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Introduction. Bipolar disorders (BDs) comprise different variants of chronic, comorbid, and disabling conditions, with
relevant suicide and suicide attempt rates. The hypothesis that BD types I (BDI) and II (BDII) represent more and less
severe forms of illness, respectively, has been increasingly questioned over recent years, justifying additional
investigation to better characterize related sociodemographic and clinical profiles.

Methods.A sample of 217 outpatients withDiagnostic and Statistical Manual of Mental Disorders, Fourth Edition, Text
Revision (DSM-IV-TR)–described BD (141 BDI, 76 BDII), without a current syndromal mood episode, was recruited,
and sociodemographic and clinical characteristics of BDI and II patients were compared.

Results. BDII patients had significantly more favorable sociodemographics, in relation to occupational stability,
cohabitation, and marital status. However, BDII compared with BDI patients had significantly longer duration of
untreated illness, more frequent lifetime anxiety disorders comorbidity, longer most recent episode duration, higher
rate of depressive first/most recent episode, and more current antidepressant use. In contrast, BDI compared with
BDII patients had significantly more severe illness in terms of earlier age at onset; higher rate of elevated first/most
recent episode, lifetime hospitalizations, and involuntary commitments; lower Global Assessment of Functioning
score; and more current antipsychotic use. BDI and II patients had similar duration of illness, psychiatric family
history, lifetime number of suicide attempts, current subthreshold symptoms, history of stressful life events, and overall
psychiatric/medical comorbidity.

Conclusion.BDII compared with BDI patients had more favorable sociodemographic features, but a mixture of specific
unfavorable illness characteristics, confirming that BDII is not just a milder form of BD and requires further
investigation in the field.
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Introduction

Bipolar disorder (BD) has been conceptualized as a
spectrum of inter-related conditions with recurring

mood/energy fluctuations,1,2 and differential epidemio-
logic, sociodemographic, and illness characteristics.

For instance, lifetime population prevalence compar-
ison studies have shown a marginally higher rate for BDII
vs BDI in the U.S. National Comorbidity Survey replica-
tion (1.1% and 1.0%, respectively),3 but marginally lower
in a more recent international community survey (0.40%
and 0.46%, respectively).4 However, some authors argue
that BDII might be more common than BDI, being likely
more frequently underdiagnosed and/or misdiagnosed
with major depressive disorder (MDD) and other
psychiatric disorders.5–7
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With respect to gender differences between BDI and
BDII patients, some studies have reported a higher
prevalence of BDII in female gender,4 although the
majority of studies did not find any such difference.8

In terms of clinical severity, over the last few years, the
old belief that BDII represented a milder form of illness
than BDI (based upon the definition of hypomania
implying, per se, less severe mood elevation compared
with mania) has been increasingly questioned. In fact,
several studies have found that BDII compared with BDI
can in multiple ways be more severe, as evidenced by
frequently reported associations between BDII and
unfavorable illness characteristics,9 including more
depressive10–12 and overall episodes,13,14 more frequent
anxiety comorbidity,15,16 rapid cycling course,17–19 pre-
dominant depressive polarity,20 and family history of
mood disorders.10,21 Moreover, BDII compared with
BDI, on occasion, has been associated with a greater
risk of suicide attempt in some,22–24 but not all,
studies.4,25,26 On the other hand, studies have continued
to find that BDII compared with BDI can be less severe in
a few ways, as evidenced by a lower incidence of lifetime
psychosis13 and psychiatric hospitalizations.13,27

Additional clinical features that have been reported to
differ between BDII and BDI patients (being more
frequent in the former), but that require replication,
include a lower rate of prescription of psychotropic
ingestion,10,28 a higher use of benzodiazepines,20 more
alcohol abuse in women,14 and more frequent antide-
pressant use.29 Other parameters that are even less
clearly characterized with respect to BDII vs BDI
differences include age at onset, overall functioning,
neurocognitive status,30 duration of illness, lifetime
number of mood elevation episodes, rate of comorbid
personality disorders, and recent/current clinical status.

Ultimately, the aforementioned associations of BDII
with multiple unfavorable illness characteristics, along
with high rates of delayed diagnosis and increased latency
to appropriate treatment31,32 with related poor
response, significantly contribute to the very substantial
disability, personal, and economic costs associated with
BDII, which are comparable to those reported for BDI
and MDD.12,33–35

Given the variability of reported findings, a better
characterization of differences between BDII and BDI,
particularly in terms of which characteristics contribute
to more severe forms of BDII, is of great clinical interest,
particularly in light of recent findings reporting different
sociodemographics and clinical characteristics in U.S. vs
European/South American bipolar patients.36,37 Such
characterization could help inform the treatment of
BDII, which is commonly extrapolated from that of BDI
and/or MDD, not infrequently yielding suboptimal out-
comes. Thus, the present study was aimed to assess
sociodemographics and illness characteristics in patients

with BDII compared with BDI, who were referred to a
Northern Italian BD specialty clinic.

Methods

The sample consisted of 217 bipolar patients, recruited at
the University Department of Mental Health of the
Fondazione IRCCS Ca’ Granda, Ospedale Maggiore
Policlinico in Milan, Italy. In order to better represent the
phenomenology of BD in the Northern Italian population,
we also included patients referred by community-based
psychiatric services, including day hospital, outpatient, and
inpatient units. All subjects provided written informed
consent prior to participation, for having their clinical
records reviewed for research purposes.

Patients underwent clinical assessment with the
Structured Clinical Interviews for Diagnostic and
Statistical Manual of Mental Disorders, Fourth Edition,
Text Revision (DSM-IV-TR) (SCID I and II),38–40

administered by expert psychiatrists with specific train-
ing, to confirm diagnosis. In order to enhance diagnostic
specificity, individuals with BD Not Otherwise Specified
were not included in the study sample. Subjects with
evidence of organic mental disorder, mental retardation,
or mental illness secondary to medical disorders were
excluded, as indicated by the SCID. In order to assess
potential residual symptoms, patient’s current affective
status was assessed through the 21-item Hamilton
Depression Rating Scale41 and the Young Mania Rating
Scale.42 Furthermore, the Global Assessment of Func-
tioning (GAF)43 was administered after the resolution of
the most recent syndromal mood episode (in order to
avoid potential mood phase-related bias) to evaluate
patient’s current level of global functioning.

Both subjects with or without current pharmacologi-
cal treatment were recruited.

Sociodemographic and clinical data were gathered,
including age, gender, education, co-habitation, marital
status, employment, lifetime occupational functioning
impairment (defined as the inability to hold a stable job
or to perform tasks at work/work and earn according to
the level of education),44 age at onset, duration of illness,
duration of untreated illness (DUI), duration of most
recent episode, lifetime number of psychiatric hospitali-
zations, lifetime involuntary commitments and suicide
attempts, family history of psychiatric disorders (first-
and second-degree relative history of mood disorder),
polarity of first and most recent episode, presence of
current subthreshold symptoms, history of stressful life
events, lifetime psychiatric and medical comorbidity
rates, and lifetime history of psychosocial rehabilitation
(community-based intervention aimed to reduce func-
tional disability by improving patients’ social and
working skills, and by introducing environmental
changes meant to improve their quality of life45).
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Current pharmacological treatment status was
collected, focusing in particular on the use of anti-
depressants, mood stabilizers, and antipsychotics in
mono- and polytherapy.

Statistical analyses were performed using Statistical
Package for the Social Sciences (SPSS), version 22.
Corrected multivariate analysis of covariance (MANCOVA)
analyses were used to compare continuous demographic
and clinical data across the bipolar subgroups, usingDUI as
a covariate (to exclude potential influence of this variable
while analysing other clinical parameters) and diagnosis as
the independent variable, whereas chi-square tests were
used to compare categorical features, with Bonferroni post-
hoc analysis. The MANCOVA model proved to be valid
(Wilk’s test, p<0.001). A two-tailed significance threshold
of p<0.05 was used.

Results

Sociodemographic and clinical data for the entire sample
and related subgroups are provided in Table 1.

As expected, DUI was longer in bipolar II patients than
in bipolar I subjects (85.7±126.1 vs 38.3±79.4 months,
F = 10.6, p = 0.001).

We had significantly more patients with BDI than with
BDII (65% vs 35%, binomial test, p<0.001). In relation
to sociodemographic data, the two bipolar subgroups did
not differ with respect to age (BDI vs BDII 43.5±13.9 vs
47.4±13.4 years, F = 0.92, p = 0.34), gender (BDI vs
BDII 47.5% vs 51.3% male, 52.5% vs 48.7% female,
χ2 = 0.29, df = 1, p = 0.67), education (χ2 = 2.92,
df = 3, p = 0.40), and current employment (χ2 = 4.94,
df = 2, p = 0.09). However, BDI compared with BDII
patients had a higher rate of lifetime occupational
instability (41.5% vs 26.5%, χ2 = 4.40, df = 1,
p = 0.04). The two cohorts also differed in terms of
cohabitation (χ2 = 11.82, df = 3, p = 0.01) and marital
status (χ2 = 8.09, df = 2, p = 0.02), with BDI subjects
being more likely to be currently single than BDII ones
(48.6% vs 32.9%), and to live with their family of origin
(29.9% vs 14.9%). Conversely, more than half of BDII
individuals were living with a partner compared with
only one-third of BDI patients (57.5% vs 37.1%).

In terms of clinical differences, patients with BDI had
more severe illness, compared with BDII subjects, in
light of an earlier age at onset (26.1±8.6 vs 28.4± 10.3
years, F = 4.96, p = 0.03), a higher number of lifetime
psychiatric hospitalizations (3.5±4.4 vs 1.5±2.5,
F = 8.33, p = 0.004), a higher rate of lifetime involun-
tary commitments (40.9% vs 6.8%, χ2 = 27.06, df = 1,
p< 0.001), a lower GAF score (66.9±13.1 vs
74.7±10.8, F = 15.40; p<0.001), and a higher rate
of elevated (manic/hypomanic/mixed) first (46.6% vs
28.2%, χ2 = 6.49, df = 1, p = 0.02) and most recent
episode (68.1% vs 19.4%, χ2 = 44.87, df = 1, p< 0.001).

On the other hand, BDII compared with BDI patients
had a higher rate of lifetime psychiatric comorbidity with
anxiety disorders (39.5% vs 19%, χ2 = 12.93, df = 5,
p = 0.02), particularly for generalized anxiety disorder
(GAD) (27.6% vs 14.5%, χ2 = 13.44, df = 6, p = 0.03)
and panic disorder (PD) (11.8% vs 4.3%, χ2 = 13.44,
df = 6, p = 0.03). Furthermore, BDII compared with
BDI patients more often had depressive first (71.8% vs
53.4%, χ2 = 6.49, df = 1, p = 0.02) and most recent
episode (80.6% vs 31.9%, χ2 = 44.87, df = 1, p< 0.001).
Moreover, the duration of most recent episode, regard-
less of its polarity, was longer in BDII vs I patients
(61.8± 79.2 vs 38.4±48.3 days, F = 5.29, p = 0.02).

Patients with BDI and BDII had similar duration of
illness (BDIvsBDII 208.3±150.2 vs 235.7±164.4months,
F = 0.06, p = 0.80), family history of psychiatric disorders
(BDI vs BDII 70.1% vs 64.5%, χ2 = 0.71, df = 1,
p = 0.44), lifetime number of suicide attempts (BDI vs
BDII 0.5±1.0 vs 0.4±1.4, F = 0.56, p = 0.46), presence
of current subthreshold symptoms (BDI vs BDII 39.8% vs
38.4%, χ2 = 0.04, df = 1, p = 0.88), history of stressful life
events (BDI vs BDII 56.5% vs 56.8%, χ2 = 0.001, df = 1,
p = 1.00), and medical comorbidity rates (BDI vs BDII
43.4% vs 48.7%, χ2 = 0.55, df = 1, p = 0.49).

A trend of significance was found in the rate of
lifetime history of psychosocial rehabilitation (BDI vs
BDII 15.8% vs 6.6%, χ2 = 3.83, df = 1, p = 0.052).

With respect to current pharmacological treatment,
BDI compared with BDII patients were more frequently
taking antipsychotics (90% vs 72.6%, χ2 = 10.83,
df = 1, p = 0.002), but less frequently taking antide-
pressants (21% vs 70.7%, χ2 = 50.60, df = 1, p<0.001),
although these subgroups had statistically similar rates
of taking mood stabilizers (82.7% vs 78.1%, χ2 = 0.68,
df = 1, p = 0.46).

Figures 1 and 2 summarize selected statistically
significant BDI vs BDII clinical features for continuous
and categorical variables, respectively.

Discussion

To the best of our knowledge, the present study is the
first report specifically focused on differentiating BDI
and II subtypes in terms of sociodemographic and
clinical correlates in an Italian sample, with previous
studies focussing on specific treatment issues (eg,
lithium response) and clinical differences between BDI
and BDII individuals.46,47 The overall picture emerging
from our results indicates differential sociodemo-
graphic/functional (BDII more favorable than BDI) and
clinical (BDI more unfavorable for certain characteristics
and BDII for others) distinctions between patients.

Interestingly, BDI compared with BDII patients had a
more dysfunctional sociodemographic profile, in rela-
tion to occupational instability, cohabitation, and
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TABLE 1. Socio-demographic and clinical variables of the study sample and related subgroups

All patients BDI patients BDII patients

N (%) 217 (100) 141 (65)** 76 (35)
Age (years, mean ± SD) 44.8±13.8 43.5± 13.9 47.4± 13.4
Gender (%)
Male 48.8 47.5 51.3
Female 51.2 52.5 48.7

Education (%)
Secondary school 15.8 18 11.8
High-school 53.5 49.6 60.5
University 29.8 31.7 26.3

Employment (%)
Employed 50.9 47.5 57.3
Unemployed 35 40.3 25.3
Retired 14 12.2 17.3
Lifetime occupational instability 36.5 41.5* 26.5

Co-habitation (%)
Family 46.4 40.1 58.1*
Family of origin 24.6 29.9* 14.9
Alone 21.3 19.7 24.3
Other 16 10.2* 2.7

Marital status (%)
Single 43.2 48.6* 32.9
Partner 44.1 37.1 57.5*
Divorced 12.7 14.3 9.6

Age at onset (years, mean± SD) 26.9± 9.2 26.1± 8.6 28.4± 10.3*
Duration of illness (months, mean± SD) 218.0± 155.4 208.3± 150.2 235.7± 164.4
Duration of Untreated Illness (months, mean± SD) 55.4± 101.1 38.3± 79.4 85.7± 126.1**
Family history of psychiatric disorder (%) 68.1 70.1 64.5
Polarity of first episode (%)
Depressive first episode 59.9 53.4 71.8*
Elevated first episode 40.1 46.6* 28.2

Polarity of most recent episode (%)
Depressive most recent episode 48.6 31.9 80.6**
Elevated most recent episode 51.4 68.1** 19.4

Duration of most recent episode (days, mean± SD) 46.7± 61.9 38.4± 48.3 61.8± 79.2*
Psychiatric hospitalizations (lifetime nr., mean± SD) 2.8± 4 3.5± 4.4* 1.5± 2.5
Involuntary commitments (lifetime, %) 28.6 40.9** 6.8
Suicide attempt (lifetime, %) 24.5 27 20
Suicide attempts (lifetime nr., mean± SD) 0.5± 1.1 0.5± 1.0 0.4± 1.4
Subthreshold symptoms (current, %) 39.3 39.8 38.4
Stressful life events (lifetime, %) 56.6 56.5 56.8
Psychiatric comorbidity (%)
Any 43.5 39.9 50
Generalized anxiety disorder 19.2 14.5 27.6*
Panic disorder 7 4.3 11.8*
Any anxiety disorder 26.3 19 39.5*
Obsessive compulsive disorder 1.4 2.2 0
Personality disorder 5.6 6.5 3.9
Alcohol/Substance use disorder 7.5 9.4 3.9
Eating disorder 2.8 2.9 2.6

Medical comorbidity (lifetime, %) 45.3 43.4 48.7
Psychosocial rehabilitation (lifetime, %) 12.6 15.8# 6.6
Global Assessment of Functioning (current, mean± SD) 69.7± 12.8 66.9± 13.1 74.7± 10.8**
Current treatment (%)
Mood stabilizers 81.1 82.7 78.1
Antipsychotics 84 90* 72.6
Mood stabilizers + antipsychotics 67.1 74.8* 52.7
Antidepressants 38.5 21 70.7**

Values for categorical and continuous variables are expressed in percentages and mean± SD, respectively. Boldface indicates parameters with significant BDII versus BDI
differences. Legend: BDI = bipolar I disorder, BDII = bipolar II disorder. Statistics: *p< 0.05; **p≤ 0.001; #p = 0.052.
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marital status, although not differing in terms of
education and current employment. These findings were
also paralleled by the result of an overall worse
functioning of BDI, compared with BDII subjects, as
indicated by a significantly lower GAF score. Our data are
consistent with a previous study indicating a higher
frequency of married status/stable relationships and
employment among BDII patients,46 but seem to differ
from other reports showing similar levels of dysfunction
in BDI vs BDII patients,9,48 as well as a more frequent
impairment in terms of interpersonal relationship
stability and social adjustment in BDII compared with
BDI patients.49

Similarly, from a clinical point of view, some features,
including an earlier age at onset and a greater number of

lifetime hospitalizations, a higher rate of lifetime commit-
ments and elevated mood first/most recent episode, along
with a lower GAF score after the resolution of the most
recent acute episode, suggest more severe illness in BDI vs
BDII patients in the present sample.

Our results with respect to earlier age at onset for BDI
compared with BDII appear consistent with some
reports,4,46 but differed from that of Dunner,50 who
found earlier onset in BDII, and from that of Parker
et al,51 who found similar onset age for BDII and BDI.
A recent American report by some authors involved in
the present study found an earlier age at onset and a
higher frequency of childhood onset in individuals with
BDII compared with BDI,9 supporting the hypotheses of
geographic differences in this and other clinical variables
in American vs European samples36 and North vs South
American bipolar patients,37 thus highlighting the need
for further international studies in the field.

The higher hospitalization rates found in our BDI
sample are consistent with prior studies.10,42,46,47

Hospitalization is a predictor of greater severity of illness
for the BDI subtype that is also burdened by a higher
association with psychotic symptoms.52

To our knowledge, there are no prior studies compar-
ing GAF scores measured after the resolution of the
acute episode between BDI and II subjects. Ruggero and
colleagues compared GAF scores among depressed
bipolar I and II subjects, finding similar scores.48

However, it is worth noting that assessing overall
functional impairment in BD is challenging, considering
that this variable is intimately related to illness phase.53

Therefore, our data extend prior findings on GAF in BD
by measuring it in BDI and BDII patients in the absence
of an acute mood episode.

When interpreting other significant findings from the
present study, the following features may indicate
expression of a greater severity of BDII compared with
BDI patients. First, BDII subjects spent much more time
before having a first clinical contact, that is, had a longer
DUI, compared with individuals with BDI. Such a finding
is consistent with previous reports.28,47 Second, the
comparison of psychiatric lifetime comorbidity rates
revealed that BDII subjects more frequently had anxiety
disorders, GAD and PD in particular. This appears
consistent with most prior reports, which support a
strong association between BDII and anxiety spectrum
disorders,9,11,15,49,54 although discordant results have
been reported as well.4

We found BDI and BDII subjects had similar overall
lifetime psychiatric comorbidity rates, consistent with
the findings of Valtonen et al,26 but discordant with prior
reports that found higher overall psychiatric comorbidity
rates in individuals with BDII compared with BDI,49,55

and more recent reports showing higher overall psychia-
tric comorbidity rates in BDI.27
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FIGURE 1. Statistically significant differences in continuous clinical
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Furthermore, in our sample, patients with BDII
compared with BDI had longer duration of most recent
episode. Even though not directly related to illness severity,
the polarity of first and most recent episode differed
significantly between BDI and BDII patients, with the latter
having a higher rate of depressive polarity both at first and
most recent episode, compared with BDI subjects. In
contrast, we found BDI compared with BDII patients more
frequently had mood elevation at first and most recent
episode. Taken together, our findings are consistent with
the notion that BDII may have more pervasive depression,
when compared with BDI,11,12,56 whereas BDI may have
more pervasive mood elevation.11,12,34 A higher frequency
of depressive first episode in BDII patients emerged also in
previous reports.46,47 Nonetheless, a more recent Finnish
study found BDI and BDII patients similarly prone to
depressive states,57 and Baek et al24 documented similar
rates of depressive episodes at onset in Korean patients
with BDI and BDII.

Our data are in some ways concordant with prior
studies indicating that depression is a more pervasive
problem in BDII compared with BDI subjects (i.e., with
respect to first and most recent episodes), but otherwise
discordant with respect to such studies finding that BDII
was associated with worse social and occupational
functioning.12,56,58 However, it should be taken into
account that such studies were not confined to patients
who were assessed beyond an acute episode.

In addition, in our study, individuals with BDI compared
with BDII merely tended (ie, had a nonsignificant trend
toward) to more commonly have had prior psychosocial
rehabilitation. It could be the case that our limited sample
size contributed to us only observing a trend-level (rather
than a statistically significant) difference between BDI and
BDII subjects in relation to this variable.

With regard to others clinical variables, the two bipolar
subgroups showed statistically similar results, consistent
with the possibility of BDII and BDI having similar severity
with respect to: duration of illness, psychiatric family
history, lifetime suicide attempts, stressful life events,
presence of subthreshold symptoms, and lifetime general
psychiatric/medical comorbidity rates. However, it needs
to be kept inmind that our sample size limited our ability to
definitively demonstrate non-inferiority of BDII compared
with BDI, with respect to these aspects of illness severity.

Baek et al24 found similar results inKoreanpatients with
BDI and BDII in terms of duration of illness, although they
reported higher rates of family history of several psychiatric
illnesses (including major depressive and substance use
disorders) in BDII compared with BDI subjects.

In relation to suicide attempts, our findings are
consistent with some prior studies,4,9,25,26,47 that have
reported comparable rates of suicide attempts in BDI and
BDII subjects, and discordant with some other studies that
observed an association between BDII and a greater risk of

suicide attempts.22–24,59Holma et al59 reported that suicide
attempts were likely associated with earlier onset, greater
illness severity, and the presence of a problematic affective
temperament. On the other hand, Parker et al51 found that
BDI patients more frequently attempted suicide than BDII
andMDD subjects. Moreover, in relation to the presence of
prior stressful life events, the authors observed an
analogous pattern to our findings, as no differences were
documented between the two bipolar subgroups.51

The following methodological limitations need to be
taken into consideration when interpreting the afore-
mentioned results. First of all, information on collected
variables was obtained retrospectively and, therefore, is
susceptible to recall bias. Another limitation is repre-
sented by the cross-sectional analysis of collected data,
with longitudinal data being likely more informative.
Moreover, similar studies on larger Italian and multi-
centered samples should be conducted to confirm the
present results. In fact, our sample was derived from a
university clinic, and this may limit the generalizability of
our findings due to a referral bias. Exclusion of patients
currently experiencing a syndromal mood episode may
represent both a strength and a limitation of our study.

Conclusion

The present study offers a better characterization of the
differences between the two main bipolar subgroups
currently defined by DSM-560 in terms of clinical and
sociodemographic features analyzed in an Italian sample.
As recent genetic, epigenetic, and imaging studies have
already shown specific differences in BDI vs II patients,61–63

our findings provide further clinical support to the notion
that BDI and BDII categories may be characterized by
distinct profiles, rather than being simply considered two
different expressions, in terms of severity, of the same
entity. As such a perspective may have relevant repercus-
sions on patients’ prognosis and outcome, a better under-
standing of the differential characteristics of these
phenotypic subtypes (ie, distinct phenotypes may be
present within bipolar I and II subtypes and differentiated
on the basis of specific features) may contribute to obtain
more tailored pharmacological and psychosocial interven-
tions. Our data seem, moreover, to encourage further
investigation on specific variables (for instance, age at
onset and particular comorbid conditions) that may
hierarchically play a major role in conferring higher
severity of illness to BD subtypes.
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