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Many patients within the Bipolar II spectrum, especially
when recurrence is high and the inter-episodic period is
not free of affective manifestations, may meet criteria for
personality disorders. This is particularly true for
cyclothymic bipolar II patients, who are often misclassi-
fied as borderline personality disorder because of their
extreme mood instability and reactivity. In patients with
cyclothymic temperament and bipolar II disorders, life-
time comorbidity with anxiety disorders, in particular
panic disorder- agoraphobia, bulimia nervosa, body dys-
morphic disorder, alcohol and substance abuse disorder
and both cluster C (anxious) and cluster B (dramatic) per-
sonality disorders, is the rule rather than the exception
(Perugi and Akiskal, 2002). In particular, a large propor-
tion of these patients meet DSM-IV criteria for borderline
personality disorders. Cyclothymic-bipolar II-borderline
patients display a long-lasting "stable" hyper-reactivity to
many psychological (i.e, rejection, separation) and physi-
cal (i.e., food, light, drugs) stimuli. This marked reactivity
of mood could also explain the frequent concomitance of
impulse control disorder and substances and alcohol
abuse. An analysis of the explanatory power of affective
temperaments and personality disorders for each of the
criteria of BPD (Perugi et al., in press) revealed that the
presence of cyclothymic temperament explains much of
the relationship between bipolar II disorder and BPD. The
diagnosis of BPD in these patients was favored by the
coexistence of an affective cyclothymic temperamental
dysregulation coexisting with anxious-dependent traits.
We find no reason to separate bipolar II with cyclothymic
instability from the stable instability of the borderline
type, because mood lability is a common characteristic of
both sets of disorders. Further, correlational analyses
(Perugi et al., 2003) indicate that in bipolar II atypical
depressives mood reactivity and interpersonal sensitivity

traits might be related constructs with a cyclothymic tem-
peramental matrix.

The enlargement of classical bipolar II disorders to
include a spectrum of conditions subsumed by a
cyclothymic-anxious-sensitive disposition, with mood
reactivity and interpersonal sensitivity, and ranging from
mood, anxiety and impulse control disorders, will greatly
enhance both clinical practice and research endeavors
Conceptualizing these patients to be related with a com-
mon diathesis, in our view will make them more under-
standable in the language of affective processes – and
thereby make them accessible to pharmacological and
psychological approaches geared to their shared tempera-
mental attributes.

Treatment of BPD is complex and challenging and numer-
ous studies using different psychotropic agents in BPD
have been published. Among the pharmacological agents,
Lithium has not been well studied, while anticonvulsants
such as Valproate and Lamotrigine have demonstrated
modest efficacy in acute and long-term treatment of BPD.
Recently, low dosage of atypical antipsychotics has been
shown to be well- tolerated and effective for the acute
treatment of BPD. We have conducted an open label nat-
uralistic study in order to evaluate the long-term effective-
ness and the tolerability of an add-on treatment with
atypical antipsychotics (Olanzapine, Risperidone and
Quetiapine) in 48 patients with bipolar disorder with
comorbid BPD. All patients were resistant or partially
responders to the ongoing treatment with mood stabiliz-
ers. The mean (sd) duration of the observation was 43.6
(29.8) weeks (range 4–72); 17 patients received risperi-
done (35.4%), 20 olanzapine (41.7%), and 11 quetiapine
(22.9%). 28 (58.3%) patients resulted as responders
according to the final score of the CGI-Improvement scale
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(1 or 2) (9 risperidone, 13 olanzapine and 6 quetiapine).
Olanzapine and quetiapine were better tolerated in terms
of extrapiramidal side effects but were associated with a
greater weight gain in comparison with risperidone. After
24 weeks of treatment patients who responded to Olanza-
pine tend to show a more stable response and a lower rate
of relapse when compared with those treated with risperi-
done. This finding suggest a mood stabilizing effective-
ness of Olanzapine in long term treatment of bipolar
patients with comorbid BPD. This preliminary observa-
tions should be confirmed in randomized controlled
studies.
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