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PREVALENCE

 About 2% of the general population

 About 10% among individuals seen in outpatient mental health

clinics

 About 20% among psychiatric inpatients

 It ranges from 30% to 60% among clinical populations with

Personality Disorders



• Borderline personality disorders are estimated to be present in

more than 30% of individuals who die by suicide, about 40% of

individuals who make suicide attempts, and about 50% of

psychiatric outpatients who die by suicide.

• In clinical populations, the rate of suicide of patients with

borderline personality disorder is estimated to be between 8% and

10%, a rate far greater than that in the general population.

Oldham J, Am. J. Psychiatry 163:1, Jan 2006



Walter M et al. (2009). Addiction 104: 97-103



(DAS= Dysphoric Affect Scale; DES= Dissociative Experience Scale)





Bender DS et al. Am J Psychiatry 158: 295-302



Why Patients With Severe Personality Disorders Are Overmedicated

[…] Although specific psychological treatments (BDT, MBT) are known to be efficacious, they are not readily

available. The reason is that therapy takes time and is expensive in human resources. […] So, the

easiest choice is to focus on pharmacologic therapy for target symptoms rather than the personality

disorder as a whole […] Faced with desperate patients, and with limited access to specialized

psychotherapy, they do what they know how to do – they prescribe.

The current situation, in which patients with severe personality disorders receive almost routine polypharmacy is

unsatisfactory. The only way this situation can change is to make specialized psychotherapy more

readily available. If it were, then psychiatrists would be slower to reach for their prescription pad and more

likely to make referrals for psychological treatment. This problem requires a different kind of mental health

system. […]

Paris J, 2015. J Clin Psychiatry.



State of the art



Pharmacological treatment of borderline personality disorder: a retrospective
observational study at inpatient unit in Italy

ABSTRACT

Methods: Retrospective observational study evaluating 109 BPD inpatients from June 2011 to June 2013.

Results: There was evidence of an extensive use of drugs: benzodiazepines/hypnotics (85.2%),

antipsychotics (78.7%), mood stabilizers (70.4%) and antidepressants (31.5%). Polypharmacy was common

(83.5%). A longer length of stay in hospital was associated with the prescription of antipsychotic and/or

antidepressant medication, while a shorter hospitalization was associated with the use of a mood stabilizer.

Conclusions: The rates of prescription of different classes of drugs reported in our sample and in similar

‘naturalistic’ studies highlight a heterogeneous pattern of prescriptions for BPD. Mood stabilizers showed a

more favorable profile in terms in length of stay in hospital than antipsychotic and/or antidepressant. Our

results reiterate the discrepancy between international recommendations and everyday clinical practice.

Paolini et al., 2017. INT J OF PSYCH IN CLIN PRACT



Twenty-Year Trends in the Psychopharmacological Treatment of Outpatients with Borderline Personality

Disorder: A Cross-Sectional Naturalistic Study in Spain

Methods. Observational and cross-sectional study of all patients with a primary

diagnosis of BPD (n = 620) consecutively admitted to a BPD outpatient program

in Barcelona, Spain, from 2001 through 2020. For the analysis, prescription data

were grouped into four 5-year periods. Logistic regression models were

performed to identify sociodemographic and clinical variables associated with

pharmacological prescription and polypharmacy.

Results. The percentage of patients receiving pharmacotherapy decreased over

time. Antidepressant prescription rates remained highly stable over time

(74% of patients), while benzodiazepine use decreased significantly during

the study period (from 77 to 36%) and SGA use increased from 15 to 32%.

Psychiatric comorbidity was the main factor associated with

pharmacological treatment and polypharmacy, although a high percentage

of patients without comorbidity were also taking medications.

Conclusions. Over the past 20 years, the pharmacological treatment of BPD

outpatients has undergone important changes, most notably the decrease

in benzodiazepines and increase in SGAs. The findings of this study

demonstrate that pharmacotherapy is much more prevalent in patients with BPD

than recommended in most clinical guidelines.

Pascual et al., 2021. CNS Drugs



Psychopharmacological treatment of 2195 in-patients with Borderline personality disorder: A
comparison with other psychiatric disorders

Abstract:

70% of all BPD patients were medicated with

antipsychotics and/or antidepressants, 33% with

anticonvulsants, 30% with benzodiazepines, and 4%

with lithium; 90% received at least one, 80% ≥ 2, and

54% ≥ 3 psychotropic drugs concomitantly (mean: 2.8).

Prescription rates for quetiapine, the single drug most

often used in BPD (22%), increased significantly over

time.

Sedative antipsychotics and anticonvulsants were

prescribed more often in BPD than in the other

diagnostic groups, with the exception of bipolar

depression.

Contrary to the guidelines, about 90% of in-patients

with BPD received psychotropic drugs. Polypharmacy

was common, and antipsychotics with sedative profiles

such as quetiapine and mood-stabilizing

anticonvulsants such as valproate appear to be

preferred.

Bridler et al., 2015. European Neuropsychopharmacology



Off-Label Use of Second-Generation Antipsychotics in Borderline Personality
Disorder: A Survey of Italian Psychiatrists

Abstract

The guidelines for BPD treatment suggest non-pharmacological treatment as the first option, but SGAs are among the

overprescribed medications. This study aimed to explore Italian psychiatrists' attitudes toward off-label use of SGAs in BPD. A

randomly selected sample of Italian psychiatrists (n = 202) completed a questionnaire regarding off-label prescription of

SGAs.

Most respondents reported the off-label use of SGAs. Among the reasons supporting the prescription of SGAs, the

presence of strong published data was the most determining factor (51.5%).

The SGA olanzapine is considered the most appropriate, followed by quetiapine and aripiprazole.

Although off-label prescription of SGAs represents a common clinical practice in accordance with a worldwide trend, the use

of long-acting injection formulations was considered inappropriate by 69% of psychiatrists in our sample.

Our results reiterate the discrepancy between everyday clinical practice and international recommendations and show how

relevant the literature is in off-label drug prescription.

Aguglia et al., 2021 Journal of Personality Disorder



An historical perspective 
on pharmacotherapy in BPD



Pharmacotherapy for borderline personality disorder: 
Cochrane systematic review of randomised trials

Results Twenty-seven trials were included in which first- and secondgeneration

antipsychotics, mood stabilisers, antidepressants and omega-3 fatty acids were

tested. Most beneficial effects were found for the mood stabilisers topiramate,

lamotrigine and valproate semisodium, and the second-generation antipsychotics

aripiprazole and olanzapine. However, the robustness of findings is low, since they

are based mostly on single, small studies. Selective serotonin reuptake inhibitors so

far lack high-level evidence of effectiveness.

Conclusions The current evidence from randomised controlled trials suggests that

drug treatment, especially with mood stabilisers and second-generation

antipsychotics, may be effective for treating a number of core symptoms and

associated psychopathology, but the evidence does not currently support

effectiveness for overall severity of borderline personality disorder.

Pharmacotherapy should therefore be targeted at specific symptoms.

Lieb et al., 2010. BJPysch



Pharmacotherapy for Borderline Personality Disorder - Current Evidence and Recent Trends

Abstract

Drug treatment of patients with borderline personality disorder (BPD) is common but mostly not supported by evidence from high-

quality research. This review summarizes the current evidence up to August 2014 and also aims to identify research trends in terms

of ongoing randomized controlled trials (RCTs) as well as research gaps. There is some evidence for beneficial effects by

second-generation antipsychotics, mood stabilizers and omega-3 fatty acids, while the overall evidence base is still

unsatisfying. The dominating role SSRI antidepressants usually play within the medical treatment of BPD patients is

neither reflected nor supported by corresponding evidence. Any drug treatment of BPD patients should be planned and

regularly evaluated against this background of evidence. Research trends indicate increasing attention to alternative treatments

such as dietary supplementation by omega-3 fatty acids or oxytocin.

Stoffers & Lieb, 2015. Curr Psychiatry Rep





Is a symptom-based approach feasible for BPD?





Antipsychotics, Antidepressants, Anticonvulsants, and Placebo on the Symptom Dimensions of
Borderline Personality Disorder. A Meta-Analysis of Randomized Controlled and Open-Label Trials

Affective dysregulation Impulsive-behavioral dyscontrol Cognitive-perceptual

Vita et al., 2011. J Clin Psychopharmacol



Impulsivity and its Therapeutic Management
in Borderline Personality Disorder: a Systematic Review

Mungo et al., 2020. Psychiatric Quarterly



Impulsivity and its Therapeutic Management
in Borderline Personality Disorder: a Systematic Review

Mungo et al., 2020. Psychiatric Quarterly



Impulsivity and its Therapeutic Management
in Borderline Personality Disorder: a Systematic Review

Antipsychotics

Mungo et al., 2020. Psychiatric Quarterly



Impulsivity and its Therapeutic Management
in Borderline Personality Disorder: a Systematic Review

Other molecules

Mungo et al., 2020. Psychiatric Quarterly





Current and emerging medications for borderline personality disorder: 
is pharmacotherapy alone enough? - Antidepressants

The overall use of antidepressants in BPD has decreased recently.

Prescription of these agents is recommended only for comorbid affective disorder.

No placebo-controlled trials on the efficacy of antidepressants in BPD have been performed since 2010.

The main results were that SSRIs positively impacted affective symptoms in BPD. Controlled trials of SNRIs are lacking, and there have been no

new studies of new antidepressants (vortioxetine).

Bozzatello et al., 2020 Expert Opin Pharmacother



Bozzatello et al., 2020 Expert Opin Pharmacother

Large-scale double-blind placebo trials should be conducted. Drug-drug comparison trials between different mood stabilizers would clarify their

effects on symptom domains and establish whether there are significant differences in efficacy between the drugs.

Nonetheless, the available evidence suggests that valproate, topiramate, and lamotrigine are a therapeutic option in treating impulsivity,

anger, and affective instability in BPD patients.

Current and emerging medications for borderline personality disorder:
is pharmacotherapy alone enough? – Mood Stabilizers



New Antipsychotics in Treatment of Mood Instability and

Cognitive Perceptual Symptoms in Borderline Personality

Disorder

Haloperidol was associated with hostility, irritability, and impulsive-aggressive behaviors

reduction in BPD, but no improvement in global severity. Haloperidol seems to be responsible

of depressive symptoms during prolonged treatment.

FGAs can be administered to BPD patients during acute states with impulsive-aggressive

behaviors and psychotic-like symptoms but evidence on efficacy is limited. Thus, low doses

and for short periods are needed to reduce AEs.

SGAs are associated with fewer EPS, lower risk of tardive dyskinesia, and moderate effects on

negative affectivity, disinhibition, and interpersonal dysfunction.

Olanzapine and aripiprazole are efficacious both in treating cognitive-perceptual symptoms

and in decreasing mood instability and impulsive dyscontrol.

Quetiapine showed effects on a wide range of BPD symptoms, including impulsive-aggressive

behaviors, anger, and affective instability but evidence is limited due to lack of RCT.

Clozapine is useful in reducing impulsivity, affective instability, self-mutilating behaviors, and

cognitive-perceptual symptoms, reducing psychiatric admission but its use is limited due to AEs

and possible non-adherence in BPD population.

Limited results are provided regarding other anipsychotics.

Bellino et al., 2012 Current Psychopharmacology



Bozzatello et al., 2020. Expert Opin Pharmacother

Current and emerging medications for borderline personality disorder:
is pharmacotherapy alone enough? - Other psychotropic agents

• Omega-3 fatty (Bellino et al, 2014) (Bozzatello et al., 2018): 3 placebo-controlled studies compared the efficacy of omega-3 fatty acids

with placebo, and 1 RCT compared the association of omega-3 fatty acids and valproate with single valproate. The association of

eicosapentaenoic acid and docosahexaenoic acid was found efficacious in treating depressive symptoms, aggressive behaviors,

impulsivity, anger, and self-injury. One study evaluated long-term efficacy of these agents in BPD (6 months after discontinuation of omega-

3 fatty acids with ongoing valproate) suggested a long-lasting effect in terms of anger control.



[..] A careful examination of trials published in recent years provides only limited evidence of the efficacy of some mood

stabilizers (valproic acid), new generation antipsychotic (olanzapine and, to lesser degree, aripiprazole), and omega-3 fatty

acids.

The small number of controlled studies, the heterogeneity of the results, and the methodological shortcomings in methods impede

reaching any reliable conclusion on the utility of these drugs in clinical practice. Even less is known about specific adverse effects in

BPD. Therefore, we suggest using these psychotropic agents only when a comorbid condition is present, or an acute crisis has to be

addressed [..]

[..] Low-quality evidence, divergent guidelines recommendations, and differences between experimental settings and realworld clinical

practice contributed to confusion and contrasting findings.

At the moment, there is a generally low level of evidence to support the efficacy of psychotropic agents in BPD patients.

Bozzatello et al., 2020. Expert Opin Pharmacother

Current and emerging medications for borderline personality disorder: 
is pharmacotherapy alone enough? – Conclusions



In favor of 

pharmacotherapy
APA guidelines (2001)

Targeting three main psychopatological

domain (affective dysregulation, impulsivity,

and cognitive-perceptual symptoms),

pharmacotherapy is conceived as oriented at

specific symptoms domain to treat stated

symptoms during period of acute

decompensation and trait vulnerabilities.

Anyway, «patients with BPD should be

informed that there is no strong evidence

base for the prescription of any drug»

Word Federation of Societies of 

Biological Psychiatry (2007)

Affective dysregulation, impulsivity,

cognitive-perceptual symptoms and anger

are main drug targets.

Pharmacological effects are increased when

combined with psychosocial interventions.

Antidepressants and MS showed Level B

evidence of efficacy (fair), SGAs showed

Level C evidence (minimal).

In favor of 

psychotherapy

NICE guideline (2009)

Drug therapy is not recommended other

than to treat comorbid mental disorder or

to control specific acute symptoms during

a crisis and with short-term prescription.

Combined therapy

Australian National Health and Medical Research 

Council guidelines (2012)

Drug therapy is recognized as a second-line/adjunctive

treatment whereas psychotherapy is confirmed as the

first-line treatment.

Cochrane Review (Stoffer et al., 2015)

Importance to combine psychotherapy and medications.

Among drugs, some evidences on SGA, mood stabilizers

and omega-3 fatty acids.

Data do not support the role of antidepressants.

Drug treatment recommendations



Conclusions



Pharmacotherapy of borderline personality disorder: replacing confusion with prudent pragmatism

Prescribing psychotropic agents to patients with BPD is clearly off-label but […] the key issue here seems to be a dilemma about the appropriateness of

alleviating the symptoms of BPD instead of treating BPD as a disorder.

symptom-based approach «has been criticized mainly on methodological grounds, but it has created an impression of a symptom-level precision in the

pharmacological treatment of BPD, with clinician’s key task being to match the specific medications with the specific BPD symptoms in each patient.

Whether this is precision or pseudoprecision is debatable and an ongoing source of controversy and confusion.

The application of the targeted pharmacotherapy approach might have contributed to the polypharmacy in BPD, especially if interpreted to

mean that different symptoms of BPD call for different medications».

However a targeted pharmacotherapy approach to BPD encourages clinicians to use medications for potentially medication-responsive BPD symptoms

and it is not against good clinical practice more generally to choose a medication based on the predominant presenting symptoms.

In conclusion […] « clinicians would do well to be both flexible and prudent about using medications for BPD. Flexibility is needed when assessing

the need for pharmacotherapy, so that medications are used when necessary but otherwise avoided. Prudence is required to maximize the benefits of

pharmacotherapy and minimize its harm; at present, this usually means a short-term administration of medication at times of crisis and

exacerbation and frequent evaluation of a need to continue pharmacotherapy».

Starcevic & Janca, 2019. Curr. Opin. Psych. 


