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■ Abstract Background Angst has recently found an
association between the bipolar spectrum and a person-
ality trait called “ups & downs”, defined by the question
“would you say you were one of those people who have
frequent ups and downs?”. Study aim was to find the fre-
quency of “ups & downs” in a large sample of bipolar II
(BPII) and major depressive disorder (MDD),and to test
its association with BPII. Methods Consecutive 89 MDD
and 89 BPII outpatients were interviewed, during a ma-
jor depressive episode (MDE), with the Structured Clin-
ical Interview for DSM-IV, as modified by Benazzi and
Akiskal (2003). Hypomanic symptoms during MDE
were systematically assessed. The association between
“ups & downs” (defined by Angst’s question) and BPII
was tested versus bipolar validators (young onset, many
recurrences, atypical depression, depressive mixed state
[MDE plus 3 or more concurrent hypomanic symptoms,
following Akiskal and Benazzi’s definition (2003)], and
bipolar family history. Associations were tested by uni-
variate and multivariate logistic regression (STATA 7).
Results “ups & downs” was present in 62.9 % of BPII and
in 33.7 % of MDD (ratio = 1.86, p = 0.0001). All bipolar
validators were significantly more common in BPII ver-
sus MDD. Sensitivity and specificity of bipolar valida-
tors for predicting BPII, including “ups & downs”,
showed that “ups & downs” had a balanced combination
of sensitivity (62.9 %) and specificity (66.2 %) (i. e., sen-
sitivity not too low compared to specificity and vice
versa) for predicting BPII, and that it was strongly asso-
ciated with BPII (odds ratio = 3.3, 95 % CI 1.8–6.1). Mul-
tivariate analyses found that “ups & downs” indepen-
dently and significantly predicted BPII among the other
bipolar validators. Patients did not confuse “ups &

downs” with many past MDEs, as the association with
BPII did not change when controlled for recurrences.
Conclusions Findings suggest that Angst’s “ups and
downs” might be a new marker of BPII. Its simple ques-
tion might be useful to clinicians to better detect the
highly underdiagnosed BPII during assessment of de-
pression.

■ Key words ups and downs · temperament · bipolar II
disorder · depression

Introduction

A recent study by Angst et al. (2002, 2003a) found that a
personality trait called “ups & downs” was a strong
predictor of bipolar spectrum disorders. Assessment of
“ups & downs”was made by the question “would you say
you were one of those people who have frequent ups and
downs?” (Angst et al. 2003a). There is a relationship be-
tween “ups & downs” and Akiskal et al. (1995) mood
lability temperament. Mood lability temperament
(Akiskal et al.1995) was a strong predictor of the switch-
ing of major depressive disorder (MDD) to bipolar II
disorder (BPII). Among its features there was frequent
instability of mood. Akiskal et al. (1995) defined fre-
quent instability of mood by two questions, similar to
that of Angst for “ups & downs” (Angst et al. 2003a).

Mood instability as a personality trait related to bipo-
lar disorders is not a new finding. Kraepelin (1921) and
Hecker (1898, translation into English by Koukopoulos
2003) reported that, between manic/hypomanic attacks
and depressive attacks of “manic-depressive insanity”
(including today DSM-IV BPII) and “cyclothymia” (cor-
responding to today DSM-IV BPII), mood was fre-
quently unstable. Kraepelin (1921) stated that mood in-
stability was a fundamental temperamental state of
“manic-depressive insanity”, the root of the attacks of
the illness, and listed it among the basic features of
“manic-depressive insanity”. Kraepelin defined “cy-
clothymic temperament”as “frequent fluctuations to the
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manic or to the depressive side”, and his description
(“people who constantly oscillate hither and thither be-
tween the two opposite poles of mood”) was very simi-
lar to Angst’s “ups & downs”. According to Kraepelin,
this temperament was an “invariable introduction to the
slightest forms of manic-depressive insanity which run
their course outside institutions” (who were the “cy-
clothymia”-BPII outpatients seen by Hecker in private
practice).

More recently, cyclothymic temperament was de-
scribed by Akiskal et al. (1977, 1979),Akiskal and Mallya
(1987), and by Akiskal et al. (1998). Among its features
there was frequent instability of mood. Cyclothymic
temperament was found to be significantly more com-
mon in BPII versus MDD (44.4 % versus 4.4 %) (Han-
touche et al. 1998). There is a similarity between the
mood instability of cyclothymic temperament defini-
tion by Akiskal, and Angst’s “ups & downs”. All these
studies on temperaments (mood lability, cyclothymic,
“ups & downs”) require mood instability, and point to a
relationship with bipolar disorders. A study assessing
different types of premorbid personalities in mood and
non-mood disorders found that the “manic type” was
more common in bipolar I, and that the “melancholic
type” was more common in BPII and unipolar depres-
sive patients (von Zerssen et al. 1994).

The study of personality traits/disorders in BPII
clearly still needs a lot of research by independent
groups.Akiskal has been doing very important work for
many years in this field, following Kraepelin’s tempera-
mental “fundamental states” (which he viewed as the
“deeper cause” of “manic-depressive insanity”) (1921, p
117). Studies on personality in BPII and other mood dis-
orders may have an important impact on the genetics of
these disorders (Fridman et al. 2003). Family studies
have shown that, among the relatives of bipolar disor-
ders probands, there is an increased frequency not only
of mood disorders (both bipolar and unipolar) but also
of mood personality traits/disorders (Kelsoe 2003).
Kraepelin viewed mood temperaments as the root of
mood disorders.

Study aim was to find the frequency of “ups & 
downs” in a large sample of BPII and MDD, and the
relationship between “ups & downs” and BPII.

Materials and methods

■ Study setting

An outpatient psychiatry private practice (a University of California
at San Diego (USA) collaborating center) was the study setting. Pri-
vate practice is more representative of mood disorders usually seen in
clinical practice in Italy: it is the first or the second (after family doc-
tors) line of treatment of mood disorders, while university and na-
tional mental health (NHS) services usually treat the most severe (and
less representative) patients. In Italy people do not like to be treated
for mood disorders in the NHS for fear of stigma. Most individuals
can visit a private psychiatrist (reducing a possible selection bias re-
lated to income).

■ Interviewer

The interviewer was a senior (20 years in practice) clinical and mood
disorder research psychiatrist.

■ Patients

A total of 89 consecutive MDD, and 89 BPII outpatients, presenting
voluntarily for major depressive episode (MDE) treatment, were in-
cluded in the last 2 years. Substance-related and borderline personal-
ity disorders were excluded because they confound the diagnosis of
BPII and mixed states (Akiskal and Pinto 1999). In the present study
setting, prevalence of BPII and MDD with borderline personality dis-
order was found to be very low (Benazzi 2000a).DSM-IV rapid cycling
BPII diagnoses were excluded (and were also few in the sample), to
avoid the possibility that patients confused this unstable disorder
with “ups & downs”. Clinically significant general medical illnesses
and cognitive disorders were also excluded. The study was approved
by the ethic committee, performed according to ethical standards of
the 1964 Declaration of Helsinki, and all individuals gave informed
consent prior to inclusion in the study.

■ Interview method

All patients were interviewed during the first visit with the Structured
Clinical Interview for DSM-IV Axis I Disorders-Clinician Version
(SCID-CV) (First et al. 1997), as modified by Benazzi and Akiskal
(2003a) to focus the probing for history of hypomania more on past
overactivity (increased goal-directed activity) than on mood change
(in line with Angst et al. 2003b; Akiskal et al. 1977, 2001; Dunner and
Tay 1993). The Global Assessment of Functioning (GAF) scale (Amer-
ican Psychiatric Association 1994) was used to grade index MDE
severity. Bipolar (type I and type II) family history was investigated
with the Family History Screen (Weissman et al. 2000), a structured
interview for psychiatric history of first-degree relatives, by inter-
viewing the patient and often also one first-degree relative.

The DSM-IV 4-days minimum duration of hypomania for BPII di-
agnosis was not followed, because this cutoff was not based on data
(Dunner 1998). Instead, at least 2 days of hypomania were required
for the diagnosis of BPII, following previous reports supporting this
cutoff (Akiskal 2002; Angst 1998; Angst et al. 2003b; Akiskal et al.
1977, 1979, 2000; Benazzi 2001a; Cassano et al. 1992; Coryell et al.
1995; Judd et al. 2003).

Most present study BPII patients had had more than one hypo-
mania, increasing reliability and validity of BPII diagnosis (Akiskal et
al. 2000). Often, family members or close friends supplemented clini-
cal information during the interview, increasing reliability and valid-
ity of BPII diagnosis (Akiskal et al. 2000; American Psychiatric Asso-
ciation, 2000).

All patients were systematically interviewed about history of hy-
pomanic and manic episodes. History of mania and hypomania was
always investigated soon after the diagnosis of MDE before assess-
ment of study variables, in order to avoid a possible bias related to
knowledge of signs of bipolarity (Ghaemi et al. 2002). Inter-rater
agreement of the interviewer for BPII diagnosis was κ = 0.73 (Benazzi
2003a). This kappa-statistic was similar to that found in a study on
reliability of BPII diagnosis using methods similar to those used in
the present study (semi-structured interview by trained clinicians)
(Simpson et al. 2002). SCID-CV inter-rater kappa statistic was re-
ported to range between 0.70 and 1.00 (First et al. 1997).

The SCID-CV is partly semi-structured and based on clinical
evaluation (not on simple yes/no answers to structured questions).
The wording of the sentences can be changed when unclear to patient
or when the interviewer is in doubt about understanding. The SCID-
CV skip-out instruction in the stem question about history of ele-
vated or irritable mood was not followed, as a negative answer would
not allow the assessment of the other past hypomanic symptoms.This
was done mainly to probe for past overactivity when the answer to the
stem question on mood was negative. It was found (Benazzi and
Akiskal 2003) that past overactivity was easier to remember than past
mood change by patient, family members and close friends. It must
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be noted that in the present study the diagnosis of past hypomania al-
ways required mood change (according to DSM-IV), which however
made it easier to remember after remembering overactivity, even
when at first the answer to the mood question had been negative. The
utility of probing for history of hypomania by focusing more on over-
activity than on mood change was reported (Angst et al. 2003b;
Akiskal et al. 1977, 2001; Dunner and Tay 1993).

The SCID-CV structured question on racing thoughts was sup-
plemented by the Koukopoulos and Koukopoulos’definition (1999) of
crowded thoughts (i. e., head continuously full of ideas that the pa-
tient is unable to stop), to broaden the assessment of mental overac-
tivity and because this question was found easier to understand by
patients compared to the SCID-CV question on racing thoughts. This
definition of crowded thoughts was similar to Kraepelin’s description
of a thought disorder of depression (i. e.,overcrowding of the mind by
non-stop thoughts) (1921, p 75). Presence of hypomanic symptoms
during the index MDE was systematically assessed. Hypomanic
symptoms had to last at least 1 week, to appear during the index MDE,
and to be present at the time of the interview. The Hypomania Inter-
view Guide-Current Assessment Version (Williams et al. 1994, 2000)
was used to improve assessment of hypomanic symptoms during the
index MDE, as it covers all DSM-IV hypomanic symptoms.

Depressive mixed state was defined as a MDE plus 3 or more con-
current hypomanic symptoms. This definition had had clinical, fam-
ily history, and psychometric validation and replication (Benazzi and
Akiskal 2001; Benazzi 2001b, 2002, 2003b; Akiskal and Benazzi 2003a,
2003b; Sato et al. 2003; Sato et al. 2003 in press; Judd et al. 2003).

MDE recurrences were divided into more than 4 MDEs and less
than 5 MDEs, on the basis of data showing that bipolar disorders and
MDD with more than 4 MDEs had a similar high probability of re-
currence (Kendler et al. 2001; Kessing et al. 1998).

■ Testing the association of “ups & downs” with BPII

“Ups & downs” was assessed by Angst’s question “would you say you
were one of those people who have frequent ups and downs?”of mood
(specified) (Angst et al. 2003a). The association between “ups &
downs” and BPII was tested by studying of the association between
BPII and bipolar and psychiatric diagnosis validators (age of onset,
many recurrences, atypical features of depression, depressive mixed
state, bipolar family history) (Kraepelin 1921; Hecker 1898; Angst and
Gamma 2002; Akiskal 2003; Akiskal et al. 1995; Akiskal and Benazzi
2003a; Benazzi 2000b; Goodwin and Jamison 1990; McMahon et al.
1994; Ghaemi et al. 2002; Robins and Guze 1970; Kendler 1980.1990).

■ Statistics

Means were compared by t test; frequencies were compared by chi-
squared test. Associations were tested by univariate and multivariate

logistic regression, and by forward stepwise multiple logistic regres-
sion. STATA Statistical Software, Release 7, was used (Stata Corpora-
tion,College Station,TX,USA,2001).P values were two-tailed,and the
alpha level was set at 0.05.

Results

“Ups & downs”was common in both BPII and MDD,and
significantly more common in BPII versus MDD (ra-
tio = 1.86) (p = 0.0001) (Table 1). All bipolar validators
were significantly more common in BPII versus MDD
(Table 1).

Sensitivity and specificity of bipolar validators in-
cluding “ups & downs” for predicting BPII (Table 2)
showed that bipolar family history had the highest
specificity (82.5 %). However, the best combinations of
sensitivity and specificity (i. e., sensitivity not too low
compared to specificity and vice versa) were shown by
depressive mixed state and by “ups & downs”. Both mul-
tivariate logistic regression and stepwise multiple logis-
tic regression found that “ups & downs” independently
and significantly predicted BPII among all the other
bipolar validators.

To test if patients might have confused “ups & downs”
with many past MDEs (because logistic regression be-
tween “ups & downs” and more than 4 MDEs had found
odds ratio = 2.6, 95 % CI = 1.3 to 5.0, p = 0.003), logistic
regression of BPII versus “ups & downs” was controlled
for MDE recurrences. MDE recurrences were a possible
confounding factor because they are also associated
with BPII. The result was odds ratio = 2.7, 95 % CI = 1.4
to 5.2, p = 0.002. The interaction between “ups & downs”
and MDE recurrences was not significant (p = 0.149)
(Table 3).

As Angst et al. (2003a) did not find an association be-
tween “ups & downs” and bipolar family history, associ-
ations between “ups & downs”and bipolar (type I + type
II) family history, and mood disorders family history
were tested by univariate logistic regression (Table 4). In
the entire sample, family history of bipolar disorders
was present in 26.5 %, and family history of mood disor-

Variables: mean (SD), N (%) BPII MDD T/X2 P
n = 89 n = 89 DF = 176

DF = 1

Index age, years 41.8 (11.5) 45.8 (13.3) 2.1 0.033

Female gender 65 (73 %) 52 (58.4 %) 4.2 0.040

Index GAF 51.1 (9.3) 51.2 (9.7) 0.0 0.944

BIPOLAR VALIDATORS
Index depressive mixed state 64 (71.9 %) 43 (48.3 %) 10.3 0.001
Index atypical features 57 (64 %) 38 (42.6 %) 8.1 0.004
Age at onset of first MDE, years 21.7 (9.5) 31.9 (12.7) 6.0 0.000
> 4 MDEs 73 (82 %) 44 (49.4 %) 20.8 0.000
Bipolar (I + II) family history 34 (38.2 %) 13 (14.6 %) 13.1 0.000
“ups & downs” 56 (62.9 %) 30 (33.7 %) 15.2 0.000

MDE major depressive episode; GAF global assessment of functioning scale

Table 1 Comparisons between bipolar II (BPII) and
major depressive disorder (MDD) on bipolar valida-
tors, and “ups & downs” (T test; X2 chi-squared test;
DF degrees of freedom)
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ders in 70 %. Logistic regression of “ups & downs” ver-
sus bipolar family history found an odds ratio = 1.2,95 %
CI = 0.6 to 2.5, p = 0.462. Logistic regression of “ups &
downs” versus mood disorders family history found an
odds ratio = 2.1, 95 % CI = 1.0 to 4.0, p = 0.028.

Discussion

It was found that Angst’s personality trait “ups & downs”
was common in depressed outpatients, and that it was
much more common in BPII versus MDD. This finding
is line with the much higher frequency of cyclothymic
temperament (which includes mood instability) in BPII
versus MDD found by Hantouche et al. (1998).

Univariate and multivariate analyses showed that

“ups & downs” was a strong and independent predictor
of BPII. Therefore, it might be added to the current list
of most important bipolar validators (including young
onset,many recurrences,atypical features of depression,
depressive mixed state, bipolar family history, and cy-
clothymic temperament). Findings are in line with
Angst et al. (2003a), showing that “ups & downs” was a
strong and independent predictor of bipolar spectrum
disorders (including BPII), and with Akiskal et al. (1995)
study showing that mood lability (which included two
items similar to “ups & downs”) was a strong predictor
of the switching of MDD to BPII. Angst et al. (2003a)
found that “ups & downs”was not associated with a fam-
ily history of bipolar disorders. In multivariate logistic
regression, “ups & downs” resulted significantly associ-
ated with BPII even if bipolar family history was in-
cluded in the model. This finding suggests that “ups &
down” was not associated with bipolar family history (a
finding replicated in the univariate logistic regression
analysis), which is in line with Angst et al. (2003a). This
finding does not agree with the significant association
found between cyclothymic temperament and bipolar
family history (Akiskal et al. 1977, 2003b). These diffe-
rent findings may be related to the definition of cy-
clothymic temperament, which includes not only insta-
bility of mood, but also instability of behavior, thinking,
energy, and sleep (Akiskal et al. 2003b). However,“ups &
downs” was associated with a family history of mood
disorders in the present sample, supporting its link with
mood disorders.

The balanced combination of sensitivity and speci-
ficity for predicting BPII shown by “ups & downs” sug-
gests that it could become a useful marker in clinical
practice. Its usefulness for clinical practice is further
strengthened by its quick and simple assessment ques-
tion. BPII is in need of clinical markers because it is
highly underdiagnosed in clinical practice (Akiskal
2002; Akiskal et al. 2000; Ghaemi et al. 2002). DSM-IV-
TR reports a 0.5 % community prevalence of BPII, while
Angst (1998) and Angst et al. (2003b) reported an 11 %
community prevalence, which was similar to that of
MDD. This near 1 to 1 ratio found between BPII and
MDD was also found in clinical samples carefully and
systematically assessed for history of hypomania by ex-
pert clinicians (Akiskal and Benazzi 2003a; Hantouche
et al. 1998; Dunner and Tay 1993; Manning et al. 1999;
Benazzi 1997, 2001c). Hypomania is often a period of
improved functioning (Hecker 1898; Dunner and Tay
1993; Akiskal 2002; American Psychiatric Association
2000; Benazzi 2003 in press), and it is therefore often
seen by BPII patients (and often also by family members
and doctors) as a period of well being (“I felt like a lion”
is a common saying in Italy to describe that state by few
clear words).Therefore,BPII patients usually present for
treatment of depression, and during clinical assessment
usually do not spontaneously report about past hypo-
mania. Consequently, skillful questioning by the clini-
cian is required to detect a history of past hypomania
(Akiskal 2002). The current structured interviews often

Table 2 Univariate logistic regression of bipolar II (dependent variable) versus
bipolar validators

Variables Odds ratio 95% CI SE SP ROC

Onset 0.9 0.9 to 0.9*** 84.0 44.4 0.70

> 4 MDEs 3.1 2.1 to 4.6*** 81.2 42.3 0.61

Atypical features 2.7 1.9 to 3.8*** 55.0 69.1 0.62

Depressive mixed state 3.4 2.4 to 4.9*** 62.5 67.4 0.64

Bipolar family history 4.7 2.9 to 7.6*** 50.2 82.5 0.66

“ups & downs” 3.3 1.8 to 6.1*** 62.9 66.2 0.64

*** p < 0.001; 95 % CI 95 % confidence interval; MDE major depressive episode; SE
sensitivity; SP specificity; ROC area under ROC curve

Table 3 Multivariate logistic regression of bipolar II (dependent variable) versus
bipolar validators (likelihood ratio test, X2 = 58.6, P = 0.0000)

Variables Odds ratio 95 % CI

Onset 0.9 0.9 to 0.9**

> 4 MDEs 3.8 1.7 to 8.5**

Atypical features 1.0 0.5 to 2.2

Depressive mixed state 1.6 0.7 to 3.5

Bipolar family history 2.7 1.1 to 6.7*

“ups & downs” 2.1 1.0 to 4.4*

* p < 0.05; ** p < 0.01; 95 % CI 95 % confidence interval; MDE major depressive
episode

Table 4 Forward stepwise multiple logistic regression of bipolar II (dependent
variable) versus bipolar validators (likelihood ratio test, F = 13.8, P = 0.0000)
(atypical features were deleted by the stepwise variable selection)

Variables Coefficient 95% CI

Onset –0.0 –0.0 to –0.0**

> 4 MDEs 0.2 0.1 to 0.3**

Depressive mixed state 0.1 –0.0 to 0.2

Bipolar family history 0.1 0.0 to 0.3*

“ups & downs” 0.1 0.0 to 0.2*

* p < 0.05; ** p < 0.01; 95 % CI 95 % confidence interval; MDE major depressive
episode
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used by nonclinicians highly underdiagnose BPII
(Akiskal 2002; Benazzi and Akiskal 2003; Simpson et al.
2002; Ghaemi et al. 2002; American Psychiatric Associa-
tion 2002; Benazzi 2001d), while semi-structured inter-
views by expert clinicians increase the detection of BPII
and other mood disorders (Dunner and Tay 1993; Be-
nazzi and Akiskal 2003b; Brugha et al. 2001). Some BPII
clinical markers could be useful to induce the clinician
to suspect BPII, then leading to a careful assessment of
past hypomania. Among them, young onset, many MDE
recurrences, bipolar family history are usual markers
dependent on memory, limiting utility when depression
is severe (which leads to memory impairment and neg-
ative cognitive bias) and when no informant is present.
Current cross-sectional BPII clinical markers, which can
easily be detected during assessment of depression, are
DSM-IV atypical features and depressive mixed state
(Benazzi 2000b, 2003c). Angst’s “ups & downs” might be
added to this list of BPII markers, and, given its simple
feature, it could become an important and quick screen-
ing question to detect BPII during assessment of de-
pression.

As “ups & downs” was significantly associated with
MDE recurrences (and recurrences were also associated
with BPII), its association with BPII was controlled for
recurrences (a possible confounding factor), to test if
patients might have confused having had many recur-
rences with “ups & downs”. It resulted that the associa-
tion between BPII and “ups & downs” remained signi-
ficant, suggesting that patients did not confuse
recurrences with “ups & downs”. This finding supports
the validity of Angst’s question for “ups and downs”.

The relationships between “ups & downs” and rapid
cycling BPII (not included in the present sample) should
be studied, as patients could not be able to distinguish
them. However, rapid cycling and ultra-rapid cycling
BPII were often reported to be present in less than 20 %
of BPII (Maj 2001; Kilzieh and Akiskal 1999), while “ups
& downs” was present in 63 % of the present study BPII
sample. Depression is the main problem in BPII rapid
cycling (Maj 2001; Kilzieh and Akiskal 1999).As the pre-
sent study patients did not confuse history of many
MDEs with “ups & downs”, it is possible that the same
could occur also in rapid cycling BPII (which patients
might distinguish also because it is a period usually not
lasting for most of the life as instead a personality trait
does). Studies on this topic are clearly needed.

Studies on the association between “ups & downs”
and other mental disorders are required to determine if
“ups & downs”is a specific marker of BPII and if it is also
a risk factor of other mental disorders.

■ Limitations

A single interviewer limited the validity of the findings,
but his inter-rater kappa-statistic for BPII diagnosis was
high. Reliability of BPII diagnosis was found to be high
and similar to the present one when the interview was

semi-structured and performed by trained psychiatrists
(Simpson et al. 2002), supporting the present study
methods. BPII and MDD sample features were in line
with the features often reported to distinguish bipolar
disorders and MDD (Akiskal 2002, 2003; Goodwin and
Jamison 1990; Akiskal and Benazzi 2003a; McMahon et
al.1994),supporting the validity of the interview.The in-
terview was conducted by a clinician studying and treat-
ing mood disorders for a long time, using validated
structured/semi-structured interviews, information
from key informants, and systematically interviewing
about past hypomania. Clinicians using semi-struc-
tured interviews made more correct BPII diagnoses
compared to structured interviews (Dunner and Tay
1993), and made more valid assessments of mood disor-
ders than structured interviews by nonclinician inter-
viewers (Brugha et al. 2001). These study features may
have reduced study limitations (Akiskal 2002; Akiskal et
al. 2000; Goodwin and Jamison 1990). The present study
frequency of bipolar disorders among first-degree rela-
tives was in line with previous studies (Coryell 1999;
Kupfer et al. 2002; Suppes et al. 2001).

“Ups & downs” was assessed during a state of de-
pression. Information obtained during depression
about the past may be biased by its negative cognitive
bias (Akiskal et al. 2000). However, the negative cogni-
tive bias of depression is related to its severity (Akiskal
et al.2000),and most present study depressions were not
too severe (mean GAF = 51). Furthermore, information
was often supplemented by interview of key informants.
Importantly, patients did not confuse past MDEs with
“ups & downs”, supporting the validity of the assess-
ment of this personality trait during a nonsevere de-
pression. These study features should have increased the
validity of the assessment of this personality trait dur-
ing depression. Further study is needed about the valid-
ity of the assessment of “ups & downs” during depres-
sion.

References

1. Akiskal HS, Djenderedjian AH, Rosenthal RH, Khani MK (1977)
Cyclothymic disorder: validating criteria for inclusion in the
bipolar affective group. Am J Psychiatry 134:1227–1233

2. Akiskal HS, Khani MK, Scott-Strauss A (1979) Cyclothymic tem-
peramental disorders. Psychiatr Clin North Am 2:527–554

3. Akiskal HS, Mallya G (1987) Criteria for the “soft” bipolar spec-
trum: treatment implications. Psychopharmacol Bull 23:68–73

4. Akiskal HS, Maser JD, Zeller PJ, Endicott J, Coryell W, Keller M,
Warshaw M, Clayton P, Goodwin F (1995) Switching from
“unipolar” to bipolar II. An 11-year prospective study of clinical
and temperamental predictors in 559 patients. Arch Gen Psychi-
atry 52:114–123

5. Akiskal HS, Placidi GF, Maremmani I, Signoretta S, Liguori A,
Gervasi R, Mallya A, Puzantian VR (1998) TEMPS-I: delineating
the most discriminant traits of the cyclothymic, depressive, hy-
perthymic and irritable temperaments in a nonpatient popula-
tion. J Affect Disord 51:7–19

6. Akiskal HS, Pinto O (1999) The evolving bipolar spectrum: pro-
totypes I, II, III, and IV. In: Akiskal HS (ed) Bipolarity: beyond
classic mania. Psychiatr Clin North Am 22:517–534



53

7. Akiskal HS, Bourgeois ML,Angst J, Post R, Moller H-J, Hirschfeld
R (2000) Re-evaluating the prevalence and diagnostic composi-
tion within the broad clinical spectrum of bipolar disorders. J Af-
fect Disord 59(Suppl 1):S5–S30

8. Akiskal HS, Hantouche EG, Bourgeois ML,Azorin JM, Sechter D,
Allilaire JF, Chatenet-Duchene L, Lancrenon S (2001) Toward a
refined phenomenology of mania: combining clinician-assess-
ment and self-report in the French EPIMAN study. J Affect Dis-
ord 67:89–96

9. Akiskal HS (2002) Classification, diagnosis and boundaries of
bipolar disorders: a review. In: Maj M,Akiskal HS, Lopez-Ibor JJ,
Sartorius N (eds) Bipolar disorder. John Wiley & Sons Ltd,
Chichester, UK, pp 1–52

10. Akiskal HS (2003) Validating “hard” and “soft” phenotypes
within the bipolar spectrum: continuity or discontinuity? J Af-
fect Disord 73:1–5

11. Akiskal HS, Benazzi F (2003a) Family history validation of the
bipolar nature of depressive mixed states. J Affect Disord
73:113–122

12. Akiskal HS, Hantouche EG, Allilaire JF (2003b) Bipolar II with
and without cyclothymic temperament: “dark” and “sunny” ex-
pressions of soft bipolarity. J Affect Disord 73:49–57

13. American Psychiatric Association (1994) Diagnostic and Statis-
tical Manual of Mental Disorders, 4th ed. American Psychiatric
Association, Washington, DC

14. American Psychiatric Association (2000) Diagnostic and Statis-
tical Manual of Mental Disorders, 4th ed, Text Revision (DSM-IV-
TR). American Psychiatric Association, Washington, DC

15. American Psychiatric Association (2002) Practice guideline for
the treatment of patients with bipolar disorder (revision). Am J
Psychiatry 159(Suppl):1–50

16. Angst J (1998) The emerging epidemiology of hypomania and
bipolar II disorder. J Affect Disord 50:143–151

17. Angst J, Gamma A (2002) A new bipolar spectrum concept: a
brief review. Bipolar Disord 4(Suppl. 1):11–14

18. Angst J, Gamma A, Benazzi F, Ajdacic V, Eich D, Rossler W
(2003b) Toward a re-definition of subthreshold bipolarity: epi-
demiology and proposed criteria for bipolar-II, minor bipolar
disorders and hypomania. J Affect Disord 73:133–146

19. Angst J, Gamma A, Endrass J (2003a) Risk factors for the bipolar
and depression spectra. Acta Psychiatr Scand 418:15–19

20. Angst J, Endrass J, Gamma A,Ajdacic V, Eich D, Rossler W (2002)
Risk factors for mood disorders.Abstract, Deutsche Gesellschaft
für Psychologie 43 Kongress, Berlin

21. Benazzi F (1997) Prevalence of bipolar II disorder in outpatient
depression: a 203-case study in private practice. J Affect Disord
43:163–166

22. Benazzi F (2000a) Borderline personality disorder and bipolar II
disorder in private practice depressed outpatients. Compr Psy-
chiatry 41:106–110

23. Benazzi F (2000b) Depression with DSM-IV atypical features: a
marker for bipolar II disorder.Eur Arch Psychiatry Clin Neurosci
250:53–55

24. Benazzi F, Akiskal HS (2001) Delineating bipolar II mixed states
in the Ravenna-San Diego collaborative study: the relative preva-
lence and diagnostic significance of hypomanic features during
major depressive episodes. J Affect Disord 67:115–122

25. Benazzi F (2001a) Is 4 days the minimum duration of hypoma-
nia in bipolar II disorder? Eur Arch Psychiatry Clin Neurosci
251:32–34

26. Benazzi F (2001b) Sensitivity and specificity of clinical markers
for the diagnosis of bipolar II disorder. Compr Psychiatry
42:461–465

27. Benazzi F (2001c) Bipolar II depression in late life: prevalence
and clinical features in 525 depressed outpatients. J Affect Disord
66:13–18

28. Benazzi F (2001d) High prevalence of bipolar spectrum disor-
ders. J Clin Psychiatry 62:735–736

29. Benazzi F (2002) Which could be a clinically useful definition of
depressive mixed state? Prog Neuropsychopharmacol Biol Psy-
chiatry 26:1105–1111

30. Benazzi F, Akiskal HS (2003a) Clinical and factor analytic-vali-
dation of depressive mixed states: a report from the Ravenna-
San Diego collaboration. Curr Opin Psychiatry 16(Suppl 2):
S71–S78

31. Benazzi F, Akiskal HS (2003b) Refining the evaluation of bipolar
II: beyond the strict SCID-CV guidelines for hypomania. J Affect
Disord 73:33–38

32. Benazzi F (2003b) Bipolar II depressive mixed state: finding a
useful definition. Compr Psychiatry 44:21–27

33. Benazzi F (2003c) Clinical and family history markers of bipolar
II disorder. Can J Psychiatry 48:208–209

34. Benazzi F (2003a) Depression with racing thoughts. Psychiatry
Res 120:273–282

35. Benazzi F (2003) Level of functioning in hypomania of bipolar II
disorder. Can J Psychiatry (in press)

36. Brugha TS, Jenkins R, Taub N, Meltzer H, Bebbington PE (2001)
A general population comparison of the Composite Interna-
tional Diagnostic Interview (CIDI) and the Schedules for Clini-
cal Assessment in Neuropsychiatry (SCAN). Psychol Med
31:1001–1013

37. Cassano GB, Akiskal HS, Savino M, Musetti L, Perugi G, Soriani
A (1992) Proposed subtypes of bipolar II and related disorders:
with hypomanic episodes (or cyclothymia) and with hyper-
thymic temperament. J Affect Disord 26:127–140

38. Coryell W, Endicott J, Maser JD, Keller MB, Leon AC, Akiskal HS
(1995) Long-term stability of polarity distinctions in the affec-
tive disorders. Am J Psychiatry 152:385–390

39. Coryell W (1999) Bipolar II disorder: the importance of hypo-
mania. In: Goldberg JF, Harrow M (eds) Bipolar disorders. Clin-
ical course and outcome. American Psychiatric Press, Washing-
ton, DC, pp 219–236

40. Dunner DL, Tay KL (1993) Diagnostic reliability of the history of
hypomania in bipolar II patients and patients with major de-
pression. Compr Psychiatry 34:303–307

41. Dunner DL (1998) Diagnostic revisions for DSM-IV. In: Good-
nick PL (ed) Mania. Clinical and research perspectives. Ameri-
can Psychiatric Press, Washington, DC, pp 3–10

42. First MB, Spitzer RL, Gibbon M,Williams JBW (1997) Structured
clinical interview for DSM-IV axis I disorders-clinician version
(SCID-CV). American Psychiatric Press, Washington, DC

43. Fridman C, Ojopi EP, Gregorio SP, Ikenaga EH, Moreno DH,
Demetrio FN, Guimaraes PE,Vallada HP, Gattaz WF, Dias Neto E
(2003) Association of a new polymorphism in ALOX12 gene with
bipolar disorder. Eur Arch Psychiatry Clin Neurosci 253:40–43

44. Ghaemi SN, Ko JY, Goodwin FK (2002) “Cade’s disease” and be-
yond: misdiagnosis, antidepressant use, and a proposed defini-
tion for bipolar spectrum disorder. Can J Psychiatry 47:125–134

45. Goodwin FK, Jamison KR (1990) Manic-depressive illness. Ox-
ford University Press, New York

46. Hantouche EG, Akiskal HS, Lencrenon S, Allilaire J-F, Sechter D,
Azorin J-M, Bourgeois M, Fraud J-P, Chatenet-Duchene L (1998)
Systematic clinical methodology for validating bipolar-II disor-
der: data in mid-stream from a French national multi-site study
(EPIDEP). J Affect Disord 50:163–173

47. Judd LL,Akiskal HS, Schettler PJ, Coryell W, Endicott J, Maser JD,
Solomon DA, Leon AC, Keller MB (2003) A prospective investi-
gation of the natural history of the long-term weekly sympto-
matic status of bipolar II disorder. Arch Gen Psychiatry
60:261–269

48. Kelsoe JR (2003) Arguments for the genetic basis of the bipolar
spectrum. J Affect Disord 73:183–197

49. Kendler KS (1980) The nosologic validity of paranoia (simple
delusional disorder). Arch Gen Psychiatry 37:699–706

50. Kendler KS (1990) Toward a scientific psychiatric nosology.
Strengths and limitations. Arch Gen Psychiatry 47:969–973

51. Kendler KS, Thornton LM, Gardner CO (2001) Genetic risk,
number of previous depressive episodes, and stressful life events
in predicting onset of major depression. Am J Psychiatry
158:582–586

52. Kessing LV, Andersen PK, Mortensen PB, Bolwig TG (1998) Re-
currence in affective disorder. I. Case register study. Br J Psychi-
atry 172:23–28



54

53. Kilzieh N, Akiskal HS (1999) Rapid-cycling bipolar disorder. In:
Akiskal HS (ed) Bipolarity: beyond classic mania. Psychiatr Clin
North Am 22:585–607

54. Koukopoulos A, Koukopoulos A (1999) Agitated depression as a
mixed state and the problem of melancholia. In: Akiskal HS (ed)
Bipolarity: beyond classic mania. Psychiatr Clin North Am
22:547–564

55. Koukopoulos A (2003) Ewald Hecker’s description of cy-
clothymia as a cyclical mood disorder: its relevance to the mod-
ern concept of bipolar II. J Affect Disord 73:199–205

56. Kraepelin E (1921) Manic-depressive insanity and paranoia. E. &
S. Livingstone, Edinburgh

57. Kupfer DJ, Frank E, Grochocinski VJ, Cluss PA, Kouck PR, Stapf
DA (2002) Demographic and clinical characteristics of individ-
uals in a bipolar disorder case registry. J Clin Psychiatry
63:120–125

58. Maj M (2001) Diagnosis and treatment of rapidly cycling bipo-
lar disorder. Eur Arch Psychiatry Clin Neurosci 251(Suppl
2):II62–65

59. McMahon FJ, Stine OC, Chase GA, Meyers DA, Simpson SG, De-
Paulo JR (1994) Influence of clinical subtype,sex,and lineality on
age at onset of major affective disorder in a family sample. Am J
Psychiatry 151:210–215

60. Robins E, Guze SB (1970) Establishment of diagnostic validity in
psychiatric illness: its application to schizophrenia.Am J Psychi-
atry 126:983–987

61. Sato T, Bottlender R, Schroter A, Moller H-J (2003) Frequency of
manic symptoms during a depressive episode and unipolar ‘de-
pressive mixed state’ as bipolar spectrum. Acta Psychiatr Scand
107:268–274

62. Sato T, Bottlender R, Sievers M, Schroter A, Kleindienst N, Moller
H-J (2003) Evaluating the inter-episode stability of depressive
mixed states. J Affect Disord (in press)

63. Simpson SG, McMahon FJ, McInnis MG, MacKinnon DF, Edwin
D, Folstein SE, DePaulo JR (2002) Diagnostic reliability of bipo-
lar II diagnosis. Arch Gen Psychiatry 59:736–740

64. Suppes T, Leverich GS, Keck PE, Nolen WA, Denicoff KD, Alt-
shuler LL, McElroy SL, Rush AJ, Kupka RW, Frye MA, Bickel M,
Post RM (2001) The Stanley foundation bipolar treatment out-
come network II. Demographics and illness characteristics of
the first 261 patients. J Affect Disord 67:45–59

65. Weissman MM, Wickramaratne P, Adams P, Wolk S, Verdeli H,
Olfson M (2000) Brief screening for family psychiatric history.
The family history screen. Arch Gen Psychiatry 57:675–682

66. Williams JBW, Terman M, Link MJ,Amira L, Rosenthal NE (1994,
rev 2000) Hypomania interview guide (including hyperthymia).
Current assessment version (HIGH-C). Clinical Assessment
Tools Packet, Center for Environmental Therapeutics, Norwood,
NJ


