It is well known that Kraepelin divided the psychoses into dementia praeccox and
manic—depressive illness on the basis of a supposed progressive deterioration for
the first and a better long-term outcome for the latter. However, even Kraepelin
himself reported that his clinical experience included many patients with features of
both disorders. These patients were so many that he characterized their frequency as
‘displeasing’ (Angst 1986b). These cases have attracted the interest of researchers
in the last few decades, but their diagnostic status is still uncertain.

In the early twentieth century, several authors also described forms of dementia
praecox with an intermittent course and periods of excitement or depression. Lange
described even catatonic syndromes in 14 % of those called ‘circular disorders’.
Bleuler suggested that the existence of mood and schizophrenic symptoms during
the same episode should not change the diagnosis of schizophrenia (Angst 1986b).
He also pointed out the need for prolonged observation to correctly differentiate
schizophrenia from manic—depressive psychosis. In this frame he considered mixed
cases to be isolated exceptions.

In 1878, Shulle regarded these cases as a transitional phase from manic depres-
sion to paranoia, while Hoffman in 1925 and Mayer-Gross in 1932 described the
longitudinal course as beginning with mood symptoms and ending as schizophrenia
and vice versa (Angst 1986b). But it was Jacob Kasanin (1897-1946) who first
coined the term schizoaffective psychosis in 1933 (Kasanin 1933, 1994). Kasanin
reported the course of nine young patients with good premorbid functioning, a sud-
den onset of both schizophrenic and mood symptoms and a good outcome. However,
areview of these case histories might suggest they were essentially patients suffer-
ing from a mood disorder with psychotic features, according to contemporary clas-
sification systems. In 1937, Langfeldt described the so-called schizophreniform
psychoses with many affective clinical elements and favourable outcome (Langfeldt
1937), while Kant in 1940 described ‘recovered schizophrenics’ as having more
affective psychosis among their relatives in comparison to schizophrenic patients
(Kant 1940). Valuable contributions in the nosology were made by Kurt Schneider
(1887-1967) who described the so-called ‘cases in between’ (zwischen-fille)
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schizophrenia and affective psychosis. In his view, no differential diagnosis between
these two diseases could be made concerning the ‘in-between cases’. Schneider also
described for the first time a ‘concurrent’ and a ‘sequential’ form concerning these
cases (Schneider 1973; Marneros 1983, 2003). In 1957 Karl Leonhard coined the
term ‘cycloid psychoses’ (Leonhard 1957a, b).

After these studies which were based almost exclusively on clinical description
and following Kant’s report (in 1940) concerning the family history of ‘recovered
schizophrenics’, George Vaillant also reported in 1962 that these patients were
loaded with a family history of unipolar mood disorder and were depressed them-
selves (Vaillant 1962). In 1966 this was confirmed by the work of Astrup and Noreik.
These authors suggested that the presence of mood symptoms and excitational
confusion vs. blunted affect was predictive of a favourable course and outcome
(Holmboe et al. 1968; Noreik et al. 1967; Astrup and Noreik 1966). Furthermore,
in the late 1970s, a review of all available evidence at the time suggested that mood
symptoms were predictive of better outcome, but on the contrary, ‘schizophrenic’
symptoms were not predictive of a worse outcome (Pope and Lipinski 1978). It is
important to note, however, that a number of latter studies disputed the predictive
value of mood symptoms as well (Croughan and Robins 1974; Welner et al. 1977a,
b; Gift et al. 1980; Moller et al. 1982).

More recently it has been argued that schizoaffective disorder is simply the
result of a number of weaknesses in contemporal classification systems (Malhi
et al. 2008). However, while a psychiatrist with a broad concept of schizophrenia
and bipolar disorder might be able to classify any patient (however, with a certain
loss of reliability and validity), when a narrow concept is used, many patients do
not fall into either diagnostic category. It is obvious that with strict application of
the operationalized criteria, the diagnosis of schizoaffective disorder is limited to
a small group of individuals, which might more probably be chronically ill and
relatively treatment resistant (Averill et al. 2004). These in-between patients can
be conceptualized as schizophrenics with mood symptoms, as mood patients with
psychotic symptoms, as suffering from both schizophrenia and mood disorder, as
suffering from an independent type of psychotic disorder or as ‘interforms’ that is
as patients which an admixture of the aetiological factors causing schizophrenia and
mood disorders. Since schizoaffective patients have better prognosis in comparison
to patients with schizophrenia, this fact precludes the possibility of suffering from
both schizophrenia and mood disorders. Additionally, the family history data with
heavy loading of either schizophrenic or mood disorder cases is also against the idea
of a distinct third kind of psychosis. No data in favour of an independent transmis-
sion of psychotic symptoms has been reported (Winokur et al. 1985), although the
research efforts concerning this question are old and inadequate and the issue needs
further study. The failure of a number of studies to recognize two clearly separate
populations is in support of the last suggestion, that is, of the admixture of schizo-
phrenic and mood aetiopathological factors (Kendell 1986). The existence of these
cases can be conceived as a strong argument in favour of the ‘unitary psychosis the-
ory’ (einheitspsychose), as conceived in the works of Joseph Guislain (1797-1860),
Ernst Albrecht von Zeller (1804-1877), Wilhelm Griesinger (1817-1868) and
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Heinrich Neumann (1814—1888) (Angst 2002; Berrios and Beer 1994; Moller 2008;
Lake and Hurwitz 2006). Also at least to some extent, the concept of schizoaffective
patients as cases in between disputes Jasper’s hierarchical principle which is largely
adopted by contemporary classification systems (Berner and Lenz 1986; Jaspers
1973). Probably with an attitude to compromise and synthesize the conflicting data,
some authors suggest that schizoaffective disorder is a heterogenous group which
includes both patients with schizophrenia and mood disorders as well as intermedi-
ate cases (Cheniaux et al. 2008; Laursen et al. 2005).

Nomenclature and classification of these cases has always been a problem. In
most of the literature, the terms ‘cycloid psychosis’, ‘psychogenic’, ‘reactive psycho-
sis’ and ‘bouffee delirante’ were used as synonyms of what today is called schizoaf-
fective disorder. Several operationalized criteria sets were developed, and all of them
required the presence of both affective and schizophrenic symptoms in some kind of
combination and with a minimum duration (Kendell and Gourlay 1970; Welner et al.
1979, 1977b; Angst et al. 1979; Mendlewicz et al. 1980; Perris 1966; Tsuang et al.
1976). The best known are the Research Diagnostic Criteria developed by Spitzer
et al. in 1978 (Spitzer et al. 1978a, b; Endicott et al. 1978). These criteria defined
schizoaffective disorder as the acute co-occurrence of a full mood syndrome and one
of a set of ‘core schizophrenic’ symptoms (e.g. bizarre delusions, first-rank symp-
toms or hallucinations). They further defined a depressed and a manic subtypes, as
well as chronic and nonchronic subtypes. According to overall outcome, RDC
defined a ‘mainly schizophrenic subtype’ and a ‘mainly affective subtype’.

DSM-I proposed a schizoaffective type of schizophrenia reaction for patients
with ‘significant admixtures of schizophrenic and affective reactions’. However, the
whole concept suggested that these patients are schizophrenics in nature. DSM-II
introduced the excited and the depressed subtypes. It is to be noted that in line
with the earlier editions of the DSM, most pharmaceutical trials of schizophrenia
include also schizoaffective patients. DSM-III classified most ‘in-between’ cases
as suffering from a mood disorder (e.g. with mood-incongruent psychotic symp-
toms) and grouped schizoaffective disorder under the category psychotic disorders
not elsewhere classified. Essentially this constituted a residual category, although
a description was available. DSM-III-R, DSM-IV and the DSM-IV-TR focused on
defining better the duration and the relationship between ‘schizophrenic’ and mood
symptoms. The ICD-10 follows a different approach and requires that both mood
and psychotic symptoms constitute a prominent part of the clinical picture with a
balance between their number, severity and duration. A problem still unsolved is
that since all diagnostic approaches require the utilization of long-term data and
the past history of the patient, the diagnosis might change over the course of such a
lengthy illness, with patients and their families often being unable to provide with
reliable descriptions of past episodes (Marneros et al. 1988a). As a result, schizoaf-
fective disorder has a polymorphic course and low levels of diagnostic stability as
compared to schizophrenia or mood disorders. Thus, prognosis and outcomes may
fluctuate with changes in diagnosis and success of treatment (Astrup et al. 1959;
Avery and Winokur 1976; Tsuang and Dempsey 1979; Tsuang et al. 1979; Clark
and Mallett 1963; Marneros et al. 1988b, 1991).
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Until today, most of studies on schizoaffective disorder focus on outcome, since
outcome was the specific validator defined by Kraepelin in order to separate schizo-
phrenia from manic—depressive illness. Earlier studies suggested a more favourable
outcome for schizoaffective disorder in comparison to schizophrenia (Coryell et al.
1984; Holmboe and Astrup 1957; Clayton 1982; Cutting et al. 1978; Post 1971;
Clark and Mallett 1963; Angst et al. 1980; Grossman et al. 1984; Brockington et al.
1980, 1982; Tsuang et al. 1977, 1979; Pope et al. 1980; Tsuang and Dempsey 1979;
Armbruster et al. 1983; Koehler 1983) and in fact they were suggesting that the
outcome lays on a continuum with nonpsychotic mood disorders at the one end
and psychotic disorders with noncongruent psychotic features at the opposite one
(Coryell and Tsuang 1982). Although the course and prognosis of schizoaffective
disorder may vary, it is solidly established that the outcome is generally poorer than
for patients with mood disorder but somewhat better than for patients with schizo-
phrenia (Marneros et al. 1988b).

However, it has been shown that during inter-episode intervals, schizoaffective
patients often manifest residual mood symptoms and mood liability (Astrup et al.
1959). They may also manifest neurocognitive impairment and deficits in social and
occupational functioning. This impairment is greater than that of bipolar patients.
Recent studies suggested that the neuropsychological deficit observed in schizoaf-
fective patients is quantitatively but not qualitatively different from those with
schizophrenia (Reichenberg et al. 2009) which is partially in accord with the above.
Schizoaffective patients perform poorer in a global way probably because current
psychotic symptoms or history of psychosis is correlated to more severe neurocog-
nitive impairment no matter the specific diagnosis (Simonsen et al. 2011; Szoke
et al. 2008; Torrent et al. 2007). Euthymic and stabilized schizoaffective patients
are reported to perform worse than BD patients in attention, concentration, declara-
tive memory, executive function and perceptuomotor function (Studentkowski et al.
2010; Torrent et al. 2007).

Also a progress in the understanding of the clinical picture has been done
recently. The age of onset of schizoaffective disorder is reported to be in the mid-
1920s and is lower than that of mood disorder but higher than that of schizophrenia
(Angst 1980; Angst et al. 1980; Joyce 1984; Himmelhoch et al. 1981; Ballenger
etal. 1982; Carlson and Strober 1978; Tsuang et al. 1976, 1977; Coryell et al. 1984;
Angst 1986a). In terms of the quality of mood episodes, it has been documented
that mixed mood episodes are not uncommon (Marneros et al. 2004). A seasonal
pattern is less common in comparison to mood disorders. The average length of
episodes is shorter than that of pure mood episodes and around 4—4.5 months. It has
been reported that the length of circles decreases with increasing number of cycles
and this decrease seems to correlate with age at onset (Angst 1986b; Marneros et al.
1988b). It is interesting to note that it is widely believed that the male-to-female
ratio seems to depend on the subtype, with the depressive subtype having similar
ratio to unipolar depression and the bipolar type similar to bipolar disorder. This
has not been adequately confirmed however. Genetic studies have shown that rela-
tives of probands with schizoaffective disorder have higher rates of mood disorder
than relatives of probands with schizophrenia and higher rates of schizophrenia
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than relatives of probands with mood disorder (Baron et al. 1982; Scharfetter and
Nusperli 1980) and that schizophrenia, schizoaffective disorder and bipolar disorder
might share common disrupted genes (Jabs et al. 2002; Barnett and Smoller 2009;
Craddock et al. 2009; Hamshere et al. 2011), although research in this field is prob-
lematic among other reasons because it is not unusual for schizoaffective patients to
be included along with schizophrenics in many genetic studies.

Taken all the above together, it seems that the question whether schizoaffective
disorder is similar to schizophrenia or to mood disorders still remains unanswered.
It seems reasonable to assume that since both schizophrenia and mood disorders
develop out of multiple causality factors and also share some of them, schizoaffec-
tive disorder does not merely constitute the admixture of their clinical pictures but
maybe also of their causalities. Thus, the probable answer is that schizoaffective
disorder is a highly heterogenous disorder which bridges the two major groups of
mental disorders.
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