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The course of schizophrenia:

E. Kraepelins view and current studies

Norbert Miiller*, Hans-Jiirgen Moller

Abstract:

Kraepelins concept of dementia praecox and
Bleulers concept of the group of schizophre-
nias differ mainly under the aspect of course
of the disorder.

Follow-up studies play an important role for re-
search regarding course, outcome and progno-
sis of psychiatric disorders, especially in terms
of validation of psychiatric diagnoses and other
psychiatric concepts, such as the concept of
schizophrenic negative symptoms. Long-term
studies also have their place in the description
and evaluation of first treatment procedures.
This paper will describe some general aspects
of the long-term course and outcome of schiz-
ophrenic psychoses. The problem of relapses
and relapse prevention will then be discussed.
Especially data from recent studies will be con-
sidered in this overview.
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LONG-TERM COURSE AND OUTCOME
OF SCHIZOPHRENIC PSYCHOSES

Only a few studies address the discrimination
of the course of schizophrenia from that of
other psychiatric illnesses. These studies ba-
sically come to the same conclusion, that the
course and outcome of schizophrenia is less
favourable than that of affective and schizoaf-
fective disorders® 234 5.¢,

Outcome description in terms of negative
symptoms is of special interest. The presence
of negative symptoms in schizophrenia was
described early on by Kraepelin’ and Bleuler®.

In Kraepelin’s dichotomic concept of schizo-
phrenic versus affective psychoses, negative
symptoms, conceptualized as the deficit syn-
drome, were fundamental. Affective disorders
were regarded as having a remitting course
and relatively favorable overall outcome.
However, Kraepelin considered schizophrenia
to be a nonremitting illness characterized by
continuous deterioration with predominating
negative symptoms.

More recent research in this area has criticised
this dichotomic model. A subgroup of patients
with affective disorders has recurrent episodes
and does not have such favourable courses of
illness as was once believed but develops an
affective residual syndrome’. On the other
side, studies have shown that schizophrenia is
not necessarily associated with poor outcome.
A large subgroup of patients experiences a
phasic course without developing a deficit
syndrome. This heterogeneity in outcome may
depend on a variety of factors, such as bio-
logical predispositions, severity of symptoms
at onset, comorbidity, expressed emotions of
relatives, social support, working conditions,
stressful life events, sociocultural factors and
therapeutic strategies'.

To give one example of outcome results of
schizophrenic patients in comparison to af-
fective patients some findings of our 15-year
Munich follow-up study will be reported here.
In this 15-year long-term follow-up study,
a comparative approach was used to assess
course and outcome in terms of psycho-
pathological and psychosocial aspects for the
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different main groups of functional psychoses
(schizophrenic, schizoaffective and affective
psychoses). As to the more general outcome
characteristics, in terms of ICD-9, at follow-
up schizophrenic patients had a significantly
greater number of rehospitalisations, a longer
duration of hospital stay during the follow-up
period and a worse overall functioning and a
greater severity of illness at the 15-year fol-

low-up assessment than schizoaffective and
affective patients. Poor outcome in terms of
severity of symptoms and/or disturbances of
social functioning, defined as a Global Assess-
ment Scale (GAS) rating lower than 51, were
seen cross-sectionally at follow-up in 34.21 %
of the schizophrenic, 26.32% of the schizoaf-
fective and only 3.12% of the affective patients
(Table 1).

Schizophrenic Schizoaffective Affective psychoses
psychoses psychoses (N = 48)
(N =85) (N = 68)
Number of rehospitalisations 3.03 = 2.93 2.79 = 2.89 1.50 = 1.39
Total duration of hospital stays (months) 8.30 = 12.90 521 =722 2.56 = 2.76
GAS at follow-up (mean) 58.59 + 20.44 62.26 + 16.83 73.06 * 14.07
Percentage of patients with GAS<51 at follow-up 34.21 26.32 3.12
Percentage of patients with GAS> 60 at follow-up 43.42 55.26 87.50
GAS max. in the year before follow-up (mean) 60.25 + 20.28 66.34 + 16.75 74.81 + 13.64
Percentage of patients with GAS max. <51 in the year 3421 18.42 312
before follow-up : ' :
CGI (mean) 4.25 + 1.79 384 + 1.55 2.94 =+ 1.08

Table 1 - Global outcome parameters. GAS <51 indicates severely ill patients, GAS>60 indicates patients with mild or no symptoms

(clinical diagnoses according to ICD-9 [46].

As demonstrated in our earlier follow-up
study’, more rigid diagnostic criteria lead
to a more pronounced differentiation be-
tween the outcome of schizophrenic and
schizoaffective/affective patients. The psy-
chopathological data, assessed with the
AMDP system, from three points of assess-
ment (Table 2) revealed that especially at the
first admission all diagnostic groups were
more or less characterised by a plethora of
different psychopathological dimensions,
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including paranoid-hallucinatory, negative
as well as affective symptoms. During hospi-
talisation, all psychopathological syndromes
remitted to a substantial degree in all diag-
nostic groups. In schizophrenia the negative
syndrome reached the lowest grade of remis-
sion of all assessed syndromes and was also
the most prominent syndrome of all, both at
the time of discharge and at follow-up. The
special significance of negative symptoms for
schizophrenia was underlined further by the
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finding that of all psychopathological syn-
dromes, the negative syndrome was the one
that was significantly more pronounced in

schizophrenic patients compared to schizoaf-
fective or affective patients, at all times of
assessment'!.

Average percentages of the maximum summary score (mean ? SD)
Schizophrenic psychoses Schizoaffective psychoses Affective psychoses
(N = 85) (N = 68) (N = 48)
Negative syndrome
Admission 21.88 = 12.35%%§ 15.44 = 8.91$8$ 16.12 + 10.32
Discharge 8.32 & 8.63%%*§ 2.42 + 4.14$$ 1.64 * 3.30
Follow-up 15.77 £ 16.93%%$ 6.28 + 8.238$ 4.96 + 6.38
Paranoid-hallucinatory syndrome
Admission 24.49 + 17.17%%%§ 25.11 = 18.11&& 1.98 = 5.16
Discharge 2.99 + 8.08%& 0.72 = 2.308$ 0.11 *£ 0.74
Follow-up 7.03 * 15.43%$ 2.19 + 8.438$ 0.16 = 1.11
Depressive syndrome
Admission 11.19 + 10.03%*$§ 18.29 + 12.62&& 40.33 = 19.81
Discharge 2.32 = 4.68+**& 1.89 + 2.86&& 5.29 = 7.65
Follow-up 8.30 & 0.62%%*§ 7.95 + 13.728$$ 6.94 + 11.43
Manic syndrome
Admission 10.25 = 15.40%%#§ 19.30 * 16.16&& 9.72 * 18.42
Discharge 1.96 =+ 3.84%%%§ 2.39 = 6.16$$ 1.04 = 3.38
Follow-up 2.35 *+ 4.38% 4§ 1.81 = 4.13$$ 1.39 + 3.68

* = P (schizophrenic vs. schizoaffective) <0.05; ** = P (schizophrenic vs. schizoaffective) < 0.01; *** = P (schizophrenic vs.
schizoaffective) = not significant; & = P (schizophrenic vs. affective) < 0.05; $ = P (schizophrenic vs. affective) < 0.01
§ = P (schizophrenic vs. affective) = not significant; && = P (affective vs. schizoaffective) < 0.01; $§ = P (affective vs. schizoaf-

fective) = not significant

Table 2 - Average percentages of the maximum summary score of AMDP syndromes at three points of assessment (clinical diagnoses

according to ICD-9) [47].

The main results of this ongoing study pre-
sented here focus on negative symptoms under
the leading hypothesis that negative symptoms
are more prominent in schizophrenic than
in affective or schizoaffective psychoses, and
that in general schizophrenic patients have a
more unfavourable outcome in terms of nega-
tive symptoms than patients with affective or
schizoaffective psychoses'. At follow-up, nega-
tive symptoms (defined as a summary score

greater than “0” when measured with differ-
ent scales) could be observed in a remarkable
number of patients. When assessed with the
AMDP system, 75% of the schizophrenic, 68%
of the schizoaffective patients and 44% of the
patients with affective psychoses had negative
symptoms. Findings with the SANS scale were
comparable to those with the AMDP system.
Seventy-eight percent of the patients with
schizophrenia, 74% of those with schizoaffec-
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tive and 47% of those with affective disorders
had negative symptoms in the SANS scale. In
contrast to these results, the percentage of
patients with negative symptoms in the PANSS
scale was lower: 59% for the schizophrenic
group, 53% for the schizoaffective group and
34% for the affective group. In comparison to
the results on positive symptoms, which can-
not be described in detail here, negative symp-
toms discriminate schizophrenic psychoses on
average better from other functional psycho-
ses, especially at the 15-year follow-up when
such a design with sequential cross-sectional
measurements at fixed time points is used.
This does not deny in any way the relevance of
relapses. Of course, they are characterised pre-
dominantly by positive symptoms (see below).

The findings mentioned above indicate that
negative symptoms, when assessed with dif-
ferent instruments at admission, discharge
and follow-up, were more frequent and also
more strongly expressed in schizophrenia than
in both other diagnostic categories, but were
not specific for schizophrenia. In order to test
whether narrower concepts of the negative
symptom spectrum lead to higher specificity
for schizophrenia, the deficit syndrome con-
cept described by Carpenter and colleagues®
was applied. No patient with an affective psy-
chosis fulfilled the criteria for the syndrome,
based on AMDP data, at discharge or at follow-
up. At follow-up, the number of patients with
an AMDP deficit syndrome was only elevated in
the schizophrenic and schizoaffective groups
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and not in the group of affective patients.
These results underline the discriminatory
power of negative symptoms in subdividing
schizophrenic and affective patients.

Following a slightly modified version of the
course typology suggested by Watt and col-
leagues'’, many more patients with schizo-
phrenia in terms of ICD-10 had a course with
relapses and residual symptoms than patients
with schizoaffective or affective psychoses.
Schizophrenia is more often associated with
a course that is not only defined by relapses
but also by residual symptoms. In detail, the
results show that it is possible to make a good
prediction of the long-term course of affective
psychoses: 92% of cases have an episodic-
fully remitting course, 5% a single episode and
only 3% a chronic course. In contrast, 57%
of schizophrenic psychoses have a chronic
course, 40% a course with relapses and com-
plete remission and only 3% a single episode.
Only 15% of schizoaffective psychoses have a
chronic course, 68% a course with relapses
and complete remission, and as many as
17% single episodes. The characterisation of
non-affective psychoses into schizophrenic on
the one hand and schizoaffective on the other
therefore allows a good prediction of the long-
term course since both groups differ from each
other. However, the prediction of course is not
as clear-cut as for the affective psychoses be-
cause after all 43% of schizophrenic psychoses
have a non-chronic and 15% of schizoaffective
psychoses a chronic course.
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Various characteristics were found to be
predictors of outcome. In a multiple logistic
regression model the ,duration of untreated
psychoses” (DUP) demonstrated the highest
prognostic value (Table 3): a long duration
of untreated psychosis is associated with a
poorer outcome with respect to several out-
come criteria' ' . Earlier studies showed
that prognosis scales, which were not applied
in this study, have greater prognostic value
than individual predictors, particularly the
Strauss-Carpenter Scale'>. However, in com-
parison to other individual predictors the DUP
seems to have a particularly strong predictive
value, as demonstrated here. This finding, and
similar findings from other studies'®, can be
seen as a justification for the necessity of early
diagnosis/early intervention. Under biological
aspects the prognostic relevance of DUP leads

to the interpretation that at least in a subgroup
of patients a neurodegenerative/neurotoxic
process might superimpose the earlier neu-
rodevelopmental process in the aetiopathogen-
esis of schizophrenia'? 2 2! 2223,

The outcome of the study supports at least
partly Emil Kraepelin’s view, because in the
long term outcome a high percentage of the
schizophrenic patients show an unfavour-
able course of the disease. This result from
modern studies show at the other hand that
the therapeutic possibilities in schizophrenia
are limited until now, especially regarding the
long-term course and the negative symptoms.
Early intervention seems to have advantages
for the long term course. On the other hand,
research should focus on the pathophysiogy of
schizophrenia in order to develop better thera-
peutic facilities.

Outcome Domains

GAS SANS PANSS PANSS PANSS
(Negative scale) (Positive scale) (General psycho-
pathology scale)

FACTOR OR CI OR CI OR CI OR CI OR CI
Gender 2.56 0.83-9.87 0.36 | 1.10-1.39 0.56 | 0.18-1.77 | 0.22* | 0.06-0.81 0.50 | 0.15-1.66
(4.97%) [(1.21-20.34) | (0.28) [(0.07-1.12) | (0.46) |(0.13-1.53) |(0.18%) | (0.05-0.73) | (0.57) | (0.16-2.01)
Age 1.01 0.96-1.07 091 | 0.91-1.02 0.98 0.94-1.03 0.98 0.93-1.04 0.99 | 0.95-1.04
(1.0) | (0.94-1.06) | (0.969) | (0.91-1.02) | (0.98) | (0.93-1.03) | (0.98) |(0.93-1.04) | (1.0) |(0.94-1.05)
Mode of 1.20 0.27-5.42 0.85 | 0.18-4.07 1.27 0.30-5.33 1.61 0.34-7.57 1.07 | 0.25-4.55
onset (3.84) (0.55-26.95) | (0.55) |(0.09-3.35) | (1.0) [(0.02-4.95) | (1.11) |(0.19-6.34) |(0.99) |(0.20-4.86)
Duration of | 0.26* | 0.9-0.78 4.1% | 1.37-12.19 | 155 | 0.65-3.66 | 3.11* | 1.08-8.99 | 2.89* | 1.06-7.89
psychosis [ (0.17%) | (0.04-0.58) | (4.8%) [(1.41-16.38) | (1.82) |(0.69-4.82) |(3.48%*)[(1.08-11.21) | (2.91) | (0.99-8.51)

Table 3 - Impact of prognostic factors on different outcome domains 15 years after first hospitalization. Values in parentheses repre-
sent the findings for the subgroup of patients (N=>52) who were not treated with neuroleptics, or at the most for 4 weeks, prior to first
hospitalization) (Based on unpublished data, Ludwig-Maximilians-University, Munich).
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