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Objective: Second-generation antipsychotics with
a favorable tolerability profile have offered new treat-
ment options for patients with borderline personality
disorder. Sparse data are available on the use of quetia-
pine in treating this disorder. The aim of the present
study is to investigate efficacy and tolerability of quetia-
pine in a group of patients with borderline personality
disorder.

Method: Fourteen consecutive outpatients with a
DSM-IV diagnosis of borderline personality disorder
were treated for 12 weeks with open-label quetiapine
at the dose of 200—400 mg/day. Patients were assessed
at baseline, week 4, and week 12 with the Clinical Glo-
bal Impressions (CGI) severity item, the Brief Psychiat-
ric Rating Scale (BPRS), the Hamilton Rating Scale for
Depression (HAM-D), the Hamilton Rating Scale for
Anxiety (HAM-A), the Social and Occupational Func-
tioning Assessment Scale (SOFAS), the Borderline Per-
sonality Disorder Severity Index (BPDSI), and the
Barratt Impulsiveness Scale-version 11 (BIS-11). Ad-
verse effects were evaluated using the Dosage Record
and Treatment Emergent Symptom Scale. Statistical
analysis was performed with the ANOVA for repeated
measures. Significant p values were =< .05.

Results: Eleven patients completed the study. Three
patients (21.4%) dropped out due to excessive somno-
lence or noncompliance. The mean + SD dose of quetia-
pine was 309.09 = 83.12 mg/day. A significant change
was found for the scores of the following scales: CGI
severity item, BPRS, HAM-A, SOFAS, BPDSI total
score, BPDSI items “impulsivity” and “outbursts of an-
ger,” and BIS-11. Common adverse effects were mild-
to-moderate somnolence, dry mouth, and dizziness.

Conclusion: Initial data suggest that quetiapine is
efficacious and well tolerated in treating patients who
have borderline personality disorder, particularly when
impulsiveness/aggressiveness-related symptoms are
prominent. At the moment, no reliable comparison
is available in the literature. Double-blind controlled
trials are needed to verify these findings.
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B orderline personality disorder is characterized by a
pervasive pattern of instability of interpersonal re-
lationships, self-image, and affects and marked impulsiv-
ity." Although psychotherapy plays a significant role in
the treatment of borderline patients, focusing on maladap-
tive personality traits and interpersonal relationship pat-
terns,>® pharmacotherapy is indicated by the guidelines of
the American Psychiatric Association* to manage vulner-
ability traits, symptoms, and acute relapses.

Neuroleptics in low dosages are considered the first-
line treatment for cognitive-perceptual distortions, such
as transient psychotic or dissociative symptoms, that are
a key element of borderline personality disorder. A recent
review by Schulz® found that low doses of typical anti-
psychotics are efficacious in reducing anxiety, aggres-
siveness, and impulsiveness. However, adverse effects
such as extrapyramidal symptoms (EPS), endocrinologic
symptoms, sedation, and orthostatic dysregulation often
lead to nonadherence or dropout, and the risk of tardive
dyskinesia should be considered.

The introduction of second-generation antipsychotics
with a favorable tolerability profile has offered new treat-
ment options in the management of borderline personality
disorder. In the opinion of a few authors, newer medi-
cations are superior to neuroleptics for patients with bor-
derline and schizotypal personality disorders.” A small
but growing body of literature supports the efficacy of
second-generation antipsychotics on a broader spectrum
of symptoms, probably due to their mechanism of action,
combining both dopamine-2 (D,) and serotonin-2 (5-HT,)
antagonism. Several studies®"® on the use of olanzapine
and risperidone in patients with borderline personality
disorder indicated the reduction of overall symptomatol-
ogy, impulsiveness, aggressiveness, anxiety, and paranoid
ideation. Clozapine was found to be effective on overall
symptomatology, aggressiveness, and severe psychotic
symptoms related to borderline personality disorder."*"®
In fact, borderline patients treated with clozapine fre-
quently had Axis I comorbidities and had been resistant to
previous treatments.

Quetiapine is a dibenzothiazepine characterized by
low affinity and fast dissociation from postsynaptic D, re-
ceptors, a profile that reduces the incidence of acute EPS,
tardive dyskinesia, and neuroleptic malignant syndrome
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and leads to no prolactin elevation and minimal weight
gain.'*** To date, the sparse available data on the use of
this novel antipsychotic in borderline patients derive from
a case report” and preliminary results of an open-label
study.? Hilger et al.”* described the impact of quetiapine
on 2 female patients with borderline personality disorder
and severe self-mutilation and found the efficacy of the
molecule on impulsive behavior and overall functioning.
The first patient received 400 mg/day for 6 months, the
second 800 mg/day for 8 months. In both cases, quetia-
pine was well tolerated. Adityanjee and Schulz (2002)*
evaluated the efficacy of quetiapine (25 to 300 mg/day) in
10 borderline patients in an 8-week open-label trial. Pre-
liminary findings of this study suggested a significant
improvement in overall symptomatology, hostility, impul-
sivity, and global functioning. Two patients were discon-
tinued due to positive toxicology screens, and 2 did not
complete the trial.

In order to collect more data on this issue, the present
investigation is a pilot open-label study concerning the ef-
ficacy and tolerability of quetiapine in the treatment of pa-
tients with borderline personality disorder.

METHOD

Fourteen consecutive outpatients aged 18 to 50 years
who had a diagnosis of borderline personality disorder
were included in this study. Patients attended the Service
for Personality Disorders, Unit of Psychiatry, Department
of Neuroscience, University of Turin, Turin, Italy. Diag-
nosis of borderline personality disorder was made by an
experienced clinician (S.B.) using DSM-IV-TR criteria*
and performing the Structured Clinical Interview for
DSM-IV Axis II Disorders.”

Subjects were excluded if they had a current or previ-
ous record of delirium, dementia, amnestic disorder, or
other cognitive disorders; schizophrenia or other psychot-
ic disorders; or bipolar disorders. Patients were also ex-
cluded' if they had a current diagnosis of major depressive
episode and/or substance abuse disorder” or if they had re-
ceived psychotropic drugs and/or psychotherapy in the 3
months preceding the beginning of the study. Female pa-
tients of childbearing age were excluded if they were not
using adequate birth control methods (according to the
judgment of the clinician). Each patient participated vol-
untarily in the study after providing written informed con-
sent. Declaration of Helsinki guidelines were followed.

Recruited patients were treated with open-label quetia-
pine. Medication was started at 25 mg/day and was in-
creased up to a dose of 200-400 mg/day, supplied twice
daily. Treatment was maintained for 12 weeks. No other
psychotropic drug or psychological intervention was al-
lowed during the trial.

Patients were repeatedly tested (at baseline, week 4,
and week 12) using the following assessment instruments:
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the Clinical Global Impressions (CGI) severity item,” the
Brief Psychiatric Rating Scale (BPRS),” the Hamilton
Rating Scale for Depression (HAM-D),*® the Hamilton
Rating Scale for Anxiety (HAM-A),” the Social and
Occupational Functioning Assessment Scale (SOFAS),*
the Borderline Personality Disorder Severity Index
(BPDSI),* and the Barratt Impulsiveness Scale-version 11
(BIS-11).*2

The BPDSI is a semistructured clinical interview as-
sessing the frequency and severity of manifestations of
borderline personality disorder. The interview consists of
8 items scored on a 10-point frequency scale (0 = never;
10 = daily), including “abandonment,” “interpersonal rela-
tionships,” “impulsivity,” “parasuicidal behavior,” “affec-
tive instability,” “emptiness,” “outbursts of anger,” “dis-
sociation and paranoid ideation,” and 1 item scored on a
4-point severity scale concerning “identity.” The BPDSI
showed excellent reliability coefficients and good validity
indices in 2 studies performed by Arntz et al.*!

The BIS-11 is a 30-item self-report questionnaire that
assesses the personality trait of impulsivity.”® The scale
consists of 30 statements that are rated on a 4-point Likert
scale (1 =rarely/never, 2 = occasionally, 3 = often, 4 = al-
most always/always) without relation to any specific time
period (a trait measure). Twelve items are reverse-scored,
in order to avoid response sets. Higher scores for each item
indicate higher levels of impulsivity. The BIS-11 showed
adequate reliability and construct validity in both U.S.**
and Italian® samples.

Assessment was performed by an investigator (E.P.)
who was unaware of the dosing strategy. Prior to this study,
the interviewer received training sessions on BPDSI. Ad-
verse effects were assessed using the Dosage Record and
Treatment Emergent Symptom Scale (DOTES).*

Statistics were performed on each rating scale by using
the analysis of variance (ANOVA) for repeated measures
(software system SPSS, version 12.0, SPSS Inc., Chicago,
I11.). p Values were considered significant when < .05.

ELINY3 99 <

RESULTS

Fourteen subjects (mean + SD age = 29.64 + 5.5 years;
8 females and 6 males) were included. Three patients
(21.4%) discontinued treatment in the first 4 weeks: 2 pa-
tients due to adverse effects (somnolence), 1 patient due
to noncompliance. The 11 patients who completed the
trial had a mean age of 30.55 = 5.75 years; they were 6
females (54.5%) and 5 males (45.5%). The mean + SD
daily dose of quetiapine was 309.09 = 83.12 mg/day.

Results of ANOVA applied to rating scales scores
are reported in Tables 1 to 3. A statistically significant
improvement was observed in the CGI severity item
and BPRS mean scores (respectively, p=.003 and p=
.002), HAM-A mean score (p =.002), SOFAS mean score
(p =.009), BPDSI total score (p =.05), 2 BPDSI items,
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Table 1. Results of Analysis of Variance for Repeated
Measures Performed With Rating Scales for Borderline
Personality Disorder—Related Symptoms and Social
Functioning in Patients Treated With Quetiapine (N = 11)

Table 2. Results of Analysis of Variance for Repeated
Measures Performed With Borderline Personality Disorder
Severity Index (BPDSI) Total and Factor Scores in Patients
Treated With Quetiapine (N = 11)

Score Score

Measure Baseline Week 4 Week 12 P BPDSI Measure Baseline  Week 4  Week 12 p
CGI severity item Total

Mean 4.55 4.18 3.82 .003 Mean 50.02 46.28 44.72 .050

SD 0.52 0.41 0.41 SD 5.55 4.90 4.36

SE 0.157 0.122 0.122 SE 1.673 1.476 1.313
BPRS Abandonment

Mean 42.64 37.91 34.18 .002 Mean 6.78 6.40 6.40 NS

SD 5.26 5.03 4.75 SD 1.43 1.47 1.47

SE 1.586 1.516 1.432 SE 0.430 0.443 0.444
HAM-A Interpersonal relationships

Mean 16.55 11.36 9.82 .002 Mean 6.84 6.33 6.07 NS

SD 5.15 3.72 3.71 SD 1.94 1.82 1.78

SE 1.551 0.122 1.119 SE 0.585 0.548 0.535
HAM-D Identity

Mean 11.27 9.18 7.91 NS Mean 2.60 2.57 2.55 NS

SD 3.69 3.28 2.30 SD 0.98 0.95 0.94

SE 1.113 0.989 0.694 SE 0.303 0.296 0.284
SOFAS Impulsivity

Mean 50.27 54.82 59.09 .009 Mean 6.94 6.08 5.79 .028

SD 5.61 6.49 6.61 SD 0.91 0.98 1.05

SE 1.690 1.958 1.993 SE 0.270 0.292 0.325

Abbreviations: BPRS = Brief Psychiatric Rating Scale, CGI = Clinical
Global Impressions, HAM-A = Hamilton Rating Scale for Anxiety,
HAM-D = Hamilton Rating Scale for Depression, NS = not
significant, SOFAS = Social and Occupational Functioning
Assessment Scale.

“impulsivity” (p =.028) and “outbursts of anger” (p =
.009), and BIS-11 mean score (p = .025). On the contrary,
there were no significant changes in HAM-D mean score
and BPDSI items of “abandonment,” “interpersonal rela-
tionships,” “identity,” “parasuicidal behavior,” “affective
instability,” “emptiness,” and “dissociation and paranoid
ideation.”

The most common adverse effects reported in the final
sample of 11 patients were somnolence (5 patients,
45.5%) and dry mouth and dizziness (3 patients each,
27.3%). Other adverse effects included increased appetite
and orthostasis (respectively, 2 patients (18.2%) and 1 pa-
tient, 9.1%). Nine patients (81.8%) reported at least 1 ad-
verse effect, while 2 patients (18.2%) had no adverse ef-
fect. Adverse effects were mild to moderate in severity.
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DISCUSSION

Results of this pilot study of quetiapine in the treat-
ment of borderline patients indicate the efficacy of the
antipsychotic drug as measured with the CGI severity
item, BPRS, HAM-A, SOFAS, BPDSI total score, 2
BPDSI items (“impulsivity” and “outbursts of anger”),
and Barratt Impulsiveness Scale.

The decrease of CGI, BPRS, HAM-A, and BPDSI
mean scores and the increase of the SOFAS mean score
suggest that quetiapine has effects on a broad spectrum of
symptoms. The improvement of overall psychopathology
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Abbreviation: NS = not significant.

and global functioning replicates previous findings con-
cerning treatment of borderline personality disorder with
atypical antipsychotics, such as olanzapine,””'*'*"? risper-
idone," and clozapine.'*'” Concerning previous quetia-
pine findings, only a case report*® and preliminary results
of a case series” are available: the efficacy on overall
symptomatology was reported by Adityanjee and Schulz,*
while the improvement in global functioning was found by
both Adityanjee and Schulz** and Hilger et al.”* As for
HAM-A, the decrease of mean score was reported in 2
controlled studies of olanzapine,”" but no data of quetia-
pine effects on anxious symptoms have been published
yet.

When taking into account borderline personality disor-
der symptom dimensions, quetiapine seems to be selec-
tively efficacious on impulsiveness and anger, as indicated
by BPDSI items and by self-evaluation with BIS-11. The
action of second-generation antipsychotics on impulsive-
ness has already been found by several investigations of
olanzapine in borderline patients”'*" and replicates sparse
previous data on quetiapine.”** The effects of quetiapine
on the BPDSI item “outbursts of anger” indicate as well a
modulation of behaviors related to the dimension impul-
siveness/aggressiveness. Such effects on behavioral corre-
lates of impulsivity have been outlined in cases treated
with clozapine,'® risperidone,*'" and olanzapine.”®'*"?

Concerning tolerability, more common adverse effects
in our patients were somnolence, dry mouth, and dizzi-
ness. Side effects were mild to moderate in most cases, but
2 patients discontinued treatment due to excessive som-
nolence. The pattern of adverse effects appears to be in

J/Clin Psychiatry 67:7, July 2006



Table 3. Results of Analysis of Variance for Repeated
Measures Performed With Borderline Personality Disorder
Severity Index (BPDSI) Factor Scores and the Barratt
Impulsiveness Scale-Version 11 (BIS-11) in Patients
Treated With Quetiapine (N =11)

Score
Measure Baseline  Week 4  Week 12 p
BPDSI Factor
Parasuicidal behavior
Mean 2.68 2.49 2.33 NS
SD 2.54 2.28 2.00
SE 0.766 0.687 0.603
Affective instability
Mean 6.14 5.48 5.22 NS
SD 1.61 1.21 1.08
SE 0.484 0.365 0.325
Emptiness
Mean 6.30 6.17 6.20 NS
SD 1.96 1.82 0.81
SE 0.592 0.550 0.547
Outbursts of anger
Mean 7.15 6.46 6.01 .009
SD 0.62 0.76 1.00
SE 0.186 0.229 0.302
Dissociation and
paranoid ideation
Mean 4.59 4.29 4.15 NS
SD 2.44 2.18 2.00
SE 0.735 0.658 0.604
BIS-11 score
Mean 71.27 65.73 63.36 .025
SD 7.28 6.05 6.33
SE 2.195 1.825 1.908

Abbreviation: NS = not significant.

accordance with other investigations of quetiapine in pa-
tients with a diagnosis of schizophrenia or bipolar disor-
der,””*® although it cannot be compared with data col-
lected in patients with borderline personality disorder.
Hilger et al.”® noticed only that quetiapine was well toler-
ated in their 2 cases, without specifying any side effect.

In conclusion, our results suggest that quetiapine can
be considered as an effective antipsychotic treatment for
patients with borderline personality disorder. In particu-
lar, it appears a good option when high levels of impul-
siveness or aggressiveness are present. The good level of
tolerability found in our sample and in other clinical
populations is notable since patients with borderline per-
sonality disorder frequently present low levels of com-
pliance and need long periods of drug therapy. However,
lack of literature studies does not allow a reliable com-
parison of data concerning either efficacy or tolerability.

Limitations of our study are the small sample size and
the lack of a control group. However, this pilot study is
aimed to provide initial data on the use of quetiapine in
borderline personality disorder and promote further in-
vestigations on this topic with a double-blind controlled
design.

Drug names: clozapine (Clozaril, FazaClo, and others), olanzapine
(Zyprexa), quetiapine (Seroquel), risperidone (Risperdal).
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