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Abstract

Bipolar disorders have a long history. Depression and mania are mankind’s oldest known
mental disorders, and they were the first mental disorders conceptualised by Hippocrates as
a part of medicine. Mania and depression as part of one and the same disease – what we
today call bipolar disorder – was first described by the famous Greek physician of the first
century AD, Aretaeus of Cappadocia.

The next  decisive step in the development of our conceptualisation of bipolar disorders
was done by two French psychiatrists, Falret (1851) and Baillarger (1854), who described
them as separate entities. At the end of the 19th century, Emil Kraepelin subsumed all kinds
of mood disorders – both unipolar and bipolar – under the umbrella of manic-depressive
insanity. But there was also strong opposition against the very influential opinions of
Kraepelin, especially by the so-called Wernicke-Kleist-Leonhard school (Karl Kleist coined
the term ‘bipolar’), which subclassified bipolar disorders into distinct entities. In 1966, Angst
and Perris showed that unipolar and bipolar disorders are autonomous. That was also the start
of a very rapid development of concepts, research, and general knowledge about bipolar dis-
orders. Subgroups like cyclothymia, hypomania, and mixed states were identified or re-iden-
tified. Another innovation was the development of a bipolar spectrum disorder concept. An
overlap of bipolar and schizophrenic spectra can be postulated which is certainly genetical-
ly determined, and which gives rise to states like bipolar schizoaffective disorders or acute
polymorphic disorders.

Origins: from Homer to Aretaeus

Depression and mania are the oldest known mental disorders of mankind.
Depression was the first mental disorder diagnosed by a physician – not by a
priest or magician – at least according to Homer. If we accept that the mental
disorder of Ajax in the Iliad, which led to his suicide, was an agitated depres-
sion, then Podaleirios – the mythic founder of internal medicine and, together
with his brother Machaon the surgeon (both were sons of Asklepios), doctors
of the Trojan war – diagnosed the ‘madness’ of Ajax by examining him phys-
ically, especially by looking in his eyes.

Independent of the mythic traditions, depression (melancholia) and mania
are two of the earliest human disorders scientifically described by Hippocrates
and the Hippocratic physicians. Hippocrates assumed a biological basis –
namely disturbances or damages of the brain – for depression and mania, but
also for hallucinations, delusions, anxiety, etc. [1]: “We suffer all those …
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through the brain when it is ill …”1 (Hippocrates, On the Sacred Disease).
Although melancholia and mania were known to Greek physicians and
philosophers long before, Hippocrates (460–337 BC) was the first to system-
atically describe them in a scientific way. His book On the Sacred Disease
could be seen as the beginning not only of scientific medicine in general, but
also of psychiatry; he disconnected mental and physical diseases from mysti-
cism, God, and punishment and connected them to physiological processes
and to the environment. Mental functions or states like emotions, thinking,
perception, volition, and behaviour were – according to Hippocrates – also
linked to the brain. Hippocrates based his theories and opinions on the materi-
alistic views of Pythagoras and his scholars, especially Alcmaeon, but also
Empedocles. The views of Alcmaeon of Crotona, who may have been the first
Greek philosopher and scientist to experiment with animal brains (perhaps at
the same time as another great Greek philosopher, Anaxagoras), obviously had
a great influence on Hippocrates (see also [2]). Hippocrates was strongly inter-
ested in the branch of medical science that about 2200 years later (in 1808 AD)
would be named ‘psychiatry’ by Johann Christian Reil [3], and he was the first
to classify mental disorders (into melancholia, mania, hypomania, and para-
noia). Together with his fellows (the so-called Hippocratic physicians) he also
described organic and toxic deliria, postpartum psychoses, and phobias, and he
made the first attempt to describe personalities (choleric, phlegmatic, san-
guine, and melancholic personalities) [1, 2].

The term melancholia (Greek; ‘black bile’; melas = black, cholé = bile) is
older than Hippocrates and is based on biological assumptions like that of
Alcmaeon, who postulated that the origin of mental disorders was a disturbed
interaction of body fluids and the brain, but Hippocrates systematised these
views. As a basic characteristic of melancholia, he assumed a long lasting anx-
iety or fear (Greek: phobos) and moodiness (Greek: dysthymia). Later,
Hippocrates as well as Aristotle distinguished between the disease ‘melancho-
lia’ (Greek: nosos melancholiké) and the corresponding personality type
(Greek: typos melancholicós). Whereas the first is a disease, the second is a
personality type.

In contrast to the etymology of melancholia, that of mania is not clear. Even
in Homer’s time it was associated with several different meanings. The Roman
physician Caelius Aurelianus gave at least seven possible etymologies of the
Greek word in his book On Acute Diseases (translated by Drabkin in 1950). In
the classical Greek era four main meanings of the word mania were described:
1) a reaction to an event with the meaning of rage, anger, or excitation, e.g., in
Homer’s Iliad, 2) a biologically defined disease (Hippocrates, Aretaeus of
Cappadocia), 3) a divine state (Socrates, Plato), 4) a kind of temperament,
especially in its mild form, e.g., hypomania (Hippocrates) [1].
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The birth of bipolar disorders

The first to describe mania and melancholia as a bipolar disorder was the
Greek physician Aretaeus of Cappadocia in the first century AD. Some of his
contemporary physicians had similar views (e.g., Caelius Aurelianus, who
himself believed that mania and melancholia did not belong together, but nev-
ertheless cited the contrary views of Apollonius). Aretaeus of Cappadocia was
a Greek physician who lived in Alexandria, Egypt in the first century AD. He
was the most prominent representative of the ‘Eclectics’ school of philosophy
and was strongly influenced by Hippocrates. In his books On the Aetiology and
Symptomatology of Chronic Diseases and The Treatment of Chronic Diseases
he had several chapters on mental disorders like melancholia, mania, phrenitis,
and others. He depicts the symptomatology of melancholia as follows: “The
symptoms [of melancholia] are not unclear: [the melancholics] either are quiet
or dysphoric, sad or apathetic; additionally they could be angry without reason
and suddenly awake with panic.” In the book On the Causes and Symptoms of
Chronic Diseases the symptoms of mania were specified as follows: “Some
patients with mania are cheerful, they laugh, they play, they dance day and
night, they stroll in the market, sometimes with a garland on their heads, as if
they had been winner in a game: these patients do not bring worries to their rel-
atives. But others fly into a rage. … The manifestations of mania are countless.
Some manics, who are intelligent and well educated, deal with astronomy,
although they never have studied it; they deal with philosophy, which they had
studied autodidactically; they consider poetry as a gift of muses.”

Some authors have claimed that the concept of mania and melancholia as
described by Hippocrates, Aretaeus, and other ancient Greek physicians dif-
fered from modern concepts. That is not correct. Rather, the classical concepts
of melancholia and mania were broader than the modern concepts, but their
core is the same [1].

Aretaeus considered melancholia and mania as two manifestations of one
and the same disease: “… I think that melancholia is the beginning and a part
of mania. … The development of a mania is really a worsening of the disease
[melancholia] rather than a change into another disease. … In most of them
[melancholics] the sadness disappears after various lengths of time and
changes into happiness; the patients then develop a mania.”

Resurrection and re-birth of bipolar disorders in modern times

A very long time elapsed between the descriptions of Aretaeus of Cappadocia
and new concepts of bipolar disorders. These concepts were put forward 1900
years later by Jean-Pierre Falret [4, 5] and Jules Baillarger [6]. Yet the time
between Aretaeus and the two French psychiatrists (Falret and Baillarger) was
not empty. Many classical Greek and Roman physicians, such as Asclepiades
(who established Greek medicine in Rome), Aurelius Cornelius Celsus (who
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translated the most important Greek medical authors into Latin), Soranos of
Ephesus, his scholar Caelius Aurelianus, and later Galenos of Pergamos wrote
about melancholia, mania, and other mental disorders [1, 2].

Many European authors described (without knowing the work of Aretaeus)
the longitudinal association of mania and melancholia, including Willis [7],
Morgagni [8], Lorry [9], Heinroth [10], and Griesinger [11, 12] (see also [13,
14]). Then in 1851, Jean-Pierre Falret, a pupil of Esquirol, published a 14-sen-
tence-long statement in the Gazette des Hôpitaux (“De la folie circulaire ou
forme de maladie mentale caracterisée par l’alternative régulière de la mélan-
cholie”). Falret described for the first time a separate entity, which is charac-
terised by a continuous cycle of depression, mania, and free intervals of vary-
ing length and which is different from simple depression. Three years later he
completed his concept [5] by defining the sequential change from mania to
melancholia and vice versa and the interval in between as an independent dis-
ease of its own, the ‘folie circulaire’ [1, 15]. Three years after Falret’s first pub-
lication, Jules Baillarger [6] described the ‘folie à double forme’. Baillarger
(arguing very aggressively against Falret) assumed a type of disease in which
mania and melancholia change into one another, but the interval is of no
importance. In contrast, Falret involved the intervals between the manic and
the melancholic episodes in his concept; even episodes of mania and melan-
cholia separated by long intervals belonged together, forming the ‘folie circu-
laire’ [1, 15]. The concepts of ‘folie circulaire’ and ‘folie à double forme’
found a receptive audience in German-speaking countries [16] as well as in
English-speaking countries (as evidenced by publications in Brain [17] and in
the American Journal of Insanity [1, 15, 18]).

At the end of the 19th and beginning of the 20th Centuries it was Emil
Kraepelin’s fundamental work that strongly influenced psychiatric thinking
worldwide. He eliminated the distinction between unipolar and bipolar forms
and included all types of mood disorders into the unitary concept of manic-
depressive illness, which later proved to be a step back [1, 14, 19–21].
Although Kraepelin himself was non-dogmatic and had severe doubts regard-
ing the validity of his concept [22–24], his followers contributed to some
inflexible positions. In his two fundamental works Die Klinische Stellung der
Melancholie (‘The clinical position of melancholia’) and the sixth edition of
his textbook Psychiatrie – both published in 1899 [20, 21] – Kraepelin
reported on merging ‘circular insanity’ and unipolar types as two subtypes of
one and the same disorder, namely manic-depressive insanity (‘manisch-
depressives Irresein’). He wrote: “Unfortunately our textbooks do not help us
at all in distinguishing between circular depression and melancholia in cases
where the course itself is not informative. The description of melancholic
states is absolutely identical to that of circular depression and we can hardly
doubt that the most beautiful and exciting descriptions of melancholia are
mostly derived from observations of circular cases” [20, p. 328]2. And some
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pages later: “Apart from our experience that in a whole series of manic
episodes a depressive one can occur unexpectedly, and that those cases are
immensely rare in which – apart from manic irritability – not the slightest
feature of depression is visible, it is absolutely impossible to distinguish
these manic fits of circular insanity from periodic mania. But if periodic
mania is identical with circular insanity we cannot deny the possibility that
also periodic melancholia, or at least some of the cases designated so, must
in fact be understood as a kind of circular insanity in which all the episodes
take on a depressive hue, just as in periodic mania they all have a manic
tinge” [20, p. 333].

In many countries an opposition to Kraepelin’s views arose, but due to his
enormous influence this opposition was ignored for many years. Especially the
German school of Wernicke, Kleist, and Leonhard delivered subtle descrip-
tions of various affective syndromes, which were assumed to be separate enti-
ties. The father of the term ‘bipolar’, Karl Kleist, and his fellow Karl
Leonhard, gathered many clinical and family history data to support the dis-
tinction between ‘unipolar’ and ‘bipolar’ [25–29].

Unfortunately Kleist’s opinions had no relevant influence on international
psychiatry for a long time, at least until 1966, the year of the ‘re-birth’ of bipo-
lar disorders, as Pichot [15] called it. In that year two fundamental studies were
published: Jules Angst’s monograph Zur Ätiologie und Nosologie endogener
depressiver Psychosen (‘On the aetiology and nosology of endogenous depres-
sive psychoses’) [30] and Carlo Perris’s article on A study of bipolar (manic-
depressive) and unipolar recurrent depressive psychoses [31] in a supplement
of Acta Psychiatrica Scandinavica. The studies of Angst and Perris, which
were carried out independently of each other, uncovered very similar findings
[32]. They revealed (in summary) that:

1. genetic and peristaltic factors have a synergic impact on the aetiology of
‘endogenous’ depression

2. there is a relationship between female gender and ‘endogenous’ depression;
bipolar disorders, however, are equally represented in males and females

3. manic-depressive illness is not homogeneous in a nosological sense. Uni-
polar depression differs significantly from bipolar disorders in many char-
acteristics

4. unipolar depression has a strong genetic relationship to bipolar disorders.

The work of Angst and Perris, but also that of George Winokur, Paula Clayton,
and Theodore Reich [33, 34], showing very similar findings, confirmed some
fundamental assumptions of Wernicke, Kleist, and Leonhard and contributed
to a real explosion of interest and knowledge in the field of bipolar disorders
[14, 35, 36].
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Recent developments

In summarising the developments of the last half century it can be pointed out
that despite the very dynamic development of biological knowledge about
bipolar disorder, which includes genetics and treatment, and which is dis-
cussed in various chapters of the present book, the description or re-descrip-
tion of various disorders belonging to a wide bipolar spectrum and their lon-
gitudinal course is an essential completion of the concept.

Apart from the classical syndromes of bipolar depression and mania, other
special bipolar syndromes were more or less intensely studied: cyclothymia,
hypomania, mixed states, bipolar schizoaffective disorder, and other mood dis-
orders or even personality states [37–40].

One of the re-discoveries was that of cyclothymia. Cyclothymia is an old
and controversial term, first published by Ewald Hecker in 1877 [41], but
coined by his teacher Karl Kahlbaum. According to Kahlbaum, ‘cyclothymia’
refers to the mildest type of bipolar disorders; the term was accepted by
Hecker [42] and also by Kraepelin [21]. Ernst Kretschmer [43] described a
cyclothymic temperament, and called cyclothymia a “broad constitutional
overterm involving health and disease in the same way”. The boundaries of
cyclothymia as a mood disorder or as a disorder of temperament or personali-
ty are not yet clear [37–40].

Another old term, re-discovered in recent years, is hypomania. It was, how-
ever, first described by Emanuel Mendel in 1881 [44]. Mendel was influenced
by Hippocrates, who first described the ‘hypomanics’ to characterise a type of
hyperthymic personality. Mendel wrote: “I recommend (taking under consid-
eration the word used by Hippocrates) to name those types of mania that show
a less intense phenomenological picture, ‘hypomania’” [44, p. 109]. In recent
decades hypomania gained importance through the description of bipolar II
disorders by Dunner, Fleiss, and Fieve [45]; through the description of recur-
rent brief hypomania by Angst [46]; and through its relation to hyperthymic
temperament [38]. Bipolar II disorders, characterised by episodes of major
depression and hypomania, are obviously more frequent than assumed earlier.
According to Angst and his co-workers [47] the prevalence of bipolar II disor-
ders amounts to between 5 and 11% of all bipolar disorders, depending on the
criteria applied.

In contrast to those mentioned above, the term rapid cycling is a modern
one. Dunner and Fieve first coined the term in 1974 [48]. Nevertheless, the
phenomenon itself was very well known earlier in psychiatry. Emil Kraepelin
may have been the first to systematically describe the phenomenon of rapid
cycling [21, 49]. The modern term ‘rapid cycling’, as well as the increasing
interest in this phenomenon, has also accrued since the advent of modern, suc-
cessful psychopharmacological treatments for bipolar disorder. The bound-
aries between ‘rapid cycling’ (having at least four cycles in a year) and not
‘rapid cycling’ (having fewer than four episodes per year) are in fact arbitrary,
although Dunner and Fieve found that lithium non-responders tended to
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belong to the group of patients who had more than four episodes annually. The
subsequent work of Wehr and Goodwin [50] replicated the findings of Dunner
and Fieve and additionally anticipated that antidepressant agents could con-
tribute to the manifestation of rapid cycling, a finding that has also been repli-
cated by others [51–53] (see also [54]). The DSM-IV [55] included ‘rapid
cycling’ as a specifier of longitudinal course, but not as a specific mood disor-
der subtype. The ICD-10 of the World Health Organization [56] does not
include any specifier or subgroup ‘rapid cycling’.

The mixed states, too, have been re-discovered in the 20th century, perhaps
under the influence of pharmacotherapy and the recognition of its limitations,
especially regarding some sub-groups of bipolar disorders, one of which is the
mixed states [35, 57]. The description of mixed states dates back to the very
beginning of psychiatry [1], but the German psychiatrist Johann Christian
August Heinroth – who was actually the first professor of ‘mental medicine’
in Europe, perhaps also worldwide – was possibly the first to classify them
[10]. He characterised ‘mixed states’ as a mixture of exaltation and depression
(hyper-asthenias) and divided them into three groups, each having four sub-
groups: 1) ‘mixed mood disorders’; 2) ‘mixed mental disorders’, and 3)
‘mixed volition disorders’. The first to conceptualise the mixed states in mod-
ern terms were Emil Kraepelin [21] and his pupil Wilhelm Weygandt [58].
Weygandt was also the first to write a book on mixed states in which he con-
cluded: “The co-existence of the main symptoms of both typical episodes of
manic-depressive insanity, mostly only of short duration, is extraordinarily fre-
quent; in some cases the mixed states can occupy the entire episode or at least
the greater part of its duration; usually the later episodes have the tendency to
change to long-lasting mixed states; the course is in many aspects somewhat
more chronic than that of the pure manic or depressive episodes, but in other
ways the prognosis regarding the recovery of the episode is exactly the same”
[58, p. 63].

The renaissance of the study of mixed states began in the USA at the end of
the 1970s and the beginning of the 1980s as a consequence of the pharmaco-
logical revolution in psychiatry. Initial and relevant contributions were those of
Winokur and colleagues [34], Kotin and Goodwin [59], Himmelhoch and col-
leagues [60, 61], Akiskal and colleagues [62], Akiskal [63–65], Secunda and
colleagues [66], Goodwin and Jamison [67], Himmelhoch [68], McElroy and
colleagues [69–72], Swann and colleagues [73], and Akiskal and Pinto [74].
Another interesting aspect of the evolution of the mixed states concept is their
extension to the group of schizoaffective disorders. But although both ICD-10
and DSM-IV describe a group of ‘mixed schizoaffective disorders’, there is
unfortunately little work on the topic [75, 76]. My colleagues and I have
described the frequency, clinical characteristics, and the prognostic value of
schizoaffective mixed episodes [35, 77–90]. We have found that mixed states
and schizoaffective disorders do not seem to be rare; indeed, approximately
33% of bipolar schizoaffective patients had at least one mixed schizoaffective
episode over the long-term course of their illness [57].
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One of the most controversial issues of psychiatry concerns schizoaffective
disorders [91, 92]. Although they seem to be a nosological nuisance for many
researchers, they are an everyday reality for every clinician. In this sense they
are a challenge for nosologists and other researchers. The nuisance or problem
or challenge or reality of the ‘intermediate psychotic area’ or the ‘cases in-
between’ is even older than the term ‘schizoaffective’ itself, which was origi-
nated by Kasanin in 1933 [14, 91–99], though it may have begun with Karl
Kahlbaum [16] and led through Kraepelin’s work to the clinical empiricists of
the 20th century. The renaissance of schizoaffective disorders also began with
the work of Jules Angst in 1966 [30] when he investigated the schizoaffective
disorders (under the term ‘Mischpsychosen’ (mixed psychoses)) as a part of
mood disorders. This was an outlier’s position not only against the ‘zeitgeist’,
which considered schizoaffective disorders as part of schizophrenia, but was
also contrary to the opinion of his teacher Manfred Bleuler, who also assumed
they were a part of schizophrenia. Later investigations by Angst and his group
[100, 101], by Clayton and colleagues [102], by other members of the Winokur
group [103], by Cadoret and colleagues [104], and the voluminous compara-
tive studies of Marneros and co-workers [75, 78–84, 86, 105–111] strongly
supported the notion that the relationship between schizoaffective disorder and
mood disorders is stronger than the relationship between schizoaffective and
schizophrenic disorders.

Schizoaffective disorders can be divided into unipolar and bipolar using the
same criteria applied to pure mood disorders. Consequently, bipolar schizoaf-
fective disorders could be assumed to be part of the bipolar spectrum resulting
in an overlap of the affective and the schizophrenic spectra [99], and are prob-
ably genetically determined [112–114]. Clinical research also provides evi-
dence that the so-called polymorphic disorders (acute and transient psychotic
disorders) have strong similarities to the bipolar spectrum, building together
with schizoaffective disorders a continuum between the bipolar and the schiz-
ophrenic spectra [115].

The concept of a spectrum of manic conditions developed by Kretschmer
[43] and Eugen Bleuler [116] has undergone various modifications [1, 117].
Over the past decades the group of Jules Angst and Hagop Akiskal provided
evidence – based on clinical observations, epidemiological studies, and a
sound knowledge of the literature – to establish and enlarge this idea of a con-
tinuum [19, 37, 46, 100, 117–122]. The modern concept of a bipolar spectrum
includes variations of overlapping temperament, personality, and clinical pic-
ture in the affective and schizophrenic spectra [99]. Bipolar schizoaffective
disorders, as well as acute and transient psychotic disorders – especially the
acute polymorphic psychoses (the so-called ‘cycloid psychoses’ of Wernicke,
Kleist, and Leonhard or the ‘Bouffée délirante’ of Magnan) – may be the most
important clinical manifestations of a genetically determined overlap of schiz-
ophrenic and affective spectra [113, 114], as shown in Figure 1.

Finally, the history of the treatment of bipolar disorders is the history of
treatment in psychiatry. The physical therapies devised by Greek and Roman
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physicians were applied with fewer or more modifications up to the end of the
19th century. Phytopharmacotherapy, insulin, cardiazol, electroconvulsive
treatment, opium, alcoholic beverages, narcotics (already used by the Greeks),
bromides, chloral hydrates, rauwolfia serpentina, and other drugs were still
used in the 20th century until the development of modern psychopharmacolo-
gy [2]. The psychopharmacological revolution in psychiatry began in the sec-
ond half of the 20th century and had an enormous impact on all areas of psy-
chiatric knowledge. This topic, however, is beyond the scope of this chapter.
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