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Abstract To investigate the clinical specificity of mixed
affective patients, we compared the clinical characteristics
of pure manic patients with those of mixed manic patients.
The clinical symptoms of 146 bipolar inpatients hospital-
ized for a manic episode were assessed by means of the
Positive and Negative Syndrome Scale. Mixed patients
showed more positive and cognitive symptoms and among
these the lack of judgement and insight was prominent.
Further studies are needed to clarify the specificity of lack
of insight of the mixed bipolar patients.
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Introduction

Even though the two phases of bipolar disorder in their
classical expression consist of retarded depression and eu-
phoric mania, manic and depressed states are often not mu-
tually exclusive. Their combination in mixed states has
been repeatedly described since Kraepelin [19].

However, a clear definition and boundaries for mixed
states is still lacking [21] so that this matter continues to be
relevant not only within a diagnostic debate but also for
clinical usefulness [8].

Cassidy et al. [4] in a population of 237 patients with
bipolar disorder found five independent factors with a bi-
modal distribution of the dysphoria factor. Dilsaver et al.
[9] in 105 acutely manic patients found four factors corre-
sponding to manic activation, depressed state, sleep distur-
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bance and irritability/paranoia. These suggest the possibil-
ity that mixed bipolar disorder is a distinct state.

Recent studies showed that lack of insight [11, 26, 23]
and cognitive abnormalities [2] are relevant, and perhaps
related, features of the bipolar disorder [29]. We hypothe-
size that the study of these aspects could add further cues
about the differences between mixed and pure mania.

We investigated the pattern of symptoms in a group of
146 bipolar inpatients hospitalized for manic episodes
comparing Positive and Negative Syndrome Scale
(PANSS) scores of pure and mixed patients with particular
attention to cognitive symptoms and lack of insight. This
rating scale was used because PANSS cognitive compo-
nent has been reported to be a valid measure of cognitive
dysfunction in schizophrenia and mania [3, 27].

Method

The subjects were 146 patients consecutively admitted for the treat-
ment of manic episodes at Villa Serena Medical Center (VSMC), a
psychiatry tertiary referral center. With more than 150 acute patients,
VSMC is among the largest psychiatric departments in Italy.

Patients were diagnosed as having bipolar disorder (mania 124 or
mixed 22) according to DSM III R [1] criteria. The patients included
50 men and 96 women. The mean (+ SD) age of the patients was
46.34 + 15.12 years and educational level was 11.48 years (SD 3.37).
The age at onset of symptoms was 24.66 years (SD 8.2). They were
taking classical neuroleptics (all subjects), lithium (n=45), carba-
mazepine (n=37) and valproic acid (n=82). The mean chlorpro-
mazine-equivalent dose was 650.12mg (SD 105.80 mg) at the time
of evaluation.

Measures, rating procedure and reliability

Symptom severity was assessed with the use of the 30
items Positive and Negative Syndrome Scale (PANSS)
[17].

The PANSS scales and cluster scores were obtained as
described by Kay [17]. The PANSS cognitive component
was calculated summing the following items: difficulty in
abstract thinking, stereotyped thinking, cognitive disorga-



nization, lack of judgement and insight, poor attention, ten-
sion, mannerism and posturing, according to Bell et al. [3].

Because the PANSS has a very clear item (G12) that
evaluates “Lack of judgement and insight” [17, p 243] this
item was analyzed separately.

Members of the research team performed all ratings, af-
ter informed consent to participate was obtained, in accor-
dance with the local institutional review board.

All patients were interviewed within 3 days of admis-
sion to the hospital. All raters were familiar with the as-
sessment and management of patients with mania. The in-
terviews were made independently by two of us (ED and
MDD). The interrater reliability was evaluated on a sample
of 30 patients and was high (Pearson r =.92).

The significance of the between-groups differences was
assessed by the two-tailed unpaired Student’s t-test. The
Pearson r was used for correlation analysis.

Results

The means and standard deviations of the demographic
features and PANSS scores are presented in Table 1. Mixed
patients showed more positive symptoms, and more cogni-
tive abnormalities. Interestingly when the item “Lack of
judgement and insight” was removed from the cognitive
cluster score, the difference was no longer statistically sig-
nificant. Even after a Bonferroni correction of p values
(0.05/12; p< .004), ‘cognitive’ and ‘insight’ scores, but not
positive symptom score, were statistically different.
PANSS scores did not statistically differ between male and
female patients.

The cognitive cluster score did correlate highly with the

Table 1 Demographic and clinical Variables in bipolar patients with
mixed versus pure mania [mean (SD)]

Variable Pure Mixed
(n=124) (n=22)

Sex (m/f) 44/84 6/12

Current age (Yrs) 46.34 (14.25)  45.52(15.12)

Length of admission (days)
PANSS scales

35.27(18.39)  32.18 (18.41)

— Total 68.27 (16.05)  72.77 (16.00)
— Positive 13.46 (5.40) 17.50 (4.64)*
— Negative 16.99 (5.90) 16.54 (5.21)

— General Psychopath. 37.81 (8.66) 38.72 (9.54)
PANSS cluster scores

— Anergia 8.72 (3.68) 9.33 (3.59)

— Thought disturb. 6.86 (2.80) 8.22 (2.87)**
— Activation 5.76 (2.01) 7.04 (1.64)

— Paranoid 5.42 (2.54) 6.86 (2.53)

— Depression 11.40 (3.41) 12.90 (3.66)

— Cognitive” 14.76 (4.61) 17.90 (4.38)%***
— Cognitive (no Insight) 12.85 (4.11) 14.36 (3.54)

— Insight 1.91 (1.27) 3.54 (1.50)%***:*

*1=3.29, df 144, p< .001; ** t=2.09, df 144, p< .05; *** t=2.97, df
144, p< .003; ***%* t=5.39, df 144, p< .0001; from Bell et al. 1994
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PANSS total score in both patient groups (mixed patients
r=.67, p< .001; pure manic r=.70, p< .001). When the item
“Lack of judgement and insight” was removed from the
cognitive cluster score, r values did not substantially
change (r.68 and.65, respectively). No statistically signifi-
cant correlations between current antipsychotic medication
equivalents, age at onset, duration of illness and cognitive
variables were observed. No statistically significant be-
tween group differences for demographic features were
seen.

Comment

A renewed interest in the phenomenology of mania and
mixed episodes prompted several studies to examine the is-
sue of possible phenomenological differences between the
mixed and pure mania [20, 5, 10]. Studies reported that
mixed mania may be more common in women [28], more
likely to be variable phenomenologically [13], severe and
suicidal [24], more familial [7], and associated with alco-
hol abuse [14]. Other studies report that mixed mania may
instead be typical mania, a stage-related or particularly se-
vere form of mania [3]. Our study reports that mixed pa-
tients showed a more severe PANSS cognitive cluster and,
in particular, a more severe lack of insight. This aspect
could cause some problems in differentiating these patients
from schizophrenic patients, at least during an acute
episode. Some of these patients could share similarities
with those described as suffering from cycloid psychosis
[25].

Since bipolar disorder is a recurrent illness with signif-
icant disability and heterogeneous outcome [12], evidence
has begun to accumulate which suggests that a cognitive
deficit can be identified in some bipolar patients [15, 6, 2,
18]. Because of the reported correlation between the neu-
ropsychological dysfunction and PANSS cognitive com-
ponent in psychosis [3], we found that these aspects are
more relevant in the clinical phenomenology of the mixed
episode.

Because these patients were evaluated during the acute
phase of the illness, poor insight could be due to higher
severity of the index episode of the manic group. However,
Ghaemi et al. [11] and Peralta and Cuesta [23] observed
some residual insight impairment at discharge and that the
insight level was not significantly influenced by the pres-
ence of psychotic features. A major limitation of our study
is that we evaluated the patients only during the acute phase
of the illness.

Furthermore, even though some studies reported that
medication at the time of testing did not influence the cog-
nitive evaluation [15, 16], we cannot exclude that mood
stabilizing and/or antipsychotics could have influenced the
symptom evaluation of the patient groups.

Our previous findings showed that milder forms of the
bipolar spectrum, like the bipolar II disorder, show less in-
sight than bipolar I [22] and now we report that, an the
other extreme, mixed patients show less insight.

These findings could have different meanings and im-
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plications. We suggest that the lack of insight in the bipo-
lar disorder has a U shaped pattern with more impairment
among the less and more severe forms.

Further studies an clinical stability and psychopatho-
logical correlates of insight among different subtypes of
the bipolar illness are needed to ascertain if the lack of in-
sight does covary with other symptoms or if it has a cogni-
tive substrate [29].
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