Appendix 3: Antipsychotics, mood stabilizers, antidepressants and other medications
in the treatment of borderline personality disorder (BPD)

Antipsychotics

The drug class with the most supporting data is that of antipsychotics, olanzapine in particular.
An early study of olanzapine showed reductions in anxiety, anger, paranoia and interpersonal
sensitivity, but less than one-third of the sample completed the study.' Subsequent studies
found more support for olanzapine: one found improvement on clinician ratings of BPD
symptoms with an effect size of 0.77 when compared with plalcebo,2 with another showing
reduced aggression and depression compared with fluoxetine,” or reduced anxiety and
depression ratings compared with placebo when added to dialectical behaviour therapy.4 More
recently, several larger trials have used a variety of outcome measures, including some
specific to BPD. In one, olanzapine in doses between 2.5 and 20 mg/d led to faster reduction
in symptoms, but there was no difference at 12 weeks, with an effect size of 0.03 (95%
confidence interval [CI] —0.20 to —0.25).> A related 12-week study found that olanzapine 5 to
10 mg/d, but not lower doses, led to reductions in BPD symptoms compared with placebo,
with an effect size of 0.29 (95% CI 0.06 to 0.52), but the effect was more robust at 6 weeks
than at 12 weeks.® All studies reported adverse effects, particularly weight gain and metabolic
changes, with olanzapine.

As for other antipsychotics, one study comparing aripiprazole 15 mg/d with placebo found
decreases in almost all psychiatric symptoms at 8 weeks,’ with results stable after 18 months
of open-label follovv—up.8 Studies of ziprasidone,9 thiothixene'’ and triﬂuoperazine“ found
minimal or no differences compared with placebo. Older studies with haloperidol found mixed
results, with one reporting greater improvement compared with amitriptyline and placebo, '
but another found no benefit initially' > and worsening of depression at 16-week follow-up.'*

Mood stabilizers

Mood stabilizers are frequently prescribed in patients with BPD, under the assumption that
affective instability may be related to changes seen in bipolar disorders. One older study found
physician-rated improvements in mood, anxiety, suicidality and impulsivity with
carbamazepine,'' but a second study found no significant effects with carbamazepine.'” Two
studies of lamotrigine showed a 45% greater reduction in affective lability with lamotrigine
and also significant reductions in impulsivity after 12 weeks'® and reduced anger at 8 weeks,'”
but the sample sizes were small and the completion rates low.

Topiramate was studied by one research group and was found to reduce psychiatric symptoms,
anger and interpersonal difficulties and to improve health-related quality of life at 8 and 10
weeks;'® ™ reduction in anger remained significant at open-label follow-up at 18 months.*'*
Three studies of divalproex were limited by small sample sizes and high dropout rates: one
showed no effects on aggression or depression in the intent-to-treat analysis, another showed
some reduction in impulsivity and aggression only among patients with higher baseline
levels,** and a third, a 6-month study, showed 30%—40% reductions in interpersonal
sensitivity and anger but only included patients who also had bipolar-II disorder.”
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Antidepressants

Antidepressants have been studied less extensively in BPD. One study of fluvoxamine showed
significantly greater reductions on a subscale measuring rapid mood shifts when compared
with placebo, with a significant advantage for fluvoxamine observed in the first 6 weeks of
treatment and then diminishing afterward.”® Two studies of fluoxetine for anger and
impulsivity in BPD patients without a diagnosis of major depressive disorder showed
reductions compared with placebo at 3 months, but no significant effect of medication on
depressive symptoms was noted in the primary analyses.””*® One study of fluoxetine in
combination with dialectical behaviour therapy found no added benefit of the medication.” Of
the monoamine oxidase inhibitors, phenelzine showed few benefits compared with placebo, '
particularly at 16 weeks,'* whereas evidence for the efficacy of tranylcypromine was limited
by a small sample and the absence of standardized rating scales.'' As for tricyclic
antidepressants, amitriptyline was not found to be effective.'?

Other medications

A study that tested alprazolam in a placebo-controlled crossover design found worsening of
suicidality after 6 weeks, with no noted benefits.'' Clonidine was found to produce a
significant 18% decrease in hyperarousal compared with placebo during a 2-week treatment
period, but the benefits were only significant among patients with comorbid post-traumatic
stress disorder.’® Single-dose intravenous naloxone was studied in comparison with placebo
for the treatment of dissociative symptoms, but there was no benefit over placebo.’' Finally,
one small study comparing ethyl-eicosapentaenoic acid with placebo found significantly
greater reductions in aggression and depressive symptoms in the treatment group.3 2

References

1. Zanarini MC, Frankenburg FR. Olanzapine treatment of female borderline personality disorder patients: a
double-blind, placebo-controlled pilot study. J Clin Psychiatry. 2001;62(11):849-54.

2. Bogenschutz MP, George Nurnberg H. Olanzapine versus placebo in the treatment of borderline
personality disorder. J Clin Psychiatry. 2004;65(1):104-9.

3. Zanarini MC, Frankenburg FR, Parachini EA. A preliminary, randomized trial of fluoxetine, olanzapine,
and the olanzapine-fluoxetine combination in women with borderline personality disorder. J Clin
Psychiatry. 2004;65(7):903-7.

4. Soler J, Pascual JC, Campins J, et al. Double-blind, placebo-controlled study of dialectical behavior therapy
plus olanzapine for borderline personality disorder. Am J Psychiatry. 2005;162(6):1221-4 [erratum
2008;165(6):777].

5. Schulz SC, Zanarini MC, Bateman A, et al. Olanzapine for the treatment of borderline personality disorder:
variable dose 12-week randomised double-blind placebo-controlled study. Br J Psychiatry.
2008;193(6):485-92.

6. Zanarini MC, Schulz SC, Detke HC, et al. A dose comparison of olanzapine for the treatment of borderline
personality disorder: a 12-week randomized, double-blind, placebo-controlled study. J Clin Psychiatry.
2011;72:1358-62.

7. Nickel MK, Muehlbacher M, Nickel C, et al. Aripiprazole in the treatment of patients with borderline
personality disorder: a double-blind, placebo-controlled study. Am J Psychiatry. 2006;163(5):833-8.

8. Nickel MK, Loew TH, Pedrosa Gil F. Aripiprazole in treatment of borderline patients, part II: an 18-month
follow-up. Psychopharmacology (Berl). 2007;191(4):1023-6.

9.  Pascual JC, Soler J, Puigdemont D, et al. Ziprasidone in the treatment of borderline personality disorder: a
double-blind, placebo-controlled, randomized study. J Clin Psychiatry. 2008;69(4):603-8.

10.  Goldberg SC, Schulz SC, Schulz PM, et al. Borderline and schizotypal personality disorders treated with
low-dose thiothixene vs placebo. Arch Gen Psychiatry. 1986;43(7):680-6.

11.  Cowdry RW, Gardner DL. Pharmacotherapy of borderline personality disorder. Alprazolam,
carbamazepine, trifluoperazine, and tranylcypromine. Arch Gen Psychiatry. 1988;45(2):111-9.

Appendix to: Biskin RS, Paris J. Management of borderline personality disorder. CMAJ 2012. DOI:10.1503/cmaj.112055.
Copyright © 2012 Canadian Medical Association or its licensors



12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

Soloff PH, George A, Nathan S, et al. Amitriptyline versus haloperidol in borderlines: final outcomes and
predictors of response. J Clin Psychopharmacol. 1989;9(4):238-46. Epub 1989/08/01.

Soloff PH, Cornelius J, George A, et al. Efficacy of phenelzine and haloperidol in borderline personality
disorder. Arch Gen Psychiatry. 1993;50(5):377-85.

Cornelius JR, Soloff PH, Perel JM, et al. Continuation pharmacotherapy of borderline personality disorder
with haloperidol and phenelzine. Am J Psychiatry. 1993;150(12):1843-8.

de la Fuente JM, Lotstra F. A trial of carbamazepine in borderline personality disorder. Eur
Neuropsychopharmacol. 1994;4(4):479-86.

Reich DB, Zanarini MC, Bieri KA. A preliminary study of lamotrigine in the treatment of affective
instability in borderline personality disorder. Int Clin Psychopharmacol. 2009;24(5):270-5.

Tritt K, Nickel C, Lahmann C, et al. Lamotrigine treatment of aggression in female borderline-patients: a
randomized, double-blind, placebo-controlled study. J Psychopharmacol. 2005;19(3):287-91.

Nickel MK, Nickel C, Mitterlehner FO, et al. Topiramate treatment of aggression in female borderline
personality disorder patients: a double-blind, placebo-controlled study. J Clin Psychiatry.
2004;65(11):1515-9.

Nickel MK, Nickel C, Kaplan P, et al. Treatment of aggression with topiramate in male borderline patients:
a double-blind, placebo-controlled study. Biol Psychiatry. 2005;57(5):495-9.

Loew TH, Nickel MK, Muehlbacher M, et al. Topiramate treatment for women with borderline personality
disorder: a double-blind, placebo-controlled study. J Clin Psychopharmacol. 2006;26(1):61-6.

Loew TH, Nickel MK. Topiramate treatment of women with borderline personality disorder, part II: an
open 18-month follow-up. J Clin Psychopharmacol. 2008;28(3):355-7.

Nickel MK, Loew TH. Treatment of aggression with topiramate in male borderline patients, part II: 18-
month follow-up. Eur Psychiatry. 2008;23(2):115-7.

Hollander E, Allen A, Lopez RP, et al. A preliminary double-blind, placebo-controlled trial of divalproex
sodium in borderline personality disorder. J Clin Psychiatry. 2001;62(3):199-203.

Hollander E, Swann AC, Coccaro EF, et al. Impact of trait impulsivity and state aggression on divalproex
versus placebo response in borderline personality disorder. Am J Psychiatry. 2005;162(3):621-4.
Frankenburg FR, Zanarini MC. Divalproex sodium treatment of women with borderline personality
disorder and bipolar II disorder: a double-blind placebo-controlled pilot study. J Clin Psychiatry.
2002;63(5):442-6.

Rinne T, van den Brink W, Wouters L, et al. SSRI treatment of borderline personality disorder: a
randomized, placebo-controlled clinical trial for female patients with borderline personality disorder. Am J
Psychiatry. 2002;159(12):2048-54.

Salzman C, Wolfson AN, Schatzberg A, et al. Effect of fluoxetine on anger in symptomatic volunteers with
borderline personality disorder. J Clin Psychopharmacol. 1995;15(1):23-9.

Coccaro EF, Kavoussi RJ. Fluoxetine and impulsive aggressive behavior in personality-disordered subjects.
Arch Gen Psychiatry. 1997;54(12):1081-8. Epub 1997/12/24.

Simpson EB, Yen S, Costello E, et al. Combined dialectical behavior therapy and fluoxetine in the
treatment of borderline personality disorder. J Clin Psychiatry. 2004;65(3):379-85.

Ziegenhorn AA, Roepke S, Schommer NC, et al. Clonidine improves hyperarousal in borderline
personality disorder with or without comorbid posttraumatic stress disorder: a randomized, double-blind,
placebo-controlled trial. J Clin Psychopharmacol. 2009;29(2):170-3.

Philipsen A, Schmahl C, Lieb K. Naloxone in the treatment of acute dissociative states in female patients
with borderline personality disorder. Pharmacopsychiatry. 2004;37(5):196-9.

Zanarini MC, Frankenburg FR. Omega-3 fatty acid treatment of women with borderline personality
disorder: a double-blind, placebo-controlled pilot study. Am J Psychiatry. 2003;160(1):167-9.

Appendix to: Biskin RS, Paris J. Management of borderline personality disorder. CMAJ 2012. DOI:10.1503/cmaj.112055.

Copyright © 2012 Canadian Medical Association or its licensors



