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Abstract t 

Objective:: Selective serotonin reuptake inhibitors (SSRI's) are recommended for treatment of 
rapidrapid mood shifts, impulsivity and aggression in borderline patients. This recommendation 
isis based on the positive reports of at least 10 open and one small, double blind SSRI study 
withwith Borderline Personality Disorder (BPD) patients and one study of impulsive aggressive 
patientspatients with different personality disorders. The only randomized placebo controlled SSRI 
studystudy with BPD patients, however, provides inconclusive results due to a large placebo 
response.response. It was, therefore, decided to conduct a new randomized trial with a larger 
samplesample size. 
Method:: A double blind placebo controlled randomized trial using the SSRI fluvoxamine 
forfor 6 weeks followed by a blind half crossover for 6 weeks and an open follow up for 
anotheranother 12 weeks was conducted with 38 non-schizophrenic, non-bipolar female BPD 
patients.patients. As outcome measures were chosen the rapid mood shift, impulsivity, and 
aggressionaggression sub scales from the Borderline Personality Disorder Severity Index. 
Results:: Fluvoxamine but not the placebo produced a marked and long-lasting reduction in 
thethe scores on the rapid mood shift subscale. In contrast, no differential effect was observed 
betweenbetween the fluvoxamine and placebo group with respect to the impulsivity and aggression 
scores. scores. 
Conclusion:: In this study fluvoxamine improves rapid mood shifts infernale borderline 
patientspatients but not impulsivity and aggressiveness. This latter finding may be due to gender 
specificspecific differences in impulsivity and aggression. 
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Introduction n 
Patientss suffering from borderline personality disorder constitute a substantial group of the 
mentall  health care consumers and exhibit a broad spectrum of symptoms and behaviors: 
affectt lability with rapid mood shifts from normal to depressive states, distinct irritability 
orr anxiety, impulsive, aggressive and parasuicidal behavior. A considerable number of 
studiess points to the central 5 HT system as a possible target for psychopharmacological 
interventionn with impulsive, aggressive, and suicidal patients and also, therefore, with BPD 
patients.. (Brown et al 1982; Coccaro 1989; Oquendo et al 2000) Several open studies with 
selectivee serotonin reuptake inhibitors (SSRI's) in small groups of borderline patients 
suggestt that the prescription of an SSRI may be an effective pharmacological strategy to 
amelioratee BPD pathology. (Cornelius et al 1991; Markovitz et al 1991; Norden 1989; 
Coccaroo et al 1997; Salzman et al 1995; Norden 1989; Cornelius et al 1990; Coccaro et al 
1990)) However, the results of the only double blind placebo controlled randomized trial 
withh 14 female and 8 male borderline patients with mild to moderate symptomatology did 
nott confirm the positive results of the open studies due to a very high placebo response. 
Onlyy after post hoc refinement of the analysis and the introduction of a measure of placebo 
responsee statistically significant differences were obtained with respect to anger and 
aggression.. (Salzman et al 1995) A statistically significant improvement in impulsive 
aggressionn was observed in another double blind randomized SSRI study with 28 male and 
122 female subjects suffering from a variety of impulsive DSM III-R personality disorders 
(133 BPD subjects) after a trial of 12 weeks. However, the authors warned that the results of 
thiss study must be interpreted with caution due to a substantial drop out rate of 439c 
(Coccaroo et al 1989) 

Beyondd these promising but controversial results with SSRI's, no further double blind 
placeboo controlled studies have been performed using larger samples of borderline patients 
withh severe borderline pathology. Moreover, based on these findings of the SSRI studies, 
SSRII  treatment is recommended for BPD patients with affect labilty, impulsivity and 
aggressiveness.. (Soloff 2000; Soloff 1998b) 
BPDD patients are susceptible to a broad spectrum of axis I disorders such as affective 
disorders,, anxiety disorders (including PTSD), eating disorders, and substance use 
disorders.. (Zanarini et al 1998) In all of the SSRI treatment studies performed with PD 
patientss to date, current major depressive disorder was an exclusion criterion due to the 
antidepressivee effects of SSRI's. Such a criterion, however, fails to recognize that SSRI's 
alsoo constitute an effective form of treatment for many patients with anxiety disorders 
(includingg PTSD) and eating disorders. (Kent et al 1998; Hudson et al 1998; Brady et al 
2000)) Furthermore, exclusion of all BPD patients with one or more co-existing axis I 
disorderr would reduce the sample to a marginal group with mild pathology. A clinically 
moree relevant research strategy might, therefore, be to less rigorously exclude comorbid 
axiss I disorders and to mark them as covariants in the statistical analysis. In addition to the 
abovee complications, the severity of BPD pathology raises some major ethical and practical 
issuess with regard to the use of a long-term double blind placebo controlled design. Taking 
thiss into account, it was decided to design the study in such a manner that the length of the 
placebo-controlledd phase would be kept to a minimum but without the loss of statistical power. 
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Thee present study includes the largest group (N=38) of well-diagnosed BPD patients with 
moderatee to severe pathology so far studied in a pharmacotherapeutical trial. A double 
blindd placebo controlled randomized trial using the SSRI fluvoxamine for 6 weeks 
followedd by a blind half crossover (with fluvoxamine replacing the placebo) for 6 weeks 
andd an open follow up (in which all patients were offered fluvoxamine) for another 12 
weekss was conducted. This study investigates - following the mentioned treatment 
recommendationn - the effects of fluvoxamine on the BPD symptoms such as rapid mood 
shifts,, impulsivity and anger. Potential interaction effects with relevant axis 1 disorders 
weree taken into account in the statistical analysis. 

Methods s 
Subjects Subjects 
Physicallyy healthy females (18-50 years) were recruited from psychiatric outpatient clinics, 
communityy mental health centers and by advertising in newspapers and on the Internet. 
Givenn this heterogeneous sampling frame, a rigorous diagnostic procedure was applied to 
selectt a homogeneous study population with moderate to severe DSM-IV borderline 
personalityy disorder. In order to be included in the study, all patients had to obtain a score 
off  110 or more on the borderline and distress scale of a self-report screener for personality 
disorderss (ADP-1V), meet 5 or more of the criteria on a semi-structured personality 
disorderr diagnostic interview (SIDP-IV). and receive a score of 20 or more on the basis of 
aa fully structured interview, the borderline personality disorder severity index (BPDSI). 
Inn addition, all eligible subjects were somatically screened and physically examined to 
excludee medical illnesses. Physical screening included an electrocardiogram, a complete 
bloodd count, routine blood chemistry and urine analysis. Psychiatric exclusion criteria 
were:: schizophrenia, a life-time episode of mania, current major depression lasting more 
thann 4 weeks, current opiate or cocaine, alcohol or cannabis abuse or dependence 
accordingg to a fully structured psychiatric interview (CID1). All psychoactive drugs had to 
bee stopped after signing the informed consent and all participants had to be medication 
freee for at least two weeks (and six weeks for fluoxetine) prior to entering the trial. 
Al ll  of the patients were given both written and verbal information and asked to provide 
writtenn consent before entering the study. A total of 38 subjects qualified for participation 
inn the study. 

Design Design 
Thee study consisted of a double-blind placebo controlled randomized trial of 6 weeks, 
followedd by a half crossover for another 6 weeks and an open treatment period of 12 
weekss to evaluate the effects of fluvoxamine (150 mg to 250 mg daily) on borderline 
personalityy disorder pathology (see Figure 1). The 38 subjects were randomly allocated to 
thee fluvoxamine or placebo conditions. After randomization, subjects entered the double-
blindd placebo-controlled phase of 6 weeks. At the end of this period, all subjects received 
fluvoxaminee for 6 weeks without breaking the randomization code (half crossover). 
Inn cases of insufficient clinical improvement according to the treating physician after 
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weekk 10, an adjustment of the daily dosage of 150 mg fluvoxamine could be made. 
Thee 6 week single-blind phase was followed by a 12 week open phase with fluvoxamine 
prescribedd to all subjects. 
Psychiatricc assessments took place at screening (To), at baseline just before randomization 
(Ti)) and at weeks 6 (T2), 12 (T3), and 24 (T<0. Adverse events were recorded every two 
weeks. . 

DesignDesign of the study and points of measurement (R=Randomization/Minimiziation) 

placebo o 

66 weeks 

luvoxamine e 

fluvoxamine fluvoxamine 

66 weeks 

fluvoxamine fluvoxamine 

fluvoxamine fluvoxamine 

122 weeks 

fluvoxamine e 

Screening g 
T,, T, 

Baselinee 6 weeks 
T3 3 

122 weeks 
T4 4 

244 weeks 

DURATIONN FLUVOXAMIN E 
TREATMENT T 

Experimentall  Group 

Originall  Control Group 

1 1 rr  1 

66 weeks 

00 weeks 

' ' 

22 weeks 

66 weeks 

T T 

244 weeks 

188 weeks 

FigureFigure J 

Assessments Assessments 
1)) Diagnosis of BPD 
a)a) Assessment of DSM-IV Personality Disorder (ADP-IV) (Schotte et al 1998) Prescreening 
forr the presence of a DSM-IV borderline personality disorder was performed with a self-
reportt questionnaire, the Assessment of DSM IV Personality Disorder (ADP-IV). 
Thee ADP-IV consists of 94 items representing the 80 criteria for the 10 different DSM IV 
personalityy disorders. The item response format emphasizes the pathology conceptualization 
off  the DSM-IV by scoring an item on both a 7-point trait and a 3-point trait-related distress 
scale.. In order to move to the next phase in the diagnostic procedure, subjects had to score 
1100 points or more on the BPD distress scale. (Schotte et al 1998) 
b)b) Structured Inteniew for DSM-IV Personality Disorders (SIDP-IV). The presence or 
absencee of a DSM-IV borderline personality disorder was established with the validated 
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Dutchh version of the SIDP-IV. (Pfohl et al 1995; Jong et al 1996) Three psychologists who 
weree specially trained by the Dutch translators of the SIDP-IV administered the SIDP-IV. 
Thee interviews were videotaped and reassessed by another interviewer, who was blind for 
thee diagnosis. The final diagnosis was obtained by consensus. In order to be included in 
thee study, subjects had to meet at least five of the nine borderline criteria. 
c)c) Borderline Personality Disorder Severity Index (BPDSI). (Arntz et al 2002) (Weaver et 
all  1993) The BPDSI was used to select only those borderline patients with moderate to 
severee borderline pathology. The BPDSI is a fully structured interview that aims to 
measuree the frequency of DSM-IV BPD symptoms over the past 3 months on a 10-point 
scale,, ranging from 0 (no occurrence), 1 (one occurrence in three months), 5 (6, or 7 
occurrencess in three months or once every two weeks), to 10 (daily). In order to be 
includedd in the study, subjects had to score 20 or more on the BPDSI. 

22 Diagnosis of Axis I disorders 
CompositeComposite International Diagnostic Interview, lifetime module (CIDI). (WHO 1997; 
Smittenn et al 1997) The CIDI is a fully-structured interview aimed at the diagnosis of 
DSM-IVV and ICD-10 disorders, including schizophrenia, substance use disorders, unipolar 
andd bipolar affective disorders, anxiety disorders (including PTSD), and eating disorders. 
Al ll  researchers were trained by the staff of the Dutch CIDI Training and Reference Center 
inn Amsterdam. 

33 Outcome measures 
BorderlineBorderline Personality Disorder Severity Index (BPDSI). To test our hypothesis, the 
followingg BPDSI subscales were selected:. Rapid Mood Shifts, which contains three 
questionss concerning brief mood shifts (i.e., changes from a normal mood to depression, 
irritability ,, and/or anxiety). Anger, which contains four questions concerning verbal and 
physicall  aggression as well as fits of temper. Impulsivity, which contains ten questions 
concerningg several (potentially) harmful and therefore pathologically impulsive behaviors. 
Thee BPDSI and its subscales have proven to be reliable and sensitive to change in earlier 
studies.. (Arntz et al 2002) 

44 Statistical analysis 
Too test the efficacy of fluvoxamine after the 6 week double-blind placebo controlled phase 
off  the study an intention-to-treat analysis was performed using the scores from the BPDSI 
subscaless as the primary outcome variables. Separate analyses of covariance were 
performedd with each of the BPDSI subscales as the dependent variable, the baseline score on 
thee BPDSI subscale as a covariate, and the fluvoxamine-placebo (treatment) grouping factor 
ass the independent variable. Drop outs were taken into account in the intention-to-treat 
analysess using an unbalanced repeated measure model with structured covariance matrices. 
(Dixonn 1992) 
Too test the probable influence of co-existing axis I disorders on the improvement of BPD 
symptomss with fluvoxamine treatment, a series of 2 x 2 analyses of covariance (ANCOVAs) 
weree performed using the week 6 ratings for the BPDSI subscales as the dependent 
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variables,, the baseline scores on the BPDSI subscales as a covariate, the treatment grouping 
factorr and the presence of a comorbid diagnosis of depression or PTSD as independent 
variables,, an interaction term for the treatment grouping factor and the presence of a 
comorbidd axis I disorder. A significant interaction term (treatment x comorbid axis I 
disorder)) was taken to indicate significant mediation of the fluvoxamine treatment effect 
byy the presence of comorbid axis I disorders. 
Too explore the speed of recovery, data for the 24 weeks of fluvoxamine treatment for the 
experimentall  group were combined with the data for the 18 weeks of fluvoxamine 
treatmentt for the initial placebo group. This combination of data provides BPDSI subscale 
scoress at baseline (Ti) and after 6 weeks of fluvoxamine treatment for both the 
experimentall  (Ti) and initial placebo group (N=20 and N=18 at baseline and N=19 and 
N=188 after 6 weeks, respectively), scores after 12 weeks of fluvoxamine treatment for the 
experimentall  group only (N=17) (T3), scores after 18 weeks of fluvoxamine treatment for 
thee original placebo group only (N=14) (T3), and scores for 24 weeks of fluvoxamine 
treatmentt for the experimental group only (N=16) (T5). (see Figure 1) Two types of 
analysess were then performed: 1) analyses using the existing data from partly different 
populationss at the different points in time (real data matrix), and 2) analyses using the 
covariancee matrix for non-missing values as the basis for imputation of missing values 
resultingg in estimates for all 38 subjects at all points in time (completed data matrix). 
(Dixonn 1992) Three separate analyses of variance with repeated measures (MANOVAs) 
weree conducted on the completed data matrix with the three BPDSI subscales as dependent 
variables.. Helmert contrasts were used to evaluate significant changes. 
Alll  of the statistical tests were conservatively two-tailed and utilized a 5% level of 
significance. . 
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Results s 
SampleSample characteristics: 
Inspectionn of the first two columns of Tables 1 and 2 shows the randomization process to 
bee successful. No significant differences in the fluvoxamine and placebo groups in terms 
off  sociodemographics, axis I disorders, or personality traits were observed at baseline. 
Itt should be noted, however, that the difference in the prevalence of PTSD between the two 
groupss almost reached statistical significance (459c versus 16%: p=.06). 

SampleSample Characteristics 

Characteristics s 

D D 
Age e 
Yearss of education 
No.(%)) of subjects 
Withh partner 
Employment t 

BPDD criteria: 
Meann no. of SIDP-IV 

criteriaa  SD 
BPDSII  total score 

Currentt axis I disorders 
Moodd disorders 
Depression3 3 

Dysthymia a 
Anxietvv Disorder 
Gen.Anxiety y 
PTSD D 

Al ll  subjects 

(n=38) ) 

6 6 
7 7 

200 (52) 
17(45) ) 

3 3 
0 0 

111 (28) 
8(21) ) 

3(8) ) 
12(32) ) 

Fluvoxamine e 

(n=20) ) 

6 6 
5 5 

11(55) ) 
10(50) ) 

2 2 
0 0 

7(35) ) 
5(25) ) 

1(5) ) 
9(45) ) 

**  P value for difference between fluvoxamine- and placebo 
SIDP-IVV = Structured Interview for DSM-IV Personality 
BPDSII  = Borderline Personality Disorder Severity Index 

aa Depression = episode not longer than 4 weeks 

Placebo o 

(n=18) ) 

7 7 
0 0 

9(50) ) 
7(39) ) 

4 4 
2 2 

4(22) ) 
3(16) ) 

2(11) ) 
3(16 6 

-treatedd sub 
Disorders; ; 

p* * 

.33 3 

.54 4 

.76 6 

.49 9 

.79 9 

.77 7 

.40 0 

.10 0 

.50 0 

.06 6 

ects. . 
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EffectEffect of fluvoxamine on BPD symptomatology 
Tablee 2 shows the effects of fluvoxamine on BPD pathology. Although significant decreases 
onn all three BPDSI subscales were observed in both conditions after six weeks, a differential 
decreasee indicating a larger decrease for the fluvoxamine group when compared to the 
placeboo group was only observed for the rapid mood shifts subscale (F (1,35) = 4.47; 
p=.042).. The results of a 2 x 2 analysis of covariance indicate that the effects of 
fluvoxaminee on BPDSI subscale scores are likely to occur independent of the presence of 
affectivee disorders and PTSD. 

BPDBPD pathology ratings at baseline and week 6 for BPD patients treated 
fluvoxamine fluvoxamine 

BPDSI I 

Moodd shifts 
Anger r 
Impulsivity y 

andand placebo 

Baselinee Rating 

Fluvoxaminee Placebo 

N=200 N=18 

22 2 
44 2 
00 1.15+0.86 

Weekk 6 

Fluvoxaminee Placebo 

N=20**  N=18 

44 9 
00 0 
66 4 

with with 

Ancova a 

F F 

(1,35) ) 

4.47 7 
0.58 8 
0.29 9 

p* * 

0.042 2 
0.452 2 
0.593 3 

BPDSII  = Borderline Personality Disorder Severity Index; *p values for ANCOVAs comparing 
scoress for fluvoxamine and placebo conditions at week 6 corrected for baseline scores. 
Testss are two-tailed tests. 
^Dropoutss are taken into account in an intention to treat analysis using the BMDP 
imputationn technique. 

MinimalMinimal fluvoxamine treatment duration to show improvement 
Figuree 2 shows that the main effect of fluvoxamine is constituted in the first six weeks. 
AA repeated measures analysis of variance revealed a significant symptom reduction between 
baselinee (Ti) and week 6 to week 24 (T2 to Ts) for the 3 BPDSI subscale scores. Post hoc 
Helmertt contrast analysis also shows that the most substantial symptom decrease took 
placee during the first 6 weeks of treatment with fluvoxamine. The amount of symptom 
decreasee during the remaining 18 weeks of treatment with fluvoxamine failed to show 
significantt differences compared with the measurement of week 6 (T2 versus T3 to Ts). 

FigureFigure 2 
Coursee of fluvoxamine treatment on BPDSI subscales 
acrosss a period of 24 weeks with imputed data (n=38) 
(post-hocc contrast MANOVA). 
Tii  versus T2 to T5: 

rapidd mood shifts (F(4.34) = 43.96: p < 0.000) 
angerr (F(4.34) = 10.96: p < 0.000) 
impulsivityy (F(4.34)=9.69: p < 0.000). 

T22 versus T3 to Ts: 
rapidd mood-shifts F(4,36) 43.96, t = 1.04 p< 0.303 
angerr F(4,36) 10.96, t = 541 p< 0.591 
impulsivityy F(4,36)6.69 t = 0.98, p< 0.333 

10 0 
99  Mood-shifts HAnger y 

00 n 
uu / 
KK  6 

DD 5 
%% 4 
§§ 3 

** Ï 
0 0 
ÏLLik ÏLLik 

TITI  T2 T3 T4 T5 
Baselinee 6 wks 12 wks 18 wks 24 wks off  fluvoxamine treatment 



78 8 
Neuro-endocrinee Scars 
off  Childhood Abuse in BPD 

AdverseAdverse events and drop out 
Tablee 3 shows that the patients in the placebo as well as in fluvoxamine groups frequently 
reportt adverse events after the initial two weeks of study. In general, the fluvoxamine 
groupp complained significantly more often than the placebo group (90%versus 56%: 
p=.02)) although the only specific significant difference was found for nausea (45% versus 
ll%:p=.02). . 

Frequencyy of adverse events after the second week of 
thee placebo controlled phase of the trial 

Noo (%) of subjects 

Adversee events 

Anyy adverse event: 

Specific: : 
Nausea a 
Fatigue e 
Sleepp disturbance 
Anorexia a 
Agitation n 
Anxiety y 

Fluvoxamine e 
(n=20)(n=18) ) 

18(90%) ) 

99 (45%) 
55 (25%) 
88 (40%) 
66 (30%) 
66 (30%) 
55 (25%) 

Placebo o 

300 (56%) 

2(11%) ) 
2(11%) ) 
55 (28%) 
2(11%) ) 
55 (28%) 
3(17%) ) 

P P 

.02 2 

.02 2 

.28 8 

.43 3 

.16 6 

.89 9 

.53 3 

Duringg the placebo-controlled phase, two subjects from the placebo condition dropped out 
duee to serious symptom aggravation in the form of self-damaging behaviors and were 
treatedd openly with fluvoxamine after symptom assessment and one subject in the 
fluvoxaminee group due to severe side effects (1/20=5%). During the 24 weeks of study, 
aa total of eight subjects (21%) dropped out because of: lack of efficacy (2); adverse events 
(2);; start of psychotherapy (2): without comment (2). 
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Discussion n 
Thiss randomized double-blind placebo controlled SSRI trial with a sample of 38 female 
borderlinee subjects with moderate severity of pathology demonstrates a statistically 
significantt and clinically relevant effect of fluvoxamine on the occurrence of rapid mood 
shifts.. The effect was found to occur independent of a co-existing PTSD or depression. 
Moreover,, this effect is reached within the first six weeks of treatment and seems to persist 
duringg the follow-up of 18 weeks. (Figure 2) No differential effect of treatment with 
fluvoxaminee could be observed for the other two BPDSI subscales measuring pathological 
angerr and impulsivity due to similar symptom reduction for both the placebo and 
fluvoxaminee groups. (Table2) This finding corroborates the results of the only other 
double-blindd placebo controlled SSRI study with exclusively BPD patients. (Salzman et al 
1995) ) 
AA question that remains to be answered is whether particular limitations of the current trial 
itselff  may account for the lack of an effect of treatment with fluvoxamine on anger and 
impulsivity. . 
Firstly,, the dosage of 150 mg of fluvoxamine may have been too low for the treatment of 
impulsivee and aggressive behavior. The dosage of 150 mg was chosen because it is a fairly 
highh dosage and sufficient for most indications and to restrict side effects. Fluvoxamine 
inhibitss its own metabolism; an increase of the daily dosage from 150 to 200 mg can 
increasee the fluvoxamine plasma level by 100% with a considerable increase in the adverse 
effectss of the medication and an increased risk of drop out as a result. 
Secondly,, it cannot be completely excluded that the power of the study was too small to 
detectt smaller differences in symptom reduction of anger and impulsivity and interactions 
withh depression. This is especially true in this study with an outcome of relatively low base 
ratess of comorbid axis I disorders. 
Further,, the failure to detect an improvement of impulsive and aggressive behavior after 
fluvoxaminee might be related to the third limitation of the current study, i.e. the fact that 
onlyy female BPD patients were included. 
Untill  now, the correlation between impulsive aggressive behavior and serotonergic 
hypofunctionn has been observed exclusively in Caucasian males (see for review (Verhoeven 
ett al 1997) and has not been demonstrated in female samples.(Cleare et al 1997; Manuck 
ett al 1998; Rinne et al 2000) Furthermore, in a serotonergic challenge study with 
m-chlorophenylpiperazinee (m-CPP), we found no change of the severely blunted prolactin 
andd Cortisol responses to m-CPP after an open treatment of 8 weeks with fluvoxamine of 
100 female BPD patients (submitted). These data challenge the serotonin hypothesis with 
respectt to impulsive aggressive behavior in women. 

Inn conclusion, the present study addresses a major problem for evidence-based medicine 
andd the pharmacological treatment of borderline patients. SSRI's are generally regarded to 
bee effective for the treatment of the affective dysregulation and impulsive aggression found 
inn borderline patients.(Soloff 1998a;Soloff 2000) The findings of at least 10 open SSRI 
studiess all show statistically significant improvements, and extrapolation from other studies 
investigatingg the effects of SSRFs on impulsive aggression among patients with other 
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personalityy disorders provides additional support for this assumption. (Coccaro et al 1997) 
However,, the only two randomized double-blind placebo controlled studies with exclusively 
BPDD subjects currently available did not replicate the findings with respect to impulsivity 
andd aggression of the open SSRI studies and the study with different impulsive personality 
disorders.. Our study provides limited support for a SSRI treatment of rapid mood shifts in 
femalee borderline patients. The scientific discussion of the role of SSRI's in the treatment 
off  BPD pathology is therefore far from closed. 
Additionall  randomized double-blind placebo controlled SSRI studies are absolutely needed 
withh both female and male BPD patients and larger sample sizes. In addition, more 
sophisticatedd research strategies must be developed to solve the problem of high placebo 
responsee rates among BPD patients and high drop out rates especially of impulsive 
subjects.. Therefore the duration of the placebo-controlled phase should be restricted to a 
maximumm of 6-12 weeks. Finally, research guidelines should be developed to establish the 
usee of a standard set of outcome measures in order to facilitate comparisons across studies. 
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