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Summary. The present study investigated the syndrome
shift during the course of disease in 355 patients with
functional psychoses. The mean observation time was
25.2 years. Every episode was diagnosed cross-section-
ally as schizophrenic, melancholic, manic, manic-de-
pressive mixed, schizodepressive, schizomanic or schi-
zomanic-depressive mixed. With regard to the whole
course, 148 patients fulfilled the diagnostic criteria of
schizophrenic, 106 of affective and 101 of schizoaffective
disorders. Patients with a schizophrenic initial episode
showed the greatest stability: 90% had no other type of
episode. The majority of patients who suffered a melan-
cholic initial episode remained unipolar melancholics
or developed manic symptomatology, and only a few
suffered schizoaffective or schizophrenic episodes. Pa-
tients with a manic symptomatology at the beginning had
a very unstable and changeable course. The stability of
patients with initial schizodepressive episodes lay be-
tween that of patients with melancholic initial episodes
and that of those with manic initial episodes. The find-
ings demonstrate the relevance of longitudinal consider-
ations in making the final diagnosis.
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1 Imntroduction

The research on course and outcome of affective, schizo-
affective and schizophenric disorders shows that diag-
nostic shift is not a rare phenomenon (Angst 1986, Mar-
neros et al. 1988a). Figures on the frequency of the so-
called diagnostic change or syndrome shift vary between
more than 50% (Cutting et al. 1978, Lewis and Piotrow-
ski 1954, Horgan 1981) and less than 10% (Clark and
Mallett 1963, Winokur 1974, Angst et al. 1978, Coryell
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and Winokur 1980, Lee and Murray 1988). The frequen-
cy of such changes, however, is a function partly of ob-
servation time and partly of diagnostic criteria (Angst
1986, Marneros et al. 1988b, 1991).

The present study investigated the stability of a cross-
sectional diagnosis over a long period (more than 25
years on average) and examined the question of the clas-
sification of disorders with a polymorphous course, i.e.
with more than one type of episode during the whole
course.

2 Material, Methods and Definitions

The present investigation was part of the Cologne Study on the
long-term course and outcome of affective, schizoaffective and
schizophrenic disorders (Marneros et al. 1991). It was based on the
follow-up investigation of 402 patients (mean duration of illness
25.2 years, minimum 10 years, maximum 61 years) with the fol-
lowing index diagnoses: schizophrenia, endogenous depression,
mania, suspected schizophrenia and schizoaffective disorders.

All recorded episodes were evaluated and defined according to
slightly modified DSM-III criteria (the criteria for episodes have
been published in detail elsewhere, Marneros et al. 1988b, 1991).
Of the investigated patients, 355 had suffered one of the following
episodes at least once (minimum 1, maximum 20): schizophrenic
(SCH), melancholic (MEL), manic (MAN), manic-depressive
mixed (MDE), schizodepressive (SDE), schizomanic (SMA) and
schizomanic-depressive mixed (SMD). The remaining 47 patients
did not fulfil the criteria for any of these episodes.

The 355 patients had a total of 1731 episodes (Table 1). The un-
classifiable episodes (n = 73) were excluded, leaving 1658 episodes
for consideration in this study. For statistical purposes, we con-
sidered an episode to be the clinical manifestation of symptoms
for the period between the beginning and the end of inpatient or
inpatient-like treatment (intensive medical care and interruption
of usual work or duties) (Marneros et al. 1988b). The diagnostic
criteria applied distinguish between “episode”, which is defined
cross-sectionally, and “disorder” or “illness”, which is defined lon-
gitudinally. Using the diagnostic criteria described in Marneros et
al. (1988b, 1991), 148 patients were diagnosed as having a schizo-
phrenic, 106 patients as having an affective and 101 patients as
having a schizoaffective disorder (Table 1).

A schizophrenic disorder was diagnosed if only schizophrenic
episodes occurred during the whole course with no affective or
schizoaffective episodes. A schizoaffective disorder was diagnosed
if schizoaffective episodes were present or schizophrenic and affec-
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Table 1. Features of studied population

Number of patients 355
Diagnosis using longitudinal criteria

— Schizophrenic disorder 148
— Affective disorder 106
— Schizoaffective disorder 101

Length of observation time

— Arithmetic mean 25.2 years
— Median 25.0 years
Number of episodes reported 1731
Number of episodes considered in this study

(without unclassified episodes) 1658

tive episodes changing from one to another independently of their
number, sequence or proportional representation. An affective
disorder was diagnosed if only affective episodes occurred with no
schizophrenic or schizoaffective episodes.

We examined the patients using the German translation of
the Present State Examination (PSE, Wing et al. 1974, 1982), the
Disability Assessment Schedule (WHO/DAS, WHO 1979, 1988)
and the Psychological Impairments Rating Schedule (WHO/PIRS,
WHO 1979, Biehl et al. 1989). The outcome was additionally as-
sessed using the Global Assessment Scale (GAS, Spitzer et al.
1979). The SPSS computer programme was used for statistical
evaluation.

3 Results

3.1 Type of Initial Episode

The initial episode was defined as the first episode in the
course which fulfilled the criteria of one of the types of
episode mentioned above. The frequency of the various
types of initial episode is shown in Table 2.

3.2 Stability of Type of Episode During Course
(Monomorphous Course)

We defined monomorphous course (or stability of the
type of episode) as the occurrence of only one type of
episode during the whole course and polymorphous
course (or syndrome shift) as the change from one type
of episode to another during the course. Very high sta-
bility was found in the cases beginning with a schizo-
phrenic episode (Fig. 1): 90% of these patients had no
type of episode other than schizophrenic during the

Table 2. Type of initial episode (n = 355)

Schizophrenic 165 (46.5%)
Melancolic 96 (27.0%)
Manic 21 (5.9%)
Manic-depressive mixed 8 (2.3%)
Schizodepressive 48 (13.5%)
Schizomanic 13 (3.7%)
Schizomanic-depressive mixed 4 (1.1%)

Monomorphous course
1

- SCH MEL SDE SMD SMA MAN MDE
Type of initial episode

Fig.1. Frequency of monomorphous courses in regard to type of
initial episode. SCH = Schizophrenic episode; MEL = Melan-
cholic episode; SDE = Schizodepressive episode; SMD =
Schizomanic-depressive mixed episode; SMA = Schizomanic epi-
sode; MAN = Manic episode; MDE = Manic-depressive mixed
episode
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Fig. 2. Frequency of monomorphous courses in regard to type of
initial episode and observation time (Abbreviations see Fig. 1)

whole course. Relatively high stability was also found in
patients with a melancholic initial episode: 79% had no
type of episode other than melancholic during the long-
term course. Fifty-eight percent of the patients for whom
the initial episode was a schizodepressive one had a
stable course. However, the majority of patients in whom
the initial episode showed a manic symptomatology
(pure manic, schizomanic or manic-depressive mixed
episode) exhibited a polymorphous course, i.¢. they also
suffered other types of episode than the initial one dur-
ing the course.

In all of the patients who had a manic-depressive
mixed initial episode, in 86% of the patients with a
manic initial episode and in 77% of the patients who
suffered a schizomanic initial episode, there was later
a shift to another type of episode. In two of the four
patients with a schizomanic-depressive mixed initial epi-
sode, another type of episode occurred later in the
course. However, because of the small number for these
patients, no statistical evaluation was made.



3.3 Stability of Type of Episode
in Relation to Length of Course

To investigate the stability of the syndrome in relation to
the length of the course, the so-called “epoch analysis”
was employed. Syndrome shifts were recorded 5 and 10
years after first manifestation and at the end of the ob-
servation time. We found that after 5 years more than
95% of the patients with a schizophrenic initial episode
had experienced only schizophrenic subsequent episodes
(Fig. 2), and 93% after 10 years. The stability remained
high (90%) even after an average course of more than 25
years.

Although the stability of the course of patients who
suffer a melancholic or a schizodepressive initial episode
is not quite as high as that of schizophrenics, it remains
striking: at 5 years after first manifestation, 85% of the
patients with a melancholic initial episode and 79% of
those with a schizodepressive initial episode had experi-
enced no other type of episode. After 10 years, this still
applied to 82% of the patients with a melancholic initial
episode and to 75% of the patients with a schizodepres-
sive initial episode. After a course of more than 25 years
on average, 79% of the patients with a melancholic ini-
tial episode and 58% of the patients with a schizodepres-
sive initial episode had suffered no other type of epi-
sode.

In contrast, there was a considerable syndrome shift
in patients who had suffered initial episodes with a manic
symptomatology (pure manic, schizomanic or manic-
depressive mixed psychopathology) within the first 5
years of the course: 52% of the patients with manic,
61.5% of the patients with schizomanic and 87.5% of the
patients with manic-depressive mixed initial episodes
also had other types of episodes during this time. By
10 years after onset, all of the patients with manic-
depressive mixed, about 67% of the patients with manic
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and 61.5% of the patients with schizomanic initial epi-
sodes had had a polymorphous course. In 67% of the pa-
tients with manic initial episodes and in 61.5% of those
with schizomanic initial episodes more than one type of
episode was demonstrated during the observation time.

3.4 Stability of Episode Type
versus Stability of Final Diagnosis

According to the definitions used, a disorder or illness
can feature various types of episode. Affective disorders
can have up to three types of episode, namely melan-
cholic, manic and manic depressive mixed episodes. The
concurrent type of schizoaffective disorders can also in-
clude up to three types of episode and the sequential
type up to seven (see Sect. 2). Therefore a polymor-
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Polymorphous course, diagnostic shift

m Monomorphous course

Fig. 3. Schizophrenic disorders (n = 165). Longitudinal diagnosis:
SCH = Schizophrenic disorder; SAP = Schizoaffective disorder

Table 3. Types of episodes during course (n = 1658) (Abbreviations see Fig.1)

Type of initial episode Type of episodes
SCH MEL MAN MDE SDE SMA SMD Total
Schizophrenic 636 15 8 2 15 14 5 695
(n=163) 91.5% 2.2% 1.2% 0.3% 2.2% 2.0% 0.7%
Melancholic 4 372 32 12 12 3 4 439
(n=96) 0.9% 84.7% 7.3% 2.7% 2.7% 0.7% 0.9%
Manic 8 22 63 15 1 15 1 125
(n=21) 6.4% 17.6% 50.4% 12.0% 0.8% 12.0% 0.8%
Manic-depressive mixed 1 2 7 15 0 10 18 53
(n=28) 28.3% 3.8% 13.2% 28.3% 18.9% 34.0%
Schizodepressive 19 39 10 3 163 13 8 255
(n=48) 7.5% 15.3% 3.9% 1.2% 63.9% 5.1% 3.1%
Schizomanic 4 4 10 2 3 45 1 69
(n=13) 5.8% 5.8% 14.5% 2.9% 4.3% 65.2% 1.4%
Schizomanic-depressive - 1 - 1 1 1 18 22
mixed (n =4) 4.5% 4.5% 4.5% 4.5% 81.8%
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Fig. 4a—c. Affective disorders; a melancholic beginning (n = 96);
b manic beginning (n =21); ¢ manic-depressive mixed beginning
(n =8). Longitudinal diagnosis: SAP = Schizoaffective disorder;
AFF = affective disorder

phous course does not necessarily means an unstable
diagnosis.

Schizophrenic Beginning. As Figs. 1 and 3 show, the
highest diagnostic stability was found in patients with a
schizophrenic initial episode: 90% of them remained
schizophrenic during the whole course. Only 10% of
them changed into schizoaffective disorders. Of a total
of 695 episodes, only 59 (8.5%) were not pure schizo-
phrenic episodes and only 22 (3.2%) had no schizo-
phrenic symptoms at all (Table 3).

Affective Beginning. Melancholic initial episode: al-
though 21% of the patients with a melancholic initial
episode later changed into other types of episode, the
initial diagnosis “affective disorder” remained stable in
the great majority of cases (Fig. 4): Only 6% of the pa-
tients changed to schizoaffective disorder, while all other

patients had a change to manic or manic-depressive
mixed episodes and thus remained within the group of
affective disorders. Of a total of 439 episodes, only 4
were schizophrenic and 19 schizoaffective; but 416 were
affective episodes (Table 3).

Manic Beginning: 86% of the patients with a manic
initial episode had a polymorphous course. 38% changed
to schizoaffective disorders whilst 48% remained in the
affective group because the shift was to other affective
episodes, i.c. to melancholic or manic-depressive mixed
episodes (Fig. 4). Of a total of 125 episodes, 25 were not
pure affective but rather schizophrenic or schizoaffective
episodes (Table 3).

Manic-depressive Beginning: none of the eight pa-
tients with a manic-depressive initial episode had a mono-
morphous course (Figs. 1 and 4). The stability of the
longitudinal diagnosis was also relatively low: only three
patients (37.5% ) remained affective.

Schizoaffective Beginning. The majority of the patients
with a schizodepressive initial episode (58%) had a
monomorphous course, i.e. only schizodepressive epi-
sodes during the whole course (Fig. 5). In contrast, only
23% of the patients with a schizomanic initial episode
had a monomorphous course. One half of the patients
with a schizomanic-depressive mixed episode had a
monomorphous course.

3.5 Classification of Disorders with Syndrome Shift

How can we classify disorders with different types of epi-
sodes during their coruse? To answer this question, the
various patterns of course were divided into four cate-
gories:

type A: Pure schizophrenic course (only schizophrenic
episodes during course), i.e. “pure schizophrenia™;

type B: Pure affective course (only melancholic, manic
or manic-melancholic mixed episodes during course),
i.e. “pure affective disorder”;

type C: Pure schizoaffective course (only schizodepres-
sive, schizomanic or schizomanic-depressive mixed epi-
sodes during course), i.e. schizoaffective disorder with
concurrent symptomatology;

type D: A mixture of schizophrenic and affective epi-
sodes and/or schizoaffective episodes.

For the comparison among the types, patients with only
one episode (monophasic course) were excluded, be-
cause type D patients by definition have at least two epi-
sodes.

As shown in Table 5, the relevant differences as
found on various validating dimensions are between type
D and type A or between type D and type B, but not be-
tween type D and type C. In other words, patients with
changes from affective to schizophrenic symptomatology
and vice versa, or from affective to schizoaffective epi-
sodes, do not differ from patients suffering from schizo-
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Table 4. Patients with different types of episodes in regard to the type of the initial episode (n = 355) (Abbreviations see Fig.1)

Type of initial episode Patients having at least once the following type of episode?
SCH MEL MAN MDE SDE SMA SMD
Schizophrenic - 9 5 2 7 5 3
(n =165) 5.5% 3.0% 1.2% 4.2% 3.0% 1.8%
Melancholic 2 - 14 5 5 1 1
(n=96) 2.1% 14.6% 5.2% 5.2% 1.0% 1.0%
Manic 5 9 - 6 1 7 1
(n=21) 23.8% 42.9% 28.6% 1.0% 7.3% 1.0%
Manic-depressive mixed 1 1 - 0 3 4
(n=28) 12.5% 12.5% 50.0% 37.5% 50.0%
Schizodepressive 7 11 1 - 7 6
(n=48) 0.3% 22.9% 8.3% 2.1% 14.6% 12.5%
Schizomanic 3 3 2 3 - 1
(n=13) 23.1% 23.1% 30.8% 15.4% 23.1% 7.7%
Schizomanic-depressive 0 1 1 1 1 -
mixed (n =4)

8 Without the type of the initial episode

100

60 \\

20

observ. time
©—_ Polymorphous schizoatfective disorders
&\\\\\% Monomorphous schizoaffective disorders

Fig. Sa—c. Concurrent schizoaffective disorders; a schizodepressive
beginning (n = 48); b schizomanic beginning (= 13); ¢ schizo-
maric-depressive beginning (n =4)

c Years after onset

affective disorders with concurrent schizoaffective symp-
tomatology.

4 Conclusions and Discussion

The stability of diagnosis over many years, or better over
decades, is an important factor in the definition of
homogeneous diagnostic groups. Homogeneity and reli-
able definition of a group is a conditio sine qua non for
research on classification, biology, genetics, prognosis
and treatment of mental disorders. The information
yielded by the present investigation regarding long-term
diagnostic stability is given below.

In patients diagnosed as having schizophrenia on the
basis on the first episode, the probability that the initial
diagnosis will not change during the course is very high.
Ninety per cent of the patients remained schizophrenic
in spite of a very long course (more than 25 years on
average), so the diagnosis remained “schizophrenic dis-
order”.

The majority of patients with a melancholic initial
episode remained unipolar melancholics (79%). If there
was a change of syndrome (i.e. to bipolar affective or to
schizoaffective disorders), it usually occurred in the first
5 years after first manifestation. After this period, a syn-
drome shift was extremely rare. When patients with
melancholic initial symptomatology did change to an-
other type of episode, they usually changed to manic epi-
sodes (15%), seldom to a schizoaffective episode (6% ).
These findings are very similar to those of Angst et al.
(1978) who reported a change into schizoaffective symp-
tomatology in 6% of depressive and 7.5% of bipolar pa-
tients.

Patients with initial manic symptomatology had a
very unstable course. Very seldom did patients remain
unipolar manic or unipolar schizomanic without the
manifestation of other types of episode. The course of
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Table 5. Classification of disorders with syndrome shift

Significance
of differences

DvsA DvsB DvsC

Sociodemographic and premorbid features

Sex distribution * * —
Age at onset - oK -
Educational level - - —
Occupational level at onset *K - -
Premorbid personality sk ok -

Premorbid tendency toward social
isolation ** - -

Stable heterosexual partnership

before onset *x * _
Mental illness in the family * - -
Social class at onset * - _

Long-term outcome
Global functioning (according to the

Global Assessment Scale, GAS) *E * -
Disability (According to the Disability

Assessment Schedule, WHO/DAS) *x K -

* P <0.005; ** P < 0.01; — not significant

A = Only schizophrenic episodes during course (after exclusion of
monophasic courses, n = 131)

B = Only affective episodes during course (melancholic and/or
marnic)

C = Only schizoaffective episodes during course (schizodepres-
sive, schizomanic, schizomanic-depressive mixed, after exclusion
of monophasic courses, n =31)

D = Mixture of schizophrenic and affective episodes or combina-
tion of schizoaffective episodes with schizophrenic and/or affective
episodes (n = 60)

patients with a manic-depressive mixed initial episode at
the beginning of the illness was particularly unstable.
Very soon after the first manifestation, they had a syn-
drome shift, such that after 10 years none of them re-
mained in the initial category.

The course in patients with initial schizodepressive
episodes was less stable than in those with initial melan-
cholic episodes, but more stable than in those with initial
manic episodes.

The findings of the present study, namely that dis-
orders with a pure affective onset usually changed in
schizoaffective episodes and vice versa, but that such a
syndrome shift is very rare in pure schizophrenic epi-
sodes, are in agreement with the findings of other
studies, such as those conducted by Winokur (1974) and
Coryell and Winokur (1984).

The findings of this study demonstrate the desirability
of including a longitudinal axis in the diagnostic systems
of definite classification of mental disorders. They also
give rise to some theoretical considerations regarding
the existence of a psychotic continuum (Angst 1986,
Hifner 1990, Crow 1991).

References

Angst J (1986) The course of schizoaffective disorders. In: Marne-
ros A, Tsuang MT (eds) Schizoaffective psychoses. Springer,
Berlin Heidelberg New York

Angst J, Felder W, Frey R, Stassen HH (1978) The course of af-
fective disorders. Arch Psychiat Nervenkr 226:57-64

Biehl H, Maurer K, Jablensky A, Cooper JE, Tomov T (1989) The
WHO Psychological Impairments Rating Schedule (WHO/
PIRS). I. Introducing a new instrument for rating observed
behaviour and the rationale of the psychological impairment
concept. Br J Psychiatry 155 [Suppl 7]:68-70

Clark JA, Mallet BL (1963) A follow-up study of schizophrenia
and depression in young adults. Br J Psychiatry 109:491-499

Coryell W, Winokur G (1980) Diagnosis family, and follow-up
studies. In: Belmaker RH, Praag HM van (eds) Mania. An
evolving concept. Spectrum Publications, Jamaika New York

Coryell W, Winokur G (1984) Depression spectrum disorders:
clinical diagnosis and biological implications. In: Post RM,
Ballenger JC (Hrsg) Neurobiology of mood disorders. Williams
& Wilkins, Baltimore

Crow TJ (1991) The demise of the Kraepelinian binary concept
and the etiological unity of the psychoses. In: Marneros A,
Andreasen NC, Tsuang MT (eds) Positive versus negative
schizophrenia. Springer, Berlin Heidelberg New York

Cutting J, Clare A, Mann A (1978) Cycloid psychosis: an investi-
gation of the diagnostic concepts. Psychol Med 8:637-648

Hiifner H (1990) Schizoaffective disorders: A separate disease? In:
Marneros A, Tsuang MT (eds) Affective and schizoaffective
disorders. Similarities and differences. Springer, Berlin Heidel-
berg New York

Horgan D (1981) Change of diagnosis to manic-depressive illness.
Psychol Med 11:517-523

Lee AS, Murray RM (1988) The long-term outcome of maudsley
depressives. Br J Psychiatry 153:741-751

Lewis NDC, Piotrowski ZA (1954) Clinical diagnosis of manic-de-
pressive psychosis. Am Psychopathol Ass 25-38

Marneros A, Deister A, Rohde A (1988a) Syndrome shift in long-
term course of schizoaffective disorders. Eur Arch Psychiatry
Neurol Sci 238:97-104

Marneros A, Deister A, Rohde A, Jinemann H, Fimmers R
(1988b) Long-term course of schizoaffective disorders. Part I
definitions, methods, frequency of episodes and cycles. Eur
Arch Psychiatry Neurol Sci 237:264-275

Marneros A, Deister A, Rohde A (1991) Affektive, schizoaffek-
tive und schizophrene Psychosen. Eine vergleichende Lang-
zeitstudie (with detailed English summary). Springer, Berlin
Heidelberg New York

Spitzer RL, Gibbon M, Endicott (1976) The global assessment
scale. Arch Gen Psychiatry 33:768

Wing JK, Cooper JE, Sartorius N (1974) Measurement and clas-
sification of psychiatric symptoms. Cambridge University
Press, Cambridge

Wing JK, Cooper JE, Sartorius N (1982) Die Erfassung und Klas-
sifikation psychiatrischer Symptome. Beschreibung und Glos-
sar des PSE (Present State Examination) Deutsche Bearbei-
tung: M. v. Cranach. Beltz, Weinheim

Winokur G (1974) Diagnostic stability over time in schizophrenia,
mania and depression. N Engl J Med 290:1027

World Health Organization (WHO) (1979) Schizophrenia. An
international follow-up study. Wiley, New York

World Health Organization (WHO) (1988) WHO Psychiatric Dis-
ability Assessment Schedule (WHO/DAS). WHO: Geneva



