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Introduction and history of diagnostic concepts of mood 
disorders

Despite long-standing debate and efforts of research and 
conceptualisation, unipolar mania (UM), embracing pure 
mania (M) and mania with mild depression (Md), is not 
integrated into the latest edition of the Diagnostic and Sta-
tistical Manual of Mental Disorders—DSM-5 [1]—or the 
forthcoming revision of the International Classification of 
Diseases—ICD-11—but continues to be subsumed under 
bipolar disorder.

The purpose here is to summarise and to update the evi-
dence for the existence of UM, which has been the subject 
of several recent major reviews of clinical, transcultural, 
epidemiological, genetic, biological and treatment studies 
[2–8].

Historical development

Mania and melancholia as phenomena were first described 
by the ancient Greeks; the semantic change which since 
then has led to the modern meanings of the terms [9–11] 
lies outside the scope of this brief article. The cyclical asso-
ciation of mania and melancholia as a distinct illness, the 
forerunner of the modern concept of bipolar disorder, was 
identified in the nineteenth century by French psychia-
trists and named “folie circulaire” [12] and “folie à double 
forme” [13]. “Circular insanity” as a separate disorder was 
subsequently absorbed into Kraepelin’s broad category of 
manic-depressive insanity (1899) [14].

In the nineteenth century, there were scientists and clini-
cians, however, who upheld the separateness of mania and 
melancholia from Falret’s nosological entity. They included 
the influential German neurologist Carl Wernicke (1848–
1905), for whom psychiatric disorders were brain disorders 
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and mania a state of hyperfunction of nerve transmission and 
activity, a different disorder from its counterpart, melancho-
lia, defined as afunction or hypofunction, even though the 
two disorders frequently co-occurred. Wernicke described 
mania as being more recurrent, with shortening intervals 
between episodes, and having a worse prognosis [15].

In Wernicke’s lineage, Karl Kleist (1879–1960), Karl 
Leonhard (1904–1988) and Edda Neele (1910–2005) main-
tained the distinction between mania, melancholia and 
“circular insanity”, considering the latter to be a separate 
disorder. In opposition to Kraepelin’s all-inclusive manic-
depressive psychoses, Karl Kleist originated the concept of 
a unipolar–bipolar dichotomy of mood disorders, which 
distinguished unipolar [einpolig] melancholia and UM 
as syndromes [16] and later as two separate diagnostic 
classes [17] with a certain mutual affinity (i.e. bipolarity as 
a combination of two unipolar conditions). Leonhard ulti-
mately coined the current, Latin-derived, terms “unipolar” 
and “bipolar” [18]. A key genetic study that distinguished 
unipolar [einpolig] mania and melancholia from bipo-
lar [zweipolig] disorders was published by Kleist’s pupil, 
Neele [19], and endorsed by Kleist in his foreword.

In the 1960s, Kraepelin’s dominant broad concept of 
manic-depressive psychoses was tested from two angles: 
by Angst for the heterogeneity of depression and by Perris, 
who hypothesised a dichotomy between unipolar depres-
sion and bipolar disorder based on Leonhard [18]. The uni-
polar–bipolar dichotomy, distinguishing unipolar depres-
sion from manic-depressive disorder, was confirmed and 
validated by the family studies of Angst [20], Perris [21] 
and Winokur et al. [22].

The bipolar concept was subsequently refined by Dunner, 
Gershon and Goodwin in 1976 [23] with the introduction of 
the bipolar-II diagnosis and by Akiskal in 1983 [24], who 
conceptualised the bipolar spectrum [bipolar and unipolar 
schizo-affective, bipolar-I (BP-I) disorder, bipolar-II (BP-
II) disorder] and unipolar depression, subclassified by the 
presence or absence of a family history of bipolar disorder.

But it continues to be assumed that mania is part of bipolar 
disorder. Were Kleist, Neele and Leonhard wrong in maintain-
ing that mania was a separate disorder and that the common val-
idators—genetics, course, mortality and temperament—could 
prove it to be so? This is not an exercise of nosological hairsplit-
ting; ultimately, it has clinical implications for treatment.

Starting in 1978, Angst separated mania with Md from 
BP-I disorder (MD) and integrated this typology into a 
two-dimensional spectrum, one dimension being syndro-
mal quality: M (mania), Md (mania with minor depressive 
disorders), MD (BP-I), Dm (BP-II), D [major depressive 
disorder (MDD)] and the other dimension being severity: 
symptoms, minor, major and psychotic syndromes [25]. 
Minor syndromes include hypomania (m), minor bipolar 
disorders (md) and minor depressive disorders (d) [26].

In a further step, temperament and personality features 
were integrated into a third dimension of the mood spec-
trum, on the basis of the work of Kretschmer [27] and of 
the conceptualisation of personality types by Tellenbach 
(melancholic type) [28, 29] and von Zerssen (manic type) 
[30, 31]. This three-dimensional mood spectrum [32] com-
prises depressive, hypomanic/hyperthymic, cyclothymic 
temperaments and their pathological forms (depressive, 
hyperthymic, cycloid, borderline PD) [33].

Current evidence for a separate diagnosis of mania

Evidence from epidemiological studies

By their very nature, prospective epidemiological studies 
are the most representative and convincing. In the EDSP 
(Early Developmental Stages of Psychopathology) study 
(Munich), 3,021 adolescents and young adults, aged 14–24 
at baseline, were followed up three times until they were 
21–34 years old [34]. A cumulative incidence rate of 2.9 % 
for manic and 4.0 % for hypomanic episodes was found. 
Half the subjects initially diagnosed with mania developed 
major depressive episodes (MDE) over the 10-year period; 
a further 26 % developed minor depression. Nonetheless, 
the final prevalence rate for UM was 1.5 % and for uni-
polar hypomania 3.6 % of the general population (in both 
cases without MDE). Weighted, 36.9 % of the subjects 
with BP-I had unipolar mania (M, Md), and unweighted 
33 of 84 observed cases. Unipolar hypomania (m/md) 
was found in 1.8 % (m in 0.9 % and minor bipolar disor-
der (md) in 0.9 %) [34]. Subjects with UM did not differ 
significantly from those with bipolar disorder in terms of 
clinical and course characteristics, impairment and help 
seeking. The same was true for comparisons between M 
and Md.

In the very large, representative US National Comor-
bidity Survey Adolescent Supplement (NCS-A), 10,123 
adolescents aged 13–18 were investigated cross-section-
ally. The lifetime prevalence of M/Md (mania without 
MDE) was 1.7 % and of BP-I/BP-II disorder 2.5 %; the 
past year prevalences were 1.3 and 2.2 %, respectively 
(Table 1).

The mania only group (M/Md) had an earlier onset, 
fewer episodes and significantly lower comorbidity with 
anxiety disorders than the bipolar group [35]. These recent, 
representative findings accord with the earlier reviews of 
clinical studies by Young et al. [36] and Pacheco Palha 
and Arrojo [37]. The latter authors also stress the excess of 
hyperthymic temperament and manic personality among 
patients with mania and their better long-term adjustment, 
“which leads us to believe that UM may constitute a dis-
tinct entity”.
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Evidence from clinical studies

Diagnostic stability of unipolar mania

Several follow-up studies have checked the diagnostic sta-
bility of UM (Table 3). A 10-year prospective study (1981–
1991) conducted in China by Xu and Chen [38] using the 
Present State Examination (PSE) found that in 18 of 24 
(75 %) patients with DSM-III UM the diagnosis remained 
unchanged. The retrospective follow-up data in Table 3 
show that the diagnostic stability increases in step with 
the increasing number of manic episodes: it was highest in 
the study of Yazici, which started with a minimum of four 
manic episodes, reaching 88.2 % over 7 years.

Cultural differences in unipolar mania

There is ample evidence that compared to pure depression 
(D), pure mania (M) without any minor depressive syn-
dromes (d) is rarer in Western than in non-Western cultures.

Bipolar disorders have been found to have more manic 
than depressive episodes, for example, among Africans [39]; 
in Tunisia [40]; in Israel [41]; and among Africans living in 
England [42]. Similarly, UM is reported as being more fre-
quent in Nigeria [43, 44], Ethiopia [45], South Africa [4], 
Tunisia [46, 47], India [48] and Hong Kong [49].

Comparing different ethnic groups in Hong Kong, Sing 
Lee [50] found that 17 of 50 patients attending a lithium 
clinic had mania only and stressed the higher prevalence 
of mania in China. A special code for manic disorder was 
accordingly included in the second edition of the Chinese 
Classification of Mental Disorders (CCMD-2); the third 
edition, which integrated ICD-10, retained the diagnosis of 
recurrent episodic mania [51].

In South Africa, Grobler et al. [3], assisted by an inter-
preter, studied 94 patients with BP-I disorder, 57 % of 
whom had previously experienced only manic episodes. 
45 % of the group suffered from UM with three or more 

episodes. When narrower criteria were applied (four or 
more years’ duration of illness and five or more episodes), 
there still remained a subgroup of 30 of the 94 patients 
(32 %) with a recurrent unipolar manic course.

A thorough, comprehensive review of the literature on 
mania, comprising 17 papers, was provided by Harish et al. 
[2]. Only three of the studies reviewed were prospective [44, 
52, 53]. The NIMH Collaborative Depression Study of Solo-
mon et al. [54] followed up 27 subjects with mania according 
to the Research Diagnostic Criteria (RDC) over 15–20 years: 
seven subjects never suffered from major depression and five 
remained free of any minor depression. The authors con-
cluded that the data support the diagnostic validity of UM.

Despite the scarcity of prospective patient studies, Har-
ish et al. [2] conclude that the sizeable number of patients, 
reported from several countries and cultures, who demonstrate 
a recurrent unipolar manic course provides sufficient evidence 
that the issue of mania’s separate status merits further study.

Tables 2 and 3 list clinical studies from Western and 
non-Western countries, which have investigated UM. The 
studies are methodologically very diverse, and there are no 
prospective data from the non-Western studies. Based on 
retrospective data, the rates of UM were lower in Western 
than in non-Western countries (23.1 % vs. 36.8 %). The 
three prospective studies in Western countries gave even 
lower rates of 11.0 %.

Differences in the clinical characteristics of UM 
and bipolar disorder

Some studies are inconclusive methodologically, because 
previous depression is not documented or the observation 
period is too short, as mentioned by Yazici et al. 2002 [5].

In the latter study, carried out in Turkey, the authors 
compared 48 patients with UM (defined as mania with at 
least 4 manic/hypomanic episodes) with 224 patients with 
bipolar-I disorder. The two groups differed significantly in 
important respects. The patients with mania were younger 

Table 1  Diagnostic stability of unipolar mania (UM)

Most significant result is in bold

DSM Diagnostic and Statistical Manual of Mental Disorders

RDC Research Diagnostic Criteria

BP-I bipolar-I disorder

Author Country Year Diagnosis Min episodes Follow-up years Total sample Subsample UM %

Prospective

Xu and Chen China 1992 DSM-III mania 1+ 10 24 18 75.0

Retrospective

Makanjuola Nigeria 1982 RDC mania 2+ 1 + (median) 36 12 33.3

Solomon et al. USA 2003 BP-I or schizo-mania 1+ 15–20 27 7 25.9

Yazici et al. Turkey 2008 DSM-IV mania 4+ 7 34 30 88.2
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and had an earlier age at onset, higher rates of psychotic 
features and hyperthymic temperament than the bipolar 
group, whereas suicide attempts and rapid cycling were less 
frequent and fewer patients in the manic group responded 
to lithium [55].

In a retrospective study on recurrent pure mania carried 
out at the Fiji Islands’ single hospital, patients were selected 
from all admissions and consultations over a 22-month 
period from 1999 to 2000 [56]. A diagnosis of UM (ICD-
10) required at least three previous manic/hypomanic epi-
sodes. The patients were interviewed by the PSE (tenth edi-
tion), and those with depressive symptoms or syndromes 
were excluded. No follow-up was carried out. Fifty-one 
patients with UM, representing 47.2 % of the bipolar affec-
tive population during the whole period, were compared 
to 31 patients with bipolar disorder. This study found no 
significant differences between the two groups (small Ns) 
in regard to family history for any major psychiatric mor-
bidity (9.8 % vs. 22.6 %), age at onset (mean 24.2 years 
vs. 31.2 years) or gender (M = 45.1 % vs. F = 64.5 %), 
but there were trends in the expected directions (lower in 
patients with mania). A weaker family history of MDD 
was found by Ghaffarinejad et al. [57] among patients with 
mania compared to those with BP-I disorders (p < 0.005).

Many studies have reported differences in the psycho-
pathology of UM and bipolar disorder. Several found a 
trend to higher rates of psychotic symptoms among patients 
with UM compared to those with BP. In some studies, this 
trend was not significant on account of the small Ns: Douki 
et al. [40], Perugi et al. [58], Andrade-Nascimento [59]. 
In Grobler’s study [4], too, the group with UM tended to 
have more psychotic symptoms compared to the BP group, 
namely delusions: 89 % (53/59) versus 79 % (35/44), 
p = 0.166; paranoid ideation: 88 % (52/59) versus 61 % 
(27/44), p = 0.002; and hallucinations: 77 % (46/59) versus 
63 % (28/44), p = 0.126. Moreover, some studies report a 
trend among patients with UM both to increased rates of 
grandiose delusions: Abrams et al. [60], Kirov and Murray 
[42], Pfohl et al. [61] and to mood-incongruent psychotic 
symptoms [7, 57].

Treatment studies

Two studies reported the effects of lithium prophylaxis on 
UM. Whereas Nurnberger et al. [62] could not find clear 
differences between UM (N = 20) and BP-I (N = 88), Yaz-
ici and Çakir [7] found that patients with UM responded 
less well than patients with BP-I to lithium (13/24 = 54 % 

Table 2  Clinical studies: rates of unipolar mania (UM) in Western countries

Most significant results are in bold

ICD International Classification of Diseases

DSM Diagnostic and Statistical Manual of Mental Disorders

BP-I bipolar-I disorder

MDD major depressive disorder

MinDD minor depressive disorder (dysthymia, minor depression, recurrent brief depression)
a 12 of 14 had 3+ manic episodes

Author Country Year Diagnosis ICD/DSM M 
(manic episodes)

Minimum N of episodes Follow-up (years) Sample
N

UM
N

UM
%

Perris Sweden 1966 Bipolar (I + II) 1+ 0 155 17 11.0

Abrams and Taylor USA 1974 BP-I 1+ 0 50 14a 28.0

Abrams et al. USA 1979 BP-I 2+ 0 77 29 37.7

Nurnberger et al. USA 1979 BP-I 1+ 0 241 38 15.7

Pfohl et al. USA 1982 Manic episodes 1+ 0 247 87 35.2

Shulman and Tohen USA 1994 DSM BP-I 3+ 3–10 50 6 12.0

Solomon et al. USA 2003 BP-I or schizomania 1 + start 0 229 27 11.8

15–20 229 7 3.1

BP-I 1+ 15–20 163 14 8.6

Schizomania 1+ 15–20 66 13 19.7

Angst et al. Switzerland 2004 DSM BP-I 1+ 22–26 160 30 15.8

Perugi et al. Italy 2007 DSM-III-R Mania w/o
MDD/MinDD

3+ in 10+ years 0 87 19 21.8

All studies together 1,525 294 19.3

Retrospective studies 1,086 251 23.1

Three prospective studies 439 43 11.0
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vs. 63/76 = 83 %, p < 0.004), and there was no difference 
in their response to valproate.

Grobler [3] found that patients with UM tended to be pre-
scribed more antipsychotics than BP-I patients: for example, 
haloperidol: 54 % (32/59) versus 43 % (19/44), p = 0.321; 
zuclopenthixol depot: 49 % (29/59) versus 38 % (17/44), 
p = 0.321; and risperidone: 23 % (14/59) versus 20 % 
(9/44), p = 0.812, but not significantly more mood stabilis-
ers: lithium: 18 % (11/59) versus 25 % (11/44), p = 0.473 
and valproate: 57 % (34/59) versus 59 % (26/44, p = 1.000.)

Cardiovascular studies

Among individuals with bipolar disorder, the mortal-
ity rates for cardiovascular conditions are double those 
expected from general population estimates; the manic 
symptom burden was also found to be predictive [63]. Vas-
culopathy was found to be related to the manic/hypomanic 
symptom burden [64], and accelerated vascular ageing 
(vascular stiffness) was reported in patients with bipolar 
disorder [65].

In a recent 50-year follow-up of 403 hospital admis-
sions, we found that cardiovascular mortality rates 
increased systematically across the affective spectrum, 
from MDD via BP-II and BP-I disorder to mania (M, 
Md), with the following standardised mortality ratios 
(SMRs): 1.32, 1.60(*), 1.99**, 3.17* [33]. As sug-
gested in the latter study, the threefold cardiovascular 
mortality in patients with UM may be a consequence 
of the increased stress burden of the manic component, 
expressed in excessive activity, short sleep, lifestyle, sec-
ondary substance abuse, etc.

Twin and family studies

The twin study of McGuffin et al. [66] comprising 30 
monozygotic and 37 dizygotic twin pairs in which the 
proband had bipolar disorder convincingly demonstrated 
a heritability of 0.85–0.89 of bipolar disorder but also 
showed a substantial genetic correlation between mania 
and depression (0.65) and a large correlation (0.59) for 
environmental effects not shared within families.

Table 3  Clinical studies rates of unipolar mania (UM) in non-Western countries

* Not included in the sum of studies

DSM Diagnostic and Statistical Manual of Mental Disorders

MDP major depressive psychosis

RDC Research Diagnostic Criteria

ICD International Classification of Diseases

BP-I bipolar-I disorder
a Another 36 patients had a single manic episode [twice as many men (24) as women (12)]
b 15 of 70 (21.4 %) had 4+ episodes

Author Country Year Diagnosis Bipolar disorder with M 
(manic episodes)

Minimum N episodes Prospective
(years)

Sample
N

UM
N

UM
%

Srinivasan et al. India 1985 DSM-III 3+ 0 29 12 42

Makanjuola Nigeria 1985 Manic episodes 1+ 3 months-
5 years

104 55a 52.6

Margoob and Dutta India 1988 MDP 1+ 0 43 21 49

Khanna et al. India 1992 RDC 2+b 0 70 42 60

Aghanwa Fiji Islands 2001 ICD-10 3+ 0 108 51 47.2

Yazici et al. Turkey 2002 DSM-IV BP-I 4+ 0 272 48 16.3

Negash et al. Ethiopia 2005 DSM-IV, ICD-10 0 295 176 59.8

Benzineb et al. Tunisia 2005 DSM-IV BP-I 0 129 46 35.7

Dakhlaoui et al. Tunisia 2008 DSM-IV BP-I 2+ 0 72 47 65.3

Andrade-Nascimento et al. Brazil 2011 DSM-IV 1+ 0 298 16 5.4

Thirthalli et al. India 2011 BP admissions 1+ 0 315 148 47.0

Ghaffarinejad et al. Iran 2013 DSM BP-I 1+ 0 219 49 22.4

Grobler et al. South Africa 2014 DSM-IV 3+ 0 94* 42 44.7

5+ 0 94 30 31.9

All studies together 2,048 753 36.8

Retrospective 1,964 698 35.9

One prospective 104 55 52.6
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In a very recent US (NIMH) family study, Merikan-
gas et al. [67] investigated 290 subjects with mood dis-
orders (62 BP-I, 66 BP-II and 162 MDD), 157 controls 
and 2,082 living and deceased first-degree relatives. The 
authors found specific familial aggregations of probands’ 
mania with relatives’ mania [OR = 8.3 (3.8–17.9)**] 
with a heritability of 0.83 and a much lower association of 
probands’ major depression with relatives’ major depres-
sion [OR = 2.5 (1.7–3.6)**]. No significant transmission 
from mania to major depression or vice versa was found, 
and no significant transmission was found for hypomania, 
nor was the latter associated with mania or major depres-
sion. Compatible results were reported simultaneously 
from a Swiss (Lausanne) family study by Vandeleur et al. 
[68], who investigated patients with schizo-affective dis-
orders (N = 62), BP-I disorder (N = 100), BP-II disorder 
(N = 23) and MDD (N = 108), 110 orthopaedic controls 
and 1,734 first-degree relatives. The familial aggregation 
for manic episodes [OR = 6.4 (2.2–18.7)] was markedly 
higher than for MDE [OR 2.0 (1.7–2.7)]; hypomania again 
showed no significant aggregation.

Commenting on the latter two studies, Hickie stressed 
the link between psychotic syndromes and mania found by 
Vandeleur et al. [69] in the Lausanne study and the genetic 
independence of mania from depression reported in both 
the NIMH and Lausanne studies. He proposed a new con-
cept for mood disorders, consisting of three dimensions: 
(1) increased activation as a core feature of mania and 
decreased activation as characteristic of some but not all 
depression, (2) depression and (3) psychosis. This proposal 
is reminiscent of the model of Carl Wernicke referred to in 
the introduction.

One molecular genetic study found some associations 
with six cases of UM; the study is too small, however, to be 
conclusive [70].

Discussion

There is clear evidence of the heterogeneity of bipolar-
I disorder [71]. Although UM, defined as pure mania (M) 
and mania with Md, is rather rare compared to major 
depressive disorder and bipolar disorder, this is no reason 
for neglect. Mania has been convincingly shown to exist 
in adults by the EDSP prospective epidemiological study 
(Munich) and in adolescents by the cross-sectional NCS-A 
study (USA) [35]. In the former, the rates were as fol-
lows: M = 0.6 % and Md = 0.9 %; in the latter (with no 
follow-up), the rate was 1.7 % for mania without MDE. 
Hypomania without MDE (m, md) was diagnosed in 1.5 % 
of subjects in the Munich EDSP study. These rates may 
of course diminish over lifetime, because of the subjects 
being relatively young (up to age 34) and the infrequency 

of late-onset mania [72]. The diagnostic stability of mania 
over a prospective follow-up of 10 years was found to be 
high with 75 % in a very sound Chinese study and by other 
follow-up studies based on retrospective data (Table 3).

Clinical studies on UM are relatively scarce, the sam-
ples usually small and the results less conclusive than those 
of epidemiological investigations. More especially, there 
is a dearth of prospective clinical studies on the course 
of UM. Nevertheless, there is converging evidence from 
patient studies that UM and bipolar disorder differ. On the 
one hand, patients with UM have a weaker family history, 
especially for MDD, an earlier onset of the disorder, bet-
ter remission with fewer recurrences, and experience fewer 
comorbid anxiety disorders. On the other, they more often 
manifest psychotic symptoms, are more frequently treated 
with antipsychotics and probably respond less well to lith-
ium prophylaxis. In temperament, they are predominantly 
hyperthymic or hypomanic. In addition, cardiovascular 
mortality, already higher in BP disorders than in MDD, was 
found to be highest in patients with UM.

The lower rates of UM in Western countries, mentioned 
in the reviews, are confirmed (Tables 2, 3). This consistent 
finding is difficult to interpret: cultural differences in the 
expression of affect, in the social acceptability of depres-
sion and mania, in treatment seeking and in the availability 
of treatment may all play a role.

Finally, the family and twin studies showing that mania 
is much more heritable than depression provide strong 
arguments in favour of keeping manic episodes and UM as 
distinct concepts for further research.

All available reviews of the literature on UM reach simi-
lar conclusions. We need to question the traditional concept 
of the unipolar–bipolar dichotomy. As Cuellar et al. [73] 
argue in their large overview of research on bipolar and 
unipolar depression, we need to “study mania and depres-
sion as separate disorders, rather than as bipolar and unipo-
lar disorders, so enabling the field to tease apart processes 
that are similar and unique between these phenomena that 
with the current nomenclature is not probable”. A similar 
view was expressed by Young et al. [36] and fully concords 
with the recent reviews of the literature on UM cited in the 
introduction [2, 3, 7, 8].

How could this translate in practice? For the diagnosis 
of a manic episode, criterion A would be broader than in 
DSM-5, i.e. increased activity/energy or elated/expansive 
mood or irritable mood (pace DSM-5, increased activity/
energy is not required in all cases). Criteria B (number of 
symptoms) and C [consequences (social or work impair-
ment, hospitalisation) or psychotic features] would cor-
respond to DSM-5, whereas criterion D (exclusion cri-
teria) should be omitted. If during their lifetime a person 
had experienced only manic episodes and never MDE, the 
diagnosis would be manic disorder (M); if they had also 
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experienced a minor depressive disorder, dysthymia or 
recurrent brief depression, the diagnosis would be mania 
with minor depressive disorder (Md).

Conclusions

Although relatively rare, UM and unipolar hypomania 
exist, and both can co-occur with minor depressive dis-
orders. Unipolar is not bipolar; if we accept that unipolar 
depression is distinct from bipolar disorder, it is illogical 
not to think that UM may also be so. A simple unipolar/
bipolar dichotomy is outdated and should be replaced 
by a spectrum of major mood disorders, distinguishing 
clearly between five subgroups, extending from depres-
sion via bipolar-II and bipolar-I disorders to mania with 
minor depression and pure mania without depression: 
D–Dm–MD–Md–M.

Further prospective clinical, transcultural, genetic and 
brain research is certainly needed for progress in the field; 
studies should routinely distinguish between mania, bipolar 
disorder and depressive disorder. Such an approach would 
be strongly encouraged by the introduction of manic epi-
sodes or, better still, UM as coded diagnoses in ICD and 
DSM. This would be preferable to the addition of a course 
specifier for UM to the diagnosis of bipolar disorder, as 
recommended by Grobler et al. [3], Yazici [6], Mehta [8], 
since this continues to anchor UM within bipolar disorder.

A special code for mania would also help to clarify cul-
tural differences in the expression of the severity and symp-
tomatology of mania and in treatment and placebo response 
rates [74].
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