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Abstract Depressive mixed states (DMS) (major depres-
sive episodes with some hypomanic symptoms) are under-
studied, and not classified in DSM-IV. The study aim was
to find prevalence of DMS among depressed outpatients, to
study clinical differences between DMS and non-DMS,
and relationships of DMS with unipolar and bipolar II.
Ninety eight consecutive DSM-IV bipolar II and unipolar
depressed outpatients were interviewed with the Structured
Clinical Interview for DSM-IV. DMS was defined as an
MDE with at least two concurrent hypomanic symptoms.
DMS was present in 62.2 % of patients [48.7 % of unipo-
lar, 71.9 % of bipolar II, (p=0.022)]. DMS had significantly
fewer unipolar, more bipolar II patients, lower age at onset,
and more atypical features than non-DMS. Bipolar II DMS
had significantly more recurrences, more atypical features,
and lower age at onset (trend) than unipolar DMS. Bipolar
ITI DMS had (trend) lower age at onset and more atypical
features than bipolar II non-DMS. High DMS prevalence
has important treatment implications, as antidepressants
may worsen DMS, and some antidepressant-resistant de-
pressions may be DMS responding to mood stabilizers.
DMS may be distinct from non-DMS, but not from unipo-
lar and bipolar II disorders, and this distinction may be due
mainly to high bipolar II prevalence in DMS.
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Introduction

DSM-IV mixed episode is a concurrent, full syndrome,
manic and major depressive episode (American Psychi-
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atric Association 1994). In DSM-1IV there are no bipolar II
mixed episodes. DSM-IV mixed episode is uncommon
(Akiskal 1996). Manic episodes with less than syndromal
depression were more common (Akiskal et al. 1998). De-
pressive mixed states (DMS) [major depressive episodes
with some hypomanic symptoms (Akiskal et al. 1998)] are
not classified in DSM-IV. Common features of DMS, re-
ported in different bipolar populations, were irritability, ag-
itation, racing thoughts, and increased talking (Akiskal and
Mallya 1987; Akiskal 1992; Akiskal 1996; Goodwin and
Jamison 1990; Koukopoulos et al.1992; Perugi et
al. 1997). Bipolar I patients were studied more than bipo-
lar II patients. In Kraepelin’s view, it was enough to have
one of the three components of the affective states (psy-
chomotor activity, mood and thinking) in a polarity oppo-
site to the other two in order to have a mixed state (Akiskal
et al. 1998). Symptomatic presentations of mixed states
ranged from a single opposite-state symptom in the midst
of a manic or depressive syndrome, to more complicated
mixtures (Goodwin and Jamison 1990). Recent non-DSM-
IV criteria for mixed mania (Freeman and McElroy 1999)
and mixed depression (Koukopoulos and Koukopoulos
1999) have included a full manic or major depressive
episode with at least two concurrent depressive or manic
symptoms. DMS tended to be associated with bipolar II
disorder and cyclothymic or hyperthymic temperament,
while mixed mania tended to be associated with bipolar I
disorder and dysthymic temperament (Akiskal 1996;
Akiskal et al. 1998; Akiskal 1999). Mixed states might de-
rive from intrusion of an affective episode into an opposite
affective temperament (Akiskal et al. 1998). DMS might be
part of a broad bipolar spectrum, between psychotic manic-
depressive illness and unipolar depression (Akiskal 1996).
Mixed states were frequently associated with substance-re-
lated disorders (which can confuse the differential diagno-
sis), and high suicide risk (Goodwin and Jamison 1990).
They were often misdiagnosed and underdiagnosed (Pe-
rugi et al. 1997).

The aim of the present study was to find the prevalence
of DMS among major depressive episode outpatients and
to study if there were clinical differences between DSM
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and non-DSM. Relationships of DSM with unipolar and
bipolar II disorders were also studied.

Methods

The study was conducted by a senior psychiatrist, Department of
Psychiatry, National Health Service, Forli, Italy, with 16 years of ex-
perience in mood disorder treatment (more than 4000 personal visits
per year, more than 400 new patients per year), and research work
(Benazzi 2000, 1999a-i, 1997, in press a-c) in his outpatient private
practice. The private setting was chosen because it is more represen-
tative of mood disorder patients spontaneously seeking psychiatric
treatment in Italy, where it is the first or second (after family doctors)
line of treatment of mood disorders, and where the most severe mood
patients are usually treated in national psychiatric or university cen-
ters. Mood disorder patients from academic centers may not be rep-
resentative of typical mood disorder patients (Goldberg and Kocsis
1999), and the bipolar patients reported in the literature are not rep-
resentative of the larger universe of patients seen in clinical practice
(Akiskal and Pinto 1999).

Ninety eight consecutive DSM-IV bipolar II and unipolar (major
depressive and dysthymic disorder) outpatients, presenting for treat-
ment of a major depressive episode (MDE), were included in the
study during the last 8 months. There was no concurrent psy-
chopharmacology, to avoid the inclusion of antidepressant-induced
mixed states. Substance-related, and severe personality disorder pa-
tients (diagnosed by clinical interview following DSM-IV criteria)
were not included, because they may be confused with bipolar II dis-
order and mixed states (American Psychiatric Association 1994;
Akiskal 1992; Akiskal 1996; Goodwin and Jamison 1990; Blacker
and Tsuang 1992). DMS was defined as an MDE with at least two
concurrent hypomanic symptoms, following Akiskal’s (1996), Free-
man and McElroy’s (1999), and Koukopoulos and Koukopoulos’
(1999) definitions of mixed state. Patients were interviewed by the
author during the first visit with the Structured Clinical Interview for
DSM-IV Axis I Disorders-Clinician Version, Mood Disorder module
(SCID-CV) (First et al. 1997) and the Global Assessment of Func-
tioning (GAF) scale (American Psychiatric Association 1994). Of-
ten, family members or close friends supplemented the clinical in-
formation during the interview. Axis I comorbid disorder diagnoses
were made by the SCID-CV interview, when comorbid disorders
were spontaneously reported by the patients, without systematic
probing. This approach may have led to underreporting, but not to se-
lection bias, because there was no reason to think that one group of
patients was more likely than the other to report comorbid disorders.
Variables from studies, comparing mixed mania with non-mixed ma-

nia and bipolar with unipolar patients, were studied: age, gender, age
at onset of the first MDE, duration of illness, number of previous
MDEs, chronicity (MDE / MDE without full interepisode recovery,
lasting more than 2 years), number of patients with DSM-IV atypi-
cal, melancholic, and psychotic features, patients with axis I comor-
bid disorders, and MDE severity at intake (Akiskal et al. 1995;
Coryell et al. 1995; Freeman and McElroy 1999). All patients were
also interviewed with the SCID-CV for concurrent hypomanic symp-
toms.

Means were compared with the t test, and frequencies with the
Fisher’s exact test. Logistic regression was used to study associa-
tions. Statistics were calculated with STATA 5 statistical software
(Stata Corporation, College Station, TX, 1997). All P values were
two-tailed, and the probability level was P < 0.05.

The study was approved by the ethics committee, in accordance
with 1964 Declaration of Helsinki, and all persons gave informed
consent prior to inclusion in the study.

Results

DMS was present in 62.2 % (61/98) of patients. It was pre-
sent in 48.7 % (20/41) of unipolar patients, and in 71.9%
(41/57) of bipolar II patients, a significant difference
(p=0.022). The mean (SD) number of hypomanic symp-
toms was 2.7 (0.8), the median was 2, and range was 2-5.
The most common hypomanic symptoms, present in more
than 10 % of DSM patients, were racing thoughts (80.3 %),
irritability (73.7 %), distractability (65.5 %), and more talk-
ative (29.5 %).

Comparisons between DMS and non-DMS are pre-
sented in Table 1. DMS had significantly fewer unipolar pa-
tients, more bipolar II patients, lower age, lower age at on-
set, and more atypical features. As findings might be related
to the high prevalence of bipolar II patients in DMS (lower
age at onset and more atypical features were reported in
bipolar II MDE versus unipolar MDE [Akiskal 1996; Be-
nazzi 2000; Benazzi 1999e, f; Benazzi 1997]), logistic re-
gression was used to determine if the differences were re-
lated to DSM, or to bipolar II, by controlling for bipolar II.
Logistic regression showed that age and age at onset were
still significantly different (p=0.002, p=0.036) and that

Table 1 Depressive mixed state (DMS) versus non-depressive mixed state (non-DMS)

Variable: mean (SD), % (n) DMS (n 61) non-DMS (n 37) t / Fisher df p

Unipolar 32.7(20) 56.7(21) 0.022
Bipolar IT 67.2(41) 43.2(16) 0.022
Female gender 70.4(43) 62.1(23) 0.506
Age (years) 40.8(13.9) 51.5(17.0) 33 96 0.001
Age at onset (years) 26.1(11.6) 33.0(15.8) 2.5 96 0.013
Duration of illness (years) 15.0(13.4) 18.6(13.9) 1.2 96 0.206
More than 3 MDEs 68.8(42) 72.927) 0.820
Chronicity 47.5(29) 48.6(18) 1.0

Axis I comorbidity 45.9(28) 40.5(15) 0.677
GAF 50.8(7.5) 51.3(8.5) 0.3 96 0.761
N depressive symptoms 7.4(1.8) 7.3(1.8) 0.2 96 0.790
Psychotic features 3.2(2) 10.8(4) 0.195
Melancholic features 18.0(11) 29.7(11) 0.215
Atypical features 37.7(23) 16.2(6) 0.039




Table 2 Bipolar II (BPII) versus unipolar (UP) depressive mixed state (DMS)
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Variable: mean (SD), % (n) BPII (n 41) UP (n 20) t / Fisher df P
Female gender 73.1(30) 65.0(13) 0.559
Age (years) 40.6(14.3) 41.0(13.5) 0.1 59 0.917
Age at onset (years) 24.2(11.0) 29.6(12.1) 1.7 59 0.086
Duration of illness (years) 16.6(12.6) 11.5(14.5) 14 59 0.163
More than 3 MDEs 80.4(33) 45.009) 0.008
Chronicity 48.7(20) 45.009) 0.793
Axis I comorbidity 46.3(19) 45.009) 1.0
GAF 50.7(7.8) 51.0(7.1) 0.1 59 0.885
N depressive symptoms 7.5(1.7) 7.5(2.0) 0.4 59 0.685
Psychotic features 2.4(1) 5.0(1) 1.0
Melancholic features 14.6(6) 25.0(5) 0.479
Atypical features 48.7(20) 15.0(3) 0.012
Table 3 Bipolar II depressive mixed state (BPII-DMS) versus bipolar II non-depressive mixed state (BPII- non-DMS)

Variable: mean (SD), % (n) BPII-DMS (n 41) BPII-non-DMS (n 16) t / Fisher df P
Female gender 73.1(30) 68.7(11) 0.752
Age (years) 40.6(14.3) 52.9(17.4) 2.7 55 0.008
Age at onset (years) 24.6(12.6) 32.6(17.9) 1.9 55 0.061
Duration of illness (years) 16.6(12.6) 20.2(14.8) 0.9 55 0.360
More than 3 MDEs 80.4(33) 81.2(13) 1.0
Chronicity 48.7(20) 43.7(7) 0.776
Axis I comorbidity 46.3(19) 37.5(6) 0.767
GAF 50.7(7.8) 51.2(7.1) 0.2 55 0.824
N depressive symptoms 7.5(1.7) 7.6(1.7) 0.1 55 0.842
Psychotic features 2.0(1) 12.5(2) 0.187
Melancholic features 14.6(6) 31.2(5) 0.260
Atypical features 48.7(20) 18.7(3) 0.070

atypical features were no more significantly different
(p=0.085). Comparisons between unipolar and bipolar II
DMS are presented in Table 2. Bipolar II DMS had signifi-
cantly more recurrences, more atypical features, and a trend
for alower age at onset. Hypomanic symptoms were not sig-
nificantly different, apart from increased talking in bipolar
II. Comparisons between bipolar Il DMS and bipolar Il non-
DMS are presented in Table 3. In bipolar II DMS there was
a trend for a lower age at onset (8 years difference)
(p=0.0619), for more atypical features (30 % difference)
(p=0.070), and age was significantly lower. The same com-
parisons between unipolar DMS (n=20) and unipolar non-
DMS (n=21) did not find significant differences.

Discussion

Prevalence of DMS was high (62.2 %) among unipolar and
bipolar I MDE outpatients. This finding has important
treatment implications. Antidepressants were reported to
worsen mixed depression and to induce mixed states, rapid
cycling, and manic / hypomanic episodes in bipolar de-
pression (Koukopoulos and Koukopoulos 1999; Kilzieh
and Akiskal 1999; Akiskal 1996; Akiskal 2000). Some an-
tidepressant-resistant depressions may be DMS, which re-

spond to mood stabilizers, and are worsened by aggressive
antidepressant treatment (Akiskal 2000). Comparisons be-
tween DMS and non-DMS showed significant differences
in unipolar / bipolar II ratio, age at onset, and atypical fea-
tures. Bipolar II patients were significantly more common
in DMS than in non-DMS, and DMS was significantly
more common in bipolar II than in unipolar patients. These
findings suggest that bipolar II is more likely than unipolar
disorder to have DMS. It is also important to note that DMS
was common in unipolar patients (48.7 %). A finding sug-
gesting that some unipolar patients may be “pseudounipo-
lar” (i. e., they have some bipolarity traits), that some bipo-
lar II patients may have been misclassified because history
of hypomania may have low reliability (Dunner and Tay
1993), and that hypomanic symptoms may be common in
unipolar patients, supporting a broad bipolar spectrum with
few pure unipolar patients. These findings in unipolar pa-
tients are supported by reports that one in four becomes
bipolar, and that many may be “pseudounipolar” (i. e., they
have subtle hypomania during or following a depressive
episode) (Akiskal 2000). DSM versus non-DMS had sig-
nificantly lower age at onset and more atypical features. As
findings might be related to the high prevalence of bipolar
IT patients in DMS (lower age at onset and more atypical
features were reported in bipolar II MDE versus unipolar
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MDE [Akiskal 1996; Benazzi 2000; Benazzi 1999e, f; Be-
nazzi 1997]), logistic regression was used to determine if
the differences were related to DSM, or to bipolar II, by
controlling for bipolar II. Logistic regression showed that
lower age at onset was related to DSM, while atypical fea-
tures were related to bipolar II disorder. The lower age at
onset of DMS versus non-DMS suggests that they may be
distinct disorders, as differences in age at onset may sup-
port subtyping of mood disorders (McMahon et al. 1994).
Comparisons between unipolar and bipolar II DMS
showed findings reported in comparisons between unipo-
lar and bipolar II MDE (lower age at onset, more recur-
rences, more atypical features) (Akiskal 1996; Benazzi
2000; Benazzi 1999e, f; Benazzi 1997), suggesting that
DMS is not distinct from unipolar and bipolar II disorders.
Comparisons between the small samples of bipolar Il DMS
and non-DMS showed, at a trend level, a lower age at on-
set and more atypical features in bipolar II DMS (statisti-
cally non-significant, but clinically significant), suggesting
that bipolar II DMS may be a subtype of bipolar II disor-
der. The same comparisons between unipolar DMS and
non-DMS did not find statistically or clinically significant
differences, suggesting that the differences found between
DMS and non-DMS were mainly due to bipolar II patients.
In conclusion, these comparisons showed that DMS may
be distinct from non-DMS, but not from unipolar and bipo-
lar II disorders, and that this distinction may be due mainly
to bipolar II patients.

Affective temperaments were not assessed, so the re-
ported association with mixed states (Akiskal 1996) could
not be tested. As a non-academic sample, like the present
one, may be more representative of typical mood disorder
patients (Goldberg and Kocsis 1999), results may have
more general validity.

Limitations. It was an outpatient sample of moderate
severity. There was a single interviewer, and assessment
was non-blind and cross-sectional. Substance-related, and
severe personality disorders were not included, making the
sample less representative (but eliminating a source of
bipolar disorder and mixed states misdiagnosis). Phenom-
enologically, hypomania is not clearly demarcated from
mania in DSM-1IV, and differential diagnosis depends on
severity (Akiskal and Pinto 1999). Bipolar II patients un-
derreport hypomania (Akiskal 1996). The distinction be-
tween unipolar and bipolar II is often retrospective, limit-
ing reliability (Akiskal and Pinto 1999; Dunner and Tay
1993). Unless skillfully questioned about past hypomania,
bipolar depression can be missed (Akiskal and Pinto 1999).
A validated structured interview, a senior psychiatrist with
clinical and research work in mood disorders (Benazzi
2000; Benazzi 1999a-i; Benazzi 1997; Benazzi in press
a—c), presence of family members or close friends, stan-
dard assessment of all consecutive patients, and systematic
questioning about past hypomania and current hypomanic
symptoms may have reduced these limitations (Goodwin
and Jamison 1990; Akiskal and Pinto 1999).

Advantages. Inclusion of outpatients only, no concur-
rent psychopharmacology, no substance-related disorders,
comparison of unipolar and bipolar II patients, and a non-

academic setting [mood disorder patients in academic cen-
ters may not be representative of typical mood disorder pa-
tients (Goldberg and Kocsis 1999)] are advantages of this
study.
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