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Borderline personality disorder

Martin Bohus*, Jutta Stoffers-Winterling*, Carla Sharp, Annegret Krause-Utz, Christian Schmahlt, Klaus Liebt

Borderline personality disorder (BPD) is a mental disorder with a high burden on patients, family members, and
health-care systems. The condition was previously regarded as untreatable, but progress in understanding and
management has resulted in earlier diagnosis and better treatment outcomes. A coherent syndrome of BPD
typically onsets during adolescence (after age 12 years). BPD is often preceded by or co-develops with symptoms of
internalising disorders (depression and anxiety), externalising disorders (conduct problems, hyperactivity, and
substance use), or both. BPD is associated with various poor outcomes, including low occupational and educational
attainment, lack of long-term relationships, increased partner conflict, sexual risk-taking, low levels of social
support, low life satisfaction, and increased service use. Psychotherapy is the main treatment for BPD; drug
treatment is only indicated for comorbid conditions that require medication, or during a crisis if psychosocial
interventions are insufficient. Awareness of BPD by non-specialists, as well as specialists, is key to appropriate early

intervention.

Introduction

Borderline personality disorder (BPD) is a severe mental
disorder that is characterised by a pervasive pattern
of emotion dysregulation, inconsistent identity, and
disturbed interpersonal function. The term was coined in
1938 by Adolf Stern, who viewed the disorder as existing at
the border between psychosis and neurosis, and BPD was
first classified as a mental disorder in the Diagnostic and
Statistical Manual of Mental Disorders, 3rd edition in
1980."” Since then, much progress has been made in
understanding and managing the condition. This Seminar
reviews what has been discovered to date, and specifically
addresses developments in early diagnosis, epidemiology,
aetiology, and treatment options that have arisen since the
publication of earlier reviews in this journal.*

Search strategy and selection criteria

We searched PubMed, PsycINFO, and Embase for any entries
relating to borderline personality disorder for the period of
Jan 1, 2015, to Aug 31, 2020. In each database, we used a
combined search strategy of controlled vocabulary
(including broader and narrower terms) and text words
(including truncation wildcards and synonyms). We used
specifiers, optimised for each database, relating to the topics
of epidemiology, pathology, genetics, diagnosis, and
therapy. In order to select randomised controlled trials,
systematic reviews, and meta-analyses, we repeated these
searches using appropriate filters of the respective databases
but without restriction of the search period. The Cochrane
Library (including CDSR, CENTRAL, and Cochrane Clinical
Answers) was also searched using controlled vocabulary at
this stage. We also considered relevant evidence-based
practice guidelines (ie, the British National Institute for
Health and Care Excellence [NICE] guidelines and the
Australian National Health and Medical Research Council
[NHMRC] guidelines).There were no restrictions on language
or publication format. We focused on publications of the
past 5 years but also included pivotal older publications if
appropriate.

Clinical presentation

Casel

A 17-year-old female patient was admitted to the
emergency room after attempting suicide by overdose.
Although her act had been impulsive, prompted by a
break-up with her boyfriend, she had been hoarding the
medication beforehand “in case she could no longer
stand it”. Her home life was difficult, filled with
violence, but she did not want to talk about that
experience during admission. She reported having
struggled with suicidal thoughts, self-harm, and
significant bouts of loneliness since the age of 12 years.
The self-harm acts had started as superficial razor blade
cuts to her forearms but recently had progressed to
inflicting deeper cuts in her genital area; and when this
was ineffective in relieving her intermittent unbearable
feelings of distress, she would resort to alcohol. She
expressed little concern for her physical wellbeing,
hatred of her body and person, and recurrent episodes
of unreality and out-of-body experiences. She rejected
counselling because she felt that she did not deserve to
be well. A few days after admission, her boyfriend
indicated that he wanted to reconcile, after which she
reported that everything was fine again and requested
discharge.

Case2

A 54-year-old female high school teacher presented at a
psychiatric outpatient clinic. Although she was coping
adequately at the professional level, she had been
experiencing extreme strain, mostly due to the
retirement of her current therapist. Over many years of
therapy, some aspects in her life had improved—she
was not self-harming anymore and was managing to
live on her own—but she felt infinitely lonely and
empty. She was unable to cultivate social relationships
and needed all her energy for her job. Life felt like “a
quiet sea of desperation”. Somatic problems such as
joint pain, headaches, and migraines had increased,
which she believed was due to the large number of
medications she was taking.
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Case3

A 36-year-old male patient came looking for therapeutic
support after his wife told him that she wanted to separate
and take their daughter with her because she was “fed up
with his escapades”. He reported feeling intense rage and
hatred towards her, and worried that he might seriously
harm her. Due to instances of domestic violence, social
services had already become involved, and he feared that
he might not see his daughter again. When asked, he
revealed that the marriage had always been filled with
screaming arguments; most physical violence had been
directed against objects, but there had been two incidents
where he had assaulted his wife when she threatened to
leave him. After these outbursts, he felt deeply ashamed
and miserable. His last employment was with a security
company, which he terminated after believing that his
colleagues “were out to get him”. He acknowledged that
this had been a typical pattern for him in his work life.

The spectrum of BPD
While these three case vignettes may seem to have little
in common at first glance, they are prototypical for the
wide spectrum of BPD and its variability over the life
span. While the first prototype, due to its dangerousness
and expressiveness, attracts substantially more profes-
sional attention and urgency to intervene, the level of
suffering is not necessarily less in the quieter, more
hidden second variant, presenting with typical borderline
features associated with later life. In the third case, there
can be little difficulty in recognising the impact of BPD-
driven behaviour on the immediate social environment.
For all its heterogeneity, BPD incorporates three
characteristic domains: intense and rapidly changing
emotions, including impulsivity; unstable and inconsistent
identity; and problems in interpersonal relations. Most, if
not all, acute dysfunctional behaviours, such as repetitive
self-harm, chronic suicidal thoughts, aggressive outbursts,
or sensitivity to rejection, can be understood either as
immediate consequences or as a coping strategy of one of
these three pathological domains.**

Diagnosis and differential diagnosis

In the past decade, there have been substantial changes
in the psychiatric nosology of personality disorders. At
present, four classification systems are provided for BPD:
the traditional criteria for diagnoses in section II of the
Diagnostic and Statistical Manual of Mental Disorders,
5th edition (DSM-5), an alternative model in section III
of the DSM-5, and the models presented in the
International Classification of Diseases, 10th and
11th revisions (ICD-10 and ICD-11).

Table 1 compares the diagnostic criteria provided in
DSM-5 section II against those in ICD-10 and ICD-11 (those
in ICD-11 are not yet official). DSM-5 maintains the
traditional diagnosis of using nine polythetic criteria, of
which at least five must be met to receive a diagnosis of
BPD. The ICD-11 mirrors DSM-5 section I1II, requiring that
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the clinician must first determine the severity level of
general personality function, and then has the option (but
is not required) to further describe personality dysfunction
on five dimensional domains (negative affectivity,
detachment, dissociality, disinhibition, anankastia). There
is also the possiblity to use the borderline pattern descriptor,
which closely matches the DSM-5 criteria of section II.

In section III of the DSM-5, the alternative model for
personality disorders (AMPD) allows for the diagnosis of
BPD in a three-step process. The clinician first determines
the presence and severity of the patient’s general level of
personality function (criterion A: moderate or greater
impairment in personality functioning, manifested by
difficulties in two or more areas of identity, self-direction,
empathy, and intimacy); then determines the severity on
five broad pathological trait domains; and can then
diagnose BPD if the patient shows high levels in four or
more of the seven pathological personality domains:
emotional lability, anxiousness, separation insecurity,
depressivity, impulsivity, risk-taking, and hostility (at least
one of these must be impulsivity, risk-taking, or hostility).

There is currently much research activity in developing
and evaluating measures for assessing the new AMPD
and ICD-11 formulations of personality pathology,
although the usefulness of these measures in clinical
settings for diagnosis, treatment planning, and outcomes
assessment still has to be established.” All three of the
newer classification approaches allow for the diagnosis
of BPD in adolescents.

Of the three case vignettes presented above, the severity
might be estimated as severe in the first and the third cases
and moderate in the second; these ratings are also reflected
by how many DSM-5 section II criteria were fulfilled (ie,
eight criteria in the first, four in the second, and seven in
the third). As also described in the three cases, other typical
manifestations of the borderline pattern can be seen: view
of the self as inadequate, bad, guilty, disgusting, and
contemptible; an experience of the self as profoundly
different and isolated from other people; a painful sense of
alienation and pervasive loneliness; proneness to rejection
hypersensitivity, often leading to problems in establishing
and maintaining consistent and appropriate levels
of trust in interpersonal relationships; and frequent
misinterpretation of social signals.

The most frequently used semi-structured interviews
and self-report questionnaires are listed and described in
the appendix.

Comorbid mental disorders are common in BPD
patients and need to be concurrently assessed. Findings of
a US-based nationwide epidemiological study suggest that
individuals with BPD have lifetime rates of 84-5% for
anxiety disorders, 82-7% for mood disorders, and 78-2%
for substance use disorders.” Specifically, high rates of
comorbid post-traumatic stress disorder (PTSD; 30-2%),
attention deficit hyperactivity disorder (ADHD, 33-7%),
bipolar disorder I (21-6%), and bipolar disorder II (37-7%)
have been reported.”*

See Online for appendix
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DSM-5, section II, 301.83 (borderline personality
disorder)®

1CD-10, F60.31 (emotionally unstable personality
disorder, borderline type)®

1CD-11, 6D11.5 (prominent personality traits or
patterns, borderline pattern)’

Overview

Fear of abandonment

Unstable relationships

Unstable self-image

Impulsivity

Self-harm

Mood instability

Feelings of emptiness

Inappropriate anger

Dissociation/transient
paranoid ideation

General criteria for personality disorders plus five or
more of the below nine criteria

Frantic efforts to avoid real or imagined
abandonment

A pattern of unstable and intense interpersonal
relationships characterised by alternating between
the extremes of idealisation and devaluation

Markedly and persistently unstable self-image or
sense of self (identity disturbance)

Impulsivity in at least two areas that are potentially
self-damaging (eg, spending, sex, substance abuse,
reckless driving, or binge eating)

Recurrent suicidal behaviour, gestures or threats, or
self-mutilating behaviour

Affective instability due to a marked reactivity of
mood (eg, intense episodic dysphoria, irritability, or
anxiety usually lasting a few hours and only rarely
lasting for more than a few days)

A chronic feeling of emptiness

Inappropriate, intense anger or difficulty controlling
anger (eg, frequent displays of temper, constant
anger, or recurrent physical fights)

Transient, stress-related paranoid ideation or severe
dissociative symptoms (does not include suicidal or
self-mutilating behaviour)

General criteria for personality disorder plus three or
more of the five symptoms for emotionally unstable
personality disorder, impulsive type (F60.30)*, plus
two or more of the below criteria

Excessive efforts to avoid abandonment

Liability to become involved in intense and unstable
relationships, often leading to emotional crisis

Disturbances in and uncertainty about self-image,
aims, and internal preferences (including sexual)

Recurrent threats or acts of self-harm

Chronic feelings of emptiness

General criteria for personality disorders plus borderline
pattern (pervasive pattern of instability of interpersonal
relationships, self-image, affects, and marked impulsivity)
as indicated by many of the below criteria

Frantic efforts to avoid real or imagined abandonment

A pattern of unstable and intense interpersonal
relationships

Identity disturbance, manifested in markedly and
persistently unstable self-image or sense of self

Atendency to act rashly in states of high negative affect,
leading to potentially self-damaging behaviours

Recurrent episodes of self-harm

Emotional instability due to marked reactivity of mood

Chronic feelings of emptiness

Inappropriate, intense anger or difficulty controlling
anger

Transient dissociative symptoms or psychotic-like
features in situations of high affective arousal

*For ICD-10 emotionally unstable personality disorder, impulsive type (F60.30), general criteria for a personality disorder must be met plus three or more out of the five following diagnostic criteria, one of which
must be (2): (1) marked tendency to act unexpectedly and without consideration of the consequences, (2) marked tendency to quarrelsome behaviour and to conflicts with others, especially when impulsive acts
are thwarted or criticised, (3) liability to outbursts of anger or violence, with inability to control the resulting behavioural explosions, (4) difficulty in maintaining any course of action that offers no immediate

reward, (5) unstable or capricious mood.

Table 1: DSM-5, ICD-10 and ICD-11 diagnostic criteria for borderline personality disorder
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However, overlaps with other disorders often simply
reflect shared features (eg, impulsivity is a key marker of
BPD and also a key symptom in manic and hypomanic
states), although not necessarily shared genetic factors.
Depressive symptoms can either be related to the core
borderline syndrome or to major depressive disorder
(MDD) but offer important clues to differential
diagnosis.” Specifically, the depressive symptoms of BPD
are volatile, stress-reactive, and mostly remit in parallel
with improvements of BPD, whereas MDD-related
depressive symptoms are more stable, and may require
antidepressant somatic treatment.”

The risk of comorbid somatic disorders is also
substantially elevated in people with BPD, including
increased risks of infectious diseases (eg, HIV, hepatitis),
endocrine and metabolic diseases, and cardiovascular and
respiratory diseases. The 2 year mortality rate in people
with BPD is double that in the general population (odds
ratio [OR] 2-30, 95% CI 2-06-2-54),°" resulting in a
lifetime loss of 67 years compared with the general
population.” Individuals with BPD should be encouraged
and supported to engage in somatic prevention pro-
grammes and regular medical check-ups and to seek
appropriate treatment for somatic conditions.™

Epidemiology and aetiology

Prospective community cohort studies show that
although individual differences in maladaptive per-
sonality traits such as impulsivity, emotional reactivity,
and negative affectivity can be observed in children, they
do not crystalise into a coherent syndrome of BPD until
the transition to adolescence (after age 12 years),
marking adolescence as a sensitive period for the onset
of BPD.”?* The validity and reliability of BPD diagnosis
in adolescents are indicated by evidence supporting a
coherent syndrome of BPD in this age group, strong
psychometric properties of adolescent BPD assessment
tools, marked separation of course and outcome from
other disorders, efficacy of disorder-specific treatment,
and similarity to adult BPD with respect to prevalence,
stability, and risk factors (panel 1).”*** On the basis of
the proliferation of research on the developmental
aspects of BPD over the past two decades, the prevention
of and early intervention in BPD is now recognised as a
public health priority.* Two recent reviews suggest
community point prevalences of BPD in adults of
0.7-1-2% and 0-7—2-7%, respectively.”** Grant and
colleagues estimated a lifetime prevalence for BPD of
5-9%.* However, Trull and colleagues revised the
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original scoring algorithms to require that significant
distress or impairment be present for each BPD
criterion, resulting in a revised prevalence of 2-7%.*
Community prevalence appears to be slightly increased
in adolescents (age 12-17 years, 2-3%) and decreased in
adults older than 40 years (0-4%).”" Prevalence is
substantially increased in clinical settings, with studies
reporting rates among inpatients and outpatients for
adults of 22-4% and 11.-8%, respectively, and for
adolescents of 11% and up to 35-6%, respectively.***
Prevalence studies report higher rates of BPD in women
than in men in clinical settings, and mixed results for a
gender difference in community settings.”” Most
prevalence studies of BPD do not show systematic racial
or ethnic differences; however, studies are few,
warranting urgent future research attention.*

BPD symptoms first appear in early adolescence, peak
in late adolescence and early adulthood, and decline
thereafter. In adolescents, the disorder shows relatively
low diagnostic stability (14-40%) when diagnosis is
categorically defined, but strong rank-order stability (ie,
the degree to which the relative ordering of individuals
on a given trait is maintained over time; 0-53-0-73),
mirroring stability rates in adults.”# BPD is often
preceded by or co-develops with symptoms of both
internalising disorders (depression and anxiety) and
externalising disorders (conduct problems, hyperactivity,
and substance use). It is associated with a range of poor
outcomes, including low occupational and educational
attainment, lack of long-term romantic relationships
and friendships, increased partner conflict, sexual risk-
taking, low levels of social support, low life satisfaction,
increased service use, and high levels of internalising,
externalising, and psychotic spectrum disorders,
even when psychiatric comorbidity is accounted for.”
Nevertheless, BPD is not as intractable as previously
thought. A recent meta-analytic review that synthesised
the findings of 11 naturalistic and post-treatment follow-
up studies in adults suggested a mean diagnostic
remission rate of 60% (95% CI 49-71).” Groups with a
younger mean age at baseline were more likely to show
high remission rates at follow-up, underscoring the
importance of early diagnosis and intervention. Studies
showed considerable psychosocial functional improve-
ment over time; however, this outcome varied sub-
stantially between individuals, suggesting a subgroup of
individuals who experienced persistent psychosocial
impairment over time. Depending on the specific
sample, prospective suicide rates for BPD range
from 2% to 6%, which is lower than the rate of 8-10%
reported in early studies.** Long-term functional
outcomes appeared to be poorer in women than in men,
which might be a function of increased severity due to
histories of abuse and the impact of gender roles over
time.”® Although less studied, predictors of recovery
include stable functioning as a spouse or partner and
as a parent.® Together, these findings highlight the
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Panel 1: New developments in state-of-the-art assessment and management of
borderline personality disorder®

Assessment
+ Diagnosis in early adolescence and identification of individuals at risk

+ Disclosure and explanation of diagnosis to patient, including psychoeducation about

the disorder and treatment options (if patient agrees, also to relevant other people)

« Life-span perspective, including all ages from early adolescence to senior years
» Focus on co-occurring mental disorders

Long-term management

»  First-line treatment should be psychosocial interventions

» (linical staging: adequate, good enough support depending on clinical severity
« Early intervention and indicated prevention for individuals at risk

+ Stepped care: reliable, consistent clinical pathways

+ Informed decision making

+ Individual crisis plans to prevent and manage crises, and to avoid iatrogenic effects of

emergency service use

+ Coordination of services across providers

+ Involvement of relevant other people

+ Focus on psychosocial functioning and life outside therapy

+ Educate significant others (ie, relatives, partners, or other people with close
relationships, professional caregivers; parents or caregivers of children and young
people) about helpful ways of interacting (empathy, non-judgmental attitude,
and avoidance of high expressed emotions, blame or overprotection)

« Ifthere are dependent children, provide parenting skills and review children’s
wellbeing

Common elements of psychotherapies

«  Clear setting, transparent treatment framework

+ Informed focus on borderline personality disorder, individually consented targets
+ Active, supportive, and challenging therapist

+ Validating atmosphere

+ Balance of acceptance and change

+ Continuous attention to affect

« Teaching skills, providing competence, self-efficacy

+  Continuous focus on motivation and collaboration

«  Crisis plans

*According to™**##7

importance of incorporating a strong focus on gener-
alising therapeutic effects to the patient’s social and
vocational environment, further underscored by recent
findings incorporating the perspectives on recovery of
those with lived experience.”

Theories of the development of BPD delineate how
certain factors can interfere with the normal development
of emotion regulation, social cognition, or development
of adaptive identity function, following a diathesis-stress
framework.®* Prospective studies support these theories
by showing that environmental risk factors such as harsh
or insensitive parenting, emotional neglect, physical or
sexual maltreatment, and victimisation by bullying have
reciprocal or mediational associations with concurrent
or subsequent disruptions in executive functioning,
mentalising (ie, the capacity to identify mental states in
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oneself and others), emotion regulation, and self-
representation.”* These studies also show that BPD
features seen in children share causal features with adult
BPD, and that inherited and environmental risk factors
make independent and interactive contributions to BPD
aetiology.”” A study of the structure of genetic and
environmental risk factors for BPD postulates that most
of the genetic effects on individual borderline criteria
derive from one highly heritable (55%) general BPD
factor, with environmental effects observable in the
two specific factors of affective and interpersonal
dimensions.” The first genome-wide association study
found a genetic overlap between BPD and bipolar
disorder, major depression, and schizophrenia.”® Non-
specificity in causation complicates the picture for
delineating a disorder-specific aetiological pathway, and
it is more likely that a common aetiology across disorders
accounts for the development of BPD. The possibility
of epigenetic effects should be evaluated against the
background of findings confirming the link between
childhood trauma (eg, physical and sexual abuse and
emotional neglect) and BPD, keeping in mind possible
comorbidity between BPD and other disorders.

Pathophysiology
There is evidence that emotion dysregulation is a central
mechanism closely linked to other BPD symptoms.
Patients report intense, long-lasting, and strongly
fluctuating emotions, which are often experienced as
overwhelming and unpredictable.” Emotional distress
and dissociation can hinder executive functioning and
goal-directed behaviour,”*" and when struggling with
strong emotions, many patients impulsively turn to
maladaptive coping strategies such as self-harm
or substance abuse.’ By contrast with ADHD, in which
impulsivity is a general factor, impulsive behaviour in
BPD is closely linked to high levels of emotional
distress.””” A high percentage of patients experience
stress-related dissociative experiences such as derealisa-
tion, depersonalisation, analgesia, and numbing.®
Reducing aversive tension and terminating dissociation
are the main motives for self-harm in BPD.® Non-suicidal
selfinjury as a particular form of selfharming
dysfunctional behaviour has been associated with stress-
related reduction in pain perception.®

Patients experience instability and disturbances in
identity. Empirical research has shown that the
subjective lack of coherence along with an objective
incoherence in thoughts, feelings, and behaviour
distinguishes BPD from other mental disorders.” Self-
esteem is usually extremely negative and highly
unstable under daily life conditions.®* Experimental
research suggests that those affected have a very
negative body perception, as well as problems in
trusting their own judgment.”” The accuracy in self-
reflection fluctuates strongly and is affected by current
mood, which can contribute to the above-mentioned

problems in long-term self-directed and goal-directed
behaviour.

Alterations in social information processing and social
cognition might underlie some of the marked inter-
personal problems. Patients with BPD not only show
hypersensitivity to negative social cues but also have
pronounced difficulties in detecting and processing
positive social signals and in remembering positive
events.”?” This characteristic might contribute to
exaggerated rejection sensitivity and difficulties in
discriminating between social inclusion and exclusion.*”
Mistrust and problems in coaxing are central clinical
features that have been observed in experimental trust
games.”” Interestingly, the application of oxytocin, a
substance that usually increases trust and cooperation,
seems to have opposite effects in people with BPD.” Other
studies point to alterations in processing of socio-
emotional information, including difficulties in evaluating
facial emotions, a negativity bias, and impairments in
mentalising.””** These alterations could interact with
adverse attachment experiences, manifesting themselves
in interpersonal problems such as a strong ambitendency
between an intense need for closeness versus a shame-
related fear of rejection.

Research into the neurobiology of BPD is rapidly
growing, following advances in methods and data analytic
techniques.  Although the precise neurobiological
underpinnings remain elusive, disturbances in a cortico-
limbic circuitry involving the amygdala, hippocampus,
insula, anterior cingulate, orbitofrontal cortex, and medial
prefrontal cortex seem to contribute to problems in
emotion regulation, interpersonal disturbances, and
inconsistent identity®* Amygdala hyperreactivity to
threat-related stimuli has been linked to increased
emotional responsiveness across several different
diagnoses. A recent meta-analysis confirmed that amygdala
hyperreactivity is more pronounced in BPD patients than
in both healthy and depressed populations.* Studies found
a normalisation of stress levels and amygdala activity
through painful stimuli, which may contribute to non-
suicidal selfinjury in BPD.** Altered activity of
temporolimbic areas (eg, the temporoparietal junction) and
default mode network regions has been implicated in
alterations in identity and social cognition, such as
difficulties in processing social feedback.”* Although the
idea of diminished prefrontal control of limbic areas makes
intuitive sense and might explain the clinically observed
impulse control problems in BPD, this model faces several
methodological challenges, such as a lack of specificity for
disorders or brain regions.” Deficient dorsolateral and
orbitofrontal control might be mainly present in subgroups
of patients who show anger-related aggression, but it has
not consistently been replicated in relation to impulse
control problems.”” Psychotherapy seems to have an effect
on emotion regulation by altering neural activation and
connectivity.” After dialectical behaviour therapy (DBT;
discussed below), amygdala and prefrontal activity were
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found to change substantially when patients were
instructed to apply different emotion regulation strategies
(reappraisal, distraction, and pain).”*

In terms of neurochemical systems, the hypothalamic-
pituitary-adrenal axis and serotonergic system have
traditionally been a research focus. For the hypothalamic-
pituitary-adrenal axis, two recent meta-analyses showed
conflicting findings, with one indicating significantly
lower cortisol level for people with BPD compared with
controls, while the other pointed to elevated con-
tinuous cortisol output and blunted cortisol following
psychosocial challenges.”” Mixed evidence has been
found for the serotonergic system (eg, the serotonin
transporter gene), and more research is needed to
understand its role in BPD.” Magnetic resonance
spectroscopy findings from the anterior cingulate cortex
pointto a role of increased glutamate neurotransmission
in impulsivity, and reduced GABA neurotransmission
in aggression. Other studies suggest an involvement
of the endogenous opioid system in non-suicidal self-
injury.” Interpretation of findings is often complicated
by methodological aspects such as small sample sizes,
absence of control groups, psychotropic medication,
trauma history, and comorbidities.

Acute management

Clinical management in acute crisis situations depends
to a large extent on whether the patient is already
undergoing adequate psychotherapeutic treatment. If no
previous treatment has been received, the following steps
are recommended (see also panel 2).

The first priority must be addressing crisis
behaviours, such as suicide attempts, serious attacks
on other people, life-threatening self-injury, frequent
unplanned hospital admissions, or dangerous high-
risk behaviours. Interventions should be based on a
functional behavioural analysis that provides an
overview of the exact problem behaviour, the triggering
parameters and the most important maintenance
parameters, and vulnerability factors such as sleep
problems, alcohol or drug misuse, or serious social
problems. The therapeutic relationship should be
characterised by appreciation of the patient’s subjective
needs, the need for urgent change in dysfunctional
behaviour, and a clear orientation towards problem-
solving. Most patients with BPD will benefit from
being taught skills to reduce high levels of distress."
Under these conditions, inpatient treatment can be
rather short, while not creating feelings of rejection
and abandonment.

Second, diagnostic procedures, psychoeducation, and
education about evidence-based treatment options
should be initiated as soon as possible. For most
patients with BPD, receiving a diagnosis comes as a
relief, as it is reassuring to learn that one’s behaviour
and experiences can be understood in terms of a
coherent syndrome of inter-related symptoms and
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Panel 2: Acute management of borderline personality disorder

Acute psychosocial interventions

- Differentiate between suicide attempts, non-suicidal self-injury, and high-risk
behaviours

»  Offer crisis intervention on an outpatient basis whenever possible

» If inpatient crisis intervention is indicated, keep it as short as possible, and start

planning for discharge on the first inpatient day

+ Establish if there are dependent children; if yes, ensure they are being properly cared

for as long as the patient is not able to do so because of acute crisis

«  (Crisis intervention should be based on a problem analysis, and it should mainly focus

on concrete problem-solving
« Create strategies to prevent or handle future crises

Do not initiate inpatient crisis intervention based on behaviour that is not life-

threatening (eg, self-injury without suicide intent)

Use of medication in acute management

+ Use sedative antihistamines or low-potency antipsychotics rather than hypnotics in

the acute management of agitation or sleep problems

« Consider concurrent alcohol or illicit drug use in the planning of potential drug

treatment
+ Inform all involved service providers about medication changes
+ Do not use medications that are unsafe in case of overdose (eg, tricyclic
antidepressants) or have high addictive potential (eg, benzodiazepines)
+ Do not use medication in place of psychosocial interventions

+ Do not initiate drug treatment without disclosing potential effects and adverse effects

to the patient (informed decision making)

behaviours. Avoiding the diagnosis perpetuates stigma
associated with the disorder. Diagnosis is also a
prerequisite  for providing the patient with
psychoeducation.

Third, the patient should be motivated to accept
treatment options and helped to find therapeutic support
in the short term. Options vary greatly between different
countries and mental health systems. Ideally, all
individuals with a BPD diagnosis should be provided
with a specific psychosocial treatment programme
consisting of weekly therapy for at least 6 months by a
trained psychiatrist or psychotherapist. If an evidence-
based option is not available, psychoeducation, self-help
manuals, and outpatient crisis intervention by an
experienced mental health professional should be
provided. Inpatient stays for crisis intervention should be
kept as short as possible. Last, if possible, binding
agreements about further treatment should be made
between the person affected by BPD and their therapist
or therapeutic team, and these agreements should be
reviewed after the crisis intervention. If psychotropic
drugs have been prescribed, the recommendations made
in panel 2 should be followed."**** In the case of children
and young people, parents should be included in all
aspects of decision making, and special attention should
be paid to the effects of decisions on young people’s
education and social lives, which should be maintained
as a priority.
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Psychosocial interventions

Evidence-based guidelines agree that psychotherapy is
the main treatment for BPD.®* The latest Cochrane
review of psychotherapies for BPD identified as
many as 75 relevant randomised controlled trials
(RCTs).™ Compared with unspecific control condi-
tions, moderate clinically relevant effects have been
observed for several parameters: overall BPD severity
(standardised mean difference -0-52, 95% CI
—-0-70 to -0-33), self-harm (-0-32, —0-49 to -0-14),
suicidality (-0-34, —0-57 to —0-11), and psychosocial
functioning (—0-45,-0-68 to —0-22). For the risk of
engaging in suicidal behaviour, a risk ratio of 0.27
(95% CI 0-11-0-67) was reported.”

Regarding specific psychological treatments, table 2
describes the most widely used therapies. " The two most
intensively studied treatments have been DBT and
mentalisation-based treatment (MBT). Effects on several
BPD symptom domains, as well as on depression and
psychosocial functioning, have been found for both."*

These two treatments have not yet been compared head-
to-head in randomised studies, but data from a naturalistic
comparison study suggest that although both show
similar outcomes after 12 months, DBT might lead to a
steeper decline in self-harm and emotion dysregulation
compared with MBT."”

Transference-focused psychotherapy and schema-
focused therapy are also established treatments but have

Characteristics

Main treatment effects*

Evidence level

DBT BPD core problem: emotional dysregulation stemming from biological vulnerability and invalidating
environments; provokes impulsivity and interpersonal turbulences. Modification of behaviour by using
strategies of acceptance and change. Techniques: formative and informative exposure to avoided
emotions; acquisition of skills to help regulate emotions and find ways to functional behaviour (distress
tolerance, emotion regulation, interpersonal effectiveness, mindfulness). Stage-oriented standard
outpatient individual therapy, combined with group skills training, telephone coaching, and team
consultation, 6 months to 2 years (stage 1: focus on crisis-generating behaviour; stage 2: focus on severe
co-occurring mental disorders and severe problems in emotion regulation; stage 3: focus on borderline-
typical long-term patterns such as loneliness, alienation). General strategies: psychoeducation,
improvement of functional emotion processing, skills acquisition (stress tolerance, emotion regulation,
interpersonal effectiveness, mindfulness), structuring the social environment, telephone support,

and team consultation.

MBT BPD core problem: developmental trauma in attachment context, resulting in difficulties in mentalisation
capacity—ie, capacity to identify mental states in oneself and others (beliefs, wishes, feelings, thoughts).
Modification by enhancing mentalising capacity to enhance social learning and epistemic trust.
Structured outpatient or day hospital treatment integrating individual and group psychotherapy

(12-18 montbhs). Initial phase: psychoeducation; collaborative formulation; formation of treatment
alliance; safety planning; identification of mentalising vulnerabilities and contexts that trigger ineffective
mentalising. Treatment phase: stabilisation of high-risk behaviours; empathic validation to enhance
affect identification and contextualisation; interpersonal focus to explore alternative perspectives;
linking learned therapy experience to daily social and personal life; increasing self-reflective and other-
reflective capacity when under stress; re-establishing mentalising when ineffective mentalising is
triggered; trauma focus, personal narrative work. Final phase: ending treatment; specific focus on BPD
processes—eg, fears of abandonment; generalisation of stable mentalising and learned social
understanding; mentalising skills to maintain self-care.

SFT BPD core problem: dysfunctional life schemas, thinking patterns control life (eg, detached protector,
punitive parent, abandoned child, angry child). Modification by making schemas conscious.
Techniques: behavioural, cognitive, imagery, and experiential techniques with a focus on the therapeutic
relationship, life outside therapy, and past experiences. 36 months of individual therapy.

TFP BPD core problem: split of positive and negative images of oneself and others following early-experienced
aggression results in unintegrated, undifferentiated effects and representations, with difficulty in
achieving a realistic, ambivalent view of self and others. Aim: integration of representations of self and
others, more balanced and coherent ways of thinking about oneself and others. Modification by
systematic exploration and interpretation of transference into an integrated, coherent whole as enacted
in the here-and-now by use of techniques such as interpretation, clarification, and confrontation.

Individual therapy, twice weekly (12 to 18 months).

STEPPS BPD core problem: focus on BPD in the context of social and family systems; dysfunctional ways of dealing
with emotions lead to distress with and for the social system of families, caregivers, and friends.

Aim: enhance problem-solving and emotion regulation skills. Modification by acquisition of behaviour
skills and introduction of a shared language to communicate clearly. Techniques: psychoeducation,
integration of different stakeholders, skills acquisition. 20-week supplement to ongoing individual
therapy of any kind, once weekly in a workshop-like atmosphere, one session of psychoeducation and
skills training for peers.

DBT vs treatment as usual (N=12, n=720):
for BPD severity, SMD -0-60, 95% Cl
-1:05 t0-0-14, N=3, n=149; for
self-harm, SMD -0-28, 95% Cl

-0-48 t0-0-07, N=7, n=376; for
psychosocial functioning* SMD -0-36,
95% C1-0-69 to -0-03, N=6, n=225;

DBT vs waiting list (N=3, n=182): for BPD
severity, SMD -0-71, 95% Cl

-1.08 to -0-33, N=2, n=117; for
psychosocial functioning® SMD -0-73,
95% Cl-1-11t0-0-36, N=2, n=117

MBT vs treatment as usual (N=5, n=552):
for self-harm, RR 0-62, 95% Cl 0-49-0-80,
N=3, n=252; for suicidality, RR 0-10;

95% C1 0-04-0-30, N=3, N=218

SFT vs TFP (N=1, n=86): for BPD
severityt, MD% -4-95, 95% Cl
-9-59t0-0-31

TFP vs treatment as usual (N=1, n=104):
for BPD severity, MDS -0-84, 95% Cl
-1-42t0-0-26

STEPPS vs treatment as usual (N=3,
n=393): for BPD severity, SMD -0-39,
95% C1-0-63 to -0-15, N=3, n=273; for
psychosocial functioning, MDY -7-00,
95% Cl-11-43 to -2-57, N=1, n=124

++ for DBT vs treatment
as usual; ++ for DBT vs
waiting list

++

+

++

DBT=dialectical behaviour therapy. BPD=borderline personality disorder. SMD=standardised mean difference. N=number of effect estimates, or pooled RCTs. n=number of included participants. ++=effect
estimate based on pooled findings of several RCTs. MBT=mentalisation-based treatment. RR=risk ratio. SFT=schema-focused therapy. MD=mean difference. +=effect estimate based on a single RCT.
TFP=transference-focused psychotherapy. STEPPS=systems training for emotional predictability and problem solving. RCT=randomised controlled trial. *Negative sign indicating beneficial effect for reasons of
conformity with effect estimates for other outcomes. tFavouring SFT. £BPDSI-IV scale. SNumber of BPD criteria. /Global Assessment Scale.

Table 2: Characteristics and effects of the main BPD-specific psychotherapies
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been studied less extensively. Group interventions have
been studied as well. Their value has been affirmed by a
dismantling study that systematically investigated the
effects of the DBT individual and skills training groups
and observed better and faster treatment effects when
group treatment was involved.™ Beneficial effects have
also been found for DBT skills training alone.***
Two group interventions, both intended as add-ons to
ongoing individual therapies of either orientation, are
supported by evidence from at least two RCTs: systems
training of emotional predictability and problem solving
(STEPPS), and the less prominent Emotion Regulation
Group Treatment, which is based on DBT and acceptance
and commitment therapy and showed a reduction of
BPD severity and interpersonal problems. """

For individuals with comorbid mental disorders, the
non-BPD disorder should be managed concurrently
with BPD-specific treatment, with the patient’s care
preferably being coordinated by the BPD therapist.”
Treatment of the comorbid condition should only be
prioritised over BPD treatment if the comorbid disorder
prevents effective psychotherapy (eg, severe substance
use), or if it leads to a life-threatening situation (eg, an
eating disorder resulting in a critically low body-mass
index).™ Distinct, co-occurring mood episodes must be
treated adequately; for example, by prescribing
adequate antidepressant medication, following the
appropriate clinical guidelines. Adaptations of DBT
have been developed for individuals with both BPD and
complex PTSD (a severe form of PTSD related to
interpersonal  violence  during  childhood or
adolescence), and these approaches resulted in more
pronounced treatment effects relating to both disorders
compared with control treatments, standard DBT, or
standard cognitive processing therapy.""”

DBT has also shown beneficial effects in the treatment
of patients with BPD and comorbid substance use
disorders. There was an elevated risk of dropping out of
treatment, but patients with personality disorders who
completed treatment were found to respond similarly
to substance use treatment as did those without."
The evidence for specialist BPD treatments adapted
specifically for substance use disorders is still limited."*'"*

Several BPD-specific treatments have also been
evaluated in adolescents, including DBT, STEPPS
adapted for adolescents, MBT, and cognitive-analytic
therapy. Significant effects of these treatments were
observed in a meta-analysis of six RCTs with regard to
BPD pathology (Hedge’s g—0-89, 95% CI -1-75 to —0-02)
and with regard to the frequency of self-injury (odds ratio
0-34,95% CI 0-16-0-74).”

Since specialist treatments are resource-intensive
and access for most patients is limited, clinical staging
models should be used to guide the way to appropriate
support depending on clinical severity, rather than
aiming for the best-of-all-treatment.”””" These
models suggest that individuals who appear to be in

www.thelancet.com Vol 398 October 23,2021

the early stages of the disorder could benefit from
family psychoeducation or training in problem-solving
skills provided by generalists, whereas those with
persistent BPD pathology and substantial psychosocial
impairment are better served by receiving intensive
specialist psychosocial treatment.” Identifying and
treating the disorder in its early stages probably
decreases the risk of progressing functional
impairment as well as therapeutic nihilism due to
discouraging experiences with treatment.** If these
recommendations are followed, consistent care
pathways are made accessible. This is important, as
inconsistent treatment histories in individuals with
BPD are associated with suicide attempts and even
completed suicides, whereas stepped care models can
reduce the need for severe crisis interventions.'”'*
Generalist treatment frameworks have been developed
that integrate the common elements of effective
specialist treatments (see also panel 1) in order to
facilitate access to appropriate treatments for less
severely affected individuals; these treatments can be
provided by mental health professionals who are not
specialists in personality disorders.”** The finding that
family members of individuals with BPD have elevated
levels of grief and burden in general, compared with
relatives of individuals with other severe mental
disorders, points to the need for effective interventions
and family support.® Beneficial effects have been
observed for different group interventions for family
members.” " Further recommendations for long-term
treatment are provided in panel 3.

Pharmacotherapy
Given the weakness of supporting evidence for
pharmacotherapy, drugs that used to be routinely
prescribed according to individually prevalent BPD
symptom domains, such as impulsivity, emotional
instability, or cognitive-perceptual symptoms, are no
longer recommended (see panel 3).#2551¥

In particular, the evidence for selective serotonin
reuptake inhibitors (SSRIs) is insufficient to support
their use in the treatment of BPD pathology, unless a
comorbidity is present that requires antidepressant
use.” " With regard to second-generation antipsychotics,
the most intensively studied in BPD is olanzapine, for
which findings indicate limited benefits and substantial
adverse effects, including metabolic changes and an
increase in self-harming behaviours.”™ There is not
enough information to justify the widespread use of
quetiapine, which is among the most frequently
prescribed drugs in BPD. Only one relevant RCT has
been published, which compared the effect of low versus
moderate doses on the severity of BPD symptoms; other
studies have been initiated but not published.®**
Finally, a methodologically strong, large-scale pragmatic
trial of lamotrigine showed no treatment effects after
1year of treatment, challenging the use of this substance
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Panel 3: Long-term treatment of borderline personality disorder (BPD)

Psychosocial and somatic management

Start treatment as early as possible to avoid chronic progression of the disorder

If needed, provide education on BPD and training in adequate interpersonal behaviour
to significant others

Inform individuals with BPD about different specialist treatments

Define the treatment frame (eg, therapist availability between sessions, contacts
during crisis, behaviour that could interfere with therapy); prepare patient from the
start for the end of therapy

Establish psychosocial care if no specialist treatment is available

Change treatment or therapist if there is no progress within 6 months

Focus on psychosocial functioning outside therapy

Encourage patients to get involved in somatic prevention programmes and yearly
check-ups of somatic diseases, or to seek help in case of somatic problems

Promote problem-solving skills, build on the individual’s strengths, and encourage
self-efficacy experiences

Do not withhold group skills training from the patient if no state-of-the-art dialectical
behaviour therapy is available

Do not excessively focus on suicidality, but treat it the same way as you would in any
individual without BPD

Pharmacological management

1536

Use medication only as an add-on to psychosocial interventions

If drug treatment for comorbid conditions is planned, define target symptoms and a
time period, and ensure that treatment effects are assessed and side-effects are
monitored

Review drug prescriptions on a regular basis

Include patient in discussion when deciding about medication use

Do not use medication as the sole therapy approach

Do not continue drug treatment that is not effective

Do not combine several drugs (ie, avoid polypharmacy)

Do not use drugs that are unsafe in case of overdose (eg, tricyclic antidepressants) or
have high addictive potential (eg, benzodiazepines)

in BPD." For other mood stabilisers, the evidence is still
weak and inconclusive.”*'”" In summary, medications
currently cannot be recommended for the treatment of
BPD. Instead, drug treatment is only indicated if a
comorbid condition that requires medication is present
(eg, severe depression or severe sleep disturbances), or if
in case of crisis psychosocial interventions are not
available or sufficiently effective.'®2"*

Controversies and outstanding research
questions

Although much progress has been made in the
understanding and management of BPD, several
controversies and as-yet unanswered research questions
exist.

At present, there is no integrated aetiological model for
the development of BPD that is empirically supported.
Little is known about the genetic and neurobiological
causes of postulated emotional hypersensitivity and the
related transactional mechanisms with adverse childhood
experience. Likewise, there is a dearth of robust evidence

of early warning signals, or of the effects of early
intervention programmes that might prevent the
development and improve the course of the disorder
during adolescence and early adulthood. Although the
validity and reliability of BPD diagnoses have been
established in adolescence, members of this age group
are often not assessed and screened for BPD in routine
clinical practice. On the other end of the age spectrum,
little is known about the course of BPD and the change of
symptoms in later stages of life.

Because specialist treatment is not affordable for most
patients, particularly for people from lower socio-
economic status or minority ethnic groups, more
research into clinical staging and stage-oriented graded
treatment concepts is needed, with short, self-help
oriented programmes for mild cases and more complex
and lengthier therapies provided by experts for more
severe cases. With regard to established treatment
programmes, more replication studies are needed that
are done with higher methodological rigour and that can
explore cultural differences and assessments of long-
term outcomes, especially in adolescents and in male
patients, as well as studies into the management of
patients who do not respond to treatment. More
treatment studies are also needed that focus on core BPD
features, such as existential loneliness, severe alienation,
and identity confusion, as well as on male patients with
co-occurring antisocial features. In view of the
substantially increased stress levels seen in family
members of individuals with BPD, and the increased risk
of developing BPD among children of mothers with the
condition, targeted interventions for these groups need
to be developed and evaluated.*

Finally, given the special status of BPD among other
personality disorders and the large overlap of BPD
symptoms with the new ICD-11 diagnosis of complex
PTSD (including emotion dysregulation, negative self-
concept, and interpersonal problems), further research is
required on differential characteristics and the related
consequences on treatment applications. Discussion may
be warranted as to whether BPD should be categorised as
its own diagnostic entity—eg, as a subcategory of
disorders specifically associated with stress. These
discussions must also consider alternative approaches
generated through lived experience perspectives in
finding non-stigmatising ways of talking about BPD,
while still leveraging clinical and research advancement
in this area.
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