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Objective: Selective serotonin reuptake
inhibitors (SSRIs) are recommended for
treatment of affect lability, impulsivity,
and aggression in patients with border-
line personality disorder. This recommen-
dation is based on positive findings in at
least 10 open studies and one small dou-
ble-blind study of SSRIs for patients with
borderline personality disorder and one
study of impulsive aggressive patients
with different personality disorders. A
randomized, placebo-controlled SSRI
study with borderline personality disor-
der patients, however, provided inconclu-
sive results because of a large response to
placebo. It was, therefore, decided to con-
duct a new randomized trial with a larger
study group.

Method: A double-blind, placebo-con-
trolled, randomized trial using the SSRI
fluvoxamine for 6 weeks followed by a
blind half-crossover for 6 weeks and an

open follow-up for another 12 weeks was
conducted with 38 nonschizophrenic,
nonbipolar female patients with border-
line personality disorder. The outcome
measures were the rapid mood shift, im-
pulsivity, and aggression subscales from
the Borderline Personality Disorder Sever-
ity Index.

Results: Fluvoxamine but not placebo
produced a robust and long-lasting reduc-
tion in the scores on the subscale for
rapid mood shifts. In contrast, no differ-
ence between the fluvoxamine and pla-
cebo groups was observed in the effect on
the impulsivity and aggression scores.

Conclusions: In this study, fluvoxamine
significantly improved rapid mood shifts
in female borderline patients, but not im-
pulsivity and aggression. This latter find-
ing may be due to gender-specific differ-

ences in impulsivity and aggression.

(Am J Psychiatry 2002; 159:2048-2054)

Bients suffering from borderline personality disorder
constitute a substantial proportion of the consumers of
mental health care and exhibit a broad spectrum of symp-
toms and behaviors: affect lability with rapid mood shifts
from normal to depressive states, distinct irritability or
anxiety, and impulsive, aggressive, and parasuicidal be-
havior. A considerable number of studies (1-3) point to the
central serotonergic system as a possible target for psy-
chopharmacological intervention for impulsive, aggres-
sive, and suicidal patients and thus for patients with bor-
derline personality disorder. Several open studies (4-9) of
selective serotonin reuptake inhibitors (SSRIs) for small
groups of borderline patients suggest that the prescription
of an SSRI may be an effective pharmacological strategy to
ameliorate the pathology of borderline personality disor-
der. However, we know of only one double-blind, placebo-
controlled, randomized trial (10), which involved 14 fe-
male and eight male borderline patients with mild to
moderate symptoms, and the results did not confirm the
positive results of the open studies because of a high rate
of response to placebo. After post hoc refinement of the
analysis and the introduction of a measure of placebo re-
sponse, statistically significant differences were obtained
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with respect to anger and aggression. A statistically signif-
icant improvement in impulsive aggression was observed
after 12 weeks in another double-blind, randomized SSRI
study (11), which included 28 male and 12 female subjects
suffering from a variety of impulsive DSM-III-R personal-
ity disorders (13 subjects had borderline personality disor-
der). However, the authors warned that the results of this
study must be interpreted with caution because of the
substantial dropout rate (43%).

Beyond these promising but controversial results with
SSRIs, we know of no further double-blind, placebo-con-
trolled studies using larger numbers of borderline patients
with severe borderline pathology. Moreover, on the basis
of these findings from SSRI studies, SSRI treatment is rec-
ommended for borderline personality disorder patients
with affect lability, impulsivity, and aggressiveness (12,
13), a strategy also adopted in the practice guideline on
borderline personality disorder of the American Psychiat-
ric Association (14).

Patients with borderline personality disorder are sus-
ceptible to a broad spectrum of axis I disorders, such as
affective disorders, anxiety disorders (including post-
traumatic stress disorder [PTSD]), eating disorders, and
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FIGURE 1. Design and Measurement Points in a Randomized, Placebo-Controlled Study of Fluvoxamine for 38 Women
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were receiving 200 mg/day.

substance use disorders (15). In all of the SSRI treatment
studies of personality disorder patients that we know of,
current major depressive disorder was an exclusion crite-
rion because of the antidepressive effects of SSRIs. Such a
criterion, however, does not allow for the fact that SSRIs are
also an effective treatment for many patients with anxiety
disorders (including PTSD) and eating disorders (16-18).
Furthermore, exclusion of all borderline patients with one
or more coexisting axis I disorders would reduce the study
group to a marginal group with mild pathology. A clinically
more relevant research strategy might, therefore, be a less
rigorous exclusion of comorbid axis I disorders and inclu-
sion of them as a covariate in the statistical analysis.

In addition to the preceding complications, the severity
of borderline pathology raises some major ethical and
practical issues with regard to the use of long-term double-
blind, placebo-controlled treatment. Taking this into ac-
count, we decided to design the study in such a manner
that the length of the placebo-controlled phase would be
kept to a minimum but without the loss of statistical power.

We believe that the present study includes the largest
group (N=38) of well-diagnosed borderline personality
disorder patients with moderate to severe pathology so far
studied in a pharmacotherapy trial. We conducted a dou-
ble-blind, placebo-controlled, randomized trial using the
SSRI fluvoxamine for 6 weeks followed by a blind half-
crossover (with fluvoxamine replacing the placebo) for 6
weeks and an open follow-up (in which all patients were
offered fluvoxamine) for another 12 weeks. Following the
mentioned treatment recommendation, we investigated
the effects of fluvoxamine on the borderline symptoms of
rapid mood shifts, impulsivity, and anger. Potential effects
of interactions with relevant axis I disorders were taken
into account in the statistical analysis.
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Method

Subjects

Physically healthy women between the ages of 18 and 50 years
were recruited from psychiatric outpatient clinics, from commu-
nity mental health centers, and by advertising in newspapers and
on the Internet. Given this heterogeneous recruitment method, a
rigorous diagnostic procedure was applied to select a homoge-
neous study group with moderate to severe DSM-1IV borderline
personality disorder. In order to be included in the study, all
patients had to 1) obtain a score of 110 or more on the borderline
trait and distress scale of a self-report screener for personality
disorders, the Assessment of DSM-IV Personality Disorder (19),
2) meet five or more of the criteria on a semistructured diagnostic
interview, the Structured Interview for DSM-IV Personality Dis-
orders (20, 21), and 3) receive a score of 20 or more on a fully
structured interview, the Borderline Personality Disorder Severity
Index (22, 23). The screening instrument was returned by 125 re-
ferred or self-referred subjects. Of these, 78 had a score higher
than 110 and were invited for further diagnostic interviews. The
final study group comprised the 38 subjects eligible for participa-
tion; 21 were referred by outpatient clinics, and 17 volunteered for
participation after reading a newspaper article about the study or
visiting a web site on borderline personality disorder. Two of the
17 self-referred subjects had never received psychiatric treatment
before, and three had discontinued treatment in the past because
of dissatisfaction. The participants had to stop taking all psycho-
active drugs after signing the informed consent statement, and
they all had to be medication free for at least 2 weeks before enter-
ing the trial; the medication-free interval was 6 weeks for fluoxe-
tine. All patients were given full information in both written and
oral form and were asked to provide written consent before enter-
ing the study.

Design

The study consisted of a double-blind, placebo-controlled,
randomized trial of 6 weeks, followed by a half-crossover for an-
other 6 weeks and an open treatment period of 12 weeks to evalu-
ate the effects of fluvoxamine on borderline pathology (Figure 1).
The 38 subjects were randomly allocated to the fluvoxamine and
placebo conditions. After randomization, the subjects entered
the double-blind, placebo-controlled phase of 6 weeks. At the end
of this period, all subjects received fluvoxamine for 6 weeks with-
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out the breaking of the randomization code (half-crossover). In
cases of insufficient clinical improvement according to the treat-
ing physician after week 10, an adjustment of the fixed daily dose
of 150 mg of fluvoxamine could be made (to a maximum of 250
mg). The 6-week single-blind phase was followed by a 12-week
open phase with fluvoxamine prescribed to all subjects. In week
10, the dose of five subjects was adjusted to 200 mg/day (mean=
155.71, SD=20.18); in week 12, 11 subjects used a dose of 200 mg/
day (mean=165.62, SD=26.75); and in week 24 also, 11 subjects
used 200 mg/day (mean=167.24, SD=27.63).

Psychiatric assessments took place at screening, at baseline
just before randomization, and at weeks 6, 12, and 24. Adverse
events were recorded every 2 weeks.

Diagnoses

Borderline personality disorder. Prescreening for the pres-
ence of DSM-IV borderline personality disorder was performed
with a self-report questionnaire, the Assessment of DSM-IV Per-
sonality Disorder (19). This questionnaire consists of 94 items
representing the 80 criteria for the 10 different DSM-IV personal-
ity disorders. The item response format emphasizes the pathol-
ogy conceptualization of DSM-IV by scoring an item on both a 7-
point scale measuring the trait (1=absolutely disagree, 7=abso-
lutely agree) and a 3-point scale measuring trait-related distress
(1=absolutely no distress, 3=definite distress). If a subject scores 5
or higher on the trait scale, he or she also has to indicate the de-
gree of distress on the 3-point distress scale. Computation of the
answers follows a scoring algorithm, which provides a total score
for each personality disorder on a combined trait and distress
scale. In order to move to the next phase in the diagnostic proce-
dure, each subject had to score at least 110 points on the border-
line personality disorder subscale of the Assessment of DSM-IV
Personality Disorder.

The presence or absence of DSM-IV borderline personality dis-
order was established with the Dutch version of the Structured In-
terview for DSM-IV Personality Disorders (20, 21). Three psychol-
ogists, who were specially trained by the Dutch translators of the
instrument, administered the interview. The interviews were vid-
eotaped and reassessed by another interviewer, who was blind to
the diagnosis. The final diagnosis was obtained by consensus. In
order to be included in the study, each subject had to meet at least
five of the nine criteria for borderline personality disorder.

The Borderline Personality Disorder Severity Index (22, 23) was
used to select only the patients with moderate to severe border-
line pathology. The index is a fully structured interview that mea-
sures the frequency of occurrence of all DSM-IV borderline per-
sonality disorder criteria over the past 3 months. Each of the nine
DSM criteria is operationalized as a subscale, consisting of three
to 11 items. The frequency of each item is measured on an 11-
point scale on which 0 indicates no occurrence, 1 represents one
occurrence in 3 months, 5 represents six or seven occurrences in
3 months or once every 2 weeks, and 10 indicates daily occur-
rence. The mean score on the items constitutes the subscale
score, and the sum of the subscale scores is the total score. The
cutoff for the Borderline Personality Disorder Severity Index is a
total score of 15. In order to be included in the study, subjects in
this study had to score 20 or more on the Borderline Personality
Disorder Severity Index (the mean score in this study was 32.9,
SD=7.7).

Axis | disorders. The Composite International Diagnostic Inter-
view, lifetime module (24, 25), is a fully structured interview
aimed at the diagnosis of DSM-IV and ICD-10 disorders, includ-
ing schizophrenia, substance use disorders, unipolar and bipolar
affective disorders, anxiety disorders (including PTSD), and eat-
ing disorders. All researchers were trained by the staff of the
Dutch World Health Organization Composite International Diag-
nostic Interview Training and Reference Center in Amsterdam.
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Outcome Measures

To test our hypothesis, three subscales of the Borderline Per-
sonality Disorder Severity Index were selected. The subscale for
rapid mood shifts contains three questions concerning brief
mood shifts (i.e., changes from a normal mood to depression, ir-
ritability, and/or anxiety). The anger subscale contains four ques-
tions concerning verbal and physical aggression as well as fits of
temper. The impulsivity subscale contains 11 questions concern-
ing several (potentially) harmful and therefore pathologically im-
pulsive behaviors: buying things impulsively, unsafe sex, sex with
unknown persons, gambling, excessive use of alcohol, excessive
use of soft drugs (such as marijuana or hashish), use of hard
drugs, binge eating, shoplifting, reckless driving, and other po-
tentially dangerous impulsive behaviors (excluding parasuicidal
behavior).

In two substudies among patients with different personality
disorders and healthy comparison subjects, the Borderline Per-
sonality Disorder Severity Index and its subscales were shown to
have excellent interrater reliability, as indicated by the intraclass
correlation coefficient (impulsivity: 0.82-0.99, anger: 0.71-0.93,
rapid mood shifts: 0.89-0.97); acceptable internal consistency, as
indicated by Cronbach’s alpha (impulsivity: 0.67, anger: 0.69,
rapid mood shifts: 0.80); and good concurrent and discriminant
validity (22). In addition, it was shown that the 3-month version of
the Borderline Personality Disorder Severity Index is sensitive to
change (22). To evaluate the symptoms at 6-week intervals, the 3-
month time frame associated with the original instrument was
changed into a 6-week time frame so that it would be suitable for
assessment at 6, 12, and 24 weeks after randomization. In the cur-
rent study, the values for internal consistency (Cronbach’s alpha)
of the Borderline Personality Disorder Severity Index subscales at
12-week follow-up were 0.48 for impulsivity, 0.69 for anger, and
0.82 for rapid mood shifts.

Statistical Analyses

To test the efficacy of fluvoxamine after the 6-week double-
blind, placebo-controlled phase of the study, an intent-to-treat
analysis was performed by using the scores from the Borderline
Personality Disorder Severity Index subscales as the primary out-
come variables. Separate analyses of covariance (ANCOVAs) were
performed with the 6-week score on each of the subscales as the
dependent variable, the baseline score on the subscale as a cova-
riate, and treatment group (fluvoxamine or placebo) as the inde-
pendent variable. Dropouts were taken into account in the in-
tent-to-treat analyses by using an unbalanced repeated measure
model with structured covariance matrices (26).

To test the probable influence of coexisting axis I disorders on
the improvement of borderline personality disorder symptoms
with fluvoxamine treatment, a series of two-by-two ANCOVAs
were performed by using the week 6 rating for each Borderline
Personality Disorder Severity Index subscale as the dependent
variable, the baseline subscale score as a covariate, treatment
group and the presence of a comorbid diagnosis of depression or
PTSD as independent variables, and an interaction term for treat-
ment group and the presence of a comorbid axis I disorder. A
significant interaction term (representing the interaction of treat-
ment and comorbid axis I disorder) was taken to indicate signifi-
cant mediation of the fluvoxamine treatment effect by the pres-
ence of comorbid axis I disorders.

To explore the speed of recovery, we examined the total scores
on the Borderline Personality Disorder Severity Index subscales
for the experimental and initial placebo groups at multiple time
points. Endpoint scores were obtained at week 24, after 24 weeks
of fluvoxamine treatment for the experimental group and after 18
weeks of fluvoxamine treatment for the initial placebo group (Fig-
ure 1). Thus, we examined the total scores of the experimental
group and initial placebo group at baseline before they began flu-
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TABLE 1. Characteristics of Women With Borderline Personality Disorder Who Were Randomly Assigned to Initial Treat-

ment With Fluvoxamine or Placebo

All Subjects Fluvoxamine Placebo Difference
Characteristic (N=38) (N=20) (N=18) Between Groups?®
Mean SD Mean SD Mean SD p
Age (years) 29.2 7.6 30.5 8.6 27.9 6.7 033
Education (years) 12.4 3.7 12.0 4.5 12.7 3.0 0.54
Criteria for diagnosis of borderline personality disorder
Number of borderline criteria in Structured Interview for
DSM-IV Personality Disorders met 6.95 1.3 7.00 1.2 6.89 1.4 0.79
Borderline Personality Disorder Severity Index total score 32.93 8.0 32.57 8.0 33.34 8.2 0.77
N % N % N % p
With partner 20 53 11 55 9 50 0.76
Employed 17 45 10 50 7 39 0.49
Current axis | disorders?
Mood disorders
Depression© 11 29 7 35 4 22 0.40
Dysthymia 8 21 5 25 3 17 0.10
Anxiety disorders
Generalized anxiety disorder 3 8 1 5 2 11 0.50
PTSD 12 32 9 45 3 17 0.06

a Differences in continuous variables were analyzed with Student’s t test for independent samples; differences in categorical variables were

analyzed with the chi-square test.

b Diagnosed with the Composite International Diagnostic Interview, lifetime module (24, 25).

¢ Episode not longer than 4 weeks.

voxamine treatment (experimental group at week 0, N=20; pla-
cebo group at week 6, N=18), for both groups after 6 weeks of
fluvoxamine treatment (experimental group, N=19; placebo
group, N=18), for the experimental group after 12 weeks of fluvox-
amine treatment (week 12) (N=17), for the original placebo group
after 18 weeks of fluvoxamine treatment (week 24) (N=14), and for
the experimental group after 24 weeks of fluvoxamine treatment
(week 24) (N=16). Two types of analyses were then performed:
1) analyses using the existing data from partly different study
groups at the different points in time (real data matrix) and 2) anal-
yses using the covariance matrix for nonmissing values as the ba-
sis for imputation of missing values, resulting in estimates for all
38 subjects at all points in time (completed data matrix) (26).
Three separate multivariate analyses of variance (MANOVAs) with
repeated measures were conducted on the completed data matrix
with the three Borderline Personality Disorder Severity Index sub-
scales as dependent variables. Helmert contrasts were used to
evaluate significant changes.

All of the statistical tests were conservatively two-tailed and
used a 5% level of significance.

Results

Table 1 shows the randomization process to have been
successful. No significant differences between the fluvox-
amine and placebo group in terms of sociodemographic
variables, axis I disorders, or personality traits were ob-
served at baseline. It should be noted, however, that the
difference in the prevalence of PTSD between the two
groups almost reached statistical significance (45% versus
17%) (p=0.06).

Effect of Fluvoxamine on Borderline Symptoms

Table 2 shows the effects of fluvoxamine on borderline
personality disorder pathology. Although significant de-
creases on all three subscales of the Borderline Personality
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Disorder Severity Index were observed in both conditions
after 6 weeks, a larger decrease for the fluvoxamine group
than the placebo group was observed only for the rapid
mood shifts subscale. The results of a two-by-two ANCOVA
indicated that the effects of fluvoxamine on the subscale
scores are likely to occur independent of comorbid affec-
tive disorders or PTSD.

Figure 2 shows that the main effect of fluvoxamine is in
the first 6 weeks. A repeated measures analysis of variance
revealed a significant reduction between baseline and
week 24 in the scores on the three Borderline Personality
Disorder Severity Index subscales. Post hoc Helmert con-
trast analysis also showed that the most substantial symp-
tom decrease took place during the first 6 weeks of treat-
ment with fluvoxamine. There was no significant
difference between the scores after 6 weeks of treatment
and those after 12, 18, or 24 weeks of treatment.

Adverse Events and Dropouts

Table 3 shows that many of the patients in the placebo
group as well as in the fluvoxamine group reported ad-
verse events after the initial 2 weeks of the study. In gen-
eral, the fluvoxamine group had significantly more com-
plaints than the placebo group, although the only specific
problem for which there was a significant difference was
nausea.

During the placebo-controlled phase, two subjects in
the placebo condition dropped out because of serious ag-
gravation of self-damaging behaviors, and they were
treated openly with fluvoxamine after symptom assess-
ment. In addition, one subject in the fluvoxamine group
dropped out because of severe side effects; thus, the
dropout rate for the experimental group was 5% (one of
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TABLE 2. Ratings of Borderline Personality Disorder Pathology at Baseline and Week 6 for Women With Borderline Person-

ality Disorder Treated With Fluvoxamine or Placebo

. Score at Baseline
Subscale of Borderline

Score at Week 6°

Personality Disorder Fluvoxamine (N=20) Placebo (N=18) Fluvoxamine (N=20) Placebo N=18 ANCOVAP
Severity Index Mean SD Mean SD Mean SD Mean SD F (df=1, 35) p
Rapid mood shifts 7.35 1.62 7.51 1.82 4.17 2.64 5.83 2.39 4.47 0.05
Anger 3.45 1.94 4.09 1.92 1.59 2.00 2.49 2.80 0.58 0.46
Impulsivity 1.39 0.90 1.15 0.86 0.70 0.66 0.73 0.64 0.29 0.60

2 Dropouts were taken into account in an intention-to-treat analysis using the BMDP imputation technique (26).
b Comparison of scores for fluvoxamine and placebo conditions at week 6 corrected for baseline scores. Tests were two-tailed.

FIGURE 2. Mood Shifts, Anger, and Impulsivity Over 24
Weeks for Total Group of 38 Women With Borderline Per-
sonality Disorder Who Either Received Fluvoxamine for En-
tire Study or Received Placebo for First 6 Weeks?

Il Mood shifts
B Anger

Impulsivity

o N ®

Mean Score on Subscale of Borderline
Personality Disorder Severity Index
N w N ul

Baseline 6 12 18 24
Duration of Fluvoxamine
Treatment (weeks)

The baseline for the total group before fluvoxamine treatment is
composed of the baseline at week 0 for the fluvoxamine group and
the measurement after placebo and before fluvoxamine treatment
at week 6 for the placebo group (see Figure 1). Missing values were
imputed in the complete data matrix. Three MANOVAs with re-
peated measurements were conducted with post hoc Helmert con-
trasts for identifying significant changes. Baseline values differed
significantly from those at later times for rapid mood shifts (F=
43.96, df=4, 34, t=8.47, p<0.001), anger (F=10.96, df=4, 34, t=5.98,
p<0.001), and impulsivity (F=9.69, df=4, 34, t=4.92, p<0.001). Val-
ues at week 6 did not differ significantly from later values for rapid
mood shifts (F=43.96, df=4, 36, t=1.04, p<0.31), anger (F=10.96,
df=4, 36, t=5.41, p<0.60), and impulsivity (F=6.69, df=4, 36, t=
0.98, p<0.34).

20). During the 24 weeks of the study, a total of nine sub-
jects (24% of the total group) dropped out: two because of
lack of efficacy, two because of adverse events, two who
began psychotherapy, and three who did not provide
comments.

Discussion

This randomized, double-blind, placebo-controlled
SSRI trial for 38 women with borderline personality disor-
der of moderate severity demonstrates a statistically sig-
nificant and clinically relevant effect of fluvoxamine on
the occurrence of rapid mood shifts. The effect was found
to occur independent of coexisting PTSD or depression.
Moreover, this effect is reached within the first 6 weeks of
treatment and seems to persist during the follow-up of 18
weeks. No effect of treatment with fluvoxamine could be
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TABLE 3. Frequency of Adverse Events After Week 2 for
Women With Borderline Personality Disorder Treated With
Fluvoxamine or Placebo

Fluvoxamine Placebo Difference
(N=20) (N=18) Between
Adverse Event N % N % Groups (p)?
Any 18 90 10 56 0.02
Specific
Nausea 9 45 2 i 0.02
Fatigue 5 25 2 11 0.28
Sleep disturbance 8 40 5 28 0.43
Anorexia 6 30 2 11 0.16
Agitation 6 30 5 28 0.89
Anxiety 5 25 3 17 0.53
Sexual dysfunction 1 5 0 0 0.34

a Differences between groups were analyzed with Fisher’s exact test.

observed for the other two subscales of the Borderline Per-
sonality Disorder Severity Index, measuring pathological
anger and impulsivity, because the reductions in the pla-
cebo and fluvoxamine groups were similar. This finding
corroborates the results of the only other double-blind,
placebo-controlled SSRI study with borderline personality
disorder patients of which we are aware (10).

A question that remains to be answered is whether par-
ticular limitations of the current trial may account for the
lack of an effect of treatment with fluvoxamine on anger
and impulsivity. First, the dose of fluvoxamine, 150 mg/
day, may have been too low for the treatment of impulsive
and aggressive behavior. However, this dose was chosen
because it is fairly high and is sufficient for most indica-
tions but is low enough to restrict side effects. Fluvoxam-
ine inhibits its own metabolism; an increase of the daily
dose from 150 to 200 mg can increase the fluvoxamine
plasma level by 100% and considerably increase the ad-
verse effects of the medication and, as a result, the drop-
outrate. The fact that from week 12 to week 24 one-third of
the remaining subjects used a dose of 200 mg/day could
be an indication of a physiological adjustment to the drug
and the need of a higher dose to maintain the symptom
improvement. However, the increased doses had no fur-
ther statistical impact on the measurements at weeks 12
and 24. Second, it cannot be ruled out completely that the
power of the study was too small to detect smaller differ-
ences in reductions of anger and impulsivity and interac-
tions with depression. Furthermore, the failure to detect
an improvement in impulsive and aggressive behavior af-
ter fluvoxamine treatment might be related to the fact that
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only female patients without alcohol and drug problems
were included in the study. Finally, the lack of an effect of
fluvoxamine on impulsivity might also be related to the
relatively low internal consistency of the impulsivity sub-
scale of the Borderline Personality Disorder Severity Index
(alpha=0.48).

Until now, we believe that the correlation between im-
pulsive aggressive behavior and serotonergic hypofunc-
tion has been observed exclusively in Caucasian men (see
reference 27 for review) and has not been demonstrated in
women (28-30). Furthermore, in a serotonergic challenge
study with m-CPP, we found no change in the severely
blunted prolactin and cortisol responses to m-CPP after 8
weeks of open treatment with fluvoxamine for 10 female
patients with borderline personality disorder (unpub-
lished report). Moreover, the blunting of the prolactin re-
sponse to m-CPP was highly correlated with sustained
childhood abuse but not with impulsive and aggressive
behavior (30). These data challenge the serotonin hypoth-
esis with respect to impulsive aggressive behavior in
women.

In sum, the present study addresses a major problem for
evidence-based medicine and the pharmacological treat-
ment of borderline patients. SSRIs are generally regarded
to be effective for the treatment of the affective dysregula-
tion and impulsive aggression found in borderline pa-
tients (12, 13). The findings of at least 10 open SSRI studies
all show statistically significant improvements, and ex-
trapolation from other studies of the effects of SSRIs on
impulsive aggression among patients with other personal-
ity disorders provides additional support for this assump-
tion (9). However, the only randomized, double-blind,
placebo-controlled study with exclusively borderline per-
sonality disorder subjects that we could locate did not rep-
licate the findings on impulsivity and aggression of the
open SSRI studies and the study with different impulsive
personality disorders. Our study provides at least some
support for SSRI treatment of rapid mood shifts in female
borderline patients. The scientific discussion of the role of
SSRIs in the treatment of borderline pathology is therefore
far from closed.

Additional randomized, double-blind, placebo-con-
trolled SSRI studies are needed and should involve larger
numbers of both female and male patients with border-
line personality disorder. In addition, more sophisticated
research strategies must be developed to solve the prob-
lem of high rates of response to placebo by patients with
borderline personality disorder and high dropout rates of
especially impulsive subjects. Therefore, the duration of
the placebo control phase should be restricted to a maxi-
mum of 6-12 weeks. Finally, research guidelines should
be developed to establish the use of a standard set of out-
come measures in order to facilitate comparisons across
studies.
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