Is the Overlap of Neurobiological and

Psychopathological Parameters
Large Enough to Give up the Dichotomic Classification?
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n the past decade, several neuro-

biological and clinical findings,

especially in the field of genet-
ics, led to the hypothesis that a con-
tinuum/spectrum concept of psychotic
disorder, ranging from schizophrenia
to bipolar disorders, and possibly also
to unipolar disorders, might be better
supported by data than the traditional
dichotomy' between schizophrenia and
bipolar disorders/affective disorders.
The respective data basis was summa-
rized in recent articles.”> There were
even suggestions about schizophrenia
being a psychotic mood disorder, as re-
cently expressed in a review.? Although
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there is considerable overlap in terms
of some epidemiological features, ge-
netic risk factors, and some other neu-
robiological aspects, which finally lead
Craddock and Owen to hypothesize the
end of the Kraepelinian dichotomy, the
final decision should be made very cau-
tiously.*> We must take into account
structural abnormalities found on mag-
netic resonance imaging (MRI), which
seem to be more pronounced and more
progressive in schizophrenia than in
bipolar and especially unipolar depres-
sive disorders,’® and of differences in
long-term outcome, where schizophre-
nia seems to have the worst outcome
compared with affective disorders.!'®!!
Thus, the question is if a revision of our
psychiatric classification of schizophre-
nia and affective disorders is necessary
and promises to be fruitful, especially
if not only research aspects are consid-
ered but also clinical decision-making,
cannot be fully answered yet.'? Also,
the consequences for every day clini-
cal treatment care for our patients and
the consequences for the licensing of
psychotropic drugs have to be carefully
considered. In the following article,
only some of the respective arguments
can be addressed.

At first, it seems meaningful to look
back at the history of the systematic
of psychiatric disorders. Angst'?
formed a very comprehensive review of
the historical aspects of the dichotomy
between schizophrenia and affective
disorders. He stated that Guislain and
Zeller established a unitarian concept
of psychiatric disorder, permutations
of which have survived until the pres-
ent day. Kraepelin’s dichotomy'* be-
tween “manic-depressive insanity”’ and
dementia praecox was built mainly on
Kahlbaum’s classification, which took
clinical symptoms, course, and outcome
into account. Kraepelin’s well-accepted
approach sought to provide a basis for
diagnosis, prognosis, choice of treat-
ment, and causal research. Kraepelin’s

per-
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dichotomy came to be questioned on
several grounds: 1) doubts about his uni-
fication of bipolar disorder with melan-
cholia, and 2) doubts about the signifi-
cance of Kraepelin’s diagnostic groups
for causal research (illustrated best by
the work of Bonhoeffer), the complex

The conceptualization covers
the range of phenomena...

psychopathological descriptions and
classifications of numerous subgroups
of psychoses by Kleist and Leonhard,
and descriptions of the psychoses be-
tween affective and schizophrenic dis-
orders (intermediate psychoses, mixed
psychoses, schizoaffective psychoses),
beginning with Kehrer and Kretschmer
and persisting up to the modern findings
of a continuum between the two major
groups of psychiatric disorders.

In the view of Angst, Kraepelin’s
simplification has so far been more suc-
cessful than the Kleist-Leonhard ap-
proach. However, the modern and more
descriptive trend in psychiatric classifi-
cation apparently favors the syndromal
concept already suggested by Hoche
at the beginning of the 20th century
and the concepts of continua between
affective and schizophrenic disorders
and between normal and pathological
behavior. Traditionally, schizoaffective

disorder is seen as a syndromatological
amalgamation of two disorders, not as
a comorbidity of two distinct disorders/
diagnostic entities. Craddock even sug-
gests a hypothetical genetic model to
explain the continuum concept between
schizophrenia and bipolar disorder. Be-
sides the historical development of the
concept, the current conceptualization
of schizoaffective disorders by the In-
ternational Classification of Diseases,
10" edition (ICD-10), and Diagnostic
and Statistical Manual of Mental Dis-
orders (DSM-IV) criteria, this model
represents a special type of the relevant
modern conceptualization of a relation-
ship between schizophrenic and af-
fective symptoms. The affective part
occurs either simultaneously with the
schizophrenic symptoms or sequential-
ly (without concurrent schizophrenic
symptoms), depending on the diagnosis
system applied. There is no referral to
comorbidity with an affective disorder.

CONCEPTUALIZATION

The conceptualization of a schizoaf-
fective psychosis covers the range of
phenomena, with the term “schizoaf-
fective psychosis” itself. The earlier the
prototype of a coexistence with bipolar
affective symptoms becomes apparent,
the more justified the concept appears.
If the depressive symptoms simply co-
exist with the schizophrenic symptoms,
or even only occur during the course of
the illness without concurrent schizo-
phrenic symptoms, the less convincing
the definition of a schizoaffective psy-
chosis appears. The less restrictive the
related definition criteria are, the more
diluted the concept becomes, so that in
the end, any kind of depressive cosyn-
dromality — simultaneous or sequen-
tial — can correspond to the diagnostic
concept of a schizoaffective psychosis.
It is, therefore, of relevance that DSM-
IIT or DSM-IV defines a much more
restrictive concept of schizoaffective
psychoses than ICD-10.
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In the differentiation between
schizophrenia with depressive/manic
symptoms, depression or mania with
psychotic symptoms and schizoaffec-
tive disorders, the psychopathological
differentiation between mood-congru-
ent and mood-incongruent psychotic
symptoms has traditionally played
an important role. Mood-incongruent
psychotic symptoms were assumed by
classical psychopathologists, such as
Karl Jaspers or Kurt Schneider, to be
“pathognomonic” for schizophrenia
(if an organic or medical condition
is excluded), especially the so-called
first rank symptoms. The DSM-IV-TR,
however, has involved mood-incon-
gruent psychotic symptoms in the con-
cept of mood disorders, as well. This,
of course, is a matter of definition and
insofar arbitrary or consensus driven
to a certain degree. But if mood-in-
congruent symptoms are defined also
to belong to mood disorders, there is
an increased risk of confusing diag-
nostic entities: “pure” mood disorders
with schizoaffective disorders and, to
some extent, with schizophrenia and
schizophrenia disorders. Several find-
ings indicate that especially mood-
incongruent psychotic symptoms can
be seen as an indicator of a poorer
prognosis, a fact that should be better
considered in modern classification
systems. That questions the approach
in DSM-IV-TR," if we hypothesize a
chronic and poor course.

Although many experts believe that
“schizoaffective disorders,” and possi-
bly even “post-psychotic depression,”
are likely mood disorders (“severe
with psychotic features™),>!6 there are
other positions, as well. In his recent
paper, Marneros'” came to the conclu-
sion that the special characteristics of
bipolar disorder with mood-incongru-
ent psychotic symptoms can lead to
similar conclusions as polymorphism.
With the term “polymorphism,” he
describes the phenomenon accord-
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ing to which episodes, other than
mood episodes, can also occur dur-
ing the long-term course of bipolar I
disorders, (eg, schizophreniform and
“schizoaffective” episodes, defined
as concurrently fulfilling the criteria
of schizophreniform and mood epi-
sodes). Marneros!'” pointed out that
the construct of comorbidity cannot
explain that patients with mood in-
congruent psychotic symptoms (such
as bipolar patients with a polymorphic
course) differ from patients with pro-
totypic diseases (ie, schizophrenia or
mood bipolar disorders without mood
incongruent psychotic symptoms, on
various relevant levels (age at onset,
family history, outcome, etc.). He sug-
gested that perhaps the answer can be
found in the “antagonistic influence”
of genetically determined or co-deter-
mined disorders, the result of which
is a position of mood disorders with
mood incongruent psychotic symp-
toms in-between the two prototypes.

DSM-V AND ICD-11

Preparatory work for DSM-V and
ICD-11 has begun in the past few years.
Both systems will potentially change the
traditional classification of psychiatric
disorders to a much greater degree than
was the case with DSM-IV and ICD-10.
For example, they will potentially omit
the dichotomy between schizophrenic
disorders and affective disorders. It
might be that in the end a broad category
of “psychotic disorders” may be devel-
oped, which can be subdefined by a di-
mensional/syndromal approach.

The DSM-V Prelude Project consid-
ers the following issues as the starting
point for the development of a new sys-
tematics of psychiatric disorders:'8
e Despite many proposed candidates,

not one laboratory marker has been
found to be specific in identifying
any of the DSM-defined syndromes.
e Epidemiological and clinical studies
have shown extremely high rates of

comorbidities among the disorders, un-
dermining the hypothesis that the DSM
syndromes represent distinct etiologies.

e The efficacy of many psychotropic
medications cuts across the DSM-
defined categories. This relates, for
example, to selective serotonin reup-
take inhibitors (SSRIs) being equally
effective for “depression” and “anxi-
ety disorders,” even though they are
different DSM entities.

o Reification of DSM-IV-TR entities to the
point that they are considered equivalent
to diseases is more likely to obscure than
to elucidate research findings.

e It can be concluded that the field of
psychiatry has, thus far, failed to iden-
tify a single neurobiological phenotypic
marker or gene that is useful in making
a diagnosis of a major psychiatric disor-
der or for predicting response to psycho-
pharmacologic treatment.

Craddock and Owen recently pub-
lished an article* with the critical title,
“Rethinking psychosis: the disadvantag-
es of a dichotomous classification now
outweigh the advantages.” This article,
published in the Journal of World Psy-
chiatry was published in a forum with
the provocative title: “Do the disadvan-
tages of the Kraepelinian dichotomy
now outweigh the advantages?” Several
international experts, such as Carpenter,
Murray, Angst, Brockington, Marneros,
and others, commented in this forum on
the paper by Craddock and Owen.

A CONTINUUM

The arguments based on genetic
findings, indeed, hint at a psychiatric
continuum. However, the magnitude of
relative risk mediated by sequence vari-
ants in each specific susceptibility gene
is very modest."” Some experts claimed
that altogether the percentage of ex-
plained variance is lower than 10%.
Although some MRI studies do not
find differences in kind and severity of
brain alterations between schizophrenic
and bipolar patients,? the studies point
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at a more severe neuropathology in
schizophrenic patients all in all.” Also
the reference to the findings on endo-
phenotypes, serving as an argument for
the differentiation between “psychotic
mood disorders” and “non-psychotic
mood disorders,”*? cannot sufficiently
solve this issue.?!3

It seems to be premature to base a
new classification of psychoses in the
sense of a continuum hypothesis on
these findings. “Continuum,” in this
sense, relates to type and severity of
symptoms, as well as chronicity of
course. In his comment on the article by
Craddock and Owen, Murray?® warns
against being too radical and suggests
that the traditional categorical system
should be combined with a dimensional
approach. This combined approach
should be further validated with neuro-
imaging, neuropsychology, molecular
genetics, etc. From a clinical point of
view, it can be questioned why the ar-
guments focus primarily on a spectrum
of schizophrenic and bipolar disorders
while unipolar depression, which was
included in Crow’s continuum concept,
with its special feature of a psychotic
depression, is not included. Thus, the
discussion on the psychotic continuum
seems incomplete, especially consid-
ering the fact that diagnostic differen-
tiation between bipolar and unipolar
disorder is associated with several di-
agnostic problems.

The inclusion of cognitive im-
pairment in the diagnostic criteria
for schizophrenia, as suggested by
Keefe,?” would enrich the diagnos-
tic concept and, hopefully, contribute
toward a better definition of a “point
of rarity” between schizophrenia and
affective psychosis. Indeed, the ex-
clusion of this very relevant core syn-
drome in research on the differences
between schizophrenia and affective
psychosis (unipolar and bipolar) might
be one explanation why past research
on this subject was not so fruitful.
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CONCLUSIONS AND FUTURE
CONSIDERATIONS

Because most psychiatric disorders
still lack clear biological correlates,
follow-up studies on their course, out-
come, and prognosis are traditionally
viewed as playing an important role
in psychiatric research, especially in
terms of validation of psychiatric diag-
noses and other psychiatric concepts;

This combined approach
should be further validated
with neuroimaging,
neuropsychology, molecular
genetics, etc.

for example, negative symptoms.
Only a few studies have addressed
the differences between the course of
schizophrenia and that of other psy-
chiatric illnesses. These studies basi-
cally come to the same conclusion that
the course and outcome of schizophre-
nia is less favorable than that of affec-
tive and schizoaffective disorders.?2°
However, this dichotomic view was
criticized. A small subgroup of pa-
tients with affective disorders has re-
current episodes and does not have
such favorable courses of illness as
was once believed. Also, about one-
third of schizophrenic patients have a
relatively favorable outcome without

a deficit syndrome.!”** Although pa-
tients with unipolar or bipolar depres-
sion do not always achieve full remis-
sion, an outcome defined by chronic
symptoms or a subsyndromal residual
state is frequent. However, this cannot
be compared with the persistent and
severe deficit syndrome, which is typ-
ical for most patients with schizophre-
nia. The heterogeneity in outcome may
depend on a variety of factors, such
as the severity of symptoms at onset,
comorbidity, expressed emotions of
relatives, social support, working con-
ditions, stressful life events, and the
sociocultural environment.

Besides those differentiations that
the long-term course of schizophrenia
seems to be more devastating than the
long-term course of affective disorders,
some research groups have even hypoth-
esized that there might be progressive
brain alterations in at least a subgroup
of schizophrenic patients. In addition,
other neurobiological hypotheses might
be good justifications for continuing
with the Kraepelinian dichotomy. The
vision for the future would be to con-
struct a psychiatric classification with
related brain dysfunctions on a neuro-
anatomical or neuropathological basis,
which might even be of greater impor-
tance in this context than genetic find-
ings.’! However, a mixture of both ap-
proaches, if possible, may have an even
greater effect. At the moment, the idea
of constructing a new classification,
only based on neurobiological param-
eters and not including the clinical fea-
tures, does not seem promising.
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