the gradual dispersion of alleles throughout larger seg-
ments of the population and an eventual increase in the proportion of
persons who may be affected.

Irrespective of its possible social consequences, long-term treatment
with neuroleptics may produce serious adverse effects. While skin pigmen-
tation occurs in less than 0.1 percent of all patients treated with pheno-
thiazines for a period of two years or more (Lehmann and Ban, 1974), the
estimated incidence of ocular changes is as:high as 20 to 35 percent in -
patients receiving phenothiazines over an extended period. The prevalence
of tardive dyskinesia, fhe most serious long-term complication, ranges
from 0.5 to 40 percent (Ban, 1979).

One possible way to reduce the occurrence of these complications is
through a more discriminate use of neuro]eptié drugs. While there is
little, if any, evidence that patients with different types of schizo-
phrenia, as classified by DSM-III or ICD-9, would respond differentially
to neuroleptics, there are indications for differential therapeutic
responsiveness to neuroleptics in Leonhard's different subtypes.

Neuroleptics and Leonhard's Classification

The possible relationship between therapeutic responsiveness and
Leonhard's subtypes within the schizophrenias was first recognized by
Astrup (1959) and demonstrated by Fish (1964a). In a survey including 474
chronic schizophrenic patients Fish found that in both the nonsystematic
and systematic schizophrenic populations catatonic patients responded
less favorably than the others, and within the systematic population

hebephrenic patients responded less favorably than paraphrenics.
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There seems to be also a relationship between therapeutic dose require-
ments and Leonhard's subtypes (Ban, Guy and Wilson, 1984b), In a survey
of 768 patients, carried out in eight countries it was found that mean
daily dosages in the nonsystematic and systematic populations were similar
while within the nonsystematic population mean daily dosages of patients
with cataphasia were more than twice that in affect-laden paraphrenia and
almost four times that in periodic catatonia. The difference among the
three groups was statistically significant (p < 0.01). While there was
little difference in mean daily dosages among the three systematic schizo-
phrenic categories, there was a wide variation in mean daily dosages among
the subtypes within each category. Of the four paraphrenic subtypes, mean
daily dosages were highest in the phonemic and the incoherent, and Towest
in the expansive and confabulatory subtypes. O0f the four hebephrenic sub-
types mean daily dosages were highest in the eccentric and Towest in the
speech=inactive and parakinetic subtypes. In spite of the great variations
in dosage, only in the paraphrenic and catatonic categories did the differ-
ence in dosage requirements among the subtypes, reach the accepted level of
statistical significance (p < 0.05). The findings thaf among the para-
phrenic subtypes those with exclusively auditory hallucinations (phonemic
and &ncoherent) were receiving the highest dosages of neuroleptics, while
the nonhallucinatory subtypes (expansive and confabulatory) were receiving
the lowest mean daily dosages may have important heuristic implications.
The same applies to the recognition that among the catatonic subtypes those
with an excess of movements (parakinetic and proskinetic) were receiving
relatively low mean daily dosages of neuroleptics, while those with a
deficiency of movements, such as the manneristic and negativistic were

receiving relatively high dosages.
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In keeping with the contention of differential therapeutic responsive-
ness in different subtypes are the observations in a patient with the diag-
nosis of periodic catatonia (febrile catatonia), a nonsystematic subtype,
in whom an increase in neuroleptic dosage was associated with exacerbation,
a decrease in dosage with amelioration, and discontinuation of medication
with remission of psychopathological symbtoms (Kelwala and Ban, 1981a).

In another case report, on two patients with diagnoses of shallow hebe-
phrenia, a systematic subtype, discontinuation of neuroleptic medication
for an extended period (Kelwala and Ban, 1981b) had no detectable effect.
Thus, in two shallow hebephrenic patients, the usefulness of maintaining
neuroleptic treatment was questionable, while in a patient with periodic
catatonia neuroleptic treatment seemed to have a negative therapeutic
effect.

The notion that neuroleptic treatment in tertain patients may not
merely be ineffective but may actually be harmful received furthéer sub-
stantiation by a survey of 24 patients treatéd with lithium/neuroleptic
combinations. A common characteristic of these patients was that they had
previously shown insufficient therapeutic response to neuroleptic drugs
alone. Analyses of data revealed that 9 of 10 patients of the nonsystematic
population exhibited a favorable therapeutic response to the combination,
while 9 of 14 systematic patients showed no response or an unfavorable
therapeutic response. In addition, 5 of the 24 patients developed neuro-
toxicity during the course of treatment, 2 of 5 patients with the diagnosis
of silly hebephrenia and 1 each with the diagnoses of expansive, fantastic
and confabulatory paraphrenia. While 5 of the 14 patients with systematic
schizophrenia manifested neurotoxicity, none of the 14 patients with non-

systematic schizophrenia, predominantly affect-laden paraphrenia, developed
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a similar undesirable response to the 1ithium/neuroleptic combination
(Prakash, Kelwala and Ban, 1982).

Probably most important, however, are indications of a possible
relationship between chronic adverse effects and Leonhard's subtypes (Guy,
Ban and Wilson, 1985). No patient with the diagnosis of expansive and
confabulatory paraphrenia (belonging to a paraphrenic subtype without
hallucinations) developed tardive dyskinesia in the course of treatment.
The highest incidence of tardive dyskinesia among:the catatonic subtypes
was encountered in parakinetic catatonia, a subtype receiving relatively
low mean daily dosages of neuroleptics. Furthermore, the incidence of |
tardivé dyskinesia was significantly (p < L001) lower in the nonsystematic
than in the systematic patient group.

It is a disappointing fact that in spite of all effective treatments
and psychopharmacologic progress the distribution of Leonhard subtypes in
768 chronic hospitalized patients contributed by nine centers, located in
eight countries, representing four continents, remained similar in the early
1980s (Ban, Guy and Wilson, 1984a), to the distribution of the subtypes in
hospitalized populations of similar size in the late 1930s (Leonhard, 1957)
and early 1960s (Astrup, 1979). 1In all three samples the number and per-
cent of systematic schizophrenics was higher than the nonsystematic schizo-
phrenics. The number and percent of affect-laden paraphrenics was higher
than the other two nonsystematic types, and the number and percent of
phonemic paraphrenics was higher than the other five systematic paraphrenic
subtypes. Furthermore, despite the differences in treatment in the eight
countries there were statistically significant correlations among the
eight countries regarding the distribution of the six paraphrenic, four

hebephrenic and six catonic subtypes (Ban, Guy and Wilson, 19842).
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It is a common contention that psychopharmacology opened unforeseen
possibilities for progress in schizophrenia research. A re?eva1uation of
current concepts of "schizophrenia" with special emphasis on the different
disease forms represented by the different "end-states," could open unfore-
seen possibilities for psychopharmacologic progress with a shift of empha-
sis from studying therapeutic efficacy, based on statistical probabilities,
to the identification of therapeutically-responsive schizophrenic patients
to specific treatment modalities.

Recognition of the different diseases through their end-states could
lead to the identification of schizophrenic populations (subtypes) particu-
larly responsive to substances such as reserpine or molindone, antipsy-
chotics with properties distinct from traditional chiorpromazine-type of
>neur01eptics. It could also lead to a definition of schizophrenic popula-
tions which may benefit from the administration of benzodiazepines (e.g.,
alprazolam, diazepam), B-adrenergic receptor blockers (e.g., propranolol),
or MAOIs (e.g., phenelzine or tranylcypromine). In 1960, Flach et al. noted
the significant decrease in urinary calcium excretion in those paranoid
schizophrenic and depressed patients who showed a favorable therapeutic
response to the tricyclic antidepressant, imipramine, or electroshock (Flach,
1964). It remains to be seen whether this antidepressant responsive schizo-
phrenic population represents a distinct subtype within Leonhard's classi-

fication of schizophrenias.

Cycloid Psychoses

Recognition of the difficulties encountered in the separation of "affec-
tive" and "schizophrenic" psychoses yielded the identification of "cycloid

psychoses."
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In his textbook on "The Classification of Endogenous Psychoses,"
Leonhard (1957) pooled together three different forms of psychoses:
motility psychosis (Wernicke, 1894, 1900; Kleist, 1912; Funfgeld, 1936),
confusion psychosis (Kleist, 1928) and anxiety-happiness (elation) psychosis
(Leonhard, 1934, 1939) under the heading of cycloid psychoses. He separated
cycloid psychoses from the phasic and schizophrenic psychoses and defined
them as a group of remitting bipolar disorders which resemble the phasic
psychoses in their course and the nonsystematic schizophrenic psychoses
in their content. Leonhard (1960) noted the great similarity in contents
between the nonsystematic schizophrenias and cycloid psychoses. He also
emphasized, however, the essential difference between these two groups of
disorders. Only cycloid psychoses displayed complete recovery from each
phase. In this respect they resemble phasic (affective) psychoses to the
extent, that if full recovery is not achieved the possibility of mis-
diagnosis needs to be considered. Chronic courses are exceptionally rare.
If they occur, however, cycloid psychoses "lose their tension" after
repeated periods of hospitalization.

Conceptual development of cycloid psychoses dates back to the work
of the 19th century French school (Fish, 1964; Brockington, Perris and
Meltzer, 1982). Legrain (1886) and Magnan (1893) recognized that within
Morel's (1860) "degeneration psychoses" (psychoses that are the result of
a degenerative process within a given family) there were illnesses with an
acute or subacute onset (Legrain, 1886), which followed a phasic, episodic
course (Magnan, 1893) with a full remission between episodes. The concept
was further elaborated by Schroder (1926) who referred to this group of
disorders as "metabolic psychoses" in order to highlight their episodic

nature. Gaupp (1926) called them "mixed (combinierten) psychoses" because
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of the mixture of "schizophrenic" cross-sectional psychopathology with a
longitudinal-course resembling manic-depressive illness. The separation

of two distinct illnesses from this mixed group of psychoses, motility psy-
choses (Wernicke, 1894) and confusion psychosis (Kleist, 1928), yielded the
concepts of “"autochotonous degeneration psychoses" and "cycloid marginal
psychoses" (which include both motility and confusion psychoses) in the work
of Kleist (1921, 1928). Subsequently, the identification of a third dis-
tinct illness, anxiety-happiness psychosis (Leonhard, 1934}, resulted in
the present concept of cycloid psychosis which iﬁcludes motility, confu-
sion and anxiety-happiness psychoses {Leaonhard, 1957) (Figure 10), (see
Appendix X, Tables I-III).

In his lecture at the Royal Edinburgh Hospital for Nervous and Mental
Disorders on the 27th of June 1960, Leonhard (1961) defined cycloid psy-
choses, as a group of acute, reversible psychoses which do not fulfill the
criteria of schizophrenic or manic depressive illness. He reasserted that
cycloid psychoses, appear in three different bipolar forms of illness,
motility psychasis, confusion péychosis and anxiety-happiness psychosis, each
consisting of contrasting clinical states which may occur at different
times, but are never present simultaneously. Thus, the prevailing mani-
festations of motility psychosis are hyperkinesia or akinesia. In contra-
distinction to periodic catatonia, however, there is never an admixture of
hyperkinesia and akinesia. Confusion psychosis in the excited phase is
characterized by incoherent thinking y misidentifications and pressure
of speech., In the inhibited phase pressuré of speech is replaced by a
decrease in verbalization. The third disorder, anxiety-happiness psy-

chosis, is manifest with prevailing anxiety or elation (happiness).
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Figure 10
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Cycloid psychoses: development of the concept.
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A desire to make others happy is pathognomonic of happiness

psychosis.  In cycloid psychoses there is no overlap between the two
opposite poles in anyone of the three illnesses. On the other hand, the
three cycloid psychoses are not sharply separated from each other. The

same applies to the differentiation of cycloid psychoses from the non-
systematic schizophrenias: motility psychosis from periodic catatonia,
confusion psychosis from cataphasia and anxiety-happiness psychosis from
affect-laden paraphrenia. Not infrequently the final diagnosis must be
withheld and decided upon on the basis of the outcome of the illness, i.e.,
full recovery in cycloid psychoses and partial remission in the nonsystematic
schizophrenias (Table XX).

The concept of cycloid psychosis was further elaborated in the work of Perris
(1973, 1974) who put forward an operational definition for this diagnosis.
According to Perris, to qualify for a diagnosis 6f cycloid psychosis, the
patient must have affective symptoms (mood swings) associated with con-
fusion, delusions of reference, motility disturbances, ecstasy and/or
pan-anxiety. He shifted the emphasis from paranoid anxiety or motility
extremes to acute onset, polymorphic (multiform) symptomatology and con-
fusion, Of particular importance is the polymorphic clinical picture with
all sorts of symptomsijumbled, suggesting the presence of several different
disorders, none of which is dominant or persistent. The clinical picture
may shift from one syndrome to another, and there is never a fully developed
stable manic, depressive, or paranoid syndrome.

The shift of emphasis in the definition of cycloid psychosis is pos-
sibly responsible for the difference in reported prevalence rates between
Leonhard's (1957) study carried out in Frankfurt from 1938 to 1942 and sub-

sequently in Berlin and the study of Cutting, Clare and Mann (1978),
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Table XX

First Dimension

Cross-sectional
Psychopathology
(Symptomatology)

Second Dimension
Ogsgt;f Etiology

Third Dimension
Course of Iliness

Fourth Dimension
Outcome Picture

Hyperkinesia or akinesia

Incoherent thinking
Pressure of talk with misidentifications

Retardation with ideas of reference
Anxiety with ideas of reference and/or significance

Elation (happiness) with expansive ideas and the
desire to make others happy

Endogenous with acute or subacute onset

Episodic-remitting
Bipolar

Full recovery

Leonhard's (1969) diagnostic criteria of cycloid psychosis.
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carried out in London on patients admitted to the Maudsley professorial unit
from 1955 to 1964. In the Frankfurt-Berlin study (Leonhard's criteria)

out of 1537 patients 837 were schizophrenic, 282 manic-depressive and 418
cycloid. In the London study (Perris' criteria) out of 2500 admissions only
73 or 3% of all admissions and 8% of all psychotic admissions were cycloids.
Cycloid psychosis was the fourth most common psychotic diagnosis in the
Maudsley series, after depressive psychosis (18%), schizophrenia (16%)

and organic conditions (10%). The different definitions, used in the two
cohorts, might also explain why in the German sample the most frequently
occurring cycloid disofder was anxiety-happiness psychosis (178 patients)
followed by confusion psychosis (142 patients) and motility psychosis

(98 patients), while in the British sample the least numerous subgroups

were the ones with manifestations of ecstasy (7 patients) and pan-anxiety
(30 patients).

In spite of the differences in the frequency of occurrence in the two
studies, results of the survey carried out by Cutting, Clare and Mann (1978)
favor Leonhard's contention that cycloid psychosis is a nosologically dis-
tinct category within the endogenous psychoses. In a follow-up examina-
tion of 90 percent of their 73 cycloid patients, they found that compared
with other psychoses, the cycloids had the highest recovery rate (90%),
the highest proportion of patients with at least one remission and the
highest admission and episode rates (.28 and 0.30/year, respectively). '
They spent more time in hospitals than depressed or manic patients (.86
months/year, compared with .24 and .46 respectively), but much Tess than
schizophrenic patients (2.52 months/year). The distinctiveness of cycloids
on outcome measures was also substantiated in the study of Brockington et

al (1982). In a series of 233 patients, they found that 90 percent of 30
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cycloids fully recovered, while only 67 percent of the whole group showed -
a similar response. When compared with schizophrenia, the cycloids fared
even better; 92 percent of the 24 cycloids given a CATEGO diagnosis of
schizophrenia made a full recovery compared with the 59 percent in the 102
noncycloid CATEGO schizophrenics.

In the DCR (Petho, Ban, Kelemen et al., 1984) substantiation of a
diagnosis of cycloid psychosis is based on the éva]uation of 16 variables.
The diagnosis is essentially made on the basis of Leonhard's principles,
although Perris' criteria, such as acute or subacute onset, polymorphic-
fluctuating symptomatology, mood swings and thematic incoherence, are
also considered. Attention is focused on the presence of protopathic change
of Gestalt, in spite of the recognition that in Conrad's (1958) work this is
pathognomonic of schizophrenic psychopathology and not of cycloid psychosis.
Furthermore insofar as outcome is concerned personality changes are con-
sidered to be an acceptable alternative to full recovery.

Cycloid psychosis is not an accepted diagnostic category either in
ICD-9 or in DSM-III. Contrary to the cormon belief that patients with this
diagnosis are subsumed under schizophrenic disorders, schizoaffective type
in ICD-9 and schizoaffective disorder in DSM-III, there is substantial eyi-
dence to believe that this is not the case. However, there s a fair
concordance between cycloid psychoses in two series of patients, i.e., 134
patients in the Hetherne series (Cooper et al., 1972) and 119 patients in
the Camberwell series (Ming et al., 1968) and Kasanin's (1933) acute schizo-
affective psychosis (Kappa = .42 and .37 respectively). However, Brockington
et al. (1982) found that of the 108 patients meeting Kendall's study criteria for
schizoaffective psychosis (Kendell and Brockington, 1980), only 20 patients.(¥9%)

met Perris! (1974)' criteria for-cycloid psychosis.; On the basis of- these findings
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Brockington, Meltzer and Perris (1982) asserted that "it is obviously

a mistake to regard cycloid psychosis as a synonym for schizoaffective
disorders." The same applies to manic-depressive psychosis. In spite

of all the similarities between cycloid and manic-depressive psychosis,
“there was a negligible overlap between these two disease concepts" in the
Netherne series.

In two clinical studies in which the correspondence between cycloid
psychoses and hospital diagnoses was explored, no consistent relationship
was found. In the clinical study of Cutting, Clare and Mann (1978) the
hospital diagnosis (based on ICD-9) of 73 cases of cycloid psychosis were:
schizophrenia in 33, schizoaffective in 20, affective in 11 and atypical
psychoses in 9 patients. Similarly, the diagnosis of 30 cycloid patfents
in the clinical study of Brockington et al. (1982) were schizophrenia
(including schizoaffective schizophrenia) in 18, mania in 7, depressive psy-
chosis in 4 and puerperal psychosis in 1 patient. In the same study, CATEGO
classification was S+ in 18, M+ in 5, 0+ in 3, P+ in 3 and D+ in 1 patient.
RDC diagnoses were schizoaffective depression in 11, schizoaffective mania
in 6, both in 1, schizophrenia in 7 and ménia in 5 patients; and DSM-III
diagnoses were depression with mood incongruent psychotic features in 10,
with mood congruent features in 6, schizophreniform psychosis in 5 and
schizophrenia in 2 patients. On the basis of these findings Brockington
et al. (1982) conclude that "in terms of the ICD and CATEGO systems, a
majority had some form of schizophrenia, while in terms of the two American
systems a majority had mood-incongruent or schizoaffective depression or
mania."

Finally, it should be noted that Fish (1964) considered cycloid psycho-

sis as one of four tifferent kinds of atypical psychoses. The other three are
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atypical manic depressive psychoses, psychogenic reactions and epileptoid
psychoses. He contends that the differentiation of cycloid psychoses from
the other forms of atypical psychoses is an essential prerequisite for
meaningful research on these disorders,

Differential characteristics of the three cycloid psychoses were
described by Leonhard (1957, 1961), Fish (1962, 1964) and Petho, Ban, Kelemen
et al. (1984).

Confusion Psychosis

The.separation of confusion psychosis from confused manias dates to
Wernicke (1900) who referred to confusion psychosis as "periodic maniacal
autopsychosis" or "agitated confusion." A quarter of a century later the
first comprehensive description of confusion psychosis was given by'Kleist
(1928). Consolidation of the concept is attributed to Funfgeld (1936).

He was the first to explore the possible hereditary pattern of this disorder.

In the original formulation, confusion psychosis is a pure thinking dis-
order, an illness in which thinking is exclusively affected while affectivity
and psychomotor activity are preserved. The thinking disorder in the
excited phase of the illness is expressed as "incoherence" or in less severe
cases as "incoherence of thematic choice" also referred to as "digressive
thematic choice." Thus, for example if asked to differentiate between a
tree and a bush, the patient responds by describing the berry bushes at
home. If asked to differentiate between giving and lending, patient responds
by speaking about gifts and celebrations. Other characteristics of the
excited phase are compulsive speech, intrusion of abnormal contents, mis-
jdentifications, ideas of reference and sensory (most frequently auditory)

illusions.
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The thinking disorder in the inhibited phase of the illness is expressed
in the form of inhibited thinking associated in the more severe form with
mutism and in the less severe form with impoverished speech. Other char-
acteristics of the inhibited phase are perplexity, ideas of reference and
hallucinations (auditory, visual and somatic).

Ideal--pure--form of confusion psychosis rarelyoccurs. In the majority
of patients the manifestations of confusion psychosis are present in asso-
ciation with features of motility psychosis and/or anxiety-happiness psychosis.

In the differential diagnosis mania and catatonic schizophrenia should
be considered. Confusion psychosis, in the excited phase, shares with mania
pressure of speech., In contradistinction to mania, however, distractibility
and flight of ideas are absent, while misidentifications are frequent.

The signal difference between confusion psychosis in the inhibited
phase and catatonic schizophrenia is the perplexed and anxious mood. It is
present in patients with confusion psychosis, but absent in patients with
stuporous catatonia.

Motility Psychosis

The first description of hyperkinetic and akinetic motility psychoses
dates to Wernicke (1896). He did not regard these syndroames, howeeer, as
two different forms of an independent disease but regarded them as syndromes
found in a number of different illnesses. It was Kleist's (1928) contribution
to formulate a nosological conception and to separate motility psychosis
from periodic catatonia and other catatonic schizophrenias.

In the original formulation motility psychosis was a pure psychomotor
disorder, an illness in which psychomotor activity was exclusively affected
while thinking and affectivity were preserved. The psychomotor disorder
jn the excited phase of the illmess was manifested in the form of "hyper-

kinesia." The increase of motor activity was quantitative in nature. It
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affected both, expressive and reactive movements. Hyperkinetic patients related
to all events in their environment and displayed:a great deal of expressive
and reactive movements, such as facial expressions and gestures,

The psychomotor disorder in the inhibited phase of the illness was mani-
fested in the form of "hypdkinesia" or in the most severe cases, in the form
of "akinesia." Like in the hyperkinetic phase, the decrease of motor activity
was quantitative in nature and affected the expressive and reactive movements.
Lack of reactive and expressive movements characterizes akinesia. If
akinesia is present, even the necessary reactions to external events and
bodily needs may be absent. In milder cases there is rigid posturing and
facial expression but the continued presence of voluntary motions.

Ideal--pure--form of motility psychoéis rarely occurs. In the majority
of patients manifestations of motility psychosis are present in association
with features of confusion psychosis and/or anxiety-happiness psychosis.

In the differential diagnosis, mania and periodic catatonia should be
considered. Motility psychosis, however, differs from mania by the lack of
pressure of speech. Instead, speech is characterized. by short phrases fol-
lTowed by long pauses.

The signal difference between motility psychosis and periodic cata-
tonia is that in motility psychosis the pathology is restricted to the quan-
titative aspects of psychomotricity, while in periodic catatonia psychomotor
activity is affected not just quantitatively but also qualitatively. If a
patient shows changes in both directions these follow one another in case
of motility psychosis and do not occur simultaneocusly. In contrast, the
simultaneous presence of hyperkinetic and akinetic pathology is indicative

of periodic catatonia.
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Anxiety-Happiness Psychosis

The identification of a separate "anxiety psychosis" and a separate
"expansive autopsychosis with autochtonous ideas" dates to Wernicke
(1900). The first comprehensive description of anxiety-happiness, also
referred to as anxiety-elation, psychosis was formulated by Leonhard (]934, 1957)
considerably later.

In the original formulation anxietyéhappiness psychosis was a pure dis-
order of affectivity. In other words, it was an illness in which affec-
tivity was exclusively affected while thinking and psychomotor activity
remained preserved. The disorder of affectivity in the anxiety phase was
manifested as anxiety accompanied by mistrust, self-references, hypochondriacal
ideas, feelings of inferiority, sensory illusions and the feeling of being
influenced.

The disorder of affectivity in the happiness phase of the illness mani-
fested as ecstasy accompanied by ideas of happiness and occasionally by
sensory illusions and ideas of reference.

Ideé]-—pure—-form of anxiety-happiness psychosis rarely occurs. In the
majority of patients manifestations of anxiety-happiness psychosis are pre-
sent in association with features of motility psychosis and/or confusion
psychosis (Table XXI).

Differential Characteristics

In the DCR (Petho, Ban, Kelemen et al., 1984) cycloid psychoses con-
sist. of three major diagnoses (confusion psychosis, motility psychosis and
anxiety-happiness psychosis) and each disorder consist d of two subtypes.
Thus, confusion psychosis may appear as inhibited or agitated confusion
psychosis, motility psychosis as hyperkinetic or akinetic motility psychosis

and anxiety-happiness psychosis as anxiety or happiness psychosis.
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' Anxiety- ]
Manifestations Confusion Motility Happiness Manic Catatonic
Psychosis Psychosis Psychosis Psychosis Schizophrenias

Thinking affected + - - + +
Psychomotricity affected - + - + +
Affectivity affected - - + + -
Pressure of speech + - - + -
Flight of ideas - - - + -
Speech: short phrases

followed by long pauses - + - - -
Perplexed and/or anxious

mood + + + - -
Misidentifications + - - - -
Quantitative changes - + - + +

of psychomotricity
Qualitative changes of

- +

psychomotricity

Schematic presentation of the dominant features (+) which differentiate confu-

sion, motility and anxiety-happiness psychoses from manic psychosis and the
A (-) does not imply the absence of the particular

catatpnic schizophrenias.
manifestation.
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Each diagnosis is characterized by eight symptoms and within these eight
symptoms each subtype‘is characterized by four. Two of the eight symptoms,
i.e., one symptom for each subtype are considered to be pivotal symptoms
and their presence obligatory for the diagnosis. Thus, a prerequisite for
the diagnosis of confusion psychosis - is the presence of inhibited or agitated
confusion, for motility psychosis, the presence of hyperkinesia or hypokinesia,
and for anxiety-happiness psychosis, the presence of anxiety or ecstasy. In
addition for the diagnosis of inhibited confusion psychosis, the presence of
inhibited thinking and/or decreased talkativeness and/or mutism is also
necessary; and for the diagnosis of agitated confusion psychosis, the presence
of thematic incoherence and/or increased talkativeness and/or misidentifi-
cations. Similarly, for the diagnosis of akinetic motility psychosis the
presence of decreased expressive, reactive and/or voluntary motor activity
is required and for the diagnosis of hyperkinetic motility psychosis, the
presence of increased expressive, reactive and/or voluntary activity.

Finally for the diagnosis of anxiety psychosis the presence of ideas of
reference, and/or delusipnal perceptions and/or feelings of inferiority is
mandatory; and for the diagnosis of happiness psychosis, the presence of ideas
of happiness and/or desire to make others happy and/or exaggerated self-esteem.

Corresponiding diagnostic categories in ICD-9 and DSM-III have not
been identified. It is likekly, however, that confusion psychosis is
usually diagnosed as acute schizophrenic episode in ICD-9 and schizophrenic
disorder disorganized type in DSM-III, motility psychosis as schizophrenic
psychosis catatonic type in ICD-9 and schizophrenic disorder catatonic type
in DSM-III, and anxiety-happiness psychosis as schizophrenic psychosis
paranoid or schizoaffective type in ICD-9 and schizophrenic disorder paranoid

type or schizoaffective disorder in DSM-III. However, since cycloid psychoses
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usually display multiform (polymorphic) symptoms they may be diagnosed as
schizophrenic psychosis, affective psychosis, other nonorganic psychosis or
paranoid state in ICD-9; similarly they may be diagnosed as schizophrenic
disorder, affective disorder, psychotic disorder not elsewhere classified
or paranoid disorder in DSM-III.

Therapeutic Considerations

Because a diagnostic formulation is a prerequisite for treatment and/or
for the study of the effectiveness of different treatment modalities, cycloid
psychoses have no generally accepted therapy which is based on findings in
properly designed and conducted clinical studies. In spite of this there is
sufficient evidence that patients with cycloid psychoses show a differential
response to antipsychotics, antidepressants and mood-stabilizer 1ithium salts.
The same applies to the three different forms and the six subtypes.

A pattern frequently séen in the pharmacotherapy of cycloid psychoses is.
that of a patient who become depressed when treated with an antipsychotic-
neuroleptic, increasingly psychotic when treated with an antidepressant,
and develop a toxic confusional state when given lithium salts. The proto-
type of such patients was a 24-year-old woman with a hyperkinetic motility
psychosis. She was brought to hospital because of alleged erotic advances
to unknown men in public. During the initial period of hospitalizatfon she
displayed severe hyperkinesia with stamping of feet, squinting and grimacing.
When questioned.she responded with excessive movements but with short phrases
followed by long pauses. The provisional diagnosis of mania was made and
haloperidol was prescribed. As a result, excessive movements ceased and
were replaced by severe akinesia. Because the akinesia was so severe that
patient stopped responding to bodily needs, medication was discontinued. |

Discontinuation of haloperidol resulted in a shift back to the hyperkinetic
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state. Lithium was prescribed, but it had to be stopped because of the
confusional state it induced even when below therapeutic blood levels.
After approximately 12 weeks of unsuccessful therapeutic attempts with
various neuroleptics, the patient promptly responded to electroconvulsive
treatment, Remission was complete and there was no recurrence of psychosis
during a three-year follow-up period.

Although there are no verified findings, there are indications that
a considerable proportion of patients with cycloid psychosis are treated
with ECT, 1ithium salts and/or different drug combinations, i.e., anti-
depressant-antipsychotic, anxiolytic-antidepressant, 1lithium-antipsychotic,
and antidepressant-l1ithium. In the absence of recognized‘treaUnent, ECT

remains the most effective and reliable method among the various treatment

modalities employed.



170

CONCLUSIONS
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In this monograph the historical development of a four-dimensional
classification of functional psychoses was outlined. The presentation was
restricted to the evolution of concepts with emphasis on the extension of
the diagnostic information from cross-sectional psychopathology to all
developmental stages of psychiatric illness.

The proposed classification is firmly rooted in cross-sectional psycho-
pathological symptams. It differs from syndranato]dgica] classifications
in that the clinical syndromes are not studied in isolation but in the noso-
logical context of the totai longitudinal picture of the illness. The noso-
logical entities described do not fulfill all the criteria of a "disease"
(Jaspers, 1959, 1963). However, a nosological approach was employed to pre-
vent confounding the biological correlates of any particular stage (cross-
sectional syndrome) of a disease with the central biological mechanism of
the illness.

Inclusion of "psychogenic" psychoses (Faergeman, 1963) represents an
extension of the original concept of functional psychoses from exclusively
"productive" (endogenous) to "reactive" illnesses. In "productive" illness,
"a process takes its course, leading to a progressive alteration in the psychic
constitution," without external cause. In “reactive" illness, "a preexisting
abnormal constitution reacts in an abnormal way to external events only to
revert to its earlier state when these events cease" (Hoenig, 1984). How-
ever, the fact remains that even in case of psychogenic (reactive) psy-
choses only "the contents of the pathological states are meaningfully con-
nected with the initidl experience" (Jasper§¢, 1913, 1974). In other words,
understanding these disorders on the basis of a traumatic 1ife event relates
to the content of these psychoses but does not extend to understanding

their forms.
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The adoption of Leonhard's (1957) subtypes in the classification of
"endogenous-productive" illnesses is based primarily ‘on clinical observa-
tions. In favor that the subtypes are valid diagnoses are the findings that
in their course functional psychoses display increasingly differentiated fea-
tures. This is at variance with Conrad's (1958) contention that progressive
stages of one and the same illness are represented in the different syndromes
(Fish, 1961). None of these observations exclude the possibility that a state
of over-arousal (Kornetsky and Mirsky, 1966; Weil-Melherbe and Szara, 1971)
might play a central role in the pathophysiology of all subtypes or develommental
stages of schizophrenias and desynchronization of the circadian rhythm (Halberg,

1968; Mellerup and Rafaelsen, 1979; Pflug and Tolle, 1971) of all affective disorders.

General paralysis, a disease produced by the effects of treponema pallidum
on the brain, may appear as several distinctly different syndromes. Because of
this, general paralysis has become a specter against "subtyping" in psychiatry,
Within a three-dimensional model of diagnosis all patients with the same diag-
nosis and regardless of their early manifestations, display, a similar skndrome,
i.e., dementia. In other words, it is dedifferentiation which results in
dementia, the common final syndrome in all patients with aeneral paralysis, a
systemic neurological disease; while it is differentiatd&ﬂ'which results in
subtypes, or distinct syndromes in patients with functional psychoses. Con-
sequently, diagnostic evaluation of these disordéfs must proceed in a step-
wise fashion and encounter an increasingly larger proportion of the illness,
i.e., onset, cross-sectional syndrome, course and outcame,

Description of psychopathological symptams is usually the first step
in diagnostic evaluation. This is followed by the identification of "psycho-
syndromes" which are based on the profiles of simultaneously present psycho-
pathological forms. Considering that localization of psychopathological

events (symptoms) in the brain has failed in spite of many attempts, a
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purely syndrome-based approach to classification of psychiatric disorders
has little to offer concerning an understanding of these illnesses.

An alternative to the syndrome based approach to the classification
of psychiatric disorders is the nosology based approach. By accepting the
"noso]oqica] postulate" it is assumed that each psychiatric illness, char-
acterized by a specific psychopathologic syndrome, has a characteristic
course with a predi¢table outcome even if, for the time being, its etiology

is not known.

Cross-sectional Psychopathology

Analyses of cross-sectional psychopathological syndromes in the dif-
ferent psychiatric illnesses have brought to attention distinct differ-
ences in the affected psychopathological structures. These differences
appear in the general and special characteristiys of the different disease
pictures. Accordingly, manifestations related to systemic (organic)disease
display psychopathological symptoms which are primarily related to "“inte-
grational" functions, such as "disorders of consciousness," "memory impair-
ment," “"disorientation" and/or “"deterioration of personality," while mani-
festations of functional (psychogenic and endogenous) psychoses display
psychopathological symptoms which are primarily related to "perceptual-
cognitive," "relational-affective" and "motor-adaptive" functioning. In the
affective disorders psychopathological symptom development is related to
mood (holothymic or mood congruent); and in both affective and cycloid dis-
orders psychopathological symptoms related to cognitive, affective and
adaptive functioning are in harmony, i.e., in-keeping with each other. The
same does not apply to schizophrenic disorders, where symptom development

is unrelated to mood and is based on catathymic (emotional) mechanisms;
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and where psychopathological symptoms related to cognitive, affective and adaptive
functioning are dissociated, i.e., split from each other. Nevertheless, in

both schizophrenic and affective disorders, nonsystematic illnesses are
characterized by multiform (polymorph), and systematic illnesses by simple
(monomorph) clinical pictures.

Among the functional psychoses, delusional psychoses, paraphrenic
schizophrenias and confusion psychoses display psychopathological symptoms
_ which are primarily related to perceptdal-cognitive functioning. Other
diagnoses with psychopathological symptoms related to perceptual-cognitive
functioning include affect-laden paraphrenia (delusions with strong delu-
sional dynamics), psychogenic paranoid psychosis (ideas of reference),
unproductive euphoria and harried depression (restricted thinking or poverty
of thought), hypochondriacal euphoria and hypochondriacal depression (hypo-
chondriasis), confabulatory euphoria (confabulations) and suspicious depres-
sion (suspicieusnmess).

Among the endogenous psychoses, both affective and cycloid psychoses
display psychopathological symptoms which are primarily related to relational-
affective functioning. However, in affective disorders hyperthymic (elated)
or dysthymic (depressed) mood is the dominant clinical feature, while in
cycloid psychoses it is perplexed mood, i.e., a mood of puzzlement or uncer-
tainty. Other diagnoses with psychopathological symptoms related to relational-
affective functioning include psychogenic affective psychoses (exaltation or
depression) and the systematic hebephrenias (emotional indifference and
blunted effect).

Finally, among the schizophrenic psychoses, systematic catatonias,

cataphasia and periodic catatonia display psychopathological symptoms which

are primarily related to motor (including speech)-addptive:r functioning.
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Other diagnoses with psychopathological symptoms related to motor-adaptive
functioning include motility psychosis (hyperkinesia or hypokinesia),
harried depression (restlessness), autistic hebephrenia (autism) and
eccentric hebephrenia (soft mannerisms).

It remains to be seen to what extent the cross-sectional psycho-
pathological syndromes will fulfill expectations regarding predictability
of course and outcome of a psychiatric disease. But even if such expec-

tations are fulfilled, the question remains whether corresponding changes
in the brain with the proposed nosological categories can be identified

by the presently available biochemical, neurophysiological and/or brain

imaging techniques.

Form of Onset

Cross-sectional syndromes are based on thg simultaneous presence of
different psychopathological forms. Consfdering that only the content of
these manifestations are understandable through patientts: developmental
history, relevant anamnestic information for nosological diagnosis is
restricted to the description of the onset (acute, subacute of chronic)
of the illness and information, whether criteria of an exogenous reaction,
biological reaction in case of systemic disease and psychogenic reaction
in case of psychic trauma, are fulfilled.
Because form:of onset provides for only three possibilities (acute, sub-
acute and insidious), different forms of onset become meaningfully interpretable
only with consideration of information regarding subsequent developmental stages
of the disease. However, in case of functional psychoses, an insidious onset indi-
cates systematic schizophrenic disease, although in the differential diagnosis chronic

interpretative delusional psychosis needs to be entertained. Furthermore, while a
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biological reaction with few exceptions, produces psychopathological symp-
toms indicative of organicity, such as disorder of consciousness, memory
disturbance, disorientation and/or deterioration of personality, a psy-
chological reaction may display psychopathological features resembling
organic (dissociative) or endogenous (affective or paranoid) syndromes.
Consequently for a diagnosis of psychogenic affective or paranoid psychosis
consideration needs to be given to the third developmental stage or the

course of the disease.

Course of Illiness

In nosological diagnoses, there is a shift in emphasis from develop-
mental history to course of illness, i.e. whether the disorder fbl]ows a recur-
rent, possibly rhythmic, or continuous, possibly downhill course. However,
neither "recurrent" and "rhythmic" nor "continuous" and "downhill" should
be interchangeably used, because "rhythmic recurrence" is restricted to
cycloid and affective psychoses and the nonsystematic schizophrenias, while a
“continuous downhill" course is present only in the systematic schizophrenias
and chronic delusional psychoses.

Recognition of the importance of the unipolar-bipolar dimension in
relatianship to mood states, but including also other aspects of relational-
affective and motor-adaptive functioning, opened the possibility for the
separation (within the affective psychoses) of unipolar and bipolar illnesses.
It lead to the recognition that not only affective psychoses but also
cycloid psychoses and nonsystematic schizophrenias may follow a unipolar or
bipolar course. Furthermore, recognition of the relationship between disease
picture and course of illness, multiform picture-bipolar course and simple

picture-unipolar course, prompted re-evaluation of cross-sectional
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psychopathological syndromes. This in turn yielded to the identification

of numerous subtypes within the schizophrenias and the affective psychoses.

OQutcome or End-State

Outcome is the final developmental stage of psychiatric illness and
the ultimate validation of four-dimensional diagnoses is through their
"outcome features." OQutcome features range from full "recovery" from the
illness to residual psychopathology. In between the two extremes are-€ull
"remissions" between episodes of the iliness and subclinical manifestations,
such as maladjustment and/o? personality changes. In contradistinction to
the conventional, we have used the term "residual," to denote irreversible
_"end-states," characterized by distinct psychopathological syndromes (sub-
types). These develop in disorders with a continuous course, such as
systematic schizophrenias and chronic delusional psychoses. The opposite
to residual psychopathology is full recovery, a prerequisite for a final
diagnosis of psychogenic and acute delusional psychoses. Full recovery, how-
ever, does not imply protection against recurrence of the same or another
psychiatric illness.

Full remission is the characteristic outcome feature of affective and
cycloid psychoses. The "symptom" free periods (remissions) are between the
symptomatic episodes in disorders which :follow an episodic-recurrent course.
While as a rule residual psychopathology is absent, it is not infrequent to
see personality changes after recurrent episodes of cycloid psychoses and
maladjustment after prolonged episodes of affective disorders, e.g.,
euphorias, depressions.

Although nonsystematic schizophrenias follow a recurrent episodic

course, full remissions are not encountered between episodes. Instead, there
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are personality changes with maladjustment, and not infrequently, distinct

psychopathological symptoms.

Effect of Pharmacotherapy

There is substantial evidence to.believe that among-the different treatment
modalities for the functional psychoses, pharmacotherapy is significantly
superior to other treatment modalities. Still, the question remains: to
what extent has the introduction of psychotropic drugs changed the four
developmental stages of the different illnesses?

Insofar as form of onset, j.e., the first-develdpmental stage is concérned,
there is no reason to believe that it has been affected by the introduction
of psychotropic drugs. Primary prevention is still outside the scope of
clinical psychopharmacology. There is no indication that the onset of
functional psychoses can be prevented and/or that the form of the onset
modified by any of the available psychotropic drugs.

The same applies also to outcome that has not shown essential change
that can be attributed to the introduction of modern pharmacotherapies.
Accordingly, residual psychopathology remains the characteristic owtcome
of systematic schizophrenias and chronic delusional psychoses and full
recovery of psychogenic and acute delusional psychoses. There are full
remissions between recurrent episodes of affective and cycloid psychoses
and partial remissions between recurrent episodes of unsystematic schizo-
phrenias. In spite of all pharmacotherapeutic advances, however, recurrent
episodes may still result in personality change in cycloid psychoses,
maladjustment in affective psychoses, and residual psychopathology in un-
systematic schizophrenias.

Pharmacotherapy induced changes are restricted to the second and

third developmental stages, i.e., cross-sectional psychopathology and
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course of illness in the functional psychoses. During the second develop-
mental stage (cross-sectional syndrome), it is well established that neuro-
leptics, cyclic antidepressants and lithium salts can significantly decrease
the intensity or severity of schizophrenic, depressive and manic clinical
manifestations. In case of episodic disorders, they can also shorten the
duration of the active phase of manifest psychopathology. There are only
indications, however, that the same drugs during the third developmental
stage (course of illness), can significantly increase the duration of

the interQa] between épisodes and maintain patients in remission. Consider-
ing that not all patients, respond equally well to treatment and that
treatment and especially maintenance-prophylactic treatment with these

drugs can result in chronic adverse effects, efficacy studies with psychotropic
drugs should be designed in a manner that they could identify the thera-
peutically responsive population within the different diagnostic groups. It
may also be necessary to shift the emphasis of efficacy studies from the
second to the third developmental stage, that is, from control of symptoms
to maintenance of remission.

Irrespective of their impact on treatment, the new drugs have focused
attention on the heterogeneity of psychiatric populations within the gen-
erally accepted (ICD-9 and DSM-III) diagnostic categories. Also, that
within each diagnostic group some patients respond while others remain
refractory to the same therapeutic approach. To date there are no estab-
lished biological markers for any of the diagnoses and there are no indica-
tions that any of the accessible biochemical and/or neurophysiological
measures will increase the biological .homogeneity of diagnostic groups

in terms of therapeutic responsiveness to psychotropic drugs.
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We do not necessarily believe that in the proposed classification
specific cerebral changes will show greater correspondence (parallel)
with diagnosis-specific changes in the different psychopathological
structures than in other currently used classifications. We are more
inclined to agree with Jaspers® early (1910, i963) contention that all research
“"up to now has only brought us closer to finding such - parallel events,
but they have rnowhere actually been found." On the other hand, we firmly
believe that the psychopathological syndromes are integral parts of dis-
tinct psychiatric illnesses within the functional psychoses. We also believe
that a careful analysis of psychopathological syndromes within the context
of their developmental pattern of onset, course and outcome, can provide
for biologically more homogepeous populations than the populations derived

by any other methods.

| We hope that in the proposed classification the conceptual develop-
ment of different illnesses subsumed under functional psychoses, is
properly reflected. The conceptualizations presented evolved in the .
course of a historical process which has integrated numerous clinical
observations into distinct clinical pictures. Because the diagnostic
groups have not been generated by generally accepted empiricistic and/or
experimental methods, their validity will have to be established in

carefully designed clinical research.
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APPENDIX 1

MULTIAXIAL SYSTEMS OF CLASSIFICATIONS
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The development and various forms of multiaxial classifications were
presented by Helmchen in a paper entitled Multiaxial Systems of Classi-
fications,published in the Acta Psychiatrica Scandinavica (61: 43-55) in
1980. The five multiaxial classifications presented in tables I-V

are adapted from this paper.
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Table: ]

I. Symptomatology

A. S)ymptoms in the strict sense
. 1.0 Mood swings
‘1.1 manic
1.2 depressive
8. Personality disturbances
. 17,0 Uncommunicative, reserved.,tlmid of
solf tary {nclination

17.1 autistic o “’

II1. Severity
- 1. Neurosis
2. Psychosis
Single criterion for delineation:
reality evaluation

I1I1. 45“0] ogy
1.0 Somatogenic
1.1 histogenic = “organic"

2.0 Psychogentc

. . 2.1 external conflict
3.0 Characterogenic
4.0 Cryptogenic = cause unknown

IV. Course
1.0 Diseases (processes, dynamic developments)
1.1 isolated episode
1.2 periodic course
1.3 progressive course
2.0 Abnormalities (relatively static, habttual states)
2.) disturbances of development
oligophrenia
2.2 defects
dementia

Tassification
Ottosson and Perris' (1973) mode] of a multiaxial system of ¢ on-
distinguishes among four axes: (1) Symptomatology, (2) Severity, (3) Etio

Togy and (4) Course. (Based on Ottosson JO and Perris C: Multi-dimensional
,_classﬁmatwn of . meatal-disorders . -Psychol. Med. 3: 258243, T973).

-

S ———— ottt Pt 58 53
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Table IIT
Axis : - ’ Criteria
1. Synptomatolog& -Type of symptoms
. : _ _ -Pattern of symptom groups, syndrome
2. Time . | -Age of onset

-Speed of onset (acuteness)
=Course ({interwittert, chronic)
=Juration . - _
: D -Outcome
3. Etiology- - -Disposition, famil{al =
’ - -Disposition, personality type
-Precipitation, psychoreactive
-Precipitation, somatic
-Precipitation, therapeutic
~-Fixation, psychoreactive
-Fixation, socfal
-Fixation, therapeutic
4., Intensity : -0f most of the criteria on the above-
‘mentioned axes 1-3
. =0F the. consequences of the criteria
- on the above-mentfoned axes 1 and 2
5. Certainty ~0f each of the criteria on the above-
mentioned axes 1-3
-0f verbal diagnosis ,
-0f coded diagnosis .

- Y

Helmchen's (1975) model of a multiaxial system of classification distin-
guishes among five axes: (1) Symptomatology, (2) Time, (3) Etiology,
(4) Intensity and (5) Certainty. (Based on Helmchen H: Schizophrenia:
NDiaanostic congepts in the ICD-8. 1In Lader MH ed.: Studies in Schizophrenia.
Brit. J. Psychiat. Spec. Publ. No. 10: 10-18, 1975). -~~~
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Table IV

1. Psychiatric condition
1st psychiatric condition
'2nd psychiatric condition
3rd psychiatric condition

2. Underlying cause or precipitating factor

3. Mental subnormality
educationally subnormal

subnormal
severely subnormal

4. Additional physical illness or handicap

Wing et al's (1968) model of a multiaxial system of classification distin-
(1) Psychiatric condition, (2) Underlying cause or

guishes among four axes: . Jnd )
precipitating factor, (3) Mental subnormality and (4) Additional physical

illness or handicap. (Based on Wing L, Bramley C; Hailey A, and Wing JK:
Camberwell curwlative psychiatric case register. Part I: time and metheds.,

'Soc. Psychiat. 3: 116-123, 1968).
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Table V

1. Symptoms

2. .Previous duration and course of symptoms

A.

Duratlon
long-term - first onset more than 2 years ago
moderate duration - first onset between 2 months and 2 years ago
3) recent onset - first onset less than 2 months ago
Course
1) continuous - symptoms constant since onset
2) fluctuating - period(s) of partial remission since- onset

3. Associated factors

Ao
Bo

C.
D.

Envirommental stresses (e.g. death in family, financial problems)

Physical illness

1) with central nervous system effects (e.g. central nervous system
syphilis)

2) other (e.g. pneumococcal pneumonia)

Drug or alcohol abuse

Other associated factors (specify)

4, Personal relationships

Moo

Very good - frequent and close personal contacts

Good
Fair - occasional or troubled personal contacts

Poor

Very poor - rare personal contacts or withdrawn

5. Work function (includes paid work, house work, or schoolwork as student)

A. Very good - works regularly and effectively
B. Good
C. Fair - works part-time and/or with 11m1ted effects
D. Poor
E. Very poor - works rarely or never, or works ineffectively
. Strauss' (1975) model of a multiaxial system of classification distinguishes

-among five axes: (1) Symptoms, (2) Previous duration and course of symptoms,
(3) Associated factors, (4) Personal relationship and (5) Work function.
(Based on Strauss JS: A comprehensive approach to psychiatric diagnosis.
Rmer. J. Psychiat. 132: 1193-1197, 1275).
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APPENDIX II

PHARMACOTHERAPY OF FUNCTIONAL PSYCHOSES
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Antipsychotic-neuroleptics (Table I and II) and monoamine uptake
inhibitor tricyclic and non-tricyclic antidepressants (Tables ITI and

IV) employed in treatment.
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Table I
I. Phenothiazines Chlorpromazine
II. Thioxanthenes Thiothixene
III. Dibenzoxazepines Loxapine
IV. Butyrophenones Haloperidol
V. Diphenylbutylpiperidines Pimozide
VI. Indole Derivatives Molindone

Six structurally different groups of neuroleptic-antipsychotics with pro-
totype drugs.




Table II

23-31

-1 12-22

Haloperidol Promazine Methylperidol
Chlorpromazine Clothiapine Oxypertine
Levonepromazine Loxapine Mesoridazine
Thioridazine Pimozide Alimenazine
Fluphenazine Carpipramine Trifluperidol
Perphenazine Perazine Clopenthixol
Thiothixene Reserpine Molindone
Trifluoperazine Floropipamide Spiperone
Sulpiride Fluspirilene Moperone
Clozapine But;Lerazine

~\Proéericiazine Flupenthixol

218

Thirty-one neuroleptics employed in eight countries presented in rank order
ofi frequency of use., (Adapted from Ban TA, Guy W and Wilson WH: Pharmaco—
therapy of chronic hospitalized schizophrenics: diagnosis and treatment.
Psychiatric Journal of the University of Ottawa 9: 191-195, 1984).
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Table ITI
Dibenzazepines Imipramine
Dibenzodiazepines Dibenzepin
Dibenzocyclopheptadiens Amitriptyline
Dibenzocycloheptatriens Protriptyline
Dibenzothiepines Prothiadene
Dibenzoxepines : Doxepin
Dibenzoxazepines Amoxapine
Anthracenes ' Melitracene
Anthridines Propazepine
Acridans | Dimethacrine

Ten structurally diffefent groups of tricyclic antidepressants with proto-
type drugs. (Adapted from Ban TA: Psychopharmacology of Depression.
Karger, Basel, Munchen, Paris, London, New York and Sydney, 1981.)
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Table IV
Dibenzobicyclo-Octadienes _ ~ Maprotiline
Carboxylic Acid Esters, Amides and Alapr0c1ate
Amidbximes
Arylalkyl and Arylcycloalkylamines ‘Fluvoxamine
Phenoxyalkylamines Viloxazine
Diaryl and Diaryloxy Derivatives Fluoxetine
Arylbicyclic Compounds | C{talopram
Oxazoles, Imidazoles and Triazoles Trazodone
Benzpyrazoles and Benzididazoles Clodazone
- Condensed Indoles | : Tandamin
Quinolines and Tetrahydroiso- Nomifensin

quinolines

Ten structurally different cyclic (non-tricyclic) antidepressants with
prototype drugs. (Adapted from Ban TA: Psychopharmacology of Degression.
Karger, Basel, Munchen, Paris, London, New York and Sydney,.1981.
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APPENDIX III
INTERNATIONAL CLASSIFICATION OF DISEASES

9th Edition
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Descriptive diagnoses relevant to functional psychoses from the 9th

edition of the International Classification of Diseases (ICD-9) (Table 1).
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Table 1

Other Psychoses {295-299)

295. Schizophrenic psychdses

A group of psychoses in which there is a fundamental distupbance of per-
sonality, a characteristic distortion of thinking, often 3 sense of being
controlled by alien forces, delusions which may be bizarre, disturbed per-
ception, abnormal affect out of keeping with the real situation, and autism.
Nevertheless, clear donsciousness and intellectual capacity are usually main-
tained. . The disturbance of personality involves its most basic functions
which give the normal person his feeling of individuality, uniqueness and
self-direction. The most intimate thoughts, feelings and acts are often felt
to be known to or shared by others and explanatory delusions may develop, to
the effect that natural or supernatural forces are at work to influence the
schizophrenic person's thoughts and actions in ways that are often bizarre.

He may see himself as the pivot of all that happens. Hallucinations, especially
of hearing, are common and may comment on the patient or address him. Per-
ception is frequently disturbed in other ways; there may be perplexity, irre-
levant features may become all-important and, accompanied by passivity feel-
ings, may lead the patient to believe that everyday objects and situations
possess a special, usually sinister, meaning intended for him. In the
characteristic schizophrenic disturbance of thinking, peripheral and irrelevant
features of a total concept, which are inhibited in normal directed mental
activity, are brought té the forefront and utilized in place of the elements
relevant and appropriate to the situation. Thus thinking becomes vague, .
elliptical and obscure, and its expression in speech sometimes incomprehen-
sible. Breaks and interpolations in the flow of consecutive thought are
frequent, and the patient may be convinced that his thoughts are incongruous.
Ambivalence and disturbance of volition may appear as inertia, negativism or
stupor. Catatonia may be present. The diagnosis "schizophrenia" should not
be made unless there is, or has been evident during the same illness, char-
acteristic disturbance of thought, perception, mood, conduct, or personality--
preferably -in at least two of these areas. The diagnosis should not be
restricted to conditions running a protracted, deteriorating, or chronic course.
In addition to making the diagnosis on the criteria just given, effort should
be made to specify one of the following subdivisions of schizophrenia, accord-
ing to the predominant symptoms.

Includes: schizophrenia of the types described in 295.0-295.9 occurring
in children :

Excludes: childhood type schizophrenia (299.9)
infantile autism (299.0)
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Table: 1 (continued)

295.0 Simple fype

A psychosis in which there is insidious development of oddities of conduct,
inability to meet the demands of society, and decline in total performance.
Delusions and hallucinations are not in evidence and the condition is less
obviously psychotic than are the hebephrenic, catatonic and paranoid types
of schizophrenia. With increasing social impoverishment vagrancy may ensue
and the patient becomes self-absorbed, idle and aimless. Because the
schizophrenic symptoms are not clear-cut, diagnosis of this form should be
made sparingly, if at all.

Schizophrenia simplex
Excludes: Tlatent schizophrenia (295.5)
295.1 Hebephrenic type

A form of schizophrenia in which affective changes are prominent, delusions
and hallucinations fleeting and fragmentary, behaviour irresponsible and
unpredictable and mannerisms common. The mood is shallow and inappropriate,
accompanied by giggling or self-satisfied, self-absorbed smiling, or by a
lofty manner, grimaces, mannerisms, pranks, hypochondriacal complaints and
reiterated phrases. Thought is disorganized. There is a tendency to remain
solitary, and behaviour seems empty of purpose and feeling. This form of
schizophrenid usually starts between the ages of 15 and 25 years.

Hebephrenia‘
295.2 Catatonic type

Includes as an essential feature prominent psychomotor disturbances often
alternating between extremes such as hyperkinesia and stupor, or automatic
obedience and negativism. Constrainted attitudes may be maintained for long
periods: if the patient's limbs are put in some unnatural position they
may be held there for some time after the external force has been removed.
Severe excitement may be a striking feature of the condition. Depressive or
hypomanic concomitants may be present.

Catatonic: Schizophrenic:
agitation catalepsy
excitation catatonia
stupor flexibilitas cerea

295.3 Paranoid type

The form of schizophrenia in which relatively stable delusions, which may

be accompanied by hallucinations, dominate the clinical picture. The delusions
are frequently of persecution but may take other forms (for example of jealousy,
exalted birth, Messianic mission, or bodily change). Hallucinations and
erratic behaviour may occur; in some cases conduct is seriously disturbed from




Table 1 {continued)

the outset, thought disorder may be gross, and affective flattening with
fragmentary delusions and hallucinations may develop.

Paraphrenic schizophrenia

Excludes: paraphrenia, involutional paranoid state (297.2)
paranoia (297.1)

295.4 Acute schizophrenic episode

Schizophrenic disorders, other than those listed above, in which there is a
dream-1ike state with slight clouding of consciousness and perplexity. Exter-
nal things, people and events may become charged with personal significance

for the patient. There may be ideas of reference and emotional turmoil.
In many such cases remission occurs within a few weeks or months, even with-

out treatment.

Oneirophrenia Schizophreniform:
attack
psychosis, confusional type

Excludes: acute forms of schizophrenia of:
catatonic type (295.2)
hebephrenic type (295.1)
paranoid type (295.3)
simple type (295.0) -

295.5 Latent schizophrenia

It has not been possible to produce a generally acceptable description for
this condition. It is not recormended for general use, but a description

is provided for those who believe it to be usefuly a condition of eccentric
or inconsequent behaviour and anomalies of affect which give the impression
of schizophrenia though no definiite and characteristic schizophrenic anomalies,
present or past, have been manifest.

The inclusion terms indicate that this is the best place to classify some
other poorly defined varieties of schizophrenia.

Latent schizophrenic reaction Schizophrenia:
Schizophrenia: pseudoneurotic
borderline pseudopsychopathic
prepsychotic
prodromal

Excludes: schizoid personality (301.2)

295.6 Residual schizophrenia

A chronic form of schizophrenia in which the symptoms that persist from the
acute phase have mostly lost their sharpness. Emotional response is blunted
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 Table 1 (continued)

and thought disorder, even when gross, does not prevent the accomplishment
of routine work.

Chronic undifferentiated schizophrenia
Restzustand (schizophrenic)
Schizophrenic residual state

295.7 Schizoaffective type
A psyehosis in which pronounced manic or depressive features are intermingled
with schizophrenic features and which tends towards remisson without per-

manent defect, but which is prone to recur. The diagnosis should be made
only when both the affective and schizophrenic symptoms are pronounced.

Cyclic schizophrenia

Mixed schizophrenic and affective psychosis

Schizoaffective psychosis

Schizophreniform psychosis, affective type

295.8 Other

Schizophrenia of specified type not classifiable under 295.0-295.7.

Acute (undifferentiated) Atypical schizophrenia
schizophrenia Coenesthopathic schizophrenia

Excludes: infantile autism (299.0)
295.9 Unspecified

To be used only as a last resort.
Schizophrenia NOS

Schizophrenic reaction NOS
‘Schizophreniform. psychasis NOS

296 Affectiveisychoses

Mental disorders, usually recurrent, in which there is a severe disturbance
of mood (mostly compounded of depress1on and anxiety but also manifested

as elation and excitement) which is accompanied by one or more of the follow-
ing: delusions, perplexity, disturbed attitude to self, disorder of per-
ception and behaviour; these are all in keeping with the patient's prevailing
_mood_(as_are hal]uc1nat1on§-when they occur). There ‘is-a strong. tendency' to
“suicide.  Foy practical reasons, mild disorders of mood. may -also ‘be-included
“here if ‘the ‘symptoms match closely the descr1pt1ons glven, this app11es
part1cu1ar1y to mild’ hyponan1a : « S

F
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Table 1 (continued)

Excludes: reactive depressive psychosis (298.0)
reactive excitation (298.1)
neurotic depression (300.4)

296.0 Manic-depressive psychosis, manic type

Mental disorders characterized by states of elation or excitement out of
keeping with the patient's circumstances and varying from enhanced liveli-
ness (hypomania) to violent, almost uncontrollable excitement, Aggression
and anger, flight of ideas, distractibility, impaired judgement, and gran-
diose ideas are common.

Hypomania NOS Manic psychosis
Hypomanic psychosis Manic-depressive psychosis or
Mania (monopolar) NOS reaction: :
Manic disorder hypomanic

manic

Excludes: circ?]ar t{pe if there was a previous attack of depression
296.2

296.1 Manic-depressive psychosis, depressed type

An affective psychosis in which there is a widespread depressed mood of gloom
and wretchedness with some degree of anxiety. There is often reduced activity
but there may be restlessfless and agitation. There is a marked tendency to
recurrence; in a few cases this may be at regular intervals.

Depressive psychosis Manic-depressive reaction, depressed
Endogenous depression _ Monopolar depression
Involutional melancholia Psychotic depression

Excludes: circular type if previous attack was of manic type (296.3)
depression NOS (311)

296.2 Manic-depressive psychosis, circular type but currently manic
An affective psychosis which has éppeared in both the depressive and the manic
form, either alternating or separated by an interval of normality, but in

which the manic form is currently present. (The manic phase is far less fre-
quent than the depressive).

Bipolar disorder, now manic
Excludes: brief compensatory or rebound mood swings (296.8)
296.3 Manic-deprgssive psychosis, circular type but currently depressed

Circular type (see 296.2) in which the depfessive form is currently present.

Bipolar disorder, now depressed -
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Table 1. (continued)

Excludes: brief compensatory or rebound mood swings (296.8)

296.4 Manic-depressive psychosis, circular type, mixed

An affective psychosis in which both man1c and depressive symptoms are pre-
sent at the same time.

296.5 Manic-depressive psychostis, circu1ar type, current cond1t1on not
specified

Circular type (see 296.2) in which the current condition is not specified
as either manic or depressive.

296.6 Manic-depressive psychosis, other and unspecified

Use this code for cases where no other information is available, except the
unspecified term, manic-depressive psychosis, or for syndromes corresponding
to the descriptions of depressed (296.1) or manic (296.0) types but which
for other reasons cannot be classified under 296,0-296.5.

Manic-depressive psychosis: Manic-depressive:
NOS reaction NOS
mixed type syndrome NOS

296.8 Other
Excludes: psychogenic affective psychoses (298.-)

269.9 Unspeficied

Affective psychosis NOS
Melancholia NOS

297 Paranoid States

Excludes: acute paranoid reaction (298.3)
alcoholic jealousy (291.5)
paranoid schizophrenia (295.3)

297.0 Paranoid state, simple

A psychosis, acute or chronic, not classifiable as schizophrenia or affec-
tive psychosis, in which delusions, especially of belng influenced, per-
secuted or treated in some special way, are the main symptoms. The delusions
are of’a fairly fixed, elaborate and systematized kind.

297.1 Paranoia

A rare chronic psychosis in which logically constructed systematized delu-
sions have developed gradually without concomitant hallucinations or the "
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Table 1- (continued):

Excludes: brief compensatory or rebound mood swings (296.8)
296.4 Manic-depressive psychosis, circular type, mixed

An affect1ve psychosis in which both man1c and depressive symptoms are pre-
sent at the same time.

296.5 Manic-depressive psychosis, circuﬂar type, current condition not
specified

Circular type (see 296.2) in which the current condition is not specified
as either manic or depressive. -

296.6 Manic-depressive psychosis, other and unspecified

-Use this code for cases where no other information is available, except the
unspecified term, manic-depressive psychosis, or for syndromes corresponding
to the descriptions of depressed (296.1) or manic- (296.0) types but which
for other reasons cannot be classified under 296,0-296.5.

Manic-depressive psychosis: Manic-depressive:
NOS reaction NOS
mixed type syndrome NOS

296.8 Other
Excludes: psychogenic affective psychoses (298.-)
269.9 Unspeficied

Affective psychosis NOS
Melancholia NOS :

297 Paranoid States

Excludes: acute paranoid reaction (298.3)
' alcoholic jealousy (291.5)
paranoid schizophrenia (295.3)

297.0 Paranoid state, simple

A psychosis, acute or chronic, not classifiable as schizophrenia or affec-
tive psychosis, in which delusions, especially of be1ng influenced, per-
secuted or treated in some special way, are the main symptoms. The delusions
are of'a fairly fixed, elaborate and systematized kind.

297.1 Paranoia

A rare chronic psychosis in which logically constructed systematized delu-
sions have developed gradually without concomitant hallucinations or the"
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Table 1 €continued)

schizophrenic type of diserdered thinkine. The delusions are mostly of
grandeur (the paranoiac prophet or inventor), persecution or somatic
abnormality.

Excludes: paranoid personality disorder (301.0)
297.2 Paraphrenia
Paranoid psychosis in which there are conspicuous hallucinations, often in

several modalities. Affective symptoms and disordered thinking, if present,
do not dominate the clinical picture and the personality is well preserved.

Involutional paranoid state
Late paraphrenia

297.3 Induced psychosis

Mainly delusional psychosis, usually chronic and often without florid fea-
tures, which appears to have developed as a result of a close, if not
dependent, relationship with another person who already has an established
similar psychosis. The delusions are at least partly shared. The rare cases
in which several persons are affected should also be included here.

Folie a deux ' Induced paranoid disorder

297.8 Other

Paranoid states which, though in many ways akin to schizophrenic or affec-
tive states, cannot readily be classified under any of the preceding rubrics,
nor under 298.4

Paranoia querulans . Sensitiver Beziehungswahn
Excludes: senile paranoid state (297.2)
297.9 Unspecified
Paranoid:
psychosis NOS
reaction NOS
state NOS

298 Other nonorganic psychoses

Catdgories 298.0-298.8 should be restricted to the small group of psychotic
conditions that are largely or entirely attributable to a recent life
experience. They should not be used for the wider range of psychoses in
which envirommental factors play some (but not the major) part in aetiology.
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Table 1 (continued)

298.0 Depressive type

A depressive psychosis which can be similar in its symptoms to manic-depressive
psychosis, depressed type (296.1) but is apparently provoked by saddening
stress such as a bereavement, or a severe disappointment or frustration. There
may be less diurnal variation of symptoms than in 296.1, and the delusions are
more often understandable in the context of the 1ife experience. There is
usually a serious disturbance of behaviour, e.g., major suicidal attempt.

Reactive depressive psychosis
Psychogenic depressive psychosis

Excludes: manic-depressive psychosis, depressed type (296.1)
neurotic depression (300.4)

298.1 Excitative type

An affective psychosis similar in its symptoms to manic-depressive psychosis,
manic type, but apparently provoked by emotional stress.

Excludes: manic-depressive psychosis, manic type (296.0)

298.2 Reactive confusion

Mental disorders with clouded consciousness, disorientation (though less marked
than in organic confusion) and diminished accessibility often accompanied by
excessive activity and apparently provoked by: emotional stress.

Psychogenic eonfusion )
Psychogenic twilight state

Excludes: acute confusional state (293.0)

298.3 Acute paranoid reaction

Paranoid states apparently provoked by some emotional stress.- The stress is
often misconstrued as an attack or threat. Such states are particularly prone

to occur in prisoners or as acute reactions to a strange and threatening
enviromment, e.g., in immigrants.

Bouffee delirante

Excludes: paranoid states (297.-)

298.4 Psychogenic paranoid psychosis

Psychogenic or reactive paranoid psychosis of any type which is more protracted

than the acute reactions covered in 298.3. Where there is a diagnosis of
psychogenic paranoid psychosis which does not specify "acute" this coding

should be made.

Protracted reactive paranoid psychosis
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Table 1 (continued)

298.8 Other and unspecified reactive psychosis

Hysterical psychosis Psychogenic stupor
Psychogenic psychosis NOS

298.9 Unspecified psychosis
To be used only as a last resort, when no other term can be used.

Psychosis NOS

Descriptive ICD-9 diagnoses relevant to functional psychoses.

PRV
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Operationalized»Axis I diagnoses relevant to functional psychoses from
the 3rd edition of the Diagnostic and Statistical Manual of the American
Psychiatric Association (DSM-III) (Table I); and information relevant to

Axes II, IV and V (Tables II, III and IV),
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Table <1

Schizophrenic Disorders

Diagnostic criteria for a Schizophrenic Disorder
A. At’1east one of the following during a phase of the illness:

(1) bizarre delusions (content is patently absurd and has no possible
basis in fact), such as delusions of being controlled, thought
broadcasting, thought insertion, or thought withdrawal

(2) somatic, grandiose, religious, nihilistic, or other delusions with-
out persecutory or jealous content

(3) delusions with persecutory or jealous content if accompanied by
hallucinations of any type

(4) auditory hallucinations in which either a voice keeps up a running
commentary on the individual's behavior or thoughts, or two or
more voices converse with each other.

(5) auditory hallucinations on several occasions with content of more
than one or two words, having no apparent relation to depression
or elation

(6) incoherence, marked loosening of associations, markedly illogical
thinking, or marked poverty of content of speech if associated with
at least one of the following:

(a) blunted, flat, or inappropriate affect
(b) delusions or hallucinations
(c) catatonic or other grossly disorganized behavior

B. Deterioration from a previous level of functioning in such areas as work,
socia} relations, and self-care.

C. Duration: Continuous signs of the illness for at least six months at
some time during the person's life, with some signs of the illness at
present. The six-month period must include an active phase during which
there were symptoms from A, with or without a prodromal or residual phase,
as defined below.

Prodromal phase: A clear deterdiorationoin functioning before the
active phase of the illness not due to a disturbance in mood or to a
Substance Use Disorder and involving at least two of the symptoms noted

. below.

Residual phase: Persistence, following the acit?e phase of the i11-
ness, of at least two of the symptoms noted below, not due to the distur-
. bance in mood or to a Substance Use Disorder.
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Table I (continued)

Prodromal or Residual Symptoms

(1) social isolation

(2) marked impairment in role functioning as wage-earner, student,
or homemaker

(3) markedly peculiar behavior (e.g., collecting garbage, talking
to self in public, or hoarding food)

(4) marked impairment in personal hygiene and grooming
(5) blunted, flat, or inappropriate affect '

~ (6) digressive, vague, overelaborate, circumstantial, or metaphori-
cal speech

(7) odd or bizarre ideation, or magical thinking, e.g., superstitious-
ness, clairvoyance, telepathy, "sixth sense," “others can feel any
feelings,” overvalued ideas, ideas of reference ’

D. The full depressive or manic syndrome (criteria A and B of major depressive
or manic episode), if present, developed after any psychotic symptoms, or
was brief in duration relative to the duration of the psychotic symptoms in A.

E. Onset of prodromal or active phase of the illness before age 45.
F. Not due to any Organic Mental Dilsorder or Mental Retardation.

295.1 Diagnostic Criteria for Disorganized Type
A type of~Schdzophrenia in"which"there are:

A. Frequent incoherence
B. Absence of systematized delusions
C. Blunted, inappropriate or silly affect.

295.2. Diagnostic Criteria for Catatonic Type

A type of Schizophrenia dominated by any of the following:

(1) catatonic stupor (marked decrease in reactivity to environment
and/or reduction of spontaneous movements and activity) or mutism

(2) catatonic negativism (an apparently motiveless resistance to all
instructions or attempts to be moved)

(3) catatonic rigidity (maintenance of a rigid posture against efforts
to be moved)

(4) catatonic excitement (excited motor activity. apparently purposeless
and not influenced by external stimuli)

(5) catatonic posturing (voluntary assumption of inappropriate or
bizarre posture)
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Table »I': (continued)

295.3 Diagnostic criteria for Paranoid Type

295.9

295.6

A type of Schizophrenia dominated by one or more of the following:

(1) persecutory delusions

(2) grandiose delusions

(3) delusional jealousy

(4) hallucinations with persecutory or grandiose content

Diagnostic criteria for Undifferentiated Type

A.

B.

A type of Schizophrenia in which there are: Prominent delusions,
hallucinations, incoherence, or grossly disorganized behavior.

Does not meet the criteria for any of the previously listed types
or meets the criteria for more than one.

Diagnostic criteria for Residual Type

A.

B.

C.

A history of at least one previous episode of Schizophrenia with
prominent psychotic symptoms. '

A clinical picture without any prominent psychotic symptoms that
occasioned evaluation or admission to clinical care.

Continuing evidence of the illness, such as blunted or inappro-
priate affect, social withdrawal, eccentric behavior, illogical
thinking, or loosening of associations.

Paranoid Disorders

Diagnostic criteria for Paranoid Disorder

A. Persistent persecutory delusions or delusional jealousy.

Emotion and behavior appropriate to the content of the delusional system.

B
C. Duration of illness of at least one week.
D

None of the symptoms of criterion A of Schizophrenia, such as bizarre

delusions, incoherence, or marked loosening of associations.

E. No prominent hallucinations.

F. The full depressive or manic syndrome (criteria A and B of major depres-
sive or manic episode) is either not present, developed after any
psychotic symptoms, or was brief in duration relative to the duration

of the psychotic symptoms.

G. " Not due to an Organic Mental Disorder.




237

Table 1 ° (continued)

297.10 Diagnostic criteria for Paranoia
A. Meets the criteria for Paranoid Disorder

B. A chronic and stable persecutory delusional system of at least
six months' duration.

C. Does not meet the criteria for Shared Paranoid Disorder.
297.30 Diagnostic criteria for Shared Paranoid Disorder
A. Meets the criteria for Paranoid Disorder

B. Delusional system develops as a result of a close relationship
with another person or persons who have an estab11shed disorder
with persecutory delusions.

298.30 Diagnostic criteria for Acute Paranoid Disorder
A. Meets the criteria for Paranoid Disorder
B. Duration of less than six months.

297.90 Atypical Paranoid Disorder

This is a residual category for Paranoid Disorders and classified
above.

Psychotic Disorders Not Elsewhere Classified

295.40 Diagnostic criteria for Schizophreniform Disorder
A. Meets all of the criteria for Schizophrenia except for duration.

B. The illness (including prodromal, active, and residual phases)
lasts more than two weeks but less than six months.

298.80 Diagnostic criteria for Brief Reactive Psychosis

A. Psychotic symptoms appear immediately following a recognizable
' psychosocial stressor that would evoke significant symptoms of
stress in almost anyone.

B. The clinical picture involves emotional turmo1l and at least one
of the following psychotic symptoms:
(1) incoherence or loosening of associations
(2) delusions
“(8) hallucinations
(4) behavior that is grossly disorganized or catatonic

|
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Table I (continued)

295.70

298.90

C. The psychotic symptoms last more than a few hours but less than
two weeks, and there is an eventual return to the premorbid level
of functioning. (Note: The diagnosis can be made soon after the
onset of the psychotic symptoms without waiting for the expected
recovery. If the psychotic symptoms last more than two weeks, the -
diagnosis should be changed.)

D. No period of increasing psychopathology immediately preceded the
psychosocial stressor.

E. The disturbance is not due to any other mental disorder, such as
an Organic Mental Disorder, manic episode, or Factitious Disorder

with Psychological Symptoms. -
Schizoaffective Disorder

The term Schizoaffective Disorder has been used in many different ways
since it was first introduced, and at the present time there is no con-
sensus on how this category should be defined. Some of the cases

that in the past were diagnosed as Schizoaffective Disorder would in
this manual be diagnosed as Schizophreniform Disorder, Major Depres-
sive or Bipolar Disorder with Mood-congruent or Mood-inconaruent
Psychotic Features, or Schizophrenia with a superimposed Atypical
Affective Disorder. Future research is needed to determine whether
there is a need for this category, and if so, how it should be defined
and what its relationship is to Schizophrenia and Affective Disorider.

The category is retained in this manual without diagnostic criteria
for those instances in which the clinician is unable to make a differen-
tial diagnosis with any degree of certainty between Affective Disorder
and either Schizophreniform Disorder or Schizophrenia. Befare using
the Schizoaffective Disorder category, the clinician should consider
all of the diagnoses noted in the first paragraph above, particularly
Major Affective Disorders with Psychotic Features.

Atypical Psychosis

This is a residual category for cases in which there are psychotic symp--.
tams (delusions, hallucinations, incoherence, loosening of associations,
markedly illogical thinking, or behavior that is grossly disorganized or
catatonic) that do not meet the criteria for any specific mental disorder.

Affective Disorders

Diagnostic criteria for a manic episode

A. One or more distinct periods with a predewinantly elevated, expansive, or
2 {rritable mood. The elevated or irritable mood must be a prominent part
~ of the illness and relatively persistent, although it may alternate or

intermingle with depressive mood.
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Table I  (continued)

Duration of at least one week (or any duration if hospitalization is
necessary), during which, for most of the time, at least three of the
following symptoms have persisted (four if the mood is only irritable)
and have been present to a significant degree:

(1) increase in activity (either socially, at work, or sexually) or
physical restlessness.

(2) more talkative than usual or pressure to keep talking

(3) flight of ideas or subjective experience that thoughts are racing

(4) inflated self-esteem (grandiosity, which may be delusional)

(5) decreased need for sleep

(6) distractibility, i.e., attention is too easily drawn to unimportant
or irrelevant external stimuli

(7) excessive involvement in activities that have a high potential for
painful consequences which is not recognized, e.g. buying sprees, sex-
ual ‘pdiscretions, foolish business investments, reckless driving.

Neither of the following dominates the clinical picture when an affective
syndrome is absent (i.e., symptoms in criteria A and B above):

(1) preoccupation with a mood-incongruent delusion or hallucination
(see definition below)

(2) bizarre behavior

Not superimposed on either Schizophrenia, Schizophreniform Disorder, or a
Paranoid Disorder.

Not due to any Organic Mental Disorder, such as Substance Intoxication.

- (Note: A hypomanic episode is a pathological disturbance similar to,

but not as severe as, a manic episode.)

Diagnostic criteria for major depressive episode

A.

Dysphoric mood or loss of interest or pleasure in all or almost all usual
activitiea and pasttimes. The dysphoric mood is characterized by symptoms
such as the following: depressed, sad, blue, hopeless, low, down in the
dumps, irritable. The mood disturbance must be prominent and relatively
persistent, but not necessarily the most dominant symptom, and does not
include momentary shifts from one dysphoric mood to another dxsphoric
mood, e.g., anxiety to depression to anger, such as are seen in states of
acute psychotic turmoil. (For children under six, dysphoric mood may
have to be inferred from a persistently sad facial expression.)
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Table 1 (cantinued)

B. At least four of the following symptoms have each been present nearly
every day for a period of at least two weeks (in:children under six,
at least three of the first four).

(1) poor appetite or significant weight loss (when not dieting) or
increased appetite or significant weight gain (in children under
siX, consider failure to make expected weight gains)

(2) insomnia or hypersomnia

(3) psychomotor agitation or retardation (but not merely subjective
feelings of restlessness or being slowed down) (in children under
six, hypoactivity)

(4) loss of interest or pleasure in usual activities, or decrease in
sexual drive not limited to a period when delusional or hallucinating
(in children under six, signs of apathy)

(5) loss of energy; fatigue

(6) feelings of worthlessness, self-reproach, or excessive or inappro-
. priate guilt (either may be delusional)

(7) complaints or evidence of diminished ability to think or concentrate,
such as lowered thinking, or indecisiveness not associated with
marked loosening of associations or incoherence

(8) recurrent thoughts of death, suicidal ideation, wishes to be dead, or
suicide attempt. '

C. Neither of the following dominate the clinical picture when an affective
syndrome is absent (i.e., symptoms in criteria A and B above):

(1) preoccupation with a mood-incongruent delusion or hallucination
(see definition below)

(2) bizarre behavior

D. Not superimposed on either Schizophrenia, Schizophreniform Disorder, or
a Paranoid Disorder.

E. Not due to any Organic Mental Disorder or Uncomplicated Bereavement.
296.6 Diagnostic criteria for Bipolar Disorder, Mixed
A. Current (or most recent) episode involves the full symptomatic
picture of both manic and major depressive episodes intermixed
or rapidly alternating -every few days.
B. Depressive symptoms are prominent and last at least a full day.

296.4 Diagnostic criteria for Bipolar Disorder, Manic

Currently (or most recently) in a manic episode (if there has been a
previous manic episode, the current episode need not meet the full
criteria for a manic episode.)

i e
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Table I  {continued)

296.5 Diagnostic criteria for Bipolar Disorder, Depressed

A. Has had one or more manic episodes

B. Currently (or most recently) in a major depressive ép%sode (if

there has been a previous major depressive episode, the current
episode of depression need not meet the full criteria for a major
depressive episode.) '

296.2 Diagnostic criteria for Major Depression

A.
B.

One (296.2) or more (296.3) major depressive episodes

Has never had a manic episode.

301.13 Diagnostic criteria for Cyclothymic Disorder

A.

B.

During the past two years, numerous periods during which some symptoms
characteristic of both the depressive and the manic syndromes were
present, but were not of sufficient severity and duration to meet

the criteria for a major depressive or manic episode.

The depressive periods and hypomanic periods may be separated by
~periods of normal mood lasting as long as months at a time, they
may be intermixed, or they may alternate.

During depressive periods During hypomanic periods there is
there is sepressed mood or an elevated, expansive, or irritable
loss of interest or pleasure mood and at least three of the

in all or almost all, usual following:

activities and pasttimes, and

dt least three of the follow-

ing:

(1) insomnia or hypersomnia (1) decreased need for sleep

(2) 1ow energy or chnonic (2) more energy than usual
fatigue

(3) feelings of inadequacy (3) inflated self-esteem

(4) decreased effectiveness (4) increased productivity, often
or productivity at school’, associated with unusual and

work, or home self-imposed working hours
(5) decreased attention, con- (5) sharpened and unusually crea-
centration, or ability to tive thinking
think clearly
(6) social withdrawal (6) uninhibited people-seeking

(extreme gregariousness)
(7) loss of interest in or (7) hypersexuality without recogni-
enjoyment of sex tion of possibility of painful
consequences
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(8) restriction of involve- (8) excessive involvement in
ment in pleasurable pleasurable activities with
activities; guilt over lack of concern for the high
past activities potential for painful conse-

quences, e.g., buying sprees,
foolish business investments,
reckless driving

(9) feeling slowed down (9) physical restlessnhess

(10) less talkative than (10) more talkative than usual
usual

(11) pessimistic attitude (11). overoptimism or exaggeration of
toward the future, or past achievements
brooding about past
events -

(12) tearfulness or crying (12) inappropriate laughing, joking,

punning

Absence of psychotic features such as delusions, hallucinations,
incoherence, or .loosening of associations.

Not due to any other mental disorder, such as partial remission
of Bipolar Disorder. However, Cyclothymic Disorder may precede
Bipolar Disorder. :

296.70 Atypical Bipolar Disorder

300.40

This is a residual category for individuals with manic features that
cannot be classified as Bipolar Disorder or as Cyclothymic Disorder.
For example, an individual who previously had a major depressive
episode and now has an episode of illness with some manic features
(hypomanic episode), but not of sufficient severity and duration to
meet the criteria for a manic episode. Such cases have been referred
to as "Bipolar II."

Diagnostic criteria for Dysthymic Disorder

A.

During the past two years (or one year for children and adoles-
centsg the individual has been bothered most or all of the time by
symptoms characteristic of the depressive syndrome but that are not
of sufficient severity and duration to meet the criteria for a
major depressive episode,

The manifestations of the depressive syndrome may be relatively per-
sistent or separated by periods of normal mood lasting a few days to
a few weeks, but no more than a few months at a time.

During the depressive periods there is either prominent depressed
mood (e.g., sad, blue, down in the dumps, Tow) or marked loss of
interest or pleasure in all, or almost all, usual activities and
pasttimes.
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Table I. (continued)

D. During the depressive periods at least three of the following
symptoms are present:
(1) insomnia or hypersomnia
(2) low energy level or chronic tiredness
(3) feelings of inadequacy, loss of self-esteem, or self-appreciation
(4) decreased effectiveness or productivity at school, work, on home
(5) decreased attention, concentration, or ability to think clearly
(6) social withdrawal
(7) loss of interest in or enjoyment of pleasurable activities

(8) irritability or excessive anger (in children, expressed toward
parents or caretakers)

(9) inability to respond with apparent pleasure to praise or rewards
(10) less active or talkative than usual, or feels slowed down or
" restless

(11) pessimistic attitude toward the future, brooding about past
events, or feeling sorry for self

(12) tearfulness or crying
(13) recurrent thoughts of death or suicide

E. Absence of psychotic features, such as delusions, hallucinations,
or incoherence, or loosening of associations.

F. If the disturbance is superimposed on a preexisting mental disorder,
such as Obsessive Compulsive Disorder or Alcohol Dependence, the
depressed mood, by virtue of its intensity or effect on functioning,
can be clearly distinguished from the individual's usual mood.

296.82 Atypical Depression

This is a residual category for individuals with depressive symptoms who
cannot be diagnosed as having a Major or Other Specific Affective Dis-
order or Adjustment Disorder. Examples include the following:

(1) A distinct and sustained episode of the full depressive syndrome
in an individual with Schizophrenia, Residual Type, that develops
without an activation of the psychotic symptoms.

(2) A disorder that fulfills the criteria for Dysthymic Disorder; however,
there have been intermittent periods of normal mood lasting more than
a few months. ,

(3) A brief episode of depression that does not meet the criteria for a Majo

Affective Disorder and that is apparently not reactive to psychosocial
stress, so that it cannot be classified as an Adjustment Disorder,

Operationalized Axis I diagnoses of DSM-III: Clinical Syndromes.
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Table II

PERSONALITY DISORDERS

301.00 Paranoid

301.20 Schizoid

301.22 Schizotypal

301.50 Histrionic

301.81 Narcissistic

301.70 Antisocial

301.83 Borderline

301.82 Avuidant

301.60 Dependent

301.40 Compulsive

301.84 Passive-Aggressive

301.89 Atypical, mixed or other
personality disorder

Axis II diagnoses of DSM-III: Personality dfsorders;




Term

None
Minimal
Mild

Moderate

Severe

Extreme
Cata-
strophic

Unspeci-
fied

Table II1

Adult examples
No apparent psychosocial
stressor

Minor violation of the
law; small bank loan
Argument with neighbor;
change in work hours
New career; death of
close friend; pregnancy

Serious illness in self or
family; major financial
loss; marital separation;
birth of child

Death of close relative;
divorce

~ Concentration camp ex-

perience; devastating
natural disaster

‘ No information, or no
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 Child or adolescent

examples

No apparent psychosocial
stressor - ‘
Vacation with family

Change in schoolteacher;
new school year -
Chronic parental fighting;
change to new school;
illness of close relative;
birth of sibling

Death of peer; divorce ot
parents; arrest; hospital-
ization; persistent and
harsh parental discipline
Death of parent or
sibling; repeated physical
or sexual abuse

Multiple family deaths

No information, .or not
applicable -

Axis IV diagnoseé of DSM-III: Severity of ps_ychosocia] stressors,




Levels _

1 SUPERIOR—Unusu-
ally effective func-
tioning in social rela-
tions, occupational
functioning, and use
of leisure time.

2 VERY GOOD—
Better than average
functioning in social
relations, occupational
functioning, and use
of leisure time.

3 GOOD—No more

- than slight impairment
in either social or oc-
cupational functioning.’

4 FAIR—Moderate im-
pairment in either
social relations or
occupational func-
tioning, or some im-
pairment in both.

5 POOR—Marked im-
pairment in either
social relations or

occupational function- .

ing, or moderate
impairment in both.

6 VERY POOR—
Marked impairment in
both social relations
and occupational func-
tioning.

7 GROSSLY IMPAIRED
—Gross impairment
in virtually all areas
of functioning.

0 UNSPECIRIED

"~ Axis V diagnoses of DSM-III:

past year.

Table 1V

Adult examples
Single parent living in
deteriorating neigh-
borhood takes excel-
lent care of children
and home, has

warm relations with
friends, and finds time
for pursuit of hobby.
A 65-year-old retired
widower does some
volunteer work, often
sees old friends, and
pursues hobbies.

A woman with many
friends functions ex-
tremely well at a dif-
ficult job, but says
““the strain is too
much.”

A lawyer has

trouble carrying
through assignments;
has several acquaint-
ances, but hardly any
close friends.

A man with one or two
friends has trouble
keeping a job for more

“than a few weeks.

A woman is unable to
do any of her house-
work and has violent
outbursts toward
family and neighbors.
An elderly man needs
supervision to main-
tain minimal personal
hygiene and is usually
incoherent.

No information.
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Child or adolescent
examples

A 12-year-old girl gets
superior grades:in school,
is extremely popular
among her peers, and
excels in many sports.
She does all of this with
apparent ease and com-
fort.

An adolescent boy gets
excellent grades, works
part-time, has several
close friends, and plays
banjo in a jazz band. He
admits to some distress
in “keeping up with
everything.”

An 8-year-old boy does
well in school, has several
friends, but bullies
younger children.

A 10-year-old girl does
poorly in school, but has
adequate peer and family
relations.

A 14-year-old boy almost
fails in school and has
trouble getting along
with his peers.

A 6-year-old girls needs
special help in all subjects
and has virtually no peer
relationships.

A 4-year-old boy needs
constant restraint to avoid
burting himself and is
almost totally lacking in
skills.

No information.

Highest level of adaptive functioning
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APPENDIX V

RESEARCH DIAGNOSTIC CRITERIA
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The development and various research diagnostic criteria were pre-
sented and discussed by Berner, Gabriel, Katschnig, Kieffer, Koehler,
Lenz and Simhandl in a book entitled Diagnostic Criteria for Schizophrenic
and Affective Disorders, which was published by the World Psychiatric
Association in 1983 and distributed by the American Psychiatric Associa-
tion, ~ The four research diagnostic criteria presented 1nVTab1es Twiy"

are adapted from this volume.
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Table I

Schizophrenia

For a diagnosis of schizophrenia, A through C are required.

A. Both of the following are necessary:

1. Chronic illness with at least six months of symptoms prior to the
index evaluation without return to the premorbid level of psycho-
social abjustment.

2. Absence of a period of depressive or manic symptoms sufficient to
qualify for affective disorder or probable affective disorder,

B. The patient must have at least one of the following:

1. Delusions or hallucinations without significant perplexity or dis-
orientation associated with them.

2. Verbal production that makes communication difficult because of a
lack of logical or understandable organization. (In the presence
of muteness the diagnostic decision must be deferred.)

C. At least three of the following manifestations must be present for a
diagnosis of "definite," and two for a diagnosis of "probable"
schizophrenia.

1. Single

2. Poor premorbid social adjustment or work history

3. Family history of schizophrenia

4, Absence of alcoholism or drug abuse within one year of onset

5. Onset of illness prior to age 40.

Primary Affective Disorders

For a diagnosis of depression, A through C are required.

A. Dysphoric mood characterized by symptoms such as the following: depressed,
sad, blue, despondent, hopeless, "down in the dumps," irritable, fearful,
worr1ed, or discouraged.

B. At least five of the following criteria are required for “def1n1te“ depres-
sion; four are required for "probable" depression.
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Table . (continued)

For

B.

1. Poor appetite or weight loss (positive if 2 1b a week or 10 1b or
more a year when not dieting),

2. Sleep difficulty (include ingomnia or hypersomnié).

3. Loss of energy, e.g., fatigability, tiredness.

4, Agitytion or retardation.

5. Loss of interest in usual activities, or decrease in sexual drive.
6. Feelings of self-reproach or guilt (either may be delusional).

7

. Complaints of or actually diminished ability to think or concentrate,
such as slow thinking or mixed-up thoughts.

8. Recurrent thoughts of death or suicide, including thoughts of wishing
to be dead.

A psychiatric illness lasting at least one month with no preexisting psy-
chiatric conditions such as schizophrenia, anxiety neurosis, phobic. neu-
rosis, obsessive-compulsive neurosis, hysteria, alcoholism, drug depen-
dency, antisocial personality, homosexuality and other sexual deviations,
mental retardation, or organic brain syndrome. (Patients with life-
threatening or incapacitating medical illness preceding and paralleling
the depression do not receive the diagnosis of primary depression.)

There are patients who fulfill the above criteria, but who also have a
massive or peculiar alteration of perception and thinking as a major
manifestation of their illness. These patients are currently classified
as having a schizoaffective psychosis (Feighner 1979, 1981).

a diagnosis of mania, A through C are required.
Euphoria or irritability
At least three of the following symptom categories must also be present.

Hyperactivity (includes motor, social, and sexual activity)
. Push of speech (pressure to keep talking)

. Flight of ideas (racing thoughts)

. Grandiosity (may be delusional)

. Decreased sleep

6. Distractibility

N W N -

A psychiatric illness lasting at least two weeks with no preexisting
psychiatric conditions such as schizophrenia, anxiety neurgsjs,.phob1c
neurosis, obsessive-compulsive neurosis, hysteria, alcoholism, drug
dependency, antisocial personality, homosexuality and other sexual
deviations, mental retardation, or organic brain syndrome.
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Table “I. {continued)

D. There are patients who fulfill the above criteria, but who also have a
massive or peculiar alteration of perception and thinking as a major
manifestation of their illness. These patients are currently classi-
fied as having a schizoaffective psychosis (Feighner 1979, 1981).

Secondary Affective Disorders

Secondary depression, "definite" or "probable," is defined in the same way :
as primary depression, except that it occurs with one of the following:

1. A preexisting non-affective psychiatric illness which may or may
not still be present.

2. A life-threatening or incapacitating medical illness which precedes
and parallels the symptoms of depression.

St. Louis criteria (Feighner et al., 1972) for schizophrenia and affective
disorders. {Adaptedr from Feighner JP, Robins E, Guze SB, Woodruff RA,

Winokur G and Munoz R: Diagnostic criteria for use in psychiatric research. Arch, |
Gen. Psychiat. 26: 57-63, 1972. '
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Table 11

Schizophrenic Disorders

A through C are required.

A. During an active phase of the illness (may or may not now be present)
at L:ﬁ?t two of the following are required for definite and one for
pro e:

Thought broadcasting, insertion, or withdrawal.

2. Delusions of being controlled (or influenced), other bizarre delu-
sions, or multiple delusions.

3. Somatic, grandiose, religious, nihilistic, or other delusions with-
out persecutory or jealous content lasting at least one week.

4. Delusions of any type if accompanied by hallucinations of any type
for at least one week.

5. Auditory hallucinations in which either a voice keeps up a running
commentary on the subject's behaviors or thoughts as they occur,
or two or more voices converse with each other.

Non-affective verbal hallucinations spoken to the subject.

7. Hallucinations of any type throughout the day for several days or
intermittently for at least one month.

8. Definite instances of marked formal thought disorder accompanied
by either blunted or inappropriate affect, delusions or halluci-
nations of any type, or grossly disorganized behavior.

~J~Mh"\'

B. Signs of illness have lasted at least two weeks from the onset of a notice-
able change in the subject's usual condition (current signs of the illness
may not now meet criterion A and may be residual symptoms only, such as
extreme social withdrawal, blunted or inappropriate affect, mild formal
thought disorder, or unusual thoughts or perceptual experiences).

C. At no time during the active period (delusions, hallucinations, marked
formal thought disorder, bizarre behavior, etc.) of illness being con-
sidered 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.

Manic Disorder

A through E are required for the episode of illness being considered.

A. One or more distinct periods with a.predominantly elevated, expansive,
or irritable mood. The elevated, expansive, or irritable mood must be
a prominent part of the illness and relatively persistent although it may
‘alternate with depressive mood. Do not include if apparently due to
alcohol or drug use.
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Table Il (continued)

If mood is elevated or expansive, at least three of the following symptom
categories must be definitely present to a significant degree, four if
mood is only irritable. (For past episodes, because of memory difficulty,
one less symptom is required.) Do not include if apparently due to
alcohol or drug use.

1. More active than usual, either socially, at work, at home, sexually,
or physically restless.

More talkative than usual or feels a pressure to keep talking.
Flight of ideas or subjective experience that thoughts are racing.
Inflated self-esteem (grandiosity, which may be delusional).

Decreased need for sleep.

Distractibility, i.e., attention is too easily drawn to unimportant
or irrelevant external stimuli.

7. Excessive involvement in activities without recognizing the high
potential for painful consequences, e.g., buying sprees, sexual
indiscretions, foolish business investments, reckless driving.

A O s, wWw N
e

Overall disturbance is so severe that at least one of the following is
present:

1. Meaningful conversation is impossible.

2. Serious impairment socially, with family, at home, at school, or
at work.

3. In the absence of (1) or (2), hospitalization.

Duration of manic “features at least one week beginning with the first
noticeable change in the subject's usual condition (or any duration if
hospitalized). It became "manic" after hospitalization, the rater should
differentiate between manic and hypomanic periods on the basis of apparent
severity.

None of the following which suggest Schizophrenia is present. (Do not
include if apparently due to alcohol or drug use.)

1. Delusions of being controlled (or influenced), or thought broadcast-
- ing, insertion, or withdrawal.

2. Non-affective hallucinations of any type throughout the day for
several days or intermittently throughout a one week period.

3. Auditory hallucinations in which either a voice keeps up a running
commentary on the subject's behaviors or thoughts as they occur,
or two or more voices converse with each other.

4. At some time during the period of illness had more than one week
when.#:* exhibited no prominent depressive or manic symptoms but
had delusions or hallucinations.
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Table .II (continued)

$. At some time during the period of illness had more than one week
when . exhibited no prominent manic symptoms but had several
instances of marked formal thought disorder, accompanied by either
blunted or inappropriate affect, delusions or hallucinations of
any type, or grossly disorganized behavior.

Hypomanic Disorder

A.

Dc

_A through D are required.

Has had a distinct period with predominantly elevated, expansive, or
irritable mood. The elevated, expansive, or irritable mood must be
relatively persistent or occur frequently. It may alternate with
depressive mood. Do not include if mood change is apparently due to
alcohol or drug use.

If the mood is elevated or expansive, at least two of the symptoms
noted in Manic Disorder B must be present, three symptoms if mood is
only irritable.

Duration of mood disturbance at least two days. Definite if elevated,
expansive, or irritable mood lasted for one week, probable if two to
six days.

The episode being considered does not meet the criteria for Schizo-

--phrenia, Schizoaffective Disorder, or Manic Disorder,

Major Depressive Disorder

A through F are required for the episode of illness being considered.

A.

One or more distinct periods with dysphoric mood or pervasive loss of
interest or pleasure. The disturbance is characterized by symptoms
such as the following: depressed, sad, blue, hopeless, low, down in
the dumps, "don't care anymore," or irritable. The disturbance must
be prominent and relatively persistent but not necessarily the most
dominant symptom. It does not include momentary shifts from one dys-

. phoric mood to another dysphoric mood, e.g., anxiety to depression to

anger, such as are seen in states of acute psychotic turmoil.

At least five of the following symptoms are required to have appeared
as part of the episode for definite and four for probable (for past
episodes, because of memory difficulty, one less symptom is required).

1. Poor appetite or weight 1oss or increased appetite or weight gain
(change of 1 1b. a week over several weeks or ten 1bs. a year when

not dieting).
2. Sleep difficulty or sleeping too much.

3. Loss of energy, fatigability, or tiredness.




Table 11 (continued) 3 .

4, ?sychomotor agitation or retardation (but not mere subjective feel- - |
ing of restlessness or being slowed down).

5. Loss of interest or pleasure in usual activities, including social
contact or sex (do not include if limited to a period when delu-
sional or hallucinating). (The loss may or may not be pervasive.)

6. Feelings of self-reproach or excessive or inappropriate guilt
(either may be delusional).

7. Complaints or evidence of diminished ability to think or concen-
trate, such as slowed thinking, or indecisiveness (do not include
if associated with marked formal thought disorder).

8. Recurrent thoughts of death or suicide, or any suicidal behavior.

p v
&

o

C. Duration of dysphoric features at least one week beginning with the first
noticeable change in the subject's usual condition (definite if lasted
more than two weeks, probable if one to two weeks).

D. Sought or was referred to help from someone during the dysphoric period,
took medication, or had impairment in functioning with family, at home,
at school, at work, or socially.

E. None of the following which suggest Schizophrenia is present:

1. Delusions of being controlled (or influenced), or of thought broad-
casting, insertion, or withdrawal.

2. Non-affective hallucinations of any type throughout the day for
several days or intermittently throughout a one week period.

3. Auditory hallucinations in which either a voice keeps up a running
commentary on the subject's behaviors or thoughts as they occur, or
two or more voices converse with each other.

4. At some time during the period of illness had more than one month
when he exhibited no prominent depressive symptoms but had delusions
or hallucinations (although typical depressive delusions such as
delusions of guilt, sin, poverty, nihilism, or self-depreciation,
or hallucinations with similar content are not included).

5. Preoccupation with a delusion or hallucination to the relative
exclusion of other symptoms or concerns (other than typical depres-
sive delusions of guilt, sin, poverty, nihilism, self-depreciation or
hallucinations with similar content).

6. Definite instances of marked formal thought disorder accompanied by
either blunted or inappropriate affect, delusions or hallucinations " -
of any type, or grossly disorganized behiavior.

F. Does not meet the criteria for Schizophrenia, Residual Subtype.

Research diagnostic criteria (Spitzer, Endicott and Robins, 1978) for schizo-
phrenic and affective diorders. (Adapted from Spitzer RL, Endicott, J and
Robins E: Research Diagnostic Criteria RDC for a Selected Group of Functional
Disorders., 3rd Edition. State Psychiatric Instttute, New York, 1978).
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Table III

Schizophrenia

The criteria include all of A-through D.
A. At least one of 1 through 3
1. Formal thought disorder (driveling, tangentiality, neologisms,
paraphasias, nonsequitures, private words, stock words)
2. First rank symptoms (at least one)

Emotional blunting (a constricted, inappropriate, unrelated affect
of decreased intensity, with indifference/unconcern for loved ones,
lack of emotional responsivity, and a loss of social graces)

w
.

B. Clear consciousness
C. No diagnosable affective disorder

D. No diagnosable coarse brain disease, no past hallucinogenic or psycho-
stimulant drug abuse, and no medical condition known to cause schizo-
phrenic symptoms.

Mania

A diagnosis requires all four of the following criteria:

A. Hyperactivity

B. Rapid/pressured speech
C. Euphoric/expansive/irritable mood, with a broad affect
D. No diagnosable coarse brain disease, no psychostimulant drug abuse in

the past month, and no medical illness known to cause manic symptoms.

Endogenous Depression

The criteria includeall three of the following:
A. Sad, dysphoric, or anxious mood
B. Three of 1 throughb:

1. early morning waking
2. diurnal mood swing (worse in A.M.)
3. weight loss of more than five pounds in three weeks
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Table III (continued)

4. retardation or agitation
5. suicidal thoughts/behavior

6. feelings of guilt/hopelessness/worthlessness

C. No diagnosable coarse brain disease, no use of steroids or reserpine
in past month, and no medical illness known to cause depressive
symptoms.

Taylor/Abrams criteria (Taylor and Abrams 1978; Taylor, Redfield and Abrans,
1981) for schizophrenia, mania and endogenous depression. (Based on Taylor
MA and Abrams R: The prevalence of schizophrenia: A reassessment using
modern diagnostic criteria. -Am. J. Psychiat, 135: 945-948; 1978 and Taylor,
MA, Redfield J and Abrams R: Neurophysiological dysfunction in schizophrenia
and affective disease. Biological Psychiatry 16: 467-478, 1981).
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Table 71V »

Endogenomorphic-Schizophrenic Axial Syndrome

A.

Incoherence without marked pressure or retardation of thinking or marked
autonomous anxiety. At least one of the following symptoms required:

1. Blocking
Sudden cessation in the train of thought; after a gap the previous
thought may (a) or may not (be) be taken up again

2. Derailment
Gradual (a) or sudden (b) deviation from the train of thought with-
out gap

3. Pathologically "muddied speech"
Fluent speech, for the most part correct syntax, but the elements
of different thoughts (which, for the patient, may belong to a
common idea) get muddled together

Cryptic neologisms _
(the patient does not explain their private meaning spontaneously)

~Affective blunting (without evidence of marked depression, tiredness,

or drug effect). It includes flatness of affect, emotional indifference,
and apathy. Essentially, the symptom involves a discrimination of
emotional response.

Definitive: A and/or B Present

Probably: Only C Present

Endogenomorphic-Depressive Axial Syndrome

A and B obligatory

A.

Appearance of marked changes in affectivity, emotional resonance, or
drive following a period of habitual functioning. At least one of the
following symptoms is required.

1. Depressive mood (with or without anxiety)

2. Emotional resonance either lacking or limited to depressive responses

3. Reduced drive or agitation

Appearance of bioh&thmic disturbances. Symptoms 1 and 2 are required.
1. Diurnal variations of one or more of the symptoms under A.
2. Shortened sleep.
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Table IV (continued)

Endogenomorphic-Dysphoric Axial Syndrome

A and B obligatory

A. Appearance of marked changes in affectivity, emotional resonance, or drive
following a period of habitual functioning. At least one of the follow-
ing symptoms required:

1. Irritable mood (dysphoria)
2. Emotional resonance limited to hostile responses
3. Increased readiness to hostile acting out.
B. Appearance of biorythmic disturbances. Symptoms 1 and 2 are required.

1. Diurnal variations of one or more of the symptoms under A.
2. Sleep disturbance (At least one of the following symptoms required)

a. interrupted sleep
b. early awakening

Endogenomorphic-Axial Syndrome of Unstable Mixed States

A and B obligatory

A. Appearance of rapidly alternating swings in affectivity, emotional
resonance, or drive following a period of habitual functioning. At
least one of the following symptoms required:

1. Rapidly alternating swings between depressive and/or anxious,
euphoric/expansive, or hostile mood.

2. Papidly alternating and exaggerated emotional resonance touching
various affective states (depressive, anxious, manic, hostile).

3. Rapid change between inhibition, agitation, increased drive, and
occasionally aggression. (The rapid swinging can bring about “con--
cordant" changes in affectivity and drive--for example, manic mood

- combined with decreased drive--because each element may swing in a
different biorythm).

B. Appearance of biorlthmic. disturbances. Symptoms 1 and 2 are required.
1. Dijurnal variations of one or more of the symptoms under A.
2. Sleep disturbances. At least one of the following symptoms required

a. interrupted sleep
b. early awakening

The Vienna Research Criteria (Pdfrer and ketsthnig, 1983) for endegenomorphic
‘axial syndromes. (Based on Berner P and katsehnig: Principles of "muiti-
axial classification in psychiatry as a basis of modern methodology. In.
Helgason T. ed.: Methods in Evaluation of Psychiatric Treatment. Cambridge
University Press, Cambridge, 1983).

i T
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APPENDIX VI

CLASSIFICATIONS OF DEPRESSIONS
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The development of different systems of classification of depression
are presented by Ban in his book entitled Psychopharmacology of Depres-
sion, which was published by Karger in 1981. The four classifications

presented in Figure 1 and Tables I-III are adapted from this book.
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" Figure 1

a
- \
;
P Organic depression ;
' Somatogenic depression '
o ' Symptomatic depression 5
Schizophrenic depression
clic ression :
Oyctic dep Endogenous depression
Periodic depression
lnvblutional depression
. u‘ . .
: T Neurotic depression
e Psychogenic
« depression
Psychogenic

Kielholz's (1972) classification of depressive states. (Based on
Kielholz P: Diagnostic aspects in the treatment of depression. In

Kielholz P ed.: Depressive ITiness. Diagnosis, Assessments, Treatment.

Hans Huber, Bern, 1972).
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Table I

~“Authors. - Year Endogenous Neurotic Psychotic
Kiloh and Garside 1963 Age over 40 Responsive to
envirommental
change
- Depression Self-pity
. worse in
morning
Weight loss Initial
7 1bs or more insomnia
Kendell 1968 ' ' Anxiety Disturbance
. of food
intake
Tension Weight loss
Brief dura- Delusions of
tions of guilt and
illness unworthiness

The separation of endogenous from neurotic depressions by Kiloh and Garside
(]963% and of psychotic from neurotic depression by Kendell (1968). (Based
on Kiloh LG and Garside RF: The independence of neurotic depression and

endogenous depression. Br, J, Psychiat, 109: 451-463, 1963 and Kendell RE:

{he §1assification of Depressive Il1lness. Oxford University Press, London,
968). '




Table 'II.

Primary Depression

Secondary Depression

Obligatory Absence of preexisting non-
affective psychiatric
disorder

Not associated'with
medical illness

Facultive Psychomotor dysfunction
Vegetative dysfunction

Dysphoria
Hopelessness
Worthlessness
Guilt

Suicidal preoccupation

Presence of preexisting non-
affective psychiatric dis-
order, and/or

Associated with medical illness

Lifelong depressive coping style

More but less serious suicide
attempts

Hostility

Difficulties in falling asleep
Somatization

Andreasen and Winokur's (1979) symptoms and signs of primary and secondary
depressions. (Based on Andreasen NC and Winokur J: Newer experimental
methods for classifying depression. A report from the NIMH Collaborative
Pilot Study. Arch. Gen. Psychiat. 36: 447-452, 1979).
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Table III
- Diagnoses Definition ‘Characteristics
Pure Depression Family history of only Late onset (over 40)
affective disorder ‘Equal sex distribution
Equal incidence of primary
. and secondary depression
Depressive Spectrum Family history of other Early onset (before 40)
Disease then affective dis- Female prevalence
orders; e.g., alcoholism Equal incidence of primary
antisocial personality and secondary depression
Nonfamilial or )
Sporadic Depres- No family history of More often primary than
sion - psychiatric illness secondary

Winokur's (1979) genetic classification of depression. (Based on Winokur G:

Unipolar depression. Is it divisible into autonomous subtypes? Arch. Gen.
Psychiat. 36: 47-52, 1979).
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Frequently employed criteria for the diagnosis of schizophrenia are

presented in Tables I-V in chrono]ogical order of their development.
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Table
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FUNDAgENTAL

(A}

BASIC SYMPTOMS

PRIMARY
SYMPTOMS

1. Disorder (loosening) of associations

2. Disorder (inappropriateness) of
affect

3. Ambivalence (simple functioning)

4, Autism (complex function)

Disturbance of associations

Clouded States

Affective changes
Possibly hallucinations
Possibly stereotypy

Physical changes

Blueler's (1911) fundamental (basic)~ and primary symptoms of schizophrenia.
(Based on Bleuler E: Dementia Praecox @der Gruppe der Schizophrenien.

Deuticke, Leipzig, 1911).
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Table "II-

1. The hear1ng of one's thoughts spoken ‘aloud within one's head
(Gedankenlautwerden)

. The hearing of voices that comment on what one is doing at the time

2

3. Experiences of bodily influence

4, Thought withdrawal and other forms of thought interference
5

Thought diffusion (Gedenkenansbreitung)

Delusional perception

~ (=]
. .

Everything in the spheres of feeling, drive, and volition which the
patient experiences as imposed on him or influenced by others

Schneider's (1957) first rank symptoms of schizonhrenia., *{Basedon
S¢hneider K: Primare und:secundare symptomen bei )ch1zophren1e Fortschr.
Neurol. Psychiat. 25: 487- 490 1957Y

t
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Table III

1. a. Delusions (not specified or other than depressive)
b. Hallucinations (auditory)
c. Hallucinations (visual) -
d. Hallucinations (other)

2. Crazy thinking and/or thought disorder. Any of the following:

a. Bizarre thinking

b. Autism or grossly unrealistic .private thoughts

c. Looseness of associations, illogical th1nk1ng, overinclusion
d. Blocking

e. Concreteness

f. Derealization

g. Depersonalization

.  Inappropriate affect
Confusion

. Paranoid ideation

(=] wn H w
- L]

Catatonic behavior

a. Excitement

. Stupor

. Waxy flexibility

. Negativism

. Mutism

. Encholalia

. Stereotyped motor activity

Q ~-Hhoaoanoo

The New Haven Schizophrenia Index developed by Astrachan et al. (1972).

To be considered as part of the schizophrenic group, the patient must
score on either item 1 or items 2a, 2b, 2c and must attain a total score of
at least four points.

He can achieve a maximum of four points on item 1: two for the presence
of delusions, two for hallucinations.

On item 2 he can score two points for any of symptoms a through c, one

point for e1thgr or both symptoms d through e, and one point each for f and g.
He can thus score a maximum of five points on items 2.

Items 3, 4, 5 and 6 each receive one point.

NOTE: Where the fourth point necessary for inclusion in the sample is
provided by 2d or 2e, these symptoms are not scored. .

(Based on Astrachan BM, Harrow M, Adler D, Brauer L, Schwartz A and Schwartz C:
A check11§t for the d1agnos1s of sch1zophren1a Br. J. Psychiatry 121: 529-
539, 1972
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Table PV

1. Restricted affect
2. Poor insight

3. Poor rapport

4. Incoherent speech

5. No waking early

6. No pr}essed facies

7. Thoughts aloud/thought broadcasting
8. Widespread delusions

9. Bizarre delusions

10. Nihilistic delusions

11. No elation

12. Unreliable information

The Flexible System Criteria for the Diagnosis of Schizophrenia, also referred

to as the CSB System (Carpenter, Strauss and Bartko, 1973). The presence

of five of the 12 items qualifies for a wider concept of schizophrenia and

the presence of six for a narrower concept. (Based on Carpenter WT, Strauss JS
and Bartko JJ: Flexible system for the diagnosis of schizophrenia. Report
from the WHO International Pilot Study of Schizophrenia. Science 182: 1275-

1278, 1973).
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Table V.

A through E are- necessary

A. Age of onset 40 or below

B. Onset: acute (first episode with a diagnosis of "bouffee delirante") or
progressive with or without abnormal premorbid personality and/or
abnormal psychosocial adJustment.

C. Chronicity: active phases are followed by residual phase marked by
. permanent deficit of variable severity

D. Characteri;tic symptoms (at least two of the following four symptom
groups):

1. Markedly illogical: unrealistic, bizarre, and/or magical thinking

2. Inappropriate affect: blunted, flat, and/or discordant affect and/or
ambivalence

3. Formal thought disorder: 1loosening of associations, inefficient
thinking, incoherent speech

4. Delusional ideas: fragmented and do not develop into delusional
system ‘ '

E. Not due to an organic psychosis, alcoholism or drug abuse

The French Empirical Diagnostic Criteria for Schizophrenia by Pulil, Pull
and Pichot (1981). (Based on Pull CB, Pull CM and Pichot P; Empirical
diagnostic criteria for schizophrenia en related non-affective psychoses in
France. Paper presented at the Conference "Concepts of Schizophrenia," 4-6
October 1981, Cologne, FRG. Adapted from Berner G, Gabriel E, Katschmia H,
Kieffer W, Koeh]er K, Lenz G and Simhandl £h: D1agnost1c Cr1ter1a for
Sch120phren1C“and Afféct1ve Psychoses. World Psychiatric Association, 1983).




273

APPENDIX VIII

CLASSIFICATIONS OF SCHIZOPHRENIAS
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Frequently employed classifications of schizophrenias are presented

in Tables I-IV in chronological order of their development.
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Table I

1. Cure
2. Cure with defect
Simple deterioration
. Imbecility with confusion of speech

5. Hallucinatory deterioration

Dementia paranoides

3

4

5

6. Hallucinatory insanity
7

8. Flighty, silly deterioration
9

. Dull, apathetic dementia

Kraepelin's (1919) nine different end-states of schizophrenia. (Based on
Kraepelin E: Dementia Praecox and Paraphrenia. Translated by R.M. Barclay,
Edinbuxgh, Livingston, 1919).
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Table II

o SR

prr -

) i. Symptomato]og1ca1 criteria - Slgnlflcant clues for a diagnosis of schizo-

- phrenia are (if no sign of organic brain disorder, infectious or intoxi-
cation can be demonstrated):

a. Changes in personality, which manifest as emotional blunting, loss
of initiative, and peculiar behavior., (In hebephrenia, these changes
are the main clues for the diagnosis). ’

b. In catatonia patient's history as well as periods of restlessness and
stupor (with negat1v1sm, oily facies, catalepsy, special nenative’ svmn-
toms, etc.). S

¢. In paranoia pSychoses essential manifestations are split persona11ty, 5.§,],:
depersonalization, derealization and/or primary delusions. =

d. Chronic hallucinations.

II. Course criterion - A final decision about diagnosis cannot be made before
a followup period of at least five years has shown a chronic course of the

disease. _

Schizophrenic (Unfavorable Schizophreniform (Favorable
prognostic factors) prognostic factors)

1. An emotionally and intellectually An emotionally and intellectually -
poor premorbid personality premorbid personality

2. No demonstrable precipitatory Demonstrable precipitatory factors
factors
Insidious onset : Acute onset
Symptoms of autism and emotional Mixed clinical picture, manic-
blunting. Particularly unfavor- - depressive traits, cloudiness, _
able prognostic factors are symptoms of organic and psychogenic
depersonalization and derealiza- origin, and lacking of blunted
tion with clear consciousness affect :

5. An unfavorable environment before A favorable environment before andgéj
and after the outbreak of the after the outbreak of the :
disease disease

Langfeldt's (1937, 1989) criteria for schizophrenic psychoses with an unfavorable
outcome and schizophreniform psychoses with a favorable outcome. (Based on
Langfeldt G: The Prognosis in Schizophrenia and the Factors Influencing the Course
of the Disease., Munksgaard, Copenhagen, 1937 and Oxford University Press, London,
1937; and Langfeldt G: The Schizophreniform States. Munksgaard, Copenhagen, 1939"
Oxford University Press, London, 1939, Adapted from Berner P, Gabriel E, Katschnig
H, Kieffer I, Foehler K, Leny G and Sirhandl Ch: Diagnostic Cr1ter1a for Schizo-"
phrenla and Affect1ve Psychoses, World Psychiatric Association, 1983).
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Table 111

Continuous schizophrenia

a.
b.

C.

sluggish form (latent, pseudoneurotic, pseudopsychopathic, paranoid)
malignant juvenile (hebephrenic, malignant catatonic, malignant
juvenile paranoid)

moderately progressive (delusional and hallucinatory schizophrenia
with an onset of middle age)

Periodic (recurrent) schizophrenia

a.
b.
Cl

e

with a prevalence of cneroid-catatonic episodes
with a prevalence of circular=affective episodes
with a mixed and changeable structure of episodes

Shift-1ike progressive schizophrenia

d.

b,

with a sluggish pseudoneurotic development and affective cyclothymic
episodes

moderately progressive - with a sluggish pseudopsychopathic develop-
ment, distinct paranoid disturbance in intervals and affective
delusional ep1sodes. '

crude - progressive Juven11e forms with pseudopsychopathic, delu-
sional disturbances in intervals and catatonchebephrenic episodes.

Snezhnewski's (1966) classification of schizophrenias. (Based on Nadzharow RA:

The clinical aspect of biological investigation of the pathogenesis of schizo-

phrenia. T¥ansactions of Symposium on Biological Research in Schizophrenia,
Moscow, 1967. Adapted from Berner P, Gabriel E, Katschnig H, Kieffer W, Koehler
K, Lenz G and Simhandl €h: Diagnostic Criteria for Schizophrenic and Affective
Psichoses. World Psychiatric Association, 1983).
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Type I Syndrome

Type II Syndrome

1. Symptoms

2. Type of illness

3. Response to neuroleptics
4, Intellectual impairment
5. Outcome

6. Pathological proceés

Positive symptoms
delusions
hallucinations
thought disorder

Acute schizophrenia

Good

Absent-'
Reversib]e
Increased

dopamine
receptors

Negative symptoms
affective flattening
poverty of speech
loss of volition

Chronic schizophrenia

Poor

Sometimes present
Irreversible (?)
Cell loss and

structural
changes in the brain

Crow's (1980) Type I and Type II Syndromes; differential characteristics.
(Based on Crow TJ: Molecular pathology of schizophrenia: more than one disease
process? Brit. Med, J. 280: 66-68, 1980).
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APPENDIX IX.

GUIDES TO LEONHARB'S CLASSIFICATION
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‘Guides to Leonhard's classification of chronic schizophrenias
developed by Fish (1964) and Ban (1982) are presented in Tables I (a,b,

and c) and I1 (a;b and c) respectively.




v

281

*3eLydfsd *eLuadydoziyss dLuoays JO :owpmuwm_mmm_u pAeyu

097 3y3z 03 apinb vy

*(¥961 ‘0Sp-8Et :8E T4ENd

‘04 ystd

woJ) pardepy) *(y961) YSi4 03 DULPUODDR seLUIUydRLEd 9L1eWa3SAS 40 subLs pue swoldwhs

Lpd ‘e oTo ST

'100d = u,L.a..u 4 ‘pool - W

-+ 4
N

+

[ 2 ]

+

+
(1}

"

* + ¢+

+

) 19piosip 1yBnoY),
Aupiqe Sunsopp
surydng
vorssaidep yum Bununiq wbys
Bunun|q 140is

199}y PU® POOW

suonenqejuo)

SUOHBIPIVIPISIN

ouseiuey

esoIpuRID

sawauoyd 03 PRI ‘AJOINIISIAG
SUOISNIAQ

sUoHRUIdIN|IRY SSRIN
SUOHBUIN||RY VIS
SUOIIRUIIN|IBY [RNSIA
|enxag
smseivey
pajeIap 10v Inq weseddun
suoneuIdN|IRH A)pog

A|SNONUIIUOD $32104 O S3eedS
sawauoyd O] 3N UCISIaAY
¥eads $199/q0 slewWiVRUL pUR SPIIG
$U0832d JOYIO 01 PRINQUIIE SOIIOA
Sawil 18 532:0A 01 Buyeads uaes
ApOQ UMO WOJ) SO0A
JO PoUIRIdWO JUANVOY
JO PIUIRIWIOD SIINOA

SSUIIVOYY

W8I340dY|

suseey

Asoieinqejuo)

sAISUROxN 1802811pUOY 201 AN

NWIVOud

subis pue sWwoldwAg

P

e] 9|qel




Table Ib

-282

Symptoms and Signs Auntestic

Eccentric

Shallow

Silly

Hallucinatory excitements

Mood
Cheerful or corrtented
Depressed and irritable [

Attitude
Giggling or smiling
Apathetic indifference
Depressed and querulous
Rejecting all contact +

General Behavior
Mannerisms, especially collecting
Restiess and interfering
Spiteful tricks -~
Working ability G

+

F-pP

G ~ good; F - fair; © - poor.

Symptoms and signs of systematic hebephrenias according to
i 3 A gquide to.the Leonhard

Fish'(1964). (Adapted from Fish FJ:

classification of chronic schizophrenia.

38: 438-450, 1964).

Psychiat. Quart.
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Table Ila
> s
’g o Hebe-
= . | Paraphrenias | phrenias | Catatonias
a -
‘L. b RS i
& 3 3 g
- [ - - 4
e : $.3| £ .8 . e8eied
LI Vunue (3 PORy TR Uy
- J VE P~ L WO Qe n
" - zv-:o-ll- - R € e~
-e0 “wowae S 0 o F el B
General Features (ltems) 33‘3 §°§5€§§ 2857 [E8388%
NoJ ra u ems - ec o SO~ -0 00 85‘
35 | 252358 |3337 |s8F%3
1.{ Rapid onset ++r
2.} "Insidious onset tr e IR PRI S
3.| Paramotd and/or grandiose delusions tre
4.] Auditory and/or other hallucinations + e ++
5.| Blunted affect and/or lack of initiative X
6.| Dereistic thinking and/or autistic behavior tr e
7.1 Disorder of movement and/or speech + PR S
8.1 Loss of ‘grace of movements + IR
9.| Intermittent - episodic t e
10. | Processual with slow progress e
11. | Processual with moderate progress + 4 ‘4
12. | Processual with fast progress L ++ e e
13. | Good working ability ' se s fae +
14. | Some working ability + X
15. | No working ability o+t + Fe et
16. | Mild defect + v e ‘e +
17. | Moderate effect ' N + .+
* 18. | Marked defect e + TR
3

Ban's (1982) guide to Leonhard's classification of
“schizophrenias (Form One). (Adapted from Ban TA: Chronic
schizophrenias: A guide to Leonhard's classification.
Comprehensive Psychiatry 23: 155-170, 1982).
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]
|
Sub- Statements Subtype |
population |
Nan- }
systematic .
Paranoid delusions with affective loading and mood Affect-taden
swings; disgusted and irritated when delusions discussed  Paraphrenia !
! and threatening when delusions chatlenged. ’
—_— Confusion of speech with well ordered bebavior; pressure Cataphasia
of speech with grammatical mistakes or inhibition of ‘
speech and thinking with neologisms. ;
—_— Episodic hyperkinesia or hypokinesia (akinesia) with toss of  Periodic
natura grace of movements or aimless movements; Catatonia !
mixed excitatory and inhibitory symptoms, . :
Systematic-
Paraphrenia
Verbal hallucinations (voices of people) comment on or Phonemic
talk to patient; replies to hallucinatory voices. Thoughts o
spoken aloud and/or broadcasting with wooly thinking.

—_— Bizarre bodily hallucinations with irritable, morose, dissat- Hypochon-
isfied mood; verbal hallucinations of disconnected driacal |
pherases. Passivity experience, the feeling that one’s
thoughts are under external control.

—_— Expansive delusions with haughty pose; coassening of Expansive
thinking.

—_— Vivid and detailed descsiption of alleged experiences (falsi-  Confabula- !
fication of memory) which may sometimes happen in a tory
trance or dream-like state with perceptual falsifications.

N Fantastic detusions with mixed (bodily and visual) halluci- Fantastic
nations; misidentification of people. Scenic hallucinations
with derailment of thinking.

—_— Incoherence of thinking and confusion of speech with dis- Incoherent
ordered behavior; massive auditory hallucinations and
permanent hallucinatory distraction.

Systematic-
Hebephrenia
Extreme autism with suff face and offputting verbal re- Autistic
sponses; episodic aggressive outbursts.

—_— Hypochondriac and querulous complaintativeness with Eccentric
hoarding and senseless stealing; takes no care of self. ]

—_— Extreme Flatness of affect with meager symptomatology; Shallow
episodic outbursts with hallucinatory excitements.

—_— Inane giggling and smiling with spiteful tricks; can answer  Silly

’ simple questions but unable to carry out ordered
conversation.
Systematic-
Catatonia
Excessive unnatural-awkward voluntary and jerky involun- Parakinetic
tary expressive movements with facial grimacing and
chopped up speech.

— Obedient answering, but talking beside the point; empty Speech
facial expression Prompt

_ Cooperation in movements; verbigeration of isolated Proskinetic
phrases: monotonous mumbling speech. N

—_— Replies slowly or remains mute; whispering to onself in Speech !
reference to inner voices; screams and yesticulates to Inactive
inner experiences.

—_ Stiff movements and posture with manneristic ommis- Manneristic
sions and stereotype attitudes; waxy flexibility.

— Aversion with ambitendency or opposition; negativistic Negativistic

excitements.

|

Ban's (1982) guide to Leonhard's classification of schizophrenias

(Form Two).

to Leonhard's classification.

1982).

(Adapted from Ban TA:

Chronic schizophrenias:
Comprehensive Psychiatry 23: 155-170,

A guide
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E___lﬂ_“.“wﬂi'cﬂmto- ab
1. Parenotd delustons with affective load!n ......... +
2. DOfsgusted and trritated when delusions discussed..+
3. Threatening when delusions challenged............ .
4. Affective swings into anxiety (depressi nd
ecstasy (@1at10n). ... . ovueieniiiinniinienaeaannn cee®
§. Confusion of speech with well ordered behavior. .....
Pressure of Speech with grammatical mistakes........ +
{nhibt tion of speech with neologisms.............. .
Hyperkinesia with loss of natural grace of novennts .
Hypok ines ia (or akinesia) with aimiess movements.
Yerba ucinations (vo ces of people “comment
onor talk to patient,.....c..coiiiiireneinninnns
11. Thought spoken aloud and/or broadcasting......

12. Wooly thinking........oievncviiiiiainnse,
13. Bizarre bodily hallucinations...............

1.

14. Verbal hallucinations of disconnected phrases.

15. Complaints about hallucinatory voices but not of

thedr CoOnteNt. . ... ouueiireneiaaroractarsasesannsosansoann
16. Passivity experience, thought:
17. Expansive delusions.........
18. Haughty attftude............
19. Coarsening of thinkiny........
20. Falsification of mewory.....
21, Dream-like experiences............cicvvivee vunses
22. Vivid and detailed description of alleged experiences
2). Fantastic delusions with mixed (auditory, visual and/or

bodily) hallucinations
24. Scenic hallucinations.......
26, Derailment of thinking
26, Confusion of speech with disordered behav!or ............

27. Incoherence Of thinking.........ooueoss.ossuscocosanas

29, Stiff face
30, Off-putting verbal responses
31. Hypochondriacal and querulous
32. Senseless stealing and hoarding............

33. No care of self......... eereran
34, Meager Symptomatology.......ieeueirieranocesnananracsnanan
35. Hallucinatory excitement..... Ceieearesrenas tetesesassanan
36. Inane giggling and smiling.........oocneuiiueriivinennnnns

37, Spiteful trickS........ce0rieszarosiutasosarsgoasaneoseens
38, Parakinetic movements. ... ......ccve.vencor-ornvoconansnnn
39, Facfal grimacing. ... ... cviivnieninerinancresnaseinainsnannn
40. ChOpPed-up SPEECR. ... vt veenesnnocnneonninsronsonasnnnn
41, Obedient ansSWering..........ececevvosesiancnsocsrsnnnasonn
42. Talks besides the point. ... .coiveieiverivennnnrnannnnesns
43, ADVersion.........ciiiiiiiiieieiititaetiaitiociancranneann
44. Automatic obedience and/or cooperation in movements.......
45. Verbigeration of isolated phrases...........c.coveviaunnnn
46. Replies slowly or remains mute...........o.cceucdinanunnns
47. Screaming and gesticulation to inner experivnces..........
48. Manneristic ommissions with stereotype attitudes.
49. Stiff movements and posture....................
50. Waxy flexibility
51. Aversion_....._....

52, Mebitendency.......

53, OppoSition. .. ... ... iviaussas et se s anas e s iess s

a = affect-laden paraphrenia; b = cataphasia; ¢ —= periodic catatonia; d ~ phonemic paraphrenia;
typochondriacal paraphrenia; f = expansive paraphrenia; g = confabulatory paraphrenia; h =
fantastic paraphrenia; i = incoherent parsphrenia; | = autistic hebephrenia; k = eccentric hebephrenia;
i = shallow hebephrenia; m = silly hebephrenia; n = parakinetic catatonia; o = speech prompt; p
= proskinetic catatonia; q = speech inactive catatonia; r = manneristic catatonia: and s = negativistic

catatonia.

Ban's (1982) guide to Leonhard's classification of
schizophrenias (Form Three). (Adapted from Ban TA:
Chronic schizophrenias: A guide to Leonhard's classi-
fication. Comprehensive Psychiatry 23: 155-170, 1982).
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Differential characteristics of cycloid psychoses from other psy-

choses are presented in Tables I-III.
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Table I

Cycloid Manic Depressive Schizo- Schizo-
: phrenic affective

Cycloid features

Delusions/hallucinations 100 68 44 99 100
Perplexity 88 3 13 16 37
Motility disturbances 48 7 0 10 4
Pananxiety - 41 8 8 14 27
Ecstasy 10 3 0 0 2
Mood swings 100 62 13 3 8

Conventional features
Depression alone 0 0 87 22 73
Elation alone 0 37 0 4 19
Thought disorder 70 1 3 26 24
Auditory hallucinations 59 1 13 62 49
Visual hallucinations 26 8 5 16 16
Paranoid delusions 32 26 18 67 57
Delusions of reference 48 15 16 33 47
First rank symptoms 53 8 3 60 40

Differential characteristics pf patients with cycloid psychoses from some of
the other psychoses. The entries represent the percentage of patients in any
group exhibiting the feature. Adapted from cutt]ng ,JC, Clare Al and Mann AH:
Cycloid psychosis: an investigation of the 01agnost1c concept. Psychological
Medicine, 8: 637-648, 1978).
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Table IT

Diagriosis : ) No. of Patients Full Recovery
Psychoses : 233 67%
Cycloids 30 90%
Cycloids with CATEGO

dg. of Schizophrenia 24 92%
Non-cycloids with

CATEGO dg. of

Schizophrenia 102 59%

Outcome for 30 matients with cyc1oidfpsychoseS“inrcomphrison-to natients with
schizophrenic ~zvchoses. (Based on Brockingten IF, Perris C and Meltzer HY:

CycToid psychoses. Diagnosis and heuristic value.

and Mental Diseases 170: 651-656, 1982).

The Journal of Nervous
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Table III
Diagnosis Recovery Percentage Admission Time_Spent
from of Rate in
Index Episode Patients Per Year Hosp1ta1
with in
One or More Months
Readmissions
Cycloids 90% 72% .28 .86
Depression 87% 249 .06 .24
Mania 74% 53% .18 .46
Schizophrenia 51% 68% .20 2.52

Qutcome for 73 patients with cycloid psychosis in comparison to other psythotics.
(Based on Cutting oC, Clare AW and Mann AH:
of the diagnostic concept. Psychological Medicine 8: 637-648, 1978; .Adapted

from Brockinaton IF, Perris C and Meltzer HY: Cycloid Psychoses.

Cycloid psychosis:

an investication

Diagnosis and

heuristic value. The Journal of Nervous and Mental Diseases 170: 651-656, 1982).
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