
Abstract The aim of the study was to find the prevalence
of atypical features in bipolar II depression versus unipo-
lar depression. Five hundred and fifty seven unipolar and
bipolar II depressed outpatients were interviewed with the
Structured Clinical Interview for DSM-IV, the Mont-
gomery Asberg Depression Rating Scale, and the Global
Assessment of Functioning Scale. DSM-IV atypical fea-
tures were significantly more common in bipolar II pa-
tients than in unipolar patients (45.4% vs 25.4%, odds ra-
tio 2.4). As the diagnosis of bipolar II disorder is often
based on diagnosis of past hypomania, which may not be
very reliable, depression with atypical features may point
to bipolar II disorder diagnosis.
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Introduction

The diagnostic validity of atypical depression was based
on better response to MAOI than to tricyclic antidepres-
sants (Quitkin et al. 1997), and on latent class analysis
(Sullivan et al. 1998). DSM-IV ”atypical features” (mood
reactivity, weight / appetite increase, hypersomnia, leaden
paralysis, interpersonal rejection sensitivity) can be ap-
plied to a major depressive episode (MDE) occurring in
major depressive, dysthymic, and bipolar disorders
(American Psychiatric Association 1994). Mainly unipo-
lar atypical depressed outpatients were studied (Nieren-
berg et al. 1998). Atypical features, more common in
bipolar II than in unipolar depression (American Psychi-
atric Association 1994; Benazzi 1997a; Akiskal 1996;
Hantouche et al. 1998), might be a marker of bipolar II
disorder. The diagnosis of bipolar II disorder may be dif-

ficult. Episodes of hypomania rarely lead to treatment,
and clinicians must rely on recollections of patients and in-
formants (Coryell 1999). Patients often see hypomania as
a period of well-being and do not report it spontaneously
(Akiskal 1996). Unless skillfully interviewed, bipolar II
depression may be missed (Akiskal 1995a). Bipolar II
disorder may be confused with borderline personality dis-
order (Coryell 1999). Hypomania must be observed by
others to increase reliability (Coryell 1999). The few reli-
ability studies yielded mixed results (Coryell 1999). De-
spite limitations, bipolar II patients had diagnostic stabil-
ity (Coryell et al. 1995), and a family history different
from bipolar I and unipolar patients (Coryell 1999). Diag-
nosis of bipolar II disorder has important treatment impli-
cations: better response to MAOI and SSRI than to tri-
cyclic antidepressants, antidepressant-induced mixed states,
rapid cycling, and hypomania, and use of mood stabilizers
(Coryell 1999; Akiskal 1996). As cross-sectional diagno-
sis may be difficult, markers may be useful. Markers of
bipolar II disorder were cyclothymic temperament, anti-
depressant-associated hypomania, family history of bipo-
lar disorder, acute onset, early onset, highly recurrent, sea-
sonal, and chronic depression, and substance abuse
(Akiskal 1996; Akiskal et al. 1995b; Hantouche et al.
1998; Coryell et al. 1995; McMahon et al. 1994; Altshuler
et al. 1995).

The aim of the present study was to find the prevalence
of DSM-IV atypical features in unipolar and bipolar II de-
pressed outpatients, and to find if atypical features could
be a marker of bipolar II disorder.

Materials and methods

The study was conducted by a senior psychiatrist, Department of
Psychiatry, National Health Service, Forlì, Italy, with 16 years of
clinical and research work in mood disorders, in his outpatient pri-
vate practice. The private setting was chosen because it is more
representative of mood disorder patients spontaneously seeking
psychiatric treatment in Italy, where it is the first or second (after
family doctors) line of treatment and where the most severe mood
disorder patients are usually seen in the national psychiatric ser-
vice or in university centers. Mood disorder patients in academic
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centers may not be representative of typical mood disorder patients
(Goldberg and Kocsis 1999). Five hundred and fifty seven consec-
utive outpatients, presenting for treatment of a major depressive
episode (MDE), occurring in major depressive and dysthymic dis-
orders (unipolar), and in bipolar II disorder, were included in the
study during the last three years. Neither substance abuse nor se-
vere personality disorder patients were included, because they are
rare in private practice (Benazzi 1997a, b; Benazzi 1999a-d; Be-
nazzi in press), and to make bipolar II disorder diagnosis more re-
liable (these disorders may be associated / confused with bipolar II
disorder) (Akiskal 1996; Akiskal 1995a). Bipolar I patients were
not included because they are rare in private practice in Italy (Be-
nazzi 1997a). MDE with atypical features was defined according
to DSM-IV. Patients were interviewed by the author during the
first visit with the Structured Clinical Interview for DSM-IV Axis
I Disorders-Clinician Version (SCID-CV) (First et al. 1997). The
Montgomery and Asberg Depression Rating Scale (MADRS)
(Montgomery and Asberg 1979) and the Global Assessment of
Functioning (GAF) Scale (American Psychiatric Association
1994) were used to assess MDE severity. As the MADRS does not
cover most atypical features, the GAF was also used to assess
MDE severity. Often, family members or close friends supple-
mented the clinical information during the interview.

Means were compared with the t test, and proportions with the
two-sample test of proportion (STATA 5 statistical software). All
p values were two-tailed, and the probability was p < 0.01, to re-
duce type I error (Rothman 1986).

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

Results

Among 557 consecutive unipolar and bipolar II patients,
251 (45.0%) were bipolar II and 306 (54.9%) were unipo-
lar. Comparisons between bipolar II and unipolar patients
are presented in Table 1. Age was significantly lower in
bipolar II patients. Gender and MDE severity were not
significantly different. Atypical features were signifi-
cantly more common in bipolar II patients (odds ratio
2.43, X2 = 23.36, df = 1, p < 0.0001, 95% confidence in-
terval 1.70 to 3.47).

Discussion

DSM-IV atypical features were significantly more com-
mon in bipolar II than in unipolar depressed patients (45%
vs 25%, odds ratio 2.4). As diagnosis of past hypomania
may not be very reliable (Dunner and Tay 1993), atypical
features may support bipolar II disorder diagnosis, being
frequent in this disorder. A depression with DSM-IV
atypical features may be two times more likely to be bipo-
lar II than unipolar. This finding was not previously re-

ported for DSM-IV atypical features. The large sample
makes estimation of proportions more precise.

Some limitations of the present study need to be dis-
cussed. The study was based on an outpatient sample of
moderate severity. There was a single interviewer, and as-
sessment was non-blind and cross-sectional. Because all
assessments were carried out by a single clinician, the va-
lidity of the results may be challenged. A bias of the clin-
ician towards the use of certain diagnostic categories
might artificially enhance or reduce the prevalence of
atypical features in bipolar II disorder. Neither substance
abuse nor severe personality disorder patients were in-
cluded, making the sample less representative, but making
bipolar II disorder diagnosis more reliable (Akiskal 1996,
1995a). Phenomenologically, hypomania shades into ma-
nia, and DSM-IV differential diagnosis depends on sever-
ity. Bipolar II patients are unlikely to present for treatment
of hypomania (Coryell et al. 1995) or to report hypomania
(Akiskal 1996; McMahon et al. 1994). The distinction be-
tween unipolar and bipolar II disorders is often retrospec-
tive, limiting reliability (Dunner and Tay 1993). Unless
skillfully questioned about past hypomania, bipolar II de-
pression can be missed (Akiskal et al. 1995b). Use of a
validated structured interview by a psychiatrist with clini-
cal and research work on mood disorders (Benazzi 1997a,b,
1998a,b, 1999a–d; Benazzi in press), family members or
close friends supplementing the clinical information, stan-
dard assessment of all patients, and systematic question-
ing about past hypomania may have reduced these limita-
tions (Akiskal 1996; Akiskal et al. 1995b).

Some advantages of the study were inclusion of outpa-
tients only (making it comparable with most previous
clinical studies), an on-academicsetting, use of DSM-IV
definition of atypical depression, and inclusion of a large
number of bipolar II patients (not well studied in previous
reports on atypical depression).
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