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Preface

Despite efforts spent on caring for psychiatric patients and treating mental disor-
ders, there are still many unmet needs in several domains of major mental disorders, 
including affective unipolar and bipolar disorders, schizophrenia, and suicide risk. 
For example, misdiagnosis, treatment resistance, noncompliance, and adverse 
effects are some of the more frequently reported unmet needs in clinical practice. 
Moreover, psychiatric practice is undergoing major changes, following the recent 
advances in science, society, and medicine. Many of these changes are common to 
other medical disciplines, but many others are specific to psychiatry, and these are 
fully addressed in one of this book’s chapters.

As regards the unmet needs, it has been repeatedly shown that the needs of 
patients, relatives, the community at large, and those of the governmental bodies 
only partially overlap. For instance, patients in their families are more concerned 
about the quality of life, treatment, autonomy, independent living, and so on, 
whereas governmental stakeholders are typically more concerned about relapse pre-
vention and reduction of hospitalizations. Yet, a volume aimed at bridging the gap 
between theoretical notions and practical understanding of patients’ untreated 
aspects of their psychiatric disorders is much needed. Far from focusing on the tra-
ditional description of psychopathology and diagnostic criteria, the volume will 
guide the reader to the core problems for each topic.

This book is unique as it focuses on hot issues in modern psychiatry by providing 
an in-depth analysis of both met and unmet needs in the management of several 
psychiatric disorders. It is organized to guide the reader through the common prob-
lems faced by clinicians in their everyday practice and possible solutions, bridging 
the gap between evidence and experience.

This volume also focuses on new approaches in the classification of mental dis-
orders as proposed by DSM-5 and ICD-11, but taking into account also modern 
proposals which bring together the knowledge coming from genetics, neuroimag-
ing, and clinical trials.

Moreover, the book also points to much-debated controversial problems, such as 
the assessment and treatment of psychomotor agitation and the management of sui-
cidal patients and support to survivors. These aspects, which are not proper mental 
disorders but are transversal to all mental health problems, are also covered in two 
specific chapters, which adopt a clinical and a preventive public health approach.
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One chapter is dedicated to the management of patients at the beginning of their 
mental disorder, focusing on the need to reconsider the paradigm of early interven-
tion services for psychoses toward a more general approach on youth mental health.

Although patient management, in every branch of medicine, encounters the 
problem of nonadherence to treatment, its impact in psychiatric practice assumes 
significant proportions, especially considering the burden of mental disorders—as 
in the case of major depressive disorder and bipolar disorder. The former is often 
related to treatment resistance, while the latter to relapses and partial adherence.

Moreover, the present volume also provides coverage of the more frequently 
reported problems faced by residents during the years of the residency training 
programs.

We are grateful to the authors of this book, who are all well-known experts in 
their respective field and who provided their chapters on time, despite their busy 
schedules.

We believe that this book will be useful not only for psychiatrists but also for 
psychologists, other mental health professionals, and physicians from other disci-
plines, who want to stay updated on modern approaches to patients with mental 
disorders or mental health problems.

Rome, Italy Maurizio Pompili
Naples, Italy  Andrea Fiorillo

Preface



vii

Contents

 1   Unmet Needs in Modern Psychiatric Practice . . . . . . . . . . . . . . . . . . . .   1
Gaia Sampogna, Mario Luciano, Valeria Del Vecchio,  
Vincenzo Giallonardo, Benedetta Pocai, Maurizio Pompili,  
and Andrea Fiorillo

 2   Unmet Needs in Patients with Schizophrenia . . . . . . . . . . . . . . . . . . . . .  15
Herbert Y. Meltzer

 3   The Unmet Needs for Major Depressive Disorder . . . . . . . . . . . . . . . . .  27
Roger McIntyre and Hartej Gill

 4   Unmet Needs in Psychiatry: Bipolar Depression . . . . . . . . . . . . . . . . . .  39
Ross J. Baldessarini, Leonardo Tondo, and Gustavo H. Vázquez

 5   Unmet Needs in Mixed States  . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  83
Terence A. Ketter

 6   Unmet Needs in the Treatment of Personality Disorders  . . . . . . . . . . . 101
Joel Paris

 7   Unmet Needs in the Assessment and Treatment of  
Psychomotor Agitation . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 109
Alessandro Cuomo, Simone Bolognesi, Arianna Goracci,  
Despoina Koukouna, Pier Francesco Laurenzi,  
and Andrea Fagiolini

 8   Unmet Needs in the Management of Suicide Risk . . . . . . . . . . . . . . . . . 125
Maurizio Pompili

 9   Unmet Needs in Psychiatry Training. . . . . . . . . . . . . . . . . . . . . . . . . . . . 137
Melissa R. Arbuckle, Bianca Nguyen, Marc H. M. Hermans,  
Roger Ng, and Allan Tasman

 10   Unmet Needs During Residency Training  
Programmes in Psychiatry . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 157
Howard Ryland, Mariana Pinto da Costa, Luke Baker,  
Hussien Elkholy, Tando A. S. Melapi, Mariana Paim Santos,  
and Ross Runciman



viii

 11   Unmet Needs in Youth Mental Health: Transforming  
Models of Care to Improve Outcomes  . . . . . . . . . . . . . . . . . . . . . . . . . . 181
Patrick D. McGorry and Cristina Mei

 12   Classification Systems of Mental Disorders:  
Where Did We Go Wrong?. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 193
Hans-Jürgen Möller

 13   Stigma: An Old Unmet Need in Psychiatric Practice  . . . . . . . . . . . . . . 205
Heather Stuart, Brooke Linden, and Norman Sartorius

Contents



1© Springer Nature Switzerland AG 2020
M. Pompili et al. (eds.), New Directions in Psychiatry, 
https://doi.org/10.1007/978-3-030-42637-8_1

G. Sampogna · M. Luciano · V. Del Vecchio · V. Giallonardo · B. Pocai · A. Fiorillo (*) 
Department of Psychiatry, University of Campania “Luigi Vanvitelli”, Naples, Italy
e-mail: gaia.sampogna@unicampania.it; mario.luciano@unicampania.it;  
andrea.fiorillo@unicampania.it 

M. Pompili 
Department of Neurosciences, Mental Health and Sensory Organs, Suicide Prevention Center, 
Sant’Andrea Hospital, Sapienza University, Rome, Italy
e-mail: maurizio.pompili@uniroma1.it

1Unmet Needs in Modern Psychiatric 
Practice

Gaia Sampogna, Mario Luciano, Valeria Del Vecchio, 
Vincenzo Giallonardo, Benedetta Pocai, Maurizio Pompili, 
and Andrea Fiorillo

1.1  Background

The social, economic and scientific changes occurred in the last years have had, and 
are still having, a significant impact on psychiatric practice [1] and on the clinical 
presentation of many mental disorders; in fact, while some traditional syndromes 
seem to be disappeared, new forms of mental health problems are coming to psy-
chiatric consultation. The psychosocial distress caused by the economic crisis on 
the well-being of the general population, or the maladaptive use of the new tech-
nologies among the younger generation, are some good examples of psychosocial 
factors causing new mental health problems [2–4]. Psychiatrists and mental health 
professionals are not yet well-equipped for managing these, which represent major 
unmet needs in modern clinical practice [5].

Other changes are related to the introduction of new pharmacological and psy-
chosocial treatment strategies, which are increasing the possibility to treat or even 
prevent the onset of full-blown mental disorders. However, despite these significant 
changes, psychiatry as a profession still bases its education, research and clinical 
practice on a knowledge formed over the last two centuries [6]. Some of the most 
significant changes that are modifying the role of psychiatrists and of mental health 
professionals in the modern society are summarized in Table 1.1 and will be dis-
cussed in this chapter.

http://crossmark.crossref.org/dialog/?doi=10.1007/978-3-030-42637-8_1&domain=pdf
mailto:gaia.sampogna@unicampania.it
mailto:mario.luciano@unicampania.it
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mailto:maurizio.pompili@uniroma1.it
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1.2  Changes Occurred at Social Level

1.2.1  Globalization

The process of globalization started in the economic field and has widespread to 
everyday life [7]. Everywhere in the world, people are experiencing a reformulation 
of boundaries and a transformation of communication, which have an impact on the 
perception of times and space [8]. Moreover, individualism and personal autonomy 
has increased, with a loss of social cohesion and cultural identity [9]. Due to global-
ization, cultural differences among different regions of the world are disappearing.

Internet and social media have a central role in the globalization, facilitating 
exchange of information and communication. Social relationships are changing, 
and more relevance is attributed to virtual life, in terms of number of likes, follow-
ers and visualizations compared to face-to-face interactions. It has been highlighted 
that the use of Internet impacts on attentional capacities, memory processes and 
social cognition, with relevant neurophysiological changes in the brain [10].

1.2.2  Migration

The phenomenon of mass migration, due to different causes such as natural disasters, 
war or economic crises, is changing the modern society, modifying cultural boundar-
ies across population and consequently the presentation of mental health problems 
and mental disorders. Moreover, the migration itself has been recognized as a stress-
ful event acting as a possible precipitating factor for the onset of several mental dis-
orders, such as psychosis, anxiety disorders or post-traumatic stress disorder (PTSD) 
[11, 12]. Furthermore, the recent massive migration has underlined the need for psy-
chiatrists to be trained according to a transcultural perspective. According to this 
perspective, the role of cultural factors in understanding the development of mental 
disorders should be routinely evaluated. The migration process—impacting on local 
and regional cultures, with the integration of different cultural aspects, communica-
tion skills, religious beliefs, traditions, family and gender issues—is also modifying 
the presentation of some mental disorders. The socio- cultural factors should always 
be carefully considered when making a diagnosis of a given mental disorder; as 
witnessed by a specific chapter and a dedicated interview included in the DSM-5 
for accommodating the diagnoses of mental disorders according to cultural factors.

Table 1.1 Main changes affecting psychiatric practice worldwide

•  Changes occurred at social level (e.g., globalization; migration; family structure; stigma and 
discrimination)

•  Changes occurred at clinical level (new presentation of mental health problems; 
comorbidity; physical health care and mortality rates)

•  Changes occurred at treatment level (pharmacological interventions; biological non- 
pharmacological interventions; psychosocial interventions)

G. Sampogna et al.
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1.2.3  Family Structure

Another relevant change occurred in recent years is the rise of new forms of fam-
ily structure, such as single-parent families or same-sex families. Moreover, the 
traditional nuclear family model, with “vertical” relationships (e.g., grandparents, 
parents, children), is going to be replaced by a “horizontal” family network, with 
support provided mainly by peers and friends rather than by parents [13]. Changes 
in family patterns, with multiple generations of families no longer living in the same 
house or in the same town due to working reasons, is modifying the role of elderly 
people in the community and the way they are cared for. The increased demands for 
caregiving by younger family members for the older generations is less likely to be 
served when those younger generations live far away.

1.2.4  Stigma and Discrimination

Persons with mental disorders represent the only category of people significantly 
discriminated and excluded from social activities due to their condition [14]. Social 
exclusion and discrimination are due to the presence of stigma towards people with 
mental disorders. Due to stigma, people with severe mental disorders are excluded 
from civil society, are at increased risk of being in contact with the criminal justice 
system, are at higher risk of poverty and homelessness.

Mental disorders pose a massive burden on affected people, their families and 
the society at a large, but stigmatizing attitudes towards mental illness, mentally 
ill people and psychiatrists make it relatively difficult to obtain funding and help-
seeking. Moreover, stigmatization has also an impact on patients’ physical health, 
which is too often neglected due to lack of integration between psychiatry and gen-
eral medicine.

Thornicroft [15] has conceptualized the phenomenon of stigma as a problem 
of stereotypes, attitudes and behaviours. In particular, stereotypes are beliefs con-
cerning the habits, behaviours and characteristics that are associated with people 
with mental illness. Prejudice is the automatic emotional response to the stereotype 
(e.g., “people with schizophrenia are dangerous and I am afraid of them!”). Attitude 
leads to behaviour adopted to protect from possible consequences that might arise 
from the stereotype (e.g., “they are dangerous and should be excluded from the 
community”).

The consequences of stigmatization against people with mental illness are dra-
matic and are often considered to be as important as the illness itself. Stigma can 
undermine many life goals of people with severe mental illness through reduced 
participation in higher education, employment and relationships, and lower levels 
of well-being and empowerment.

Several strategies have been described for overcoming stigma, namely protest, 
education and contact [16]. Protest aims to eliminate negative stereotypes in public 
statements, media reports or advertisements. Education aims to provide balanced and 
unbiased information about mental disorders or by showing how stereotypes (e.g. 

1 Unmet Needs in Modern Psychiatric Practice
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dangerousness and unpredictability of people with schizophrenia) are frequent in the 
general population. It has been found that educational interventions are more effec-
tive when target population has already had a contact with a person with mental dis-
orders. The contact-based strategy includes intervention involving a “testimonial”, a 
person with a mental disorder sharing his/her experience about the disorder and his/
her pathway towards recovery. Contact-based strategies have been recognized as one 
of the most effective interventions for fighting stigma, being effective in modifying 
the stigmatizing behaviours towards people with severe mental disorders.

Several anti-stigma interventions are still ongoing worldwide, including long- 
term programmes, such as the “Like Minds, Like Mine” campaign carried out in 
the New Zealand from 1990s [17], or the most recent ones such the Time to Change 
campaign in the United Kingdom [18] and the One of Us campaign running in 
Denmark [19]. The main differences among these interventions are related to the 
target population, to the inclusion of testimonials and to the use of social media 
channels of communication.

The changes occurred in communication technologies may help in fighting 
stigma. The Internet and all other technological tools offer new strategies of com-
munication and can be helpful to reduce discrimination and social exclusion of peo-
ple with severe mental disorders [20]. In particular, the Time To Change campaign 
has included a specific social marketing campaign, based on the use of Facebook, 
Instagram and Twitter, which has been found to be effective in the long term in 
improving attitudes and behaviours of the general population towards people with 
severe mental disorders [21]. It is likely that in the next future the appropriate use 
of new communication technology will help to overcome stigma in an effective and 
cost-saving approach.

Stigmatization affects also psychiatrists and mental health professionals. In fact, 
the “public” image of psychiatry and psychiatrists is still negative and not attrac-
tive: the efficacy of pharmacological drugs or psychotherapeutic interventions in 
improving patients’ outcome is often underestimated not only by the general public, 
but also by other medical professionals [22, 23]. People should be aware that psy-
chotropic drugs are among the most effective interventions available in the whole 
medicine, and that antipsychotic or antidepressant medications have a higher effi-
cacy compared with medications used in general medicine; nonetheless, the general 
perception is that these drugs are not effective and even harmful [24]. Also mental 
health services and facilities are neglected by policy makers at global level, often 
resulting in poor resources and support.

1.3  Changes Occurred at Clinical Level

1.3.1  New Mental Health Problems

Mental health has been traditionally defined as the absence of mental diseases but, 
more recently, mental health has been defined as a state of the organism which allows 
the full performance of all its functions, or as a state of balance within oneself and 

G. Sampogna et al.
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between oneself and one’s physical and social environment [25]. Therefore, mental 
disorders and mental well-being can be considered as lying on a continuum, being 
based at the opposite ends of a spectrum of conditions. On this continuum, other 
conditions can be identified and defined as “mental health problems”, which are not 
proper mental disorders, but conditions associated with reduced function and per-
sonal impairment, requiring the management by mental health professionals.

The terms “mental health issues” or “mental health problems” are being 
increasingly used, highlighting the recently occurred shift in the target of psy-
chiatry. In particular, some “traditional” mental disorders, such as hebephrenia, 
catatonia or hysteria, seem to be disappeared (at least in Western countries), 
whereas other forms of mental health problems are coming to attention, such as 
videogames addiction, vigorexia, orthorexia or cyberbullying. The World Health 
Organization has included the “gaming disorder” in the chapter of behavioural 
addictions of the new version of the International Classification of Diseases 
(ICD-11). Young people are considered “digital natives” and they can access 
an enormous amount of information, without any limit or control. Even if this 
represents one of the big achievements of modern society, it carries on several 
risks for young people, such as cyberbullying, cybersuicide, pro-ana and pro-mia 
websites [26, 27]. 

Psychiatrists and mental health professionals have reported that they are trained 
to manage these mental health problems. It is clear that these paradigmatic changes 
represent a challenge in a modern psychiatric practice [28].

1.3.2  Comorbidity and Mortality

A phenomenon observed in the modern society is that the life expectancy has glob-
ally increased with a subsequent rise in the number of years of life lived suffering 
from more than one disorders, and higher rates of impairment and disability [29]. 
Moreover, the growth of the elderly population has the direct consequence of a fur-
ther increase in age-related diseases and in comorbid diseases [30].

People suffering from comorbid diseases represent a challenge for mental health 
professionals in terms of complexity of the clinical presentations and implications 
for their optimal management [31]. The most frequent comorbidity is with cardio-
vascular and metabolic disorders, and patients very often do not receive an adequate 
treatment due to stigma, discrimination and fragmentation of health services. All 
these factors contribute to increase the mortality gap between people with severe 
mental disorders and the general population [32].

Moreover, the increased rate of comorbid diseases negatively impacts on the 
quality of life of patients with severe mental disorders, such as schizophrenia or 
bipolar disorders. In fact, the levels of care they receive for their physical health is 
much lower than those received by the general population, further contributing to 
the mortality gap. Patients with severe mental disorders usually adopt unhealthy 
lifestyle behaviours and report a reduced life expectancy of at least 20 years com-
pared to the general population [33]. Therefore, the promotion of physical health 

1 Unmet Needs in Modern Psychiatric Practice
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in their patients and the management of the comorbid illnesses represent a clini-
cal challenge and an ethical priority for all health professionals. It is necessary to 
promote research into comorbidity and rethink the organization of health care in 
order to facilitate detection, treatment and recovery of people affected by comorbid 
mental and physical disorders.

1.4  Changes Occurred at Treatment Level

1.4.1  Pharmacological Interventions

Since the discovery of chlorpromazine, iproniazid and chlordiazepoxide, several 
pharmacological compounds have been developed, mainly differing according to 
their pharmacodynamic targets and tolerability profiles. As pointed out by Leucht 
et al. [24], psychotropic drugs are the most effective drugs available in the whole 
medicine, even considering contextual factors, such as disease’s severity, natural 
course of the disorder, duration and outcomes. However, pharmacological treat-
ments have been found to be effective in controlled conditions, such as those of 
randomized controlled trails, defining the so-called efficacy. On the other hand, 
there is the need to promote real-world studies in order to test the “effectiveness” of 
such pharmacological interventions in routine conditions, evaluating the impact of 
several mediator and moderator factors (such as age, gender, presence of comorbidi-
ties, etc.) [33, 34].

Moreover, it is important to disseminate well-balanced, unambiguous and uncon-
ditioned information about psychotropic drugs and to reduce the psychological and 
cultural barriers which limit the use of psychotropic drugs [1]. A modern pharmaco-
logical strategy recently launched is represented by the new long-acting injectable 
formulation for antipsychotics (LAI), which can be useful for the long-term man-
agement of patients with schizophrenia. However, several barriers still persist in 
the prescription and routine use of LAI medications, although their efficacy, safety 
and tolerability have been clearly demonstrated. Patients still have concerns about 
the use of LAIs in terms of perception of being coerced, fear of needle or of side 
effects [35]. The adoption of a shared decision-making approach in proposing LAI 
treatments and other evidence-based treatments represents an important innova-
tion in clinical practice and it is quite often adopted by the young generation of 
psychiatrists.

1.4.2  Biological Non-Pharmacological Interventions

Several biological non-pharmacological interventions have been developed in the last 
decades using neurostimulation or neuromodulation approaches. Neurostimulation 
treatments use electrical or magnetic stimulation targeting specific brain regions 
with non-invasive techniques, such as transcranial direct current stimulation (tDCS), 
repetitive transcranial magnetic stimulation (rTMS), electroconvulsive therapy 

G. Sampogna et al.
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(ECT) and magnetic seizure therapy (MST), as well as invasive surgical techniques, 
such as vagus nerve stimulation (VNS) and deep brain stimulation (DBS). Most 
of these neurostimulation treatments have been studied and are currently used in 
patients with treatment-resistant depression or severe obsessive- compulsive disor-
der (OCD) who have failed to respond to standard treatments [36, 37].

In particular, the use of ECT in major depression is associated with a response 
rate of 64.4% and remission rate of 52.9% [38].

Moreover, the DBS and the rTMS have also been found to be promising for the 
management of addictions [39]. According to the consensus paper by Ekhtiari et al. 
[40], non-invasive brain stimulation techniques—mainly rTMS and transcranial- 
electrical stimulation (tES)—represent a novel treatment option for patients with 
substance-use disorders, targeting the underlying neuronal pathways of addictive 
behaviours. Nevertheless, available studies are very heterogeneous in the adopted 
methodology and in the outcome measures considered, and shared research pro-
tocols are needed with large samples of patients and with an adequate statisti-
cal power.

The level of acceptability and tolerability reported by patients treated with non- 
invasive brain stimulation procedures is quite good, considering that no significant 
differences have been found in terms of drop-out rates compared to patients receiv-
ing pharmacological treatments [41]. However, these neuromodulation approaches 
need some refinement, e.g. the daily administration schedule over several weeks can 
be a barrier limiting their routine care feasibility.

1.4.3  Psychosocial Interventions

The rapidly expanding use of electronic communication in the digital world has led 
to revolutionary changes in the provision of psychosocial interventions for people 
with severe mental disorders. Online psychotherapies and psychosocial interven-
tions for promoting healthy lifestyle behaviours, which have been found to be effec-
tive in several RCTs [42], have the great advantage of being cost-saving and being 
accessible also from a distance.

A novel treatment approach, still in its infancy, is represented by the AVATAR 
therapy for the treatment of auditory verbal hallucinations in patients with psycho-
sis [43]. The pioneer studies carried out so far have shown that the AVATAR therapy 
is very effective since it allows a face-to-face interaction with a digital representa-
tion (avatar), whose speech is very similar to that of auditory hallucinations. The 
therapist facilitates a dialogue in which the voice-hearer gradually gains increased 
control over the voice [44]. Another promising non-pharmacological approach is 
represented by the virtual reality treatments for patients suffering from anxiety 
disorders, phobias, PTSD or addictions [45]. In particular, virtual reality exposure 
therapy represents a new way for conducting exposure therapy using a computer-
generated virtual environment in order to expose the patient to the feared situations. 
The virtual reality therapy aims to overcome the limitations of traditional therapy in 
terms of patient’s engagement with the treatment.

1 Unmet Needs in Modern Psychiatric Practice
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The dissemination on a large scale of psychosocial interventions is still far from 
being achieved. It will require a change in professionals’ attitudes and the evaluation 
of the role of non-specific factors in mental health practice, such as communication 
styles and therapeutic alliance, considering the widespread of Internet as modality 
for treatment delivery [46, 47]. Moreover, many psychotherapeutic and psychoso-
cial interventions will be delivered through Internet, which will give the possibility 
to treat many patients who would not be reached otherwise (e.g. patients with social 
phobia, patients living in distant areas, etc.). Finally, these approaches will have to 
be provided according to an individualized therapeutic plan and possibly integrated 
with pharmacological interventions. Ideally, these integrated approach should be 
provided in modern, non-stigmatizing settings [48, 49].

1.5  The Role of Psychiatrists in the Modern Society

The role of psychiatrists has changed over time. As a profession, psychiatry has a 
role in regulating itself and deciding on acceptable practice, but it is also subjected 
to strong societal pressures and controlled by legislation [30] (Table 1.2).

In this context of historical changes, the relationship of psychiatry with the other 
branches of medicine has changed, as well as the role attributed to psychiatrists by the 
society [26]. Psychiatrists in their routine care deal with different clinical conditions, 
from addiction disorders to severe mental disorders, such as schizophrenia and bipolar 
disorder. In the modern society, the role of psychiatrists includes also the need to pro-
mote mental health in the general population and to prevent mental disorders. The dis-
crepancy between the requirements of society and the modernization of medicine has 
generated a profound debate about contemporary psychiatric practice [50]. Although 
we are living in a transitioning period, this should be considered as a possibility of 
growth for our discipline [34]. The achievements of psychiatry obtained in the last 
30 years, such as the spread of mental health services worldwide, the affirmation of 
the community-based model of care, the multidisciplinary approach, the patient cen-
trality in the process of care, the consolidation of the stress-vulnerability model in the 
pathogenesis of mental disorders, the need for integrated treatments and the integra-
tion of biological, psychological and social components of mental disorders, must be 
highlighted and defended without ideological prejudices [34, 51].

In order to defend their own identity, psychiatrists will have to address impor-
tant challenges, such as the need to identify the causal pathways underlying severe 
mental disorders and to develop new pharmacological compounds based on those 
underlying brain dysfunctions. Psychiatrists will also have to preserve the specific 
skills of the discipline, i.e. dealing not only with the brain, but with human suffering 

Table 1.2 The new agenda 
for psychiatrists

•  Contract with society
•  Identification of casual pathways underlying severe 

mental disorders
•  Person-centred and recovery- oriented approach
•  Collaboration with all stakeholders

G. Sampogna et al.
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as well. In order to do so, they will have to continuously update their knowledge 
on the basis of the new discoveries and evidence-based findings. Moreover, neu-
robiological, social and behavioural aspects of mental disorders will have to be 
integrated in a modern unitary perspective of psychiatry, having a global vision of 
the patient and of his/her disorder, avoiding useless and dangerous reductionistic 
approaches. Such an approach will help to avoid uncritical practices and scientific 
homologations, focusing on the patient as a person and to establish a truly therapeu-
tic relationship. Therefore, post-graduate training curricula will need to be updated 
taking into account the biological, psychological and social factors involved in the 
development and treatment of mental disorders.

Psychiatry is now taking a person-centred approach with a focus on recovery 
from mental disorders and empowerment of mentally ill persons. In order to achieve 
this aim, collaboration of psychiatrists with other health professionals, including 
nurses, psychologists, occupational therapists and social workers, should be rein-
forced in order to provide an integrated and multimodal package of care to patients 
[52]. Furthermore, patients and caregivers will have to be involved as much as pos-
sible in their treatment plans in order to fulfil patients’ clinical, functional and per-
sonal priorities [53, 54].

All stakeholders involved in mental health, including professionals, policy mak-
ers, users and carers, the media, can have different expectations regarding the role 
of psychiatry and psychiatrists in the next decades. In any case, whatever compe-
tencies and roles are considered, the main responsibility of psychiatrists worldwide 
is to ensure that patients get the best possible consideration and the best available 
treatments they need and deserve.

Psychiatrists as leaders need not only to engage with the public, but also to edu-
cate them. At the same time, psychiatrists have a key responsibility in providing 
clinical leadership in the development, quality assurance, efficiency and protection 
of mental health services, which must be available to all citizens.

1.6  Conclusions

In recent years, many social, economic and scientific changes have had a significant 
impact on the clinical presentation of many mental disorders, giving rise of new 
mental disorders and mental health problems.

It seems that the majority of mental health professionals are not adequately 
trained and equipped for managing these new mental health problems. These 
represent some of the most frequently reported unmet needs in clinical practice, 
research and education, underlining the need for setting a new agenda for mental 
health professionals. The items of the new agenda will have to include the contract 
between psychiatry and society, the refinement of the psychiatric model of care 
according to a person-centred and recovery-oriented approach, the identification of 
the causal pathways underlying mental disorders. Many other items could be identi-
fied and added to the agenda in the next years, on the basis of the evolving target of 
psychiatry.
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2.1  Introduction

The unmet needs of patients with schizophrenia are many, complex, and diverse. 
Addressing them will require the combined efforts of both basic and clinical 
researchers, clinical and social service providers, family members, and society at 
large, to meet these needs. This article will address those which are of the highest 
priority and possibly even attainable within a decade or less with technologies that 
are available or highly likely. What is less clear is the willingness and ability of 
society to support the effort in light of many competing needs for health care, the 
stigma associated with schizophrenia, and the recent retreat from schizophrenia 
research by some leading pharma companies. There is disagreement as to whether 
schizophrenia is a discrete disorder or part of a psychotic spectrum which includes 
bipolar disorder and psychotic depression, all of which share psychotic features, 
cognitive impairment and negative symptoms/depression. The US National Institute 
of Mental Health now rejects the idea of schzophrenia as a legitimate target for 
clinical treatment trials.

The brighter side of the ledger for meeting the needs of patients with schizo-
phrenia is the vastly increased knowledge of the genetic architecture of schizo-
phrenia and the relation to that of other neuropsychiatric disorders [1] and the 
many advances in the treatment of schizophrenia which have been made in the 
last 30 years, or on the cusp of approval, e.g., TAAR1 agonists [2], likely to be 
effective antipsychotic without causing extrapyramidal side effects(EPS),and 
possibly a dopamine (DA) D1 partial agonist, which is likely to be highly 
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effective to improve working memory and other types of cognitive impairment, 
but not be antipsychotic as well [3].

2.2  The Importance of Optimal Use of the Atypical APDs

Atypical antipsychotic drugs (APDs) such as clozapine, risperidone, lurasidone,  
and olanzapine rely on potent serotonin (5-HT)2A receptor blockade and weak 
dopamine (DA) D2 receptor blockade plus other pharmacologic features, e.g. 
5-HT1A partial agonism, 5-HT7 antagonism, in some of these drugs, to achieve 
their beneficial effects of the three major components of the schizophrenia syn-
drome.  Their multitargeted pharmacology enables them to avoid moderate to severe 
extrapyramidal symptoms and tardive dyskinesia in most patients. This intern 
enhances compliance [4]. The failure to develop more effective treatments for the 
cognitive impairment associated with schizophrenia (CIAS) during this period is 
lamentable. This is compounded by lack of recognition that the atypical APDs pro-
vide clinically significant cognitive benefit for many individuals with schizophre-
nia, even if many receive no apparent benefit other than avoiding the detrimental 
effects of unopposed D2 receptor blockade [5]. Addressing this issue, especially 
with biomarkers to identify the likelihood of improvement in cognition by switch-
ing to a drug which is likely to be beneficial for cognition in the absence of other 
reasons for a switch would at least partially address this need. The use of clozapine 
to improve working memory, based, in part, on the indirect muscarinic agonist prop-
erties of its metabolite, N-desmethylclozapine, and effects on GABAergic transmis-
sion in the prefrontal cortex (PFC) and hippocampus, is an example of this [6] and 
will be discussed in more detail subsequently.

The development of a number of atypical APDs which share the main pharmaco-
logic profile of clozapine, e.g., lurasidone, olanzapine, quetiapine, risperidone, and 
ziprasidone, and the partially novel atypical APDs, aripiprazole, brexpiprazole, and 
cariprazine, have contributed much to the well-being of millions of patients with 
schizophrenia, as have improvements in adherence to treatment resulting from long 
acting formulations. Beyond drug treatment, improved methods of administering 
electroconvulsive therapy (ECT) and transcranial magnetic stimulation (TMS),more 
available psychosocial treatments, larger disability payments enabling community 
living rather than chronic hospitalization, have reduced symptoms and improved 
quality of life for many patients. However, the outcome for many patients with 
schizophrenia leaves much to be desired, especially with regard to cognitive impair-
ment and overall function.

Despite the absence of a biological test to establish the diagnosis or monitor the 
success of efforts for prevention and treatment, and that not all patients manifest all 
of the major types of psychopathology, at a given time, or rarely anytime, and that 
none of these symptoms are unique to schizophrenia, it has been possible for clini-
cians to make the diagnosis of schizophrenia and differentiate patients from those 
with closely related disorders, e.g., bipolar disorder, autism spectrum disorder, and 
Huntington’s disease. The discovery and utilization of APDs such as 
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chlorpromazine, which are highly effective in many patients with schizophrenia to 
treat for positive symptoms but had little impact on negative symptoms or CIAS, 
identified the development of better treatments for CIAS as the major unmet need. 
While some believe that no effective treatments for the cognitive impairment have 
been developed, there is much evidence to argue against this, as we and others have 
discussed elsewhere [5, 7, 8]. What is needed are more effective treatments for 
CIAS and negative symptoms, for those patients who experience little or no 
improvement in cognition, even when their positive symptoms are controlled by 
APDs or other somatic treatments.

2.3  The Need for a Wide Range of Treatments Based 
on the Heterogeneity of Schizophrenia

It is well established that schizophrenia is a syndrome with multiple causes which 
can be characterized as genetic and environmental and that both are multifacto-
rial. The ultimate goal is identify which of the causal factors, e.g., a subset of the 
greater 150 risk genes of small effect [9] and more penetrant, bur rarer copy num-
ber variations and chromosomal abnormalities, that have been identified, and are 
pleiomorphic, causing various types of psychopathology in individual patients. 
This would guide developing and applying treatments which address the particu-
lar subset of causal factors that are etiologic for that individual should produce 
better outcome. The majority of the loci in the risk genes are intronic, indicating 
that factors regulating gene expression are especially relevant. Epigenetic pro-
cesses which regulate gene expression, are, therefore, likely targets for novel 
therapies. The risk genesare enriched in those which regulate neurodevelopment 
and synaptic plasticity [10]. When the disease process involves combinations of 
genes which are rare, unique treatments may be needed to ameliorate the syn-
drome. Table  2.1 provides a list of the specific types of additional treatments 
which would be expected to meet the major unmet and partially met needs of 
patients with schizophrenia.

2.4  Improving Utilization of Current Treatments

There is a great need to improve utilization of current treatments known to be effec-
tive in schizophrenia. The use of APDs as first line treatments increased greatly 
following the publication of the NIMH-supported CATIE study [11] and the UK 
national Health service – supported CUtLASS study [12]. These studies in chronic 
outpatients found that typical and atypical drugs were comparable in terms of time 
to relapse and positive and negative symptom control with the exception of clozap-
ine which has been established as an effective treatment of ~two thirds of patients 
with schizophrenia whose psychosis does not respond to two or more typical APDs. 
Critique of the conclusions of the CATIE and CUtLASS study may be found else-
where [13, 14].
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Typical APDs are capable of controlling positive symptoms in about 70% of 
schizophrenia patients but do so through blockade of DA D2 receptors in the dorsal 
or ventral striatum. Effects on D2 receptors in other brain regions, and other phar-
macologic effects of some typical APDs, e.g., alpha 1 adrenergic receptor blockade 
[15], may also contribute to the efficacy for treating positive symptoms or improv-
ing cognition. However, EPS, including tardive dyskinesia and neuroleptic malig-
nant syndrome, are mechanism-based side effects, which make these drugs much 
less desirable than atypical APDs, which can control the positive symptoms with 
markedly fewer EPS and a lesser incidence of tardive dyskinesia.EPS contribute to 
lack of compliance with APD treatment for many reasons, including sedation, 
weight gain, sexual dysfunction, muscle rigidity, and loss of motoric flexibility. 
Long acting injectable forms typical APDs, e.g., fluphenazine decanoate and halo-
peridol decanoate, are preferred over oral typical APDs, if one of these agents is to 
be used. There is no reliable evidence that there are significant differences in effi-
cacy between typicals APDs for control of positive symptoms, indicating multiple 
trials of different typical APDs will not improve outcome. Moreover, the use of 
anticholinergic drugs to treat the EPS of typical APDs will further worsen cognitive 
function in many patients. Thus, it is strongly recommended to avoid using these 
drugs to treat schizophrenia.

There is some evidence with clozapine, lurasidone, olanzapine, melperone, and 
risperidone that these drugs may required as much as 6 months before response is 
noted [16–18]. These trial should are best with monotherapy with any of these atyp-
ical APDs; concomitant use of typical APD could compromise the efficacy of the 

Table 2.1 Pharmacotherapy and other somatic treatments unmet or met partially for schizophrenia

 1.  Development of drugs or other somatic treatments for cognitive impairment unresponsive 
to current APDs with emphasis on avoidance of D2 receptor blockade

 2.  Development of drugs or other somatic treatments for delusions, hallucinations, and 
thought disorder unresponsive to current APDs with emphasis on avoidance of D2 
receptor blockade

 3.  Development of drugs or other somatic treatments for negative symptoms unresponsive to 
current APDs with emphasis on avoidance of D2 receptor blockade

 4.  Development of drugs or other somatic treatment with rapid onset of action for one or 
more of the three main types of psychopathology noted in 1–3

 5.  Drugs effective for psychopathology of schizophrenia which rarely, if ever, produce 
extrapyramidal side effects, including tardive dyskinesia, weight gain, drowsiness, adverse 
endocrine effects, e.g., prolactin elevations

 6.  Development of or wider use of drugs and other therapies to reduce the side effects of 
current treatments, e.g., weight gain

 7.  Enable wider use of clozapine, especially for suicide risk mitigation, but also for treatment 
resistant psychopathology

 8.  Validation of genetic and other biomarkers for suicide in schizophrenia patients
 9.  Development of drugs other than clozapine for suicide risk reduction
10.  Institution of precision medicine approach based on biomarker prediction of clinical 

response to permit optimal choice of drug treatment
11.  Validation of cognitive remediation protocols which facilitate somatic treatments for 

cognitive impairment
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atypical APDs. The basis for this recommendation for monotherapy is that the phar-
macology which enables atypical APDs to be effective at low D2 receptor occu-
pancy is heavily dependent upon their direct or indirect effects on a variety of 5-HT 
receptors, especially 5-HT2A and 5-HT1Areceptors,other5-HT6, 5-HT7, and 
5-HT2C receptors [19] and a variety of other mechanisms [20]. The relative amount 
of D2 receptor blockade, the 5-HT2/D2 receptor ratio, is an important determinant 
of their efficacy. Additional D2 receptor blockade, even from a second atypical 
APD, has been shown to adversely affect the response to clozapine [21]. The atypi-
cals also are indirect DA and ACh receptor agonists because of their ability to 
enhance the release of DA and ACh in the cortex, hippocampus, striatum, and other 
regions. The DA release will affect D1 and D4 receptor stimulation while the ACh 
release will affect muscarinic and nicotinic receptors. They also enhance glutamate, 
glycine, and serine release and modulate GABAerigc function. The value of these 
indirect effects on various DA and glutamate receptors have been identified in our 
laboratory in studies of mice which received the NMDAR antagonist, PCP, to induce 
deficits in various cognitive functions and social interaction, a model of negative 
symptoms. For example, the ability of the atypical APD, lurasidone, to enhance the 
ability of subeffective dose of the D4 agonists to improve novel object recognition 
in scPCP-treated mice [22]. However, the core issue of choice of type APD is their 
ability to improve cognition and to decrease the likelihood of improvement with an 
atypical APD should tardive dyskinesia develop [23]. There is some suggestion that 
clozapine is more effective than other atypical APDs for non- treatment resistant 
patients based on a meta-analysis [24]. However, the side effect of clozapine, includ-
ing weight gain and sedation, coupled with the need for weekly blood drawing, does 
not favor the use of clozapine as a first line treatment for non- treatment resistant 
patients. The choice among the other atypical APDs should be based on their side 
effect profile, e.g., less weight gain, sedation, and prolactin elevations.Aripiprazole 
and lurasidone are favored in these regards. Cariprazine is a recently introduced 
atypical APD with pharmacology that is distinct from clozapine, lurasidone, olan-
zapine, etc., in that it is a DA D3 and D2 receptor partial agonist. It is like the other 
atypical APDs in having some 5-HT2A inverse agonism and 5-Ht1A partial ago-
nism. However, it did notacetylcholine release in the prefrontal cortex or hippocam-
pus [25]. As the effect of other atypical APDs to improve cognition in the subchronic 
PCP rodent model has been partially attributed to cortical and hippocampal ACh 
efflux, it will be of interest to study the effect of cariprazine in that model and 
patients with schizophrenia.

The ability of genetic variation to predict the improvement in total psychopathol-
ogy and positive symptoms in acutely psychotic schizophrenia patients was pre-
dicted by a group of genes which are crucial for synaptic plasticity, including genes 
affecting synaptic adhesion (PTPRD, LRRC4C, NRXN1, ILIRAPL1, SLITRK1) 
and protein scaffolding (MAGI1, MAGI2, NBEA) which are essential for synaptic 
function; also synaptic plasticity-related genes (NRG1/3 and KALRN). The neuron- 
specific RNA alternative splicing regulator, RBFOX1, and ion channel genes, e.g., 
KCNA10, KCNAB1, KCNK9 and CACNA2D3 [26]. A meta-analysis largely con-
firmed these results [27]. There were no cognitive measures in these studies. Further 
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studies with other atypical APDs are needed to determine if synaptic related genes 
also are predictive of their ability to improve positive symptoms and, more impor-
tantly, cognition. If so, this would enable the development of biomarkers to predict 
choice of APDs. It is also of interest to determine if genes related to synaptic plastic-
ity predict response in patients with chronic symptoms.

The core pharmacology of most atypical APDs is 5-HT2A inverse agonism, 
combined with weaker D2 receptor antagonism. The selective 5-HT2A inverse ago-
nist, pimavanserin, combined with a subeffective dose of the atypical APD risperi-
done produced a more rapid antipsychotic response in chronic schizophrenic 
patients experiencing an acute exacerbation [28]. The more rapid response (2 vs 
62 weeks on average) was accompanied by less weight gain, EPS, and prolactin 
elevations. Animal studies suggest this strategy would produce similar advantages 
with drugs such as olanzapine and clozapine which at typical doses produce exces-
sive weight gain and sedation.

2.5  Is Remission Possible?

The goal to achieve “remission” in schizophrenia has received much attention since 
it was operationalized by Andreasen et al. [29]. Those criteria do not sufficiently 
consider the presence of cognitive impairment or a decline in function which can be 
inferred from comparison with siblings or the general population and allow for the 
presence of significant psychopathology and functional impairment. The standard 
applied in other areas of medicine, e.g., cancer treatment, to identify patients for 
whom treatment removes all biological evidence of any active disease process, has 
not and cannot be applied to schizophrenia, since the disease processes themselves 
are only partially understood and are so diverse.

We have described in detail a single patient with a psychotic spectrum disorder 
that included a near decade of severe treatment resistant schizophrenia was present 
prior to remission [18]. We will not repeat the justification for considering this 
remission here. What was most noteworthy was how rapidly her cognitive impair-
ment ended when the process which led to remission began. Marked improvement 
occurred within weeks, was complete within 6 months, and has persisted for over 
8  years to date. MRI scans within the 6  months period captured a significant 
increase in the grey matter of the anterior cingulate cortex and perhaps the subtha-
lamic nucleus. This response occurred while she was receiving risperidone decano-
ate 100 mg biweekly. She had previously failed to respond to oral risperidone, a 
trial of clozapine and other atypical APDs. Noteworthy is that her illness began 
with a period of bipolar symptoms, followed by nearly two decades of psychotic 
depression, before the schizophrenia phase. Each of the prior periods of psychopa-
thology also ceased but were replaced by other psychopathology. We are engaged 
in further study of this exceptional patient who may have some unique genetic 
makeup. A master gene like RBFOX which can produce many phenotypes through 
diverse downstream pathways is a possible candidate for such an exceptional 
course [1].
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Monitoring the extent of inflammation present in patients with schizophrenia is 
an example of a biological measure which might indicate remission. There is exten-
sive evidence of various types, including the risk gene,C4, in the major histocom-
patibility regions, for inflammation as part of the pathogenesis of schizophrenia, 
including cognitive impairment [10, 30, 31] as well as in some laboratory models of 
schizophrenia, e.g., subchronic treatment with the NMDAR antagonist, phencycli-
dine (PCP; [32]). In both cases, atypical APDs have been shown to reduce the evi-
dence of inflammation in terms of cytokine levels [33]. Cellular evidence of 
inflammation in the brains of PCP treated rodents is well documented as is the abil-
ity of atypical APDs to reduce the inflammation [32]. Clinical trials with anti- 
inflammatory drugs suggest that inflammation is not a sufficient cause of the major 
components of the syndrome to remit in most patients, but anti-inflammatory agents, 
including anti-inflammatory nutraceuticals such as curcumin, may be helpful 
adjunctive treatments for some patients [34].

2.6  Increased Utilization of Clozapine for Suicide

Completed suicide occurs in about 5% of patients with schizophrenia, making it a 
major challenge. Clozapine is underutilized as a means to reduce the suicide rate in 
schizophrenia because of the risk of agranulocytosis and required white blood cell 
monitoring [35]. This is particularly unfortunate because of its well-validated 
advantage to reduce the risk for suicide in schizophrenia [36, 37], while the risk of 
mortality from agranulocytosis with clozapine is very slight.

2.7  Developing Novel APDS for Schizophrenia and Other 
Disorders Within the Psychotic Spectrum

Clozapine is not unique for efficacy in patients whose positive symptoms do not 
respond to typical APDs. Similar response rates have been found with other atypical 
APDs, including melperone, olanzapine, and risperidone [16]. Enormous progress 
has been made in the last decade to understand the biological basis of schizophrenia 
without yielding the means to definitively make the diagnosis or to establish sharp 
boundaries between the schizophrenia syndrome and schizoaffective disorder, bipo-
lar disorder or major depression with psychotic features, the psychiatric disorders 
with which clinicians most often find themselves struggling to exclude before mak-
ing the diagnosis of schizophrenia. These disorder share many symptoms, co-occur 
in the same families, risk genes, response to treatment, and clinical trajectory. A 
recent study from the Psychiatric Genomics Consortium (PGC) based on a genome 
wide association study of 232,964 cases and 494,182 controls, used genome-wide 
data from patients with clinical diagnoses of schizophrenia, bipolar disorder, major 
depression, autism spectrum disorder, Tourette syndrome, attention deficit/hyperac-
tivity disorder, and anorexia nervosa  to demonstrate crucial shared genetic architec-
ture. Three groups emerged on which one was schizophrenia, clustered with bipolar 
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disorder and major depression, with shared genetic architectures, mood and psy-
chotic symptoms (Cross-Disorder Group of the Psychiatric Genomic Consortium). 
The top locus linking all eight disorders mapped within DCC, a gene fundamental 
to dearly development of white matter connections in the brain and affective mid-
line tract development in the brain. Of particular interest, the second strongest locus 
was RBFOX1, a master regulator of alternative splicing in the brain, which as men-
tioned above was atop predictor or of response to lurasidone. This study supports 
the conclusion that that schizophrenia, schizoaffective disorder, bipolar disorder, 
and major depression with psychotic features, sometime referred to as the Psychotic 
Spectrum Disorder, constitute a continuum [38]. Thus, finding biomarkers which 
allows the diagnosis of schizophrenia to be made with certainty will be very 
challenging.

2.8  Meeting the Need for Better Treatment for CIAS

Enhancement of the improvement in CIAS is perhaps at the top of the list of goals 
for improving outcome in schizophrenia. As noted above, atypical APDs are able 
to control positive symptoms in almost all patients with schizophrenia when used 
for sufficient time, at adequate doses, and with attention to possible negative effects 
of polypharmacy. While the atypical APDs are able to help many patients with 
schizophrenia, they do not help all. We have called attention to the remarkable data 
from the CATIE study that the atypical APDs were unable to improve cognition in 
patients with schizophrenia who had tardive dyskinesia [16, 23]. The 
N-desmethylclozapine-clozapine ratio in plasma has been shown to predict 
improvement in working memory in a subgroup of schizophrenia patients [6, 39, 
40]. Neither NDMC or clozapine levels alone had predictive value. It has been sug-
gested that this is due to the M1 agonism of NDMC, partially negated by  the M1 
agonism of clozapine. More than M1 agonism contributed to the cognitive enhanc-
ing effects of NDMC.  Both NDMC and clozapine depress inhibitory synaptic 
transmission, leading to increased excitatory transmission in hippocampal cultured 
neurons [41]. It was suggested that was due to inhibition of post-synaptic GABA A 
receptors, although action on calcium–related mechanism of synaptic function 
may also be involved. We have recently found evidence for a reversion of GABAA 
to an excitatory rather than inhibitory influence on cortical excitatory neurons in 
several mouse models of CIAS [42].

2.9  Conclusions

The major conclusions of this study is that better utilization of available treatments, 
especially the atypical APDs, can contribute to meeting some of the needs of patients 
with schizophrenia, including improved cognition and reducing the risk for suicide. 
We lack systematic evidence that various atypical APDs, of diverse pharmacology, 
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given for prolonged periods, without adverse polypharmacy, might produce better 
outcome in many more patients. The development of biomarkers for predicting 
response to specific drugs is a real possibility that has been not adequately studied. 
But optimal use of available drugs alone will be insufficient for many patients 
because of the heterogeneity of the pathogenesis of the illness, and the possibility 
that some drug treatments, especially typical APDs, may limit or prevent the effi-
cacy of atypical APDs.

The use of subeffective doses of atypical APDs with adjunctive 5-HT2A inverse 
agonism or D1 positive allosteric modulators might lead to better outcome.

Disclosures HYM is a shareholder of ACADIA and has received grant support from ACADIA, 
Allergan, Astellas, Eli Lilly, Janssen, Lundbeck, Neurocrine, and Otsuka. The author acknowl-
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3The Unmet Needs for Major Depressive 
Disorder

Roger McIntyre and Hartej Gill

Major depressive disorder (MDD) is one of the leading causes of morbidity and 
mortality around the world [1]. Approximately 264 million people worldwide 
reported being depressed [2]. Moreover, it is estimated that one in five US adults 
report symptoms of depression in their lifetime and the prevalence of MDD can be 
as high as 16% [3, 4]. By 2030, MDD is expected to be the leading cause of disease 
burden around the world [5]. While the direct death toll numbers are low for brain- 
based mental illnesses, MDD is highly comorbid with a number of mortality risk 
factors such as suicide and cardiovascular disease (CVD) [6, 7]. Depression contrib-
utes to both the development, as well as the progression of CVD [8, 9] and CVD is 
the number one cause of mortality in MDD populations [3, 8, 10].

Moreover, MDD is the leading cause of disability with reported cognitive, 
affective, and physical symptoms [3]. It is characterized by a chronic clinical 
course of illness with over 50% of individuals reporting recurrent depressive epi-
sodes [11]. Currently, the underlying etiology and pathophysiology of MDD is 
largely unclear. However, over the last few decades, there have been significant 
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advancements in new psychopharmacological, image guided neurostimulation, 
and psychotherapeutic approaches (i.e., cognitive behavioral therapy, mindfulness 
training). For example, new pharmacological treatments aim to go beyond target-
ing the monoamine system. Trials with glutamate targets such as ketamine offer 
promising results for a novel MDD treatment intervention [12]. Notwithstanding 
the novel developments in MDD treatment, there remains significant unmet needs 
for MDD treatment and management. Meeting these needs can reduce healthcare 
costs and improve patient outcomes by avoiding functional decline, and decreasing 
emergency room and hospital visits [13]. This chapter will review the greatest 
unmet needs for MDD: (1) the need for personalized and precision medicine (treat-
ment response); (2) anti-suicide treatments and premature mortality; (3) treatments 
that are not harmful to physical health; (4) preventative treatments and rapidly 
attenuating interventions for MDD; (5) disease modification for MDD; (6) achiev-
ing patient and provider desired outcomes (PROs) and domain based outcomes.

3.1  Improving Patient Outcomes with Personalized 
and Precision Interventions

Currently, antidepressant medications are the most common treatment for depres-
sive episodes and thus, they are one of the most commonly prescribed drugs world-
wide [12, 14]. The selection of antidepressants is largely based on clinician 
preference, treatment availability, acquisition cost, and patient preference and toler-
ability [15]. The response rate for initial antidepressant treatment is reportedly 
between 50% and 75% [16]. While antidepressant efficacy can vary, drug-placebo 
differences in antidepressant response has been associated with the severity of base-
line depressive symptoms. Individuals with higher baseline depression severity also 
respond poorly to psychotherapy as the primary treatment option [15]. Therefore, 
this can lead to multiple trials, poor treatment response, and patient frustration in 
response to the prolongation of MDD symptoms. Advances in personalized medi-
cine can help to improve patient outcomes by identifying a priori which groups will 
best respond to different therapeutic approaches.

The current therapeutic framework for MDD symptomatology is not predictive 
of response to antidepressants and other therapeutic approaches. Current depres-
sion treatment guidelines recommend antidepressants as a first-line treatment 
option [17]. Approximately 25% of individuals that take antidepressants have been 
taking the medication for more than a decade. Overall, antidepressant use has 
increased 5% over the course of the last decade [18]. Moreover, the economic bur-
den of depression has drastically increased over the course of the last two decades. 
Between 2005 and 2010, the health care costs for MDD has increased by approxi-
mately 22% to $210.5 billion in the USA [19]. However, due to the lack of vali-
dated biomarkers, clinicians are unable to predict the tolerability profile and 
treatment response for antidepressants. Current literature is inconclusive regarding 
the efficacy of antidepressant co-treatment compared to antidepressant monother-
apy [16]. Further research is needed to accurately evaluate the effectiveness of 
antidepressant co-treatment in patient populations. Directing treatment to 
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appropriate individuals will help reduce the economic and social burden associated 
with MDD.

New pharmacogenetic approaches offer the possibility of incorporating an indi-
vidual’s genetic architecture when selecting treatment options. Pharmacogenomic 
studies show that specific genes can have moderating effects for antidepressant 
response. For example, single nucleotide polymorphisms (SNPs) including FK506- 
binding protein-5 (FKBP5), glutamate receptor ionotropic kainate-1 (GRIK1), and 
4 (GRIK4) were shown to be associated with treatment response to citalopram [20]. 
Furthermore, a recent study looking at common genes associated with antidepres-
sant response found that glucocorticoid receptor (GR) regulated genes are enriched 
in antidepressant response genes. [21]. Moreover, genome-wide association studies 
(GWAS) have attempted to identify polymorphisms that predict antidepressant 
response. A meta-analysis of Genome-Based Therapeutic Drugs for Depression 
(GENDEP) and Sequenced Treatment Alternatives to Relieve Depression (STAR∗D) 
studies used rare variant analysis to assess antidepressant response. After 12 weeks 
of antidepressant treatment, SNPs rs116692768 and rs76191705 (both involved in 
regulatory processes) were significantly associated with symptom improvement 
using citalopram/escitalopram [22]. At the gene level, findings were inconsistent 
but the OR4K2 gene was associated with depressive symptom improvement. 
Meanwhile, individuals carrying rare alleles (i.e., rs199718838 A, rs116972349 A, 
rs151057533 C, and rs147651981 T) showed lower symptom improvement. With 
STAR∗D, the opposite trend was observed. Participants with rare alleles had a mean 
improvement of 70.3% versus common allele carriers that showed a mean improve-
ment of 59.78% [22]. Overall, there were no consistent effects observed at the gene 
level. Further testing is required to validate the biological meaningfulness of rare 
genetic variants in antidepressant response.

Notwithstanding the novel developments in pharmacogenetic testing, recent 
clinical trials have not shown improved efficacy and health outcomes to warrant 
regular testing in MDD patients [23]. A recent blinded randomized control trial test-
ing the efficacy of pharmacogenomics in MDD patients found negative effects [23]. 
Therefore, current results do not justify the inclusion of pharmacogenetic testing 
into regular testing and intervention for MDD [24]. Current pharmacogenetic test-
ing may be better utilized for informing tolerability profiles and adverse health out-
comes associated with antidepressants [24]. Future research should aim to address 
concerns with cost-effectiveness and treatment efficacy for current pharmacoge-
netic testing in order to improve health outcomes for MDD.

3.2  Anti-Suicide Treatments and Premature 
Mortality Prevention

Suicide literature shows a differential risk for suicidal ideation, suicide attempts, 
self-harm, and completed suicide in individuals with a mental health disorder. Up to 
90% of reported deaths by suicide involve a brain-based disorder [25] and the risk 
of a future suicide attempt increases with the number of comorbid mental disorders 
[26]. Individual risk for suicide is approximately 20 times greater in MDD 
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populations [2] and two-thirds of suicide cases involve a diagnosis of depression 
[7]. Individuals with a previous history of suicide are at an elevated risk for future 
attempts and the risk of suicide is significantly higher in individuals with a family 
history of psychiatric illness [7]. However, the risk factors for suicide in depressed 
populations are similar to the suicide risk factors in the general population [7]. Very 
few studies examine suicide in primary care settings and subsequently, the mean-
ingfulness of findings is often inconclusive. Approximately one in four individuals 
experiencing suicidal ideation will progress to active planning and attempts within 
the first year of ideation onset [27]. Consequently, there is an important need for 
treatments with anti-suicide effects.

There is a need for a pathoetiological model of suicide. Currently, there is no 
pharmacological treatment shown to reduce the risk of suicide. Recent antidepres-
sant clinical trials show improved measures of suicidality over the course of the last 
17 years. However, a similar effect is also observed in placebo-drug trials. Therefore, 
it is unlikely that improvements in suicidality are due to enhanced treatment efficacy 
of antidepressants [28]. Moreover, psychosocial support and psychotherapy are used 
in an effort to improve health outcomes and resiliency of MDD patients. Trials with 
cognitive behavioral therapy (CBT) have been shown to reduce depressive symptom-
atology and prevalence of suicidality [27]. However, current trials only exist in a 
clinical framework. The therapeutic efficacy of CBT needs to be assessed in a pri-
mary care setting. Furthermore, new developments have been made with machine 
learning, artificial intelligence, GWAS studies, and internet cognitive behavioral 
therapy (iCBT) for reducing suicidality in MDD populations [27, 29, 30]. For exam-
ple, a GWAS study on suicide attempts revealed higher polygenic risk scores in 
MDD patients [31]. As a result, there may be a genetic component for the elevated 
risk of suicide in depressed patients. Moreover, a six lesson iCBT course resulted in 
significant reductions in suicidal ideation, offering the possibility for internet-based 
MDD therapies to have anti-suicide effects. Electronic administration of treatments 
can also improve cost-effectiveness, availability, and tolerability [32]. However, sui-
cidal ideation does not directly inform us about the risk for suicide attempts. Rather, 
there appears to be an association between suicide attempt risk and the number of 
comorbid disorder [33]. Consequently, the anti-suicide effects of the aforementioned 
treatments will need to be unequivocally proven.

3.3  Treatments that Are Not Harmful for Physical Health 
and Help from Physical Comorbidities

Clinical, genetic, and environmental factors work together to shape individual 
response to antidepressant therapy [34]. Although SSRIs and SNRIs have fewer 
adverse effects compared to monoamine oxidase inhibitors (MAOIs) and tricyclic 
antidepressants (TCAs), the tolerability of the antidepressants may vary and patients 
report adverse effects such as headaches, gastrointestinal issues, insomnia, fatigue, 
and initial anxiety [34]. Also, SNRIs may cause restlessness and sexual dysfunction, 
and induce more nausea, insomnia, dry mouth, and sometimes high blood pressure 
than do SSRIs [34]. For example, the Food and Drug Administration (FDA) claims 
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that in patients testing positive for the HLA-B∗1502 allele, administration of carba-
mazepine may cause life-threatening skin reactions [35]. Through short-term phar-
macogenetics/pharmacogenomics testing, adverse effects associated with 
antidepressant therapy may be predicted [24]. The pharmacological properties of 
antidepressants may help predict tolerability profiles [12]. Further research on treat-
ments that are not harmful to physical health can help avoid the unwanted adverse 
effects present with first- and second-line antidepressants.

Obesity metastasizes the brain and is one of the most common physical comor-
bidities of MDD, with an estimated 350–500 million individuals affected by both 
disorders worldwide [36]. Several cross-sectional research trials have indicated a 
reciprocal link between obesity and depression [37]. That is, obese individuals are 
at an elevated risk to be depressed and depressed individuals are at an elevated risk 
for obesity. Notwithstanding the known association between obesity and MDD, 
mechanisms responsible for this effect remain unclear. Dysregulation of inflamma-
tory pathways, changes in the hypothalamic pituitary adrenal (HPA)-axis, insulin 
resistance, and psychological distress resulting from obesity may all be factors that 
contribute to the association between obesity and depression (De Zwaan et  al. 
2011). However, a biological pathway that mediates the link between depression 
and obesity remains unclear [37]. Economically, the cost of treatment of both 
depression and obesity is an additional complication that often limits the effective-
ness of treatment [38]. Thus, treatment methods simultaneously targeting both obe-
sity and depression may help improve physical and mental health outcomes.

Stress, fatigue, physical inactivity, and a sedentary lifestyle can advance obesity 
and subsequently, contribute to a number of mental disorders [39]. Exercise has 
been shown to increase neurogenesis and plasticity in the hippocampus, which 
plays a major role in the pathophysiology of depressive disorders [40]. There is a 
positive dose-effect relationship between the amount of exercise and the resulting 
therapeutic benefits, where exercise at the recommended level can reduce the risk 
for future mental disorders. In an epidemiological study looking at the childhood 
activity of randomly selected men and women, it was shown that individuals that 
reported low levels of exercise in childhood had 35% higher prevalence of depres-
sion compared to individuals that reported high or moderate levels of childhood 
exercise [41]. A meta-analysis of randomized control trials examining exercise 
interventions in depressed individuals suggests that a large and significant effect of 
exercise on depression exists [42]. The largest effects existed for MDD, and within 
MDD, moderate intensity aerobic exercises showed the greatest success. Overall, 
current research supports exercise as an evidence-based treatment for MDD [42].

3.4  Preventative Treatments and Rapidly Attenuating 
Interventions for MDD

The increasing prevalence of depression among adolescents underscores the need 
for early preventative treatments. MDD is the leading cause of morbidity in adoles-
cents. Approximately 60–80% depressed adolescents do not receive sufficient 
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treatment [43]. Reducing the disease burden of MDD will begin with improving 
remission and preventing new cases. Preventative interventions can lower depres-
sion incidence by 21% [44]. However, more effective preventative treatments (both 
pharmacological and non-pharmacological) are necessary to improve patient out-
comes and reduce early mortality in MDD populations.

For treatment resistant MDD, intravenous racemic ketamine and intranasal 
esketamine provide rapid onset effects that reduce depression symptomatology 
within 24 h following administration [45–48].

In a randomized clinical trial with 67 adult patients, response to intranasally 
administered esketamine persisted for more than 2 months, and higher doses (56 mg 
or 84  mg) were associated with greater efficacy [49]. Subsequently, intranasally 
administered esketamine trials offer significant and clinically meaningful improve-
ments compared to placebo trials [49]. However, these findings have not been repli-
cated with the oral administration of ketamine [50]. While initial trials for ketamine 
are very promising, clinicians will need to account for the potential adverse effects 
associated with ketamine treatment. During the initial 4 h following intravenous 
ketamine administration in 97 MDD patients, drowsiness, dizziness, poor coordina-
tion, blurred vision, and feelings of strangeness/unrealness were the most com-
monly reported adverse effects [51]. A dose-response trend existed for dizziness 
and nausea in some patients [49]. Small, but significant psychotomimetic effects, 
were also observed in some patients but they did not persist [51]. However, the 
potential benefits of ketamine treatment outweigh reported adverse effects. Recent 
trials have shown promise for ketamine to have anti-suicide effects, as well as 
reduce inflammation and pro-apoptotic molecules in MDD patients [52, 53].

Additionally, diagnostic heterogeneity makes the diagnosis of depression diffi-
cult and MDD often receives a single label. Neuroimaging biomarkers can help 
diagnose and differentiate subtypes of depression. Resting state functional magnetic 
resonance imaging (rsfMRI) is able to predict four subtypes of depression by cate-
gorizing abnormal connectivity in the frontostriatal and limbic brain networks of 
depressed individuals [54]. For all four subtypes, abnormal connectivity in the fron-
tostriatal and limbic network was correlated with severity scores on the mood, 
fatigue, and anhedonia components of the Hamilton Depression Rating Scale 
(HAM-D) [54]. Connectivity biomarkers were also able to accurately predict 
responsiveness to rTMS with greater accuracy than clinical features alone. MDD is 
associated with hypoconnectivity between the amygdala and cognitive control 
regions. Longitudinal functional principal components analysis (LFPCA) on the 
functional connectivity of the bilateral amygdala with the fronto- parietal network 
showed increases in connectivity following CBT in unmedicated patients [55].

3.5  Disease Modification

Changing the course of illness and altering the disease state of MDD are important 
next steps for improving patient outcomes. Currently, 25% of individuals treated 
with antidepressant medication continue to rely on the medication for a decade or 
more [18]. Notwithstanding the advances in antidepressants and other non-invasive 
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interventions (i.e., CBT, rTMS), the need for treatments with long-lasting effects is 
of great importance. The lack of validated biomarkers makes predicting patient out-
comes difficult. The current understanding of biomarkers for MDD remains rudi-
mentary. Differential responsiveness of a treatment can be tested using 
biomarkers [20]

Literature shows that only 50% of MDD patients respond to the first line of 
treatment [56]. Between 10% and 20% report permanent disability due to MDD 
[57]. To expedite the introduction of subsequent treatment plans, or to improve 
remission time, it is important to identify patients unlikely to respond to the initial 
treatment [56]. It has been suggested that a predictor of positive response to anti-
depressant therapy may be increased pretreatment activity in the pregenual ante-
rior cingulate cortex in response to subliminal emotional information (i.e., brief, 
masked presentations of happy, and sad facial expressions) [56]. However, there 
are likely many causal mechanisms for predicting treatment response and it is 
unlikely for a single biomarker with enough sensitivity and specificity to guide 
treatment. A combination of many biomarkers can help guide treatment. This is 
known as the biopanel approach. Moreover, there are two types of widely recog-
nized biomarkers. We can either have a diagnostic biomarker (presence or absence 
of a disease) or treatment biomarker that helps determine treatment response. 
Also, treatment moderators indicate under what conditions treatment works. They 
can also be useful for remodeling therapeutic approaches and treatment decision 
making [20].

Increasing evidence suggests that dysregulation of growth factors and pro- 
inflammatory processes may help guide the discovery of treatment biomarkers [20]. 
Pro-inflammatory cytokines seem to aggregate further in MDD patients compared 
to the general population [58]. A meta-analysis of 51 studies illustrated elevated 
levels of C-reactive protein (CRP) and interleukin-6 (IL-6) in individuals with MDD 
[59]. Additionally, damage in the cerebral vasculature is a distinct feature in MDD 
further suggests the presence of strong pro-inflammatory effects [9]. A high degree 
of prefrontal cortical dendritic spine instability and diminished brain derived neuro-
trophic factor (BDNF) mRNA expression due to increased stress hormone exposure 
also negatively impacts cortical structure. BDNF is a protein that stabilizes cortical 
neural structure and decline in BDNF is associated with vulnerability to depression 
symptomatology [60]. Furthermore, alterations in glucocorticoid receptors leads to 
chronic stress activation, HPA-dysfunction, and increased cortical awakening 
response in MDD patients [61]. Further research exploring these potential treatment 
moderators may help develop a biopanel of treatment indicators and moderators that 
guide treatment response, improve patient reported outcomes (PROs), and reduce 
the economic burden associated with MDD.

3.6  Domain Based and Patient Reported Outcomes in MDD

Despite significant advances in available MDD treatment, the majority of patients 
still fail to achieve societal and patient expected therapeutic outcomes [62]. Less 
than 50% of individuals report being depression-free following treatment [63]. 
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Also, individuals that do achieve remission fail to gain complete functional recov-
ery [64, 65]. All symptoms as part of the Diagnostic and Statistical Manual of 
Mental Disorders (DSM)-V are weighted equally. A combination of 681 symptoms 
meet the DSM criteria for depression [11]. This allows for many unique combina-
tions of mood, appetite, sleep, energy, cognition, and motor activity [54]. However, 
literature suggests that the DSM reported depressive symptoms should not be con-
sidered equal in context to their contribution to patient outcomes. For example, it is 
shown that some depressive symptoms, such as hopelessness, have a stronger asso-
ciation with suicidal outcomes [25]. New treatment approaches should integrate 
multi-dimensional symptom relief for MDD; this includes targeting dimensions of 
anhedonia, motivation, and apathy. These are often associated with poor patient 
outcomes following treatment.

There are better overall health outcomes and PROs associated with improve-
ments in cognition and/or anhedonia. MDD presents clinically significant deficits in 
cognition. However, 50% of MDD patients receive no assessment for cognitive defi-
cits [66]. Residual cognitive symptoms impair functioning, contribute to workplace 
absenteeism, and lead to poor quality of life [67–69]. Approximately 15% of MDD 
patients attribute their unemployment to their cognitive symptoms [68]. Population 
level studies show that improvements in cognition are associated with better health 
outcomes [70]. Therefore, cognitive deficits may be used as a prognostic marker for 
identifying at-risk populations and help monitor disease onset and progression [71]. 
Similarly, anhedonic features are associated with decreased pleasure, poor quality 
of life, and negative mood [72]. At least one-third of MDD patients report clinically 
significant anhedonic features [73]. Improvements in mood are often the number 
one patient outcome expectations [74, 75]. However, restoration of positive mood is 
often not met and standard antidepressants may worsen mood [74]. For this reason, 
selected treatments should improve anhedonic and cognitive features in MDD.

3.7  Conclusion

Major depressive disorder is one of the leading causes of disability worldwide with 
a lifetime prevalence of one in six among adults [76]. Currently, no distinct mecha-
nism exists to describe the various aspects of the disease and approximately 30% of 
patients fail to remit even after numerous treatment attempts [76]. This contributes 
to the economic burden of MDD. However, novel advancements in pharmacogenet-
ics may provide clinicians with the opportunity to predict treatment outcome prior 
to administration, making therapeutic approaches more personalized to individual 
patients. Non-pharmacological treatments with minimal adverse physical effects, 
such as CBT, offer benefits to current pharmacological treatments may lack. 
Developments in preventative treatments as well as treatments that rapidly attenuate 
MDD symptomatology are also important in reducing the disease burden of 
MDD.  The ability to identify mechanisms and biomarkers that rapidly attenuate 
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depressive symptoms, target secondary comorbidities such as cognition, anhedonia, 
and CVD, elicit anti-suicide effects, and limit the number of adverse health effects 
are of important clinical and public health relevance.
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4.1  Introduction and Overview of Bipolar Depression

4.1.1  History of the Bipolar Disorder Concept

Bipolar disorder (BD) is both one of the oldest and youngest of major psychiatric 
syndromes. Elements of the disorder, including melancholic depression and irrational 
excitement (by Hippocratic authors), as well as the occurrence of melancholia and 
excitement in the same persons at different times (by Aretaeus of Cappadocia) were 
described in ancient times [1]. However, co-occurrence of elements of both depres-
sion and mania at the same time (“mixed states”) was described by Weygandt in 1895 
[2]. The mixed-state concept may have encouraged Kraepelin to propose his broad 
concept of manic-depressive illness (MDI), which included a range of abnormal states 
of thought and behavior as well as of affect, usually considered as mood disorders 
[3]. Debate concerning the possibly excessively broadly inclusive concept of MDI 
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continued to 1980 with publication of the third edition of the American Psychiatric 
Association’s Diagnostic and Statistical Manual (DSM-III). It provided a first for-
mal separation of a distinct bipolar disorder (BD) with mania from nonbipolar major 
depressive disorder (MDD). This separation was followed in 1994 by acknowledgment 
in DSM-IV of a type II BD (BD-II) marked by recurrent depression and episodes of 
hypomania, as well as of mixed manic-depressive states, and by later replacement of 
mixed states which were essentially manic with “mixed features” of opposite affective 
polarity in both mania and depression in DSM-5 in 2013. Parallel diagnostic catego-
rizations appeared in the World Health Organization’s International Classification of 
Diseases (ICD-10 of 1990 and reiterated in following revisions, and ICD-11 of 2018).

The century-long tension between lumping mood syndromes in MDI and separa-
tion of depressive and bipolar disorders or of unipolar and bipolar forms of depres-
sion, as well as consideration of a “spectrum” of mood disorders ranging from 
more or less pure major depression to archetypical BD continues to this day [4–7]. 
Additional challenges for the BD concept include how to categorize and clinically 
address relatively milder forms of mood-changes, as in cyclothymic disorder and 
in cyclothymic or hyperthymic temperaments [8–10]. This background indicates 
that one very basic need for BD is resolution of diagnostic ambiguities that remain 
regarding subtypes, as well as clarifying anticipated clinical implications of particu-
lar diagnostic formulations, especially of syndromes with mixed features, notably 
including their optimal treatment [11].

4.1.2  Characteristics of Bipolar Depression

Aside from such fundamental diagnostic-conceptual uncertainties, currently accepted 
forms of BD present some noteworthy needs. Adequate understanding, timely diagno-
sis, and effective short- and long-term treatment of depressive episodes in BD patients 
are critically important but insufficiently resolved needs [12]. The clinical significance 
of “bipolar depression” is underscored by its strong association with overall morbid-
ity, other co-occurring psychiatric conditions (notably anxiety and substance-abuse 
disorders), disability, and excess mortality owing largely to early suicide in young 
patients, and increased morbidity and mortality associated with intercurrent medical 
illness, especially in older patients [12–19]. Additional clinical challenges include the 
difficult and often long-delayed diagnostic differentiation of depression as an initial 
presentation of BD or a manifestation of nonbipolar MDD [20–22].

Diagnoses of type I BD when patients present early in mania are straightforward, 
and they are among the most stable diagnoses of major psychiatric disorders over 
time [23, 24]. In contrast, diagnosis of BD presenting initially as a depressive epi-
sode, dysthymia, or dysphoria is much more challenging and requires ascertaining 
a history or awaiting an episode of mania (for type I BD), or hypomania only (for 
type II BD) [22]. However, hypomania and depression with mixed features are often 
overlooked or not recognized [25]. Depression as a manifestation of BD is initially 
considered as the expression of unipolar MDD in perhaps 10–40% of patients later 
considered to have BD [26–29]. Diagnosis of MDD instead of BD is especially 
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likely as depression is the most prevalent initial presenting polarity in BD, some-
times years before a first-lifetime episode of mania or hypomania, and it represents, 
by far, the highest proportion of total time ill in BD, even with apparently adequate 
treatment, in part owing to the typically longer duration of depressive than manic 
episodes [6, 7, 12, 30].

BD patients commonly fear, seek to avoid, and are especially likely to report and 
seek help for depressive phases of the illness. In contrast, they may not recognize 
moderate increases of mood, energy, activity, or libido as hypomanic symptoms or 
as abnormal, and may even prefer such states (“me at my best”). Misdiagnosis is 
especially likely early in the illness-course and if corroborating information from 
a family member or close friend is lacking [6, 12, 22, 31]. In perhaps 12–17% of 
cases, BD is not recognized until a depressed patient experiences a mood “switch” 
into hypomania or mania, either spontaneously or in association with exposure to 
a mood-elevating substance such as an antidepressant, stimulant, or corticosteroid 
[32–36]. Additional clues that suggest a diagnosis of BD rather than MDD include: 
(a) family history of mania, psychosis, “nervous breakdown,” or psychiatric hos-
pitalization; (b) onset of illness in adolescence or early 20s; (c) cyclothymic tem-
perament; (d) multiple recurrences within relatively brief exposure times (such as 
≥4 depressive episodes within 10 years); (e) depression with prominent agitation, 
anger, insomnia, psychotic features, or elements of hypomania (mixed features); (f) 
clinical “worsening” especially with agitation, anger, or insomnia when treated with 
antidepressants; (g) suicidal acts; (h) substance abuse; and possibly [i] male sex [6, 
11, 22, 37–40].

The proportion of time spent in depressive, dysthymic, and dysphoric morbidity in 
BD over many years is much greater than time in mania or hypomania (“[hypo]mania”) 
[6, 30, 41, 42]. Overall morbidity has been surprisingly high in BD despite ongo-
ing treatment by community standards, typically 33–51%, but as high as 79%, and 
averaging 45% of time in follow-up [30, 41–43]. On average, depressive morbid-
ity accounted for 3.7-fold more time than in [hypo]mania (9.5%) during long-term 
follow-up, across 15 studies [30], corresponding to more than three- quarters of total 
time ill (35.4%/44.9%), 70% in BD-I, and over 80% in BD-II patients (Table 4.1).

In addition, of particular note, future depressive morbidity in BD was strongly 
predicted from the nature of first-lifetime episodes, as was future morbidity based 

Table 4.1 Depressive morbidity in clinically treated bipolar disorder subjects

Measure Bipolar I Bipolar II All bipolar
Studies 12 8 15
Subjects 2760 822 3936
Exposure (years) 7.78 [3.53–12.0] 8.28 [2.18–14.4] 7.27 [4.43–10.1]
%-time depressed 30.6 [23.9–37.3] 35.9 [23.1–48.7] 35.4 [28.5–42.3]
Total %-time ill 43.7 [37.5–49.4] 43.2 [35.2–51.1] 44.9 [40.1–49.7]
%-of illness depressed 69.6 [60.4–78.9] 81.2 [71.3–91.0] 76.4 [69.4–83.3]

Data adapted from Forte et al. [30], based on systematic review of studies involving adult patients 
treated by community standards. Data are means with 95% confidence intervals. Depression 
includes major episodes plus dysthymia
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on sampling earlier morbidity, indicating considerable within-subject stability of the 
illness-course over time [44, 45]. Types of first-lifetime episodes among 1081 BD 
patients ranked: depression (58.9%) > [hypo]mania (20.1%) > apparently nonaffec-
tive psychosis (7.96%) ≥ anxiety (7.59%) ≥ DSM-IV mixed states (5.46%) [44].  In 
subjects with mixed features, subsequent time in depressive-dysphoric illness during 
16 years of follow-up was nearly 5-times more likely than in [hypo]mania after a 
first episode of anxiety, 3.3-times more likely following initial depression, and 39% 
more following an initial DSM-IV mixed episode (Table 4.2). Not surprisingly, the 
nature of initial episodes can also predict the predominant morbidity-type (defined 
as ≥ twofold more time in depressive or mania-like illness) during long-term follow-
 up. That is, initial depression or anxiety was 7.2-times more likely to be followed by 
predominant depressive than mania-like morbidity, and 47-times more following an 
initial DSM-IV mixed episode, whereas initial [hypo]mania or psychosis was 6.0-
times more likely to be followed by predominant mania-like morbidity [46]. In addi-
tion to the predictability of future illness in BD, these findings suggest an association 
of anxiety and of mixed states with prominent depressive morbidity in BD.

4.2  Morbidity and Disability with Bipolar Depression

4.2.1  Dysfunction in Bipolar Disorder

Given the high proportion of time in depressive states among BD patients, it is 
likely that depressive morbidity would be associated with dysfunction and dis-
ability, including limited academic achievement and decreased employment suc-
cess. A great majority of BD patients, perhaps 80%, experience some work-loss, 
and 30–40% of BD-I or BD-II patients experience prolonged unemployment dur-
ing adult working years [47, 48]. A strong association of bipolar depression with 
prolonged unemployment has been documented in several [45, 47–49] but not all 
studies [50]. Additional risk factors for unemployment (some of which are associ-
ated with bipolar depression) include depressive first-episodes, male sex, older age, 
anxiety, co-occurring personality disorders, and alcohol abuse [47, 48]. Dysfunction 

Table 4.2 Long-term morbidity vs. type of first-episodes of bipolar disorder

Initial polarity Proportion (%)
%-Time ill [95% CI]

D/M ratioDepression-like (D) Mania-like (M)
Anxiety 7.59 [6.07–9.33] 15.3 [10.6–20.1] 3.22 [1.86–4.58] 4.77
Depression 58.9 [55.9–61.9] 27.9 [24.8–30.9] 8.53 [6.91–10.1] 3.27
Mixed 5.46 [4.18–6.98] 28.6 [16.6–40.6] 20.6 [17.1–24.1] 1.39
[Hypo]mania 20.1 [17.7–22.6] 22.2 [17.7–36.6] 29.6 [10.9–48.2] 0.75
Psychosis 7.96 [6.41–9.73] 19.4 [10.3–28.4] 27.9 [15.2–40.5] 0.69

Data adapted from Baldessarini et al. [44] Data are means with 95% CI for 1081 adult bipolar 
disorder subjects followed for 15.7 [14.9–16.5] years. Mixed episodes are based on DSM-IV cri-
teria. Data are ranked by ratio (D/M) of long-term proportion of time in depression or dysthymia 
(D) vs. [hypo]mania (M)
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is certainly associated with the number of manic episodes, which often require hos-
pitalization [50], as well as cognitive impairment, which can persist even during 
euthymic periods in BD patients [49, 51]. A striking association with depressive 
versus manic phases of BD-I is a reported 4.75-fold excess risk of homicides [52].

4.2.2  Psychiatric Disorders Co-Occurring with Bipolar Disorder

As the dominant type of morbidity in BD, an association of bipolar depression with 
other medical and psychiatric disorders that often co-occur with BD also might be 
expected. However, their specific relationship to the proportion of time or severity of 
depressive morbidity in BD is not adequately evaluated. Commonly associated psychi-
atric conditions include substance-abuse and anxiety disorders, in addition to a variety 
of personality disorders and temperament types [6, 7, 53–60]. Whether these phenom-
ena should be considered separate, “co-morbid” conditions or expressions of the range 
of psychopathology of BD itself remains unresolved [7, 17, 19]. This question is of 
more than academic interest as multiple diagnoses can contribute to complexity and 
potential incoherence of treatment choices and lack of adequately integrated clinical 
care, especially when comorbidity includes substance abuse and dependence [7, 17, 19].

Anxiety syndromes including panic and generalized anxiety are especially com-
mon in BD patients, at rates reported to be more than three-times greater than in the 
general population, and involving perhaps 45% of BD cases [17, 19, 56]. Risks of 
generalized anxiety, alone, may be as high as 15%, particularly prior to full clinical 
expression of BD [57]. Substance abuse also is prevalent in BD patients, notably 
including alcohol, cannabis, and stimulants, as well as with cigarette-smoking, with 
lifetime prevalence between 40% and 50% [53, 55, 59]. Alcohol abuse occurs at 
rates nearly six-times higher than in the general population, greater than in MDD, 
and in association with current mood-states, including both depression (as a means 
of self-medication) and [hypo]mania (as expression of excessive behavior) [54, 55, 
58]. Risk factors for substance abuse in BD patients include male sex, general mor-
bidity, and anxiety, but not diagnostic type (I or II), presence of psychotic features, 
or history of psychiatric hospitalization [58, 59]. Substance abuse in BD is also 
associated with suicide, accidents, and other violent behavior [59], and its pres-
ence is associated with a doubling of risk of early mortality, which is elevated even 
without substance abuse [61]. Attention deficit-hyperactivity disorder (ADHD) also 
is prevalent in association with BD [62]. Personality disorders of various types also 
have been associated with BD at rates of 25–50%, and diagnostic criteria for DSM 
personality disorders are especially likely to be met in BD depressive states [60].

4.2.3  General-Medical Morbidity with Bipolar Disorder

BD patients are at increased risk of many general-medical disorders; particularly 
notable are cardiovascular and cerebrovascular conditions, leading to increased 
morbidity, disability, and shortened longevity [63, 64]. In addition to cardiovascular 
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disorders, obesity, diabetes, migraine, and some infectious diseases all are more 
prevalent in BD patients [65–67]. Risk of myocardial infarction alone was 37% 
greater among BD patients overall than in the general population, and 88% higher 
among women with BD [68]; risk of stroke was elevated by 60%, and congestive 
heart failure by 2.3-fold [64] (Table 4.3). In one study, 80% of BD patients with 
cardiovascular disease had died within 10  years of follow-up, at an average age 
of only 47 years [69]. Risk factors for cardiovascular and cerebrovascular disease 
include elements of the metabolic syndrome (especially glucose intolerance and 
dyslipidemia) and being sedentary [70]. In addition, a growing number of studies 
have drawn attention to increased production in BD patients of metabolic signals 
associated with inflammatory responses, including circulating C-reactive protein, 
cytokines (including TNF-α, interleukins, and others), evidence of endothelial dys-
function and lipid indices of an elevated atherogenic index, as well as increased 
output of stress hormones and increased sympathetic tone [71–76]. All of these fac-
tors can contribute to cardiovascular risks. Of particular note in the present context, 
there is some evidence that inflammatory responses and obesity are particularly 
associated with depressive states [73, 76].

A specific and especially noteworthy form of morbidity which arises more among 
BD patients than in the general population is metabolic syndrome, including at least 
three of the following: development of abnormal glucose and insulin metabolism, 
dyslipidemia glucose and insulin metabolism, dyslipidemia (high triglyceride and 
low HDL cholesterol level), and hypertension, usually with obesity [77]. The syn-
drome is prevalent in the general populations of most developed cultures, commonly 
at rates of approximately 20–30% [77–79]. In contrast, the syndrome occurs with BD 
at rates as high as 48% [77], nearly twice that in matched general populations, and 
at higher prevalence than in MDD patients [80–82]. Even more BD patients show 
components of the syndrome, especially central abdominal obesity and elevated 
blood glucose [81, 83]. Fully half of BD patients (twice the rate in the local gen-
eral population) were considered clinically obese (typically, with body-mass index 
[BMI] ≥30 kg/m2) within 20 years of their first psychiatric hospitalization [84]. Not 
surprisingly, measures of insulin resistance have been strikingly abnormal among 
BD patients compared to healthy controls. Examples include 2.8-fold increases in 
fasting serum insulin concentrations, and 2.7-fold greater risks of standard measures 
of insulin resistance [83]. Identified risk factors for developing metabolic syndrome 
in BD patients include adverse effects during exposure to antipsychotic drugs [77, 

Table 4.3 Risk of cardiovascular diseases in bipolar disorder patients vs. general population

Outcome Studies Subjects HR [95% CI] p-value
Congestive heart failure 1 1397 2.27 [1.49–3.45] <0.0001
Cardiovascular mortality 3 179,651 1.65 [1.10–2.47] 0.02
Cerebrovascular disease 4 6,673,266 1.60 [0.99–2.57] 0.05
Any cardiovascular disease 10 7,058,912 1.57 [1.28–1.93] <0.0001
Coronary artery disease 4 6,808,812 1.16 [0.76–1.78] 0.49

Based on longitudinal studies with 8.4 (range: 1.8–30) years of follow-up. Hazard ratio (HR) is 
adjusted for six potential confounders; ranked by HR. Data adapted from Correll et al. [63]
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85]. More broadly, possible contributors to risk of metabolic syndrome and associ-
ated with BD include intrinsic metabolic characteristics, effects of lifestyle choices 
and diet, as well as adverse effects of treatment (Table 4.4).

4.2.4  Increased Nonsuicide Mortality with Bipolar Disorder

Evidence is increasingly strong that, in addition to psychiatric morbidity and dis-
ability, BD patients have a shortened life-expectancy and high risks of unfavorable 
clinical outcomes of many general-medical disorders [18, 65, 86]. Mortality rates 
for particular ages or exposure times are reported to range from 2- to 15-times 
higher in BD than in the general population, to be somewhat higher among men 
than women with BD, and even greater than among schizophrenia patients [86, 87]. 
A particularly ominous finding is that, as mortality rates in Sweden unrelated to sui-
cide have declined in the general population (increased life-expectancy) by approxi-
mately 17% in recent decades, they have increased steadily among BD patients by 
30% [87] (Table 4.5). Similarly, all-cause mortality rates in Sweden have declined 
3.3-times less among BD patients than in the general population since the 1980s 
[18]. Moreover, over the same period, rates of fatal strokes declined nearly 15-times 
less among BD patients than in the general population [18]. Strikingly, too, mortal-
ity rates for Australian BD patients were significantly elevated, by an average of 
48% across a wide spectrum of medical conditions, ranging from alcohol abuse to 
cardiovascular disease (Table 4.6) [66, 67]. In the UK and in Denmark in recent 
years all-cause mortality rates have been increasing among BD patients at 3–14% 

Table 4.4 Possible contribu-
tors to risk of metabolic syn-
drome in bipolar disorder

Metabolic factors
Altered immunological responses
Hypothalamic-pituitary-adrenal axis dysfunction
Altered function of the melanocortin- leptin system
Possible alterations in the microbiome
Lifestyle factors
Physical inactivity, sedentary lifestyle
Smoking (tobacco and cannabis)
Excessive use of alcohol and other substances
Poor sleep hygiene
Unhealthy diet
Clinical factors
Sedating and metabolic effects of psychotropic 
medicines
Erratic adherence to psychiatric treatment
More severe psychiatric morbidity
Inadequate general-medical assessment and clinical 
management
Poverty, disability, and limited access to healthcare

Modified from proposals by Pennix and Lange [78] that 
may be broadly applicable to major mental illnesses
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per year, to become nearly 80% higher than in the general population [88, 89]. Of 
note, standardized mortality ratios (SMRs) comparing BD patients to the general 
population averaged 8.2 among relatively young BD patients aged 15–29 years to 
as low as 2.2 at ages 60–64 years, indicating a strong adverse impact of ill general-
health even among young BD patients, who are also at relatively greater risk of 
substance abuse [89]. It also follows that life-expectancy among BD patients has 
been found to be reduced by an average of 12–15 years [90, 91].

Various factors have been associated with increased mortality rates or decreased 
longevity in BD patients. These include, notably, co-occurring substance abuse and 
smoking, as well as being overweight, unmarried, and having limited access to qual-
ity medical care—all of which are more likely with BD [91–93]. It is not clear 
whether adverse general-medical outcomes and increased mortality are selectively 
associated with depressive illness in BD patients, as opposed to overall morbidity. 
Nevertheless, depression is the major component of morbidity [30], and a specific 
association with antidepressant drug treatment (presumably for depression) and 
mortality in BD has been noted [93]. In addition, there are associations with expo-
sure to mood-altering or stabilizing medicines in general, possibly in association 

Table 4.5 Changes in age- and sex-adjusted mortality rates: bipolar disorder versus the general 
population

Measure
Change in mortality rate
General population (%) Bipolar disorder (%) Difference (%)

Change in all-cause mortality –25 –15 10
Change in suicide –37 –21 16
Change in nonsuicide mortality –17 +30 47

Data derived from Swedish national health records, 1987–2010 for 42,964 relatively young BD 
patients of ages up to an average of 47.5 years. Relative decreases in mortality rates in general 
population vs. BD all disfavor BD subjects. Overall, mortality was 15-times higher in BD patients 
than in the general population. Adapted from Hällgren et al. [87]

Table 4.6 Relative mortality 
risks in elderly men with 
bipolar disorder

Cause of death Mortality OR [95%CI]
Alcohol abuse 4.14 [2.72–6.30]
Pneumonia 3.75 [1.59–8.81]
Accident 3.49 [1.48–8.19]
Diabetes 1.79 [1.14–2.80]
Chronic lung disease 1.74 [1.26–2.40]
Cancer 1.57 [1.00–2.47]
Cardiovascular 1.37 [1.01–1.84]
Overall 1.48 [1.24–1.76]

Based on Australian study of men aged 65–85 years followed 
for 12.8 years, with (n = 250) vs. without (n = 37,923) BD 
starting at age ≤ 60 years. OR for suicide = 15.4 [5.40–43.7]. 
HR for dementia (at intake) = 9.84 [5.33–18.2]; for new cases 
of dementia, HR = 2.30 [1.80–2.94]. Data are adapted from 
Almeida et al. [66, 67] ranked by OR
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with weight-gain and development of metabolic syndrome, which is more likely 
with antipsychotic drug treatment, complex regimens (“polytherapy”), and higher 
average doses [85].

4.3  Bipolar Depression and Suicide

The worldwide annual rate of reported suicide averages approximately 15.4/100,000 
(0.015% per year) [94]. There is wide variation among and even within regions, 
with relatively low reported rates in the Middle East and high rates in Eastern 
Europe. Average suicide rates in the general population of most regions are con-
sistently much higher for men than women (by an average of 3.7-fold), very low in 
prepubertal children, and relatively high among elderly men [94, 95]. The marked 
differences in reported regional or national rates probably reflect actual genetic dif-
ferences [96–98], limited access to healthcare services [99], and variance in case 
identification and reporting procedures [100, 101].

Suicide rates generally have decreased in the last 50 years, particularly in north-
ern Europe and North America [94, 102], probably in association with improved 
diagnosis and treatment of mood disorder patients [86, 95, 101–106]. However, in 
some other world regions, reported suicide rates have increased, probably reflecting 
improvements in case-finding and reporting [95].

Women have been more than twice as likely as men to attempt suicide (34% vs. 
16%), as well as more likely to be diagnosed with a psychiatric disorder (62% vs. 
40%) and to seek and receive treatment for it (50% vs. 27%), itself perhaps contrib-
uting to their lower rate of suicide than in men [95]. In contrast, men are 3–4-times 
more likely than women to commit suicide [95, 107]. It may be that women attempt 
suicide with less lethal methods than men and so are more likely to survive.

The nomenclature of suicide ideation and behavior has received much attention 
recently. The broad, nonspecific, and potentially misleading term suicidality can 
include suicide, attempts, preparatory actions, or suicidal ideation. These behaviors 
and ideation are to be distinguished from other self-injurious acts or apparent acci-
dents without identifiable suicidal intent, although intent often is not known [108, 
109]. In both clinical practice and research, definitions and prevalence of nonfatal 
suicide-related behaviors and suicidal ideation are less reliable than for suicides and 
certainly are underreported, as are highly variable suicidal intent and the potential 
lethality of methods involved, though even the ascertainment of suicide can some-
times also be uncertain [110, 111].

It is generally accepted that 60–98% of suicides occur in persons with at least 
one clinically diagnosable psychiatric disorder [95, 112, 113], nearly half of 
which (48.5%) are mood disorders [95, 101]. People with major mood disorders 
(BD or MDD) have the highest prevalence of suicide and the highest standard-
ized mortality ratio (SMR about 20 for BD and MDD severe enough as to require 
hospitalization) compared to the general population. By diagnosis, risks of suicide 
rank: bipolar disorders (BD-I ≥ BD-II) ≥  severe major depressive disorder with  
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hospitalization > moderate depression among outpatients [87, 95, 101, 112, 114]. 
The risk is approximately three-times greater among ever-hospitalized unipolar 
MDD patients, or those with severe current symptoms, compared to those treated 
only as outpatients [95, 115]. A time of particularly high risk for suicide and attempts 
is in the weeks following discharge from psychiatric hospitalization, probably in 
association with the quality and timeliness of aftercare; risk declines thereafter over 
several months [116–118].

In patients with mood disorders, depressive and dysphoric states are more associ-
ated with suicide than other phases of illness, especially if accompanied by mixed 
(hypomanic) features in either BD or MDD patients [11], or if complicated by co- 
occurring abuse of alcohol or illicit drugs [111, 119–122]. In addition, risk of suicide 
is highest among those who have attempted suicide previously. Risk also is elevated 
among young, impulsive-aggressive men and older, unmarried, or socially isolated 
men in the general population [101, 104], although such factors can be confounded 
by the presence of a psychiatric disorder or substance abuse. According to federal 
statistics, 42% of Americans considered to have committed suicide in 2010 were 
currently depressed, 45% had at least one diagnosable psychiatric disorder, and 
33% abused alcohol or drugs, though only 32% were receiving any treatment [122].

We found a high risk of suicide and attempts in a review of the medical records 
of nearly 3000 outpatients diagnosed with a major mood disorder, and the risk 
was greater among those diagnosed with BD than with MDD [121]. In particular, 
among 843 Sardinian BD patients, suicide risk averaged 150/100,000 per year, or 
about 25-times greater than comparable regional rates in the general population 
(at 6/100,000 per year), and three-times greater than among 1983 outpatients with 
MDD (most, never hospitalized), with little difference between those diagnosed as 
BD-I or BD-II. These observations also accord with international findings in over 
100,000 subjects that suicide attempts were more likely in association with diagno-
ses of BD than of MDD or dysthymia [121], and based on a systematic review of 
rates of suicide attempts in BD patients [15].

In contrast, rates of suicide attempts in the general population average 0.2–0.6% 
per year, or approximately 36 times the average international suicide rate [111, 113, 
123–125]. Moreover, suicidal ideation, which may or may not be followed by sui-
cidal acts, is 20-times more frequent (in approximately 6% of the general popula-
tion, or 6000/100,000) than suicide attempts (approximately 300/100,000), which 
are about 20 times more frequent than suicides (15/100,000, or about 400-times less 
prevalent than suicidal ideation) [111].

The ratio of suicide attempts to suicides (A/S) is proposed as an index of lethality 
(reflecting severity of intent, violent or otherwise lethal method) of suicidal behav-
iors in that a lower A/S ratio implies a higher risk of suicide [14]. In the general 
population the A/S ratio is approximately 30–50 [111]. With BD and MDD, the A/S 
ratio is as low as 5–10, implying greater lethality of suicide attempts than in the 
general population [106, 121]. For example, we found an A/S ratio of 8.6 in patients 
with BD and 9.6 with MDD, about half as great in men as in women [106, 110], 
consistent with greater lethality of suicide attempts in men [103, 121]. This ratio is 
also influenced by age, and is somewhat lower among men than women over age 35. 
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Overall, the lethality of suicide attempts ranked: younger men ≥ older men ≥ older 
women > younger women [103, 106, 110, 121].

Among BD patients of either type I or II, risk of suicidal behavior is among 
the highest of all psychiatric disorders despite the growing variety of treatments 
with putative mood-altering or -stabilizing effects. This disparity almost certainly 
reflects the great difficulty of treating depressive and mixed manic-depressive states 
in BD [12, 121, 126, 127]. Indeed, as noted above, of the surprisingly high propor-
tion (40–50%), of weeks ill during follow-up with treatment by community clini-
cal standards, even from illness onset, approximately three-quarters of unresolved 
morbidity in BD is depressive or dysphoric [30, 42, 128, 129].

The preceding findings indicate that relationships among levels of suicidal risk 
(thoughts, acts, deaths) involve very different rates and that suicidal ideation has 
only a distant relationship to suicide, even among psychiatric patients at relatively 
high risk. Nevertheless, suicidal ideation is the first step toward a potential sui-
cidal act and, appropriately, ideation is carefully considered in clinical and research 
assessments of suicidal risk, particularly in patients diagnosed with a major mood 
disorder.

4.3.1  Effects of Treatments on Suicidal Risks

Suicide cannot be “treated” but only prevented. Research on treatments aimed at 
suicide prevention, not surprisingly, is very limited because of clinical and ethical 
problems arising when an inactive or ineffective treatment, such as a placebo condi-
tion, would be compared to an experimental intervention, and death is a potential 
outcome. In addition, it is virtually impossible to know when a suicide has been 
prevented, whereas attempts and suicides can be counted. For research, the rarity 
of suicide, even among psychiatrically ill persons, encourages reliance on more 
prevalent surrogate outcome measures related to suicide, however remotely, includ-
ing suicidal ideation, threats, self-injurious acts, or emergency interventions. The 
typically distant relationship of such measures to suicide can lead to misleading 
impressions and not prove therapeutic effects on suicide itself. Suicidal behaviors, 
including attempts, and the need for urgent clinical interventions to prevent progres-
sion from ideation to a suicide attempt have been employed in the research assess-
ment of treatments aimed at reducing risk of suicide, including comparisons before 
vs. during an intervention or between two plausible interventions [106, 130, 131].

Although many BD and other psychiatric patients at risk for suicide receive vari-
ous treatments with the implied aim of limiting suicidal risk, effects of very few 
treatments on suicidal behavior have been tested scientifically and their potential 
benefits or risks remain uncertain. Moreover, the relationship of psychiatric treat-
ment to suicide is such that, at best, only about half of persons committing suicide 
were given any clinical care in the months preceding their deaths, and its adequacy 
and acceptance often were inadequate, suggesting that identification, enrollment, or 
retention in treatment programs as a means of preventing suicide has had limited 
success [61, 101, 132–134]. To reiterate, an additional limitation for assessment of 
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therapeutic interventions is that clinicians know when they fail, but not when they 
succeed in preventing a suicidal act. The following sections consider knowledge of 
effects on suicidal risks of various classes of psychotropic drugs (antidepressants, 
sedative-anxiolytics, lithium, anticonvulsants, antipsychotics), as well as of psycho-
therapies and miscellaneous interventions.

4.3.2  Antidepressants

The very frequent association of suicide behavior or acts with depression in BD 
patients has encouraged expectation that short- and long-term treatment with anti-
depressants might reduce suicidal risk [126]. However, most studies of antidepres-
sant treatment have yielded inconsistent evidence concerning effects on suicides or 
attempts. They include a variety of experimental designs, including randomized, pla-
cebo-controlled trials, clinical cohort studies, data recovered from clinical records 
or health-maintenance organization or insurance programs, and epidemiological- 
ecological studies that compare suicide rates by regions or years with concurrent 
rates of prescriptions for antidepressant drugs (usually not in the same persons) 
[102, 135–138]. Many such studies were not designed to test for suicidal behavior 
as an explicit outcome measure and relied on post-hoc findings to test for possible 
differences in suicidal risks with vs. without antidepressants or in comparison to 
other treatments [14, 110, 139].

Such research efforts have encountered several noteworthy limitations: (a) sui-
cidal ideation or behavior, even defined by objective standards, usually are not an 
explicit, predefined, outcome measure; (b) interpretation of findings from studies 
on the use of antidepressants is severely compromised by the possible confounding 
by morbidity or by indication (i.e., medical treatments including antidepressants 
are more likely to be given to, and taken by relatively severely ill patients at higher 
presumed risk of suicide, and so acting against finding a benefit of treatment); and 
(c) randomized controlled trials (RCTs), although being the best source of data on 
effects of antidepressant treatment on suicidal risk, are unlikely to include enough 
patients for sufficiently long times as to identify rare suicidal acts, and even rarer 
suicides. RCTs very rarely have defined suicidal behaviors as an explicit, a priori, 
outcome measure ascertained with well-validated assessment methods. In addition, 
even with efforts to exclude suicidal subjects from controlled trials, rates of sui-
cidal behaviors may be at least as high in controlled trials as in clinical samples 
of depressive- disorder patients [140]. Moreover, rates of suicidal behaviors found 
in controlled treatment trials for depression often are exaggerated by annualizing 
observed rates based on relatively brief exposure times (typically 6–12 weeks). For 
instance, occurrence of an act during 12 vs. 52 weeks-at-risk will result in apparent 
rates of 4 per year vs. 1 per year.

Robust associations of effective treatment for depression with reduced sui-
cidal risk have been expected to arise from analyses of data pooled from antide-
pressant RCTs so as to increase statistical power to detect infrequent events, but 
have remained elusive. A further potential limitation to this approach is that some 
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patients may worsen clinically when given an antidepressant drug. Such responses 
are particularly likely to arise with bipolar depression, which can shift to agita-
tion, dysphoria, restlessness, irritability, anger, and insomnia, as well as a degree of 
behavioral disinhibition, which is even more likely when associated with substance 
abuse. Such responses increase risk of aggressive behaviors including impulsive 
suicidal acts [11, 101, 120, 141–144].

Several meta-analyses considered below have found only minor differences in 
rates of suicidal behaviors between depressed patients randomized to treatment 
with an antidepressant vs. a placebo. Other findings have included increased risks 
in juveniles and young adults but decreased risks in older adults, usually based 
on suicidal ideation as an unreliable surrogate outcome measure [127, 135, 136, 
138]. Moreover, no such study has been based on explicit and validated, predefined 
outcome measures pertinent to suicide. Instead, indications of suicide ideation 
or behavior usually have emerged among “adverse events,” almost always ascer-
tained passively and incidentally rather than by direct inquiry and adequate, critical 
assessment.

One of the largest studies based on post-hoc meta-analysis reviewed 295 
placebo- controlled trials submitted to the US Food and Drug Administration (FDA) 
for drug-licensing purposes. It analyzed 11 modern antidepressants in nearly 77,000 
depressed or anxious adult subjects to compare the antidepressant drugs vs. inactive 
placebos for “suicidal risks” in trials lasting an average of 8 weeks. Reported risk was 
0.010% for suicides and averaged 0.17% for suicide attempts—both similar to rates 
for the general population [123]. There was no overall difference in risk of suicidal 
acts (suicides were rare) between antidepressant treatments (76/39,729  =  0.19% 
[CI: 0.15–0.24]) and placebo controls (46/27,164 = 0.17% [0.12–0.23]), based on 
meta-analytic pooling of data. However, secondary post-hoc analyses, based on 
stratifying by age groups, suggested increased risk of broadly defined “suicidality” 
(again, mainly ideation) with modern antidepressants vs. placebo at ages below 
25 years but apparent beneficial effects in older adults, and no overall difference. 
A meta-analytic review of large cohort and case–control studies of modern antide-
pressants found closely similar results as the FDA analyses, in that younger patients 
experienced increased risk of suicides or attempts, whereas older adults had lower 
risks associated with treatment with a modern antidepressant [137].

Contrary to these meta-analyses of data from RCTs or cohort studies, many 
placebo- controlled antidepressant trials in depressed adults have found substantial 
reductions in ratings of suicidal ideation with antidepressants compared to placebo, 
usually based on suicide-related items of standard depression symptom-rating 
scales [145–147]. However, these findings are subjective and based on post-hoc 
assessments of individual items on standard depression symptom-rating scales, 
which may be influenced by impressions of overall clinical improvement.

In our experience, emergence of new suicidal behaviors among adults treated 
with sustained antidepressant treatment in clinical settings is very uncommon, 
involving perhaps 5/1000 patients within a year, excluding patients whose treat-
ment was altered earlier due to emerging suicidal tendencies [115]. Findings of 
selective worsening of suicidal risks in some young, antidepressant-treated patients 
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suggest clinically important differences among age groups. Such adverse reactions 
are especially likely to arise among depressed juveniles previously not recognized 
as having BD, who can worsen clinically when given an antidepressant, as well as 
others with particular behavioral sensitivities to mood-elevating agents that can lead 
to increased agitation, irritability, and insomnia. Such responses might contribute to 
the reported excess of suicidal ideation [136] and suicide attempts [148] in young 
patients treated with modern antidepressants. Nevertheless, such risks as well as the 
possibility that an acute depressive episode is the start of BD should be monitored 
at and following initiation of antidepressant treatment at any age.

4.3.3  Anxiolytics and Sedatives

Some studies have found elevated suicide rates among persons diagnosed with 
anxiety disorders [112, 149, 150], including in controlled trials, possibly reflecting 
their frequent co-occurrence with mood and substance-use disorders. Treatments 
aimed at reducing symptoms of anxiety can have unpredictable effects on suicidal 
behavior. Notably, behavioral disinhibition associated with benzodiazepine use can 
increase impulsive and aggressive behaviors, especially when combined with alco-
hol, and in personality-disordered patients [151]. On the contrary, a meta-analysis 
found little evidence of different risks of suicides or attempts among patients diag-
nosed with anxiety disorders who were randomized to receive a placebo or a variety 
of antianxiety medicines [149]. In general, there is little evidence that treatments 
effective for anxiety disorders reduce suicidal risk [152]. In contrast, discontinuing 
benzodiazepine treatment, especially rapidly, is a stressor that has been associated 
with increased suicidal risk [151].

4.3.4  Lithium

An association of reduced risk of suicides and attempts during long-term treatment 
with lithium in BD patients is supported consistently by many [14, 153–159], but 
not all studies [160, 161]. Support for this association includes meta-analyses and 
reviews, as well as results from several randomized, placebo-controlled efficacy 
trials not specifically designed to test for effects on suicide risk [106, 153, 162–
165]. In meta-analyses of data from nearly three dozen trials (including 10 random-
ized, with placebo or active-alternative treatments as controls) involving more than 
110,000 person-years of risk, we found five- to sixfold lower risks of suicides and 
attempts during treatment with lithium among patients with recurrent major mood 
disorders or BD [106, 155, 166]. Notably, in one of these studies, rates of sui-
cidal acts increased by twentyfold within several months after discontinuing lithium 
maintenance treatment and were twice greater with abrupt or rapid versus gradual 
(over ≥2 weeks) discontinuation, later returning to levels encountered before lith-
ium treatment had started [166]. In addition, in data meta-analytically pooled from 
eight studies of patients diagnosed with recurrent unipolar MDD (at risk a total of 
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2434 patient-years), we found evidence of a substantial (fourfold) reduction of risk 
of suicide and attempts with lithium versus alternatives that included anticonvul-
sants [167].

A rare RCT [164] found a substantial but statistically nonsignificant difference in 
rates of suicidal acts between patients treated for 12 months with lithium compared 
to others randomized to placebo (adjusted HR: 0.52; 95% CI: 0.18–1.43, favoring 
lithium); of note, the three suicides encountered in this study were associated with 
placebo treatment. In another randomized comparison of lithium vs. placebo added 
to treatment with the SRI antidepressant citalopram for 4  weeks, no suicides or 
attempts occurred in either group but suicidal rating scale scores decreased signifi-
cantly more when lithium was part of the treatment regimen [165]. Based on all of 
these studies, several expert reports have recommended the use of long-term lithium 
treatment to reduce risk of suicidal behavior in BD patients [168–170].

Despite these several findings, a direct role of lithium treatment in decreasing 
suicide risk is not securely demonstrated. As for studies with other agents, the 
major limitation is that support for lower suicidal risk during long-term treatment 
with lithium derives almost entirely from incidental findings (of adverse effects) in 
 studies designed for other therapeutic purposes but not addressing suicidal behav-
ior  as an explicit outcome measure. An additional potential limitation to studies 
of lithium—and, indeed, of all studies of therapeutic effects—is that patients who 
accept, tolerate, and sustain long-term treatment with particular treatments may 
well be self-selected and not adequately representative of the full spectrum of clini-
cally encountered patients. Such factors can confound interpretation of observed 
effects of lithium without randomization to active treatment vs. a comparison condi-
tion (placebo is rarely an ethical option), with suicide-relevant measures as explicit 
outcomes. On the other hand, in testing for long-term effects of any treatment, only 
patients who accept and tolerate it can be considered for analysis.

The apparent effectiveness of lithium treatment in reducing risks of suicide and 
attempts is likely to be associated with reduction of risk or severity of recurrences 
of depression or dysphoric-agitated, mixed states in BD or MDD and probably also 
with reduced impulsivity and aggressiveness in various mood disorders that may 
be mediated by enhancing the function of the central serotonin system [171–174]. 
Alternatively, some experts have proposed that lithium may have specific effects 
against suicide independent of its mood-stabilizing actions, based on reductions of 
suicidal risk even among patients whose primary mood symptoms had not responded 
well to lithium [173]. It has also been suggested that in long-term treatment with 
lithium, as well as with clozapine [130], their requirement for unusually close clini-
cal monitoring might facilitate identification of emerging symptoms associated with 
suicidal behavior, including suicidal ideation and early agitation, dysphoria, anger, 
or impulsivity. Nevertheless, additional clinical contact and close supervision may 
not be critical, given the results of the InterSePT trial of clozapine vs. olanzapine 
for schizophrenia patients at high suicidal risk, in which clinician contact time was 
very similar between treatment options [130].

A consideration in the use of lithium treatment for potentially suicidal patients is 
that it can be highly neurotoxic and lethal with acute overdoses, especially if they 
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are not detected early and provided emergency supportive treatment and hemodialy-
sis [175]. Detailed reviews of research on lithium in suicide prevention are provided 
in recent book chapters [14, 176].

4.3.5  Anticonvulsants

There is limited research to directly compare suicidal risks during treatment with 
proved or putative mood-stabilizers other than lithium [161, 177], but at least two 
studies found nearly threefold lower average risks of suicide with lithium than with 
carbamazepine or valproate among bipolar or schizoaffective disorder patients [178, 
179]. Moreover, FDA has expressed concerns that anticonvulsants may increase sui-
cidal risks, at least among some epileptic disorder patients [180]. Other evidence 
did not indicate increased risk among psychiatric patients, specifically with BD, 
treated with anticonvulsants, but instead suggested that this class of drugs may have 
beneficial effects on suicidal behavior associated with the mood-stabilizing actions 
of some anticonvulsants [181–183]. In a meta-analysis we compared protective 
effects against suicidal behavior of lithium vs. several mood-stabilizing anticon-
vulsants (mainly valproate and some use of carbamazepine or lamotrigine) in six 
direct comparisons including more than 30,000 patients. We found a nearly three-
fold superiority of lithium over the few tested anticonvulsants [184].

4.3.6  Antipsychotics

Older antipsychotic-neuroleptic agents are little studied for effects on suicidal 
behavior compared to modern, atypical, or second-generation antipsychotic agents 
(SGAs) [101]. However, a study based on more than 10,000 psychotic patients 
found no statistical difference in relatively short-term risk of suicides and attempts 
during treatment with modern or older antipsychotics vs. placebo [185].

A lack of significant difference also was reported in a study on short-term mor-
tality, including suicide, in several diagnostic groups (more than 108,000 subjects) 
treated with SGAs [186]. Instead, a large study found that mortality, including due 
to suicide, was more prevalent among untreated psychotic-disorder patients [187].

The first US FDA-approved treatment of any kind with an antisuicide indication 
was clozapine for schizophrenia patients, based largely on the remarkable InterSePT 
study comparing clozapine with olanzapine in suicide-prone patients [130]. This 
pivotal trial found fewer and greater time to interventions for emerging suicidal 
risk and reduced rates of suicide attempt favoring clozapine. Not surprisingly for a 
single study, there were too few suicides to evaluate their association with the treat-
ments given. The beneficial effect of clozapine in suicidal schizophrenia patients 
has been supported by other studies, including its clinical comparison with risperi-
done or quetiapine, as well as olanzapine [131, 188–191]. Some emerging evidence 
suggests that effects of clozapine on suicidal risk in schizophrenia patients may 
not differ appreciably from other antipsychotics [192], although increased suicidal 
risk was reported to follow discontinuation of clozapine in schizophrenia patients 
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[193]. It is not known whether clozapine can exert antisuicidal effects in BD or 
other major psychiatric disorders, though it appears to have antimanic and mood-
stabilizing effects in BD [194].

4.3.7  Psychosocial Interventions

Scientifically adequate research trials of psychotherapy or other psychosocial inter-
ventions for suicidal patients are rare, and case reports on the topic are more likely 
to describe positive outcomes; both factors contribute to a deficiency of balanced 
and critical assessments. In addition, data on psychotherapies to prevent suicide are 
difficult to collect and, again, are limited by the rarity of suicidal events as well as 
other major methodological pitfalls [195]. This impression is supported by a meta-
analytic review based on 20 RCTs involving 2460 acutely suicidal subjects exposed 
to 10 different treatment conditions [196]. It found that only dialectic behavior 
therapy (DBT) appeared to be superior to standard clinical care in reducing repeti-
tions of self-injurious behavior (by 56%; p = 0.03) among subjects diagnosed with 
borderline disorder, but based on a single, small trial. Other psychosocial treatments 
did not differ significantly from their control conditions, including problem-solving 
vs. standard clinical care, behavior therapy vs. insight-oriented psychotherapy in 
hospital, and long-term vs. brief psychotherapy. Similar conclusions about the lack 
of adequate research in this area are supported by a more recent, systematic review, 
in which outcome measures ranged from suicidal ideation to suicide [131].

With modifications specific for suicidal patients, cognitive-behavioral therapy 
(CBT), aimed at improving cognitive understanding, coping strategies, problem 
solving, and behavioral skills, may be helpful to limit suicidal risk in clinical crises 
and perhaps longer term [101, 197]. A recent review of 18 studies of CBT-based 
psychotherapy included a total of 2433 subjects (mean age 30 years; 63% women) 
found a significant reduction of recurrences of self-harm in subjects although they 
were also receiving standard pharmacological treatments [198].

Linehan’s DBT—a combination of cognitive therapy and Buddhism-like, medi-
tative acceptance-based strategies, tested mainly in persons diagnosed with bor-
derline syndrome—may be an effective treatment for suicidal patients, perhaps 
including those with BD [199, 200].

Interpersonal psychotherapy (IPT) in 16 weekly sessions also was found effec-
tive in suicidal subjects older than 60 years, as reflected in reduced symptoms of 
depression and suicidal ideation [200]. Another study found a significantly greater 
reduction of suicide attempts among subjects randomized to IPT compared to inten-
sive clinical management, both with use of mood-stabilizing drugs [201]. A rare, 
randomized study of acutely suicidal patients recruited in an emergency service 
found that 6 months of IPT—based on four home visits vs. a treatment-as-usual 
control condition—was more effective against suicidal ideation [202].

The preceding research indicates that beneficial effects of psychotherapy on 
suicidal ideation, self-harm, or suicide attempts compared to controls were found 
with CBT, DBT, IPT, and day-care with psychodynamic psychotherapy [203]. 
Nevertheless, other work leaves some doubt about the specific value of particular 
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forms of psychotherapy. For example, one study involving 218 patients with a vari-
ety of psychiatric disorders and a recent suicide attempt were randomized to fol-
low- up treatments for 12 months after an index hospitalization [204]. In this study, 
outcomes with routine clinical care that included suicide specialists did not dif-
fer significantly from brief outpatient psychotherapy. This conclusion is congruent 
with other reviewed findings [196]. In addition, some recent reviews have been 
skeptical about the efficacy of psychotherapeutic interventions to prevent suicide, 
although they found evidence of reduced hopelessness [200, 205]. Moreover, most 
of the findings reviewed involved clinical improvement, particularly in depressive 
symptoms, which may itself reduce suicidal ideation and perhaps suicidal behavior. 
Nevertheless, despite lack of consistent and compelling evidence of specific effec-
tiveness of some psychotherapeutic interventions in BD patients, prudent clinical 
practice usually includes providing patients psychological support, addressing their 
suicidal thinking directly, and maintaining contact with other clinicians involved as 
well as family members [104].

4.3.8  Miscellaneous and Experimental Treatments

A potential, experimental, antisuicidal treatment is the glutamate NMDA-receptor 
antagonist ketamine, which is considered below for treatment of BD depression. 
It has been associated with rapid, short-term reduction of suicidal ideation (not 
behavior) along with rapid reduction of symptoms of depression in recent studies 
[206, 207].

Additional options for clinical management of suicidal patients are usually 
empirical and lack formal testing but are often based on decades of accumulated 
clinical experience, though largely limited to brief interventions for acute suicidal 
risk. A good example is the use of ECT, which often appears to be lifesaving in 
suicidal emergencies but lacks evidence of sustained antisuicidal efficacy [208]. 
Other methods of external electrical or magnetic stimulation of the brain, vagal 
nerve stimulation, or deep-brain stimulation are being investigated or introduced for 
the treatment of otherwise treatment-resistant depression but remain to be tested for 
specific effects on suicidal behavior, particularly in BD.

Additional interventions include emergency hospitalization, which remains 
a prevalent indication for inpatient psychiatric care that almost surely has practi-
cal, short-term value but is less likely to have long-lasting effectiveness against 
future suicidal risk [131]. Indeed, the weeks and months following discharge from 
psychiatric hospitalization, for indications including suicidal behavior or risk, are 
associated with very high rates of suicide and attempts, particularly when after-
care is delayed or inadequate [117, 118, 209]. Some apparently widely employed 
techniques of clinical management, including “contracts for safety” as a means of 
encouraging suicidal patients to avoid self-harm and to seek help when in danger, 
are of unproved value and might even increase suicidal risk if clinical vigilance is 
reduced. A summary of proposed treatments aimed at reducing suicidal risk, includ-
ing in bipolar depression is provided in Table 4.7.
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Table 4.7 Treatments aimed at reducing suicidal risk in bipolar disorder patients

Intervention Timing Findings Comments
Antidepressants Short-term benefits 

are not clear; 
long-term effects are 
virtually untested

Research findings are 
inconclusive. Suicidal 
risk may increase with 
agitation, especially in 
youth but may be lower 
in older adults

Studies lack long-term 
randomization with 
suicidal acts as an 
explicit outcome 
measure

Antipsychotics Short-term benefits 
are not adequately 
tested. Clozapine is 
probably beneficial 
long-term in 
schizophrenia (with 
FDA approval) but 
untested in BD

Except for clozapine, 
testing remains 
inadequate and 
inconclusive

Effects of clozapine 
rely mainly on a single 
randomized trial vs. 
olanzapine, without 
reduction of mortality

Anticonvulsants Short-term effects are 
not established; 
long-term benefits 
have been proposed

Valproate most studied; 
anticonvulsants may be 
less effective than 
lithium

Studies lack suicidal 
acts as an explicit 
outcome

Anxiolytics/
sedatives

If there are benefits, 
they are probably 
short-term

Inconclusive research Possible disinhibition 
of behavior, risk of 
abuse, and 
discontinuation 
associated with 
increased suicidal risk

Lithium Very likely effective 
long-term

Consistent decrease of 
risk of suicide and 
attempts in controlled 
and uncontrolled studies; 
not clear if effect is via 
reducing risk of 
depression, impulsivity, 
or other antisuicidal 
action

Even randomized 
trials lack suicidal 
behavior as explicit 
outcome measure. 
Long-term acceptance 
and tolerance suggests 
some self-selection

Other 
pharmacological 
treatments

Only short-term 
effects have been 
tested

Ketamine can reduce 
suicidal ideation; effects 
on suicidal behavior are 
untested; other agents 
are untested

Ketamine has a 
short-term 
antidepressant effect 
in BD

Other somatic 
treatments

If there are benefits, 
they are probably 
short-term

ECT, magnetic, vagal 
nerve, or deep-brain 
stimulations can benefit 
depression

Inadequate testing vs. 
suicidal behavior 
specifically

Psychotherapies Effects not 
established, but 
widely assumed to be 
helpful clinically

Cognitive-behavioral, 
dialectic and 
interpersonal methods 
best studied, but research 
results are inconclusive

Psychotherapy 
involves self-selection

References to studies of these methods are provided in the text
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4.4  Treatment of Bipolar Depression

As reviewed above, depressive, dysthymic, and mixed (dysphoric-agitated) states 
are the major components of total illness-burden in BD, and are strongly associated 
with and predicted by depressive, mixed, or anxious first-lifetime episodes [6, 7, 
30, 44, 210]. Remarkably, despite the high prevalence of bipolar depression and its 
major clinical, public-health, and economic significance, few treatments are proved 
to be highly and consistently effective in acute episodes, and there is even less 
evidence of effective and safe means of providing substantial long-term protection 
from recurrences of bipolar depression or of related, highly prevalent, dysthymic, or 
dysphoric states or symptoms in BD patients. In particular, there is continued con-
troversy about the value and risks of antidepressant drugs in the treatment of bipolar 
depression [144, 211, 212]. In turn, lack of highly effective treatments encourages 
widespread empirical clinical trials of combinations of drugs (“polytherapy”) and 
other off-label methods that remain largely untested for effectiveness and safety.

It seems likely that the relative paucity of experimental therapeutic studies for 
bipolar depression reflects an evidently broadly accepted view that “major depres-
sion” is similar in its clinical characteristics as well as its responses to treatment 
in BD as well as MDD [12, 126]. Instead, there is abundant evidence that depres-
sive episodes in BD and MDD differ in many ways, including family history, sex- 
distribution, onset-age, long-term diagnostic stability, and especially in episode 
duration, recurrence rates, and responses to particular treatments [12, 129].

The preceding considerations indicate that bipolar depression remains a leading 
clinical problem—indeed, arguably, one of the most critical, unsolved challenges 
for contemporary psychiatric therapeutics [6, 7, 129, 213]. The current status of 
treatment of bipolar depression is summarized next, with an emphasis on pharma-
cological and other biomedical methods, relying in part on our recent systematic 
literature review [210].

4.4.1  Antidepressants for Bipolar Depression

The apparent ease and relative safety of treating major depressive episodes with 
widely employed modern, relatively safe, antidepressants, combined with the strong 
wish to minimize or avoid depression by BD patients and their clinicians, have 
made antidepressants the leading form of treatment provided to BD patients [12, 
129, 210, 214]. Nevertheless, knowledge of the value and potential risks of antide-
pressants to treat bipolar depression, especially the risk of a manic switch, is greatly 
constrained by a striking paucity of therapeutic experimentation for bipolar depres-
sion and by inconsistent findings, despite more than a half-century of research and 
clinical use of antidepressant drugs to treat “depression” [144, 215–217]. Research 
is particularly limited regarding dysthymia and dysphoria, depression with mixed 
features, the prominent depression of BD-II, and long-term prophylaxis for bipolar 
depression [144, 218–223]. Many experts call for caution in the use of antidepres-
sants, particularly for depression in BD-I (in which mood switches can be particu-
larly dangerous), discouraging their use as a monotherapy, but if needed, only in 
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combination with mood-stabilizing agents or second-generation antipsychotics, or 
when patients are known to have responded favorably to an antidepressant previ-
ously [144, 170, 213].

4.4.2  Antidepressants in Acute Bipolar Depression

Well-designed, controlled, monotherapy trials focusing on efficacy of antidepres-
sants for acute bipolar depression are surprisingly few, vary in size and quality, 
and have yielded inconsistent findings (Table 4.8) [170, 215–223, 230–232]. Two 
large trials are often cited as providing compelling support for lack of efficacy of 
antidepressant treatment in bipolar depression. One, not a monotherapy trial, found 
no additional achievement of sustained remission of depressive symptoms by add-
ing an antidepressant (paroxetine or bupropion) to already more or less clinically 
optimized treatment of BD patients with mood-stabilizing or antipsychotic drugs 
[230]. The second randomized relatively few depressed BD subjects to paroxetine 
or placebo in an 8-week trial designed primarily to test the efficacy of quetiapine, 
and found little additional benefit with antidepressant added [219]. Two meta-anal-
yses including these and the few other relevant trials supported possible efficacy of 
various antidepressants in bipolar depression [211, 215], but another did not [217]. 
Findings from reported RCTs of antidepressants for bipolar depression are summa-
rized in Table 4.8 [211, 212, 219, 224–229, 233]. However, a naturalistic comparison 

Table 4.8 Results of randomized, placebo-controlled trials of antidepressants for acute depres-
sion in bipolar disorder

Duration 
(weeks)

Dropouts 
(%)

Dose 
[IMI-eq mg/
day]

Responders/cases (n/N) (%) Meta- 
analytic 
RRAntidepressant Placebo

Pooled/
averages 
[95% CI] 
(12 trials)

8.2 
[6.7–
9.6]

31.1 
[19.9–
42.3]

172 
[146–198]

393/803 
(48.9%) 
[45.4–52.5]

419/1092 
(38.4%) 
[35.5–41.3]

1.32 
[1.07–
1.62]

Data are pooled by random-effects meta-analysis or averaged across 12 trials, with 95% confi-
dence intervals [CI]. Trials involved antidepressant alone or combined with mood-stabilizers 
(MSs), vs. placebo (PBO) alone or with MSs. Antidepressants tested vs. PBO include: agomela-
tine + MS; bupropion or paroxetine + MS; citalopram + MS; fluoxetine + lithium; fluoxetine + olan-
zapine alone; imipramine alone; imipramine + lithium (twice); phenelzine alone; paroxetine alone; 
and paroxetine + MS (twice). Of the 12 trials, 9 included both BD-I and BD-II subjects, 2 had 
BD-II, and 1 had BD-I cases. The pooled RR (1.32) indicated statistically significant overall supe-
riority to PBO controls (z = 2.65, p = 0.008), but in only 3/12 individual trials was antidepressant 
significantly superior to PBO.  The pooled number-needed-to-treat (NNT) was modest (7.5 
[4.4–25.3]); overall heterogeneity of findings was substantial (I2 = 66.9%). Monotherapy trials 
yielded nonsignificantly greater efficacy than in those combining an antidepressant (or PBO) with 
a mood-stabilizer (MS): pooled RR  =  1.64 [1.05–2.56] vs. 1.18 [0.96–1.46]. Crude weighted 
response rates favored antidepressants over PBO by 1.27-fold overall (48.9%/38.4%; χ2 = 21.1, 
p < 0.0001), and in monotherapy (55.4%/35.0% = 2.00-fold; χ2 = 28.2, p < 0.0001), but not poly-
therapy trials (45.8%/41.4% = 1.11-fold; χ2 = 2.15, p = 0.14). Findings are derived from 12 sepa-
rate trials in 9 peer-reviewed reports [212, 219, 224–229], as detailed in previous reviews 
[210–212]. Drug dosage equivalence is addressed elsewhere [126]
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of clinical responses in large samples of depressed patients with BD-I, BD-II, or 
recurrent unipolar MDD found only minor differences in rates of response or remis-
sion by diagnostic type, and low risk of mood-switching provided that subjects with 
evidence of agitation or even minor hypomanic features at baseline were excluded 
[232]. Such features are quite prevalent in episodes of bipolar depression [11, 234].

The impression that antidepressants are less effective in bipolar depression than 
in MDD may, to some extent, reflect adverse effects of antidepressant treatment, 
including worsening of agitation, anger, or dysphoria, which can be interpreted as 
failure of depression to respond [232]. A tentative overall conclusion arising from 
the available controlled trials is that antidepressant treatment has yielded a signifi-
cant, 32% superiority over placebo in the treatment of acute bipolar depression, 
with moderately high heterogeneity of outcomes among trials (Table 4.8). Despite 
this inconsistent and thin body of research-based knowledge, it is evidently widely 
assumed clinically that antidepressants may be appropriate for some BD patients, 
and especially safe for BD-II depression [218, 220, 223, 235]. Selection of patients 
as candidates for a clinical trial of an antidepressant may be guided usefully by pre-
vious beneficial and tolerated responses to antidepressants, a relatively less severe 
or nonrapidly cycling illness-course, relatively few previous depressions, lack of 
depressive episodes followed by mania, and lack of current agitation or even minor 
hypomanic (mixed) features [144, 222, 232].

4.4.3  Antidepressants and Mood Switching

Concern about adverse outcomes of antidepressant treatment for bipolar depres-
sion often focuses on risk of switching of mood and behavior from depression into 
potentially dangerous, manic agitation. Accordingly, a diagnosis of BD-I, with a 
history of mania, is often a basis for avoiding antidepressants or other potentially 
mood-elevating agents (stimulants, steroids) [235]. BD patients with the predomi-
nant sequence pattern of depression followed by mania before a euthymic interval 
(“DMI” type) appear to be at higher risk of mood-switching [236]. In addition, 
BD-I patients appear to be more likely to experience excessive mood-elevation 
when treated with antidepressants than BD-II patients [237]. Nevertheless, avail-
able information about the epidemiology of mood-switching rates in BD patients 
is surprisingly limited. Reports of such studies usually do not include clear quan-
titative and qualitative distinctions between types I and II BD, and commonly lack 
exposure times, estimates of recurrences-per-time, or definition of the time-course 
of mood- shifts with vs. without antidepressant treatment. Lack of information about 
timing of mood switches in relation to antidepressant exposure makes it difficult to 
distinguish spontaneous from antidepressant-associated switching.

Although it is widely assumed that mood-stabilizing treatments and antipsy-
chotic drugs can prevent mood-switching during antidepressant treatment of bipolar 
depression, randomized comparisons of switching rates with antidepressants given 
with vs. without such co-treatments are lacking [32, 210]. Data available on this 
point are based on comparing clinically chosen (non-randomized) treatment with an 
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antidepressant alone or with a mood-stabilizing or antipsychotic agent added, with 
a strong likelihood that patients given the stabilizing co- treatments have been prone 
to mania in the past [32]. It is therefore not surprising that differences in outcomes 
are minor or apparently even less favorable when a mood- stabilizing or antimanic 
treatment was given with an antidepressant [32].

One large study found that risk of mood-switching in BD patients was increased 
by 2.8-fold within 9 months of adding an antidepressant, but not if a mood- stabilizing 
agent also was given [238]. In a comprehensive review of switching risk, we found 
that risk of spontaneous mania without antidepressants itself was high (averaging 
13.8%), but that adding an antidepressant increased the risk by only 1.5%, suggest-
ing a “ceiling effect” on risk of mood-switching in depressed BD patients [32]. In 
addition, evidence from randomized trials indicates that types of antidepressants vary 
significantly in their association with mood switches. The risk appears to be espe-
cially high with tricyclic antidepressants (TCAs) and the serotonin- norepinephrine 
reuptake inhibitor (SNRI) venlafaxine, but lower with serotonin reuptake inhibitors 
(SRIs), monoamine oxidase inhibitors (MAOIs), and bupropion [32].

There is an evident clinical consensus that antidepressants should be used in 
BD patients only cautiously, briefly, with short-acting agents given in moderate, 
slowly increased doses, and in association with an effective mood-stabilizing regi-
men, while monitoring closely for signs of emerging hypomania as an indication to 
reduce or discontinue the antidepressant. Despite insufficient research on the topic, 
it seems prudent that antidepressants, especially TCAs and SNRIs, be used very 
cautiously for BD depression, and perhaps avoided altogether if there is a history of 
mood-switching during antidepressant treatment, spontaneous rapid-cycling with-
out antidepressant treatment, or with current agitation or hypomanic symptoms, and 
in BD-I patients [32, 144].

4.4.4  Long-Term Use of Antidepressants

Another matter of concern is that the potential value and risks of long-term use of 
antidepressants in both BD-I and BD-II patients with the intent of limiting future 
depressive recurrences remains extraordinarily poorly studied. Again, the lack of 
research-based information appears to have little impact on empirical use of such 
treatment in clinical practice, especially in combination with mood-stabilizing or 
antimanic agents [12, 144, 216, 239–241]. In particular, the value and safety of 
long-term antidepressant treatment beyond the initial months of recovery from an 
index depressive episode, in contrast to recurrent unipolar major depression [242], 
remain uncertain. Such trials have a high risk of being confounded by clinically 
adverse effects of treatment discontinuation as a stressor rather than a result of lack 
of treatment [243]. Nevertheless, relatively long-term use of antidepressants along 
with mood-stabilizers may be appropriate in response to depressive relapses after 
antidepressant discontinuation [144, 243].

At least three randomized controlled trials of continuation of modern antide-
pressants involve “enrichment” by including patients who have had a favorable 
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short- term response to the same treatments. Despite involving enriched samples, 
these trials suggest that a minority of patients may experience minor delay or 
reduced frequency of depressive recurrences when an antidepressant is added to 
their treatment, but with an even larger risk of mood-switching [217, 244, 245]. 
Moreover, rapidly cycling BD patients had far more recurrences with an antidepres-
sant included in their treatment, suggesting cycle-acceleration of their illness [144, 
216, 245]. Such an effect may be particularly likely in BD-II patients, who are more 
prone to rapid-cycling than BD-I [246].

4.4.5  Mood-Stabilizers

In recent decades, certain anticonvulsants have been used widely to treat BD 
patients, based on secure evidence of short-term antimanic effects (carbamazepine 
and valproate) or long-term reduction of risk of recurrences of BD depressive epi-
sodes (lamotrigine), but far less secure evidence of long-term, prophylactic effec-
tiveness of other anticonvulsants [126, 247, 248]. Use of such anticonvulsants also 
has been encouraged by efforts to avoid the relative complexities of managing clini-
cal treatment with lithium [126]. Despite widespread use of anticonvulsants to treat 
mania and efforts to afford long-term protective effects in BD patients, evidence 
concerning their value and risks for treatment of acute depression in BD is limited, 
and evidence concerning long-term effects is even less abundant [249].

Four small trials involving fewer than 100  total BD subjects suggest possible 
value of divalproex as a monotherapy for acute bipolar depression (Table 4.9) [250]. 
An impression that lamotrigine may have some effect in acute bipolar depression 
has arisen from pooling inconsistent data, even from individually failed trials 
against placebo (Table 4.9) [251]. Importantly, lamotrigine is approved by the US 
FDA only for long-term prophylaxis in BD, with demonstrated effectiveness against 
recurrences of bipolar depression but little efficacy against acute or recurrent mania 
[126, 252]. Moreover, the requirement for slow increases of doses of lamotrigine 
to avoid potentially serious dermatological reactions makes the drug somewhat 
impractical for off-label use in acute phases of bipolar depression. Evidence con-
cerning carbamazepine for short- or long-term use for bipolar depression is very 
limited (Table 4.9), and controlled trials for other anticonvulsants in BD are lacking 
[241, 248].

Although there is remarkably little information concerning effects of lithium in 
acute bipolar depression, this drug has been considered a fundamental treatment for 
BD for more than six decades, and is still positioned as a first-line treatment in some 
expert guidelines [170, 213]. Use of lithium for bipolar depression is based on a 
single controlled trial in which it was included as a third-arm of a trial designed pri-
marily to evaluate quetiapine, and its possible benefits were very modest (Table 4.9) 
[75, 210, 253]. Nevertheless, lithium appears to have some long-term effectiveness 
against recurrences of bipolar depression as well as its more prominent prophylactic 
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effects against [hypo]mania [126, 170, 254]. Moreover, lithium appears to reduce 
risk of suicide substantially in BD patients, as was reviewed above [106, 162, 167, 
176, 255, 256].

4.4.6  Second-Generation Antipsychotics

Modern or “second-generation” antipsychotic drugs (SGAs), including olanzap-
ine combined with fluoxetine, as well as quetiapine and lurasidone, are currently 
the only medicines with FDA approval for short-term treatment of acute major 
depressive episodes in BD patients [126, 241]. Nevertheless, of these agents, only 
quetiapine has been found to outperform placebo consistently in multiple trials. 
In these trials, dose-dependent differences in efficacy (with 300 vs. 600 mg/day) 
were not found and only the lower dose is explicitly FDA-approved. The FDA-
approved combination of olanzapine + fluoxetine has produced superior benefits to 

Table 4.9 Placebo-controlled trials for acute depression in bipolar disorder: lithium, anticonvul-
sants, and antipsychotics

Treatments [n trials 
and agents]

Subjects 
(n)

Dropouts drug/
placebo

Responders/subjects [%] RR 
[95%CI]Drug Placebo

Lithium [1 trial, 1 
agent]

265 25.0%/27.8% 85/136 
[62.5%]

72/129 
[55.8%]

1.12 
[0.92–
1.37]

Anticonvulsants [10 
trials, 3 agents]

1281 34.1%/40.5% 313/657 
[47.6%]

181/624 
[29.0%]

1.61 
[1.39–
1.87]

Antipsychotics [13 
trials, 6 agents]

6044 36.6%/35.1% 2135/3859 
[55.3%]

904/2185 
[41.4%]

1.28 
[1.09–
1.51]

Pooled/totals [24 
trials, 10 agents]

7590 35.7%/39.9% 2533/4652 
[54.4%]

1157/2938 
[39.4%]

1.34 
[1.17–
1.53]

Response usually involved ≥50% improvement in depression symptom-ratings. Of 24 individual 
RCTs, 14 (58.3%) did not find drug superior to placebo (PBO). By random-effects meta-analysis: 
overall RR (1.34) is statistically highly significant (z = 4.31, p < 0.0001), as is the difference in 
weighted-average response rate (54.4% with all drugs vs. 39.4% with PBO; χ2=164, p < 0.0001), 
though the overall drug-PBO difference is modest by both measures (34%–38%). Treatments sig-
nificantly superior to PBO were: carbamazepine (p = 0.02), lamotrigine (p < 0.0001), valproate 
(p = 0.004), anticonvulsants overall (p = 0.001); lurasidone (p < 0.0001), olanzapine (p = 0.0002), 
quetiapine (p < 0.0001), and antipsychotics overall (p < 0.0001); but not aripiprazole, cariprazine, 
lithium, or ziprasidone. Numbers-needed-to-treat (NNT) for effective agents ranked: carbamaze-
pine (3.4 [CI: 1.9–19]), valproate (4.5 [2.7–13]), lurasidone (4.6 [3.3–7.8]), quetiapine (5.0 
[4.1–6.3]), anticonvulsants overall (5.5 [4.3–7.7], lamotrigine (5.9 [4.4–8.9]), antipsychotics over-
all (8.8 [5.3–27]), and olanzapine alone (9.5 [6.2–20]). Overall heterogeneity was substantial 
(I2 = 79.4%). Data are adapted from recent systematic reviews which provide references for indi-
vidual trials [75, 210]
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placebo, whereas olanzapine alone was less effective than in combination with the 
SRI antidepressant [225]. Unsurprisingly, as both olanzapine and quetiapine have 
antimanic properties, they have yielded somewhat lower risks of mood-switching 
than with placebo [241]. Lurasidone, olanzapine, and quetiapine have yielded favor-
able estimated number-needed-to-treat (NNT) values below 10 in the treatment of 
acute bipolar depression (Table 4.9) [16, 221] as did the combination of olanzap-
ine + fluoxetine (Table 4.8) [16, 221], and they were substantially more effective 
than lamotrigine [225, 241]. Nevertheless, all of these responses in acute bipolar 
depression have been modest (Table 4.9), and possible long-term protective effects 
require further study.

As only some modern antipsychotic agents appear to reduce symptoms of acute 
depression in BD patients, such responses are evidently not a class effect of all 
SGAs. Notably, ziprasidone and aripiprazole were ineffective in two trials for each 
[241]. Cariprazine remains to be evaluated adequately as only on a dose of 1.5 mg/
day was found to be efficacious for the treatment of acute depression in BD-I sub-
jects, whereas the response rate with a lower (0.75 mg/day) and higher (3 mg/day) 
dose was similar to that found with an inactive placebo [257].

In effective doses, antipsychotic drugs risk adverse effects that may not be well 
tolerated by some patients, particularly excessive sedation as well as distressing 
restlessness (akathisia) [258, 259]. Although risks of tardive dyskinesia (TD) with 
most modern antipsychotic drugs are far lower than with older, or first-generation 
antipsychotics (FGAs) [260, 261], the great increase in use and broadening indica-
tions for SGAs may risk increased numbers of cases of even uncommon adverse 
effects including TD [190]. Moreover, risks of weight-gain, type 2 diabetes mel-
litus, and other features of metabolic syndrome (hyperlipidemia, hypertension) are 
encountered with some SGAs (particularly olanzapine, risperidone and quetiapine), 
sometimes in less than 3 months [17, 126, 262]. These medically important adverse 
effects tend to limit the potential, but unproved, value of SGAs for prophylactic 
treatment against recurrences of bipolar depression [16, 221, 249]. In summary, 
quetiapine and lurasidone as well as olanzapine + fluoxetine, and cariprazine have 
evidence of efficacy in acute bipolar depression, although with some risks, and as 
yet without compelling evidence for long-term, prophylactic effects against bipolar 
depression, with the probable exception of quetiapine [263].

4.4.7  Innovative Pharmacological Treatments

Several novel pharmacological treatments are under investigation for bipolar 
depression. They include the NMDA-glutamate receptor antagonist ketamine and 
possibly better-tolerated agents that affect glutamate neurotransmission, as well 
perhaps as fatty acids, anti-inflammatory agents, and probiotics [75]. R,S-ketamine 
is a particularly promising innovative agent for major depression generally, espe-
cially for treatment- resistant depressions (TRD), with apparent short-term benefit 
against suicidal ideation [206, 207]. Typical antidepressant doses of ketamine are 
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0.10–0.50 mg/kg, usually infused slowly intravenously (IV) over 40–100 min to 
limit adverse effects, although doses of 0.5–1.0 mg/kg are more likely to be effec-
tive [264]. Such treatment is sometimes repeated daily for several days or 2–3-
times a week for several weeks. Analgesic and dissociative effects of ketamine are 
achieved at 0.20–0.75 mg/kg, IV, overlapping the range for antidepressant effects, 
whereas anesthetic doses average 1.0–4.5 mg/kg, IV. Of note, usual doses for hal-
lucinatory and recreational effects of ketamine (“Special K”) are much higher, typi-
cally 60−250 mg by inhalation [265–267].

The first, small but controlled clinical trial of R,S-ketamine as an antidepressant 
was reported in 2000 [268], based on pharmacological theory and animal modeling 
[269]. Substantial clinical research has been reported on the use of ketamine for 
short-term treatment of acute major depressive episodes in MDD and less in bipolar 
depression, although much of it involves case reports and uncontrolled trials [75]. 
Some emerging reports also have found beneficial effects for acute depression or 
suicidal ideation in BD [75, 206, 207]. Most reports concerning ketamine, encour-
agingly, support rapidly achieved benefits, including in bipolar depression, within 
1–2 days, often after failure of other treatments, but usually with gradual loss of 
benefits without further treatment over the following 1–2 weeks. Of note, the ben-
efits in controlled trials have been only about half as great when the control treat-
ment was with the potent sedative benzodiazepine midazolam compared to inert 
saline as a placebo [207]. In addition, possible implications of new evidence that the 
antidepressant effects (but not dissociative effects) of ketamine can selectively be 
prevented by treatment with the opioid antagonist naltrexone remain to be clarified 
[270]. Also remaining to be clarified are the long-term value and safety of this inter-
esting innovation, as very little research has addressed prolonged use of ketamine 
to maintain antidepressant effects in either unipolar or bipolar depression, and such 
efforts may encounter difficulties in maintaining double-blind conditions [271].

Several innovative potential clinical treatments for depression are emerging, 
including drugs that act at NMDA receptor sites (e.g., the tetrapeptide rapastinel), 
or GABA-A receptors (e.g., SAGE-217), and others [272, 273]. Such novel agents 
remain to be established as safe and effective in unipolar major and treatment- 
resistant depressive episodes and have not been evaluated for BD depression.

4.4.8  Nonpharmacological Treatments

Acute bipolar depression is responsive to electroconvulsive treatment (ECT), pos-
sibly even more rapidly than in MDD [274], leaving uncertainty about optimal 
treatment following successful ECT [275, 276]. As noted above, ECT also may 
have short-term suicide-preventing effects in BD as well as MDD patients [277]. 
Additional non-pharmacological biological treatments also may be of value for 
treating bipolar depression. Intense light therapy and sleep deprivation are plausible 
candidate treatments but require adequate testing among BD patients [278–281]. 
Vagal nerve stimulation is FDA-approved for TRD without specification of MDD 
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or BD, but with evidence of efficacy in depression of both BD and MDD [282, 
283], although it has been associated with emergence of mania [284]. Repeated 
transcranial magnetic stimulation and various forms of electrical stimulation of 
the brain from the surface or through stereotaxically placed deep-brain electrodes 
remain experimental [75, 285–293]. Many candidates for deep-brain stimulation 
are excluded, especially if they have not previously failed trials of ECT [288]. 
Moreover, optimal neuroanatomical targets for such treatment remain unclear, and 
the results of clinical trials have been inconsistent [291].

4.4.9  Psychotherapy for Bipolar Depression

Several manual-based, replicable forms of psychotherapy have been studied exten-
sively and found to be effective in the treatment of MDD, including in combination 
with antidepressant medicines [170, 294]. Some of these methods have emerging 
research support for their feasibility and effectiveness in the treatment of patients 
with bipolar depression, often in combination with standard medicines and in 
groups so as to enhance their efficiency [170, 295]. Methods best studied for use in 
bipolar depression include cognitive-behavioral therapy (CBT) [295, 296], inter-
personal and social rhythm therapy (IPT) [297], family-focused psychoeducation 
(FFT) [298], and mindfulness-based cognitive therapy (MBCT) [299, 300]. Other 
techniques, including dialectical behavioral therapy (DBT), that are established for 
treating MDD have had limited investigation for use in bipolar depression specifi-
cally [296]. More than one of these approaches have been used at the same time, or 
at different times to address particular problems. There are even emerging, tentative, 
suggestions that specific techniques may be especially helpful for particular promi-
nent problems. These include use of CBT or MBCT with behavioral or cognitive 
dysfunction, FFT with high expressed emotion in patients’ families, IPT for patients 
with prominent interpersonal problems, MBCT with residual dysthymic symptoms 
following remission of major depressive episodes, and perhaps DBT in the presence 
of emotional instability, comorbidities, or suicidal preoccupations [294].

4.5  Conclusions

Depression, dysthymia, and dysphoria in BD represent major, largely unsolved, 
clinical challenges (Table 4.10). As the main component of unresolved psychiatric 
morbidity in BD, even with standard treatment, bipolar depression is associated 
with excess morbidity and mortality from co-occurring general-medical disorders 
as well as very high suicide risk, with mortality rates that are several-times higher 
than in the general population and in most other psychiatric disorders, and suicide 
risk 20-times above general population rates and in strong association with mixed 
(agitated depressive), depressive, and dysphoric phases of BD. Clinically effective 
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prediction of suicide risk is limited, and treatments proposed to reduce suicide risk, 
notably including lithium, are not securely proved effective. Treatment of bipolar 
depression is far less well investigated than for MDD, and the value and safety of 
standard antidepressants for depression in BD remain controversial. Evidence of 
efficacy of mood-stabilizing agents, including lithium and several anticonvulsants 
(except lamotrigine, long-term) remains limited, though benefits of some second- 
generation antipsychotics for short-term treatment of acute bipolar depression are 
emerging. All available pharmacological treatments used for bipolar depression 
present risks that include adverse metabolic and neurological effects. Overall, we 
strongly encourage renewed efforts to consider bipolar depression as distinct from 
depression in MDD and to seek more effective treatment especially for long-term 
prophylaxis and reduction of both morbidity and mortality.
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Table 4.10 Current status of depression in bipolar disorder

•  Depressive phases of bipolar disorder (BD) are the major residual psychiatric morbidity with 
available treatments, accounting for three-quarters of the 40%–50% of long-term time ill

•  Unresolved morbidity, and especially depression, is associated with excess medical 
morbidity, including metabolic syndrome and cardiovascular disease, with increased 
mortality

•  Suicide risk in BD is similar in types I and II BD, greater than in most other psychiatric 
disorders, ca. 20-times above general population rates, and strongly associated with 
depression, especially with agitation (mixed-dysphoric states), and in the weeks following 
hospital discharge

•  Predicting suicide in BD clinically is limited in power and precision regarding individuals 
and timing

•  Some treatments to prevent suicidal behavior in BD are promising but require further study 
(including lithium, clozapine, and possibly ketamine and psychotherapies)

•  The therapeutics of bipolar depression is far less well developed than for nonbipolar major 
depression

•  The value of antidepressant treatment for bipolar depression remains controversial, and it is 
best avoided with ongoing dysphoric agitation or mixed features

•  For bipolar depression, some modern antipsychotics are effective short-term; lithium and 
lamotrigine have modest prophylactic value long-term but are virtually untested short-term; 
other anticonvulsant mood-stabilizers have very limited evidence of short- or long-term 
efficacy

•  All available treatments for bipolar depression have risks of adverse metabolic or 
neurological effects; valproate and carbamazepine are also highly teratogenic
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5Unmet Needs in Mixed States

Terence A. Ketter

5.1  Introduction

Over 100 years ago, mixed states were defined by Dr. Emil Kraepelin as manic- 
depressive illness (later known as Bipolar Disorder (BD)) core features, in which 
opposite polarity (contropolar) symptom coexistence was explained by lack of 
synchrony between change patterns for three parameters, namely mood, activ-
ity (volition), and thought [1, 2] (Table  5.1). Along with pure (orthodox) mania 
(with euphoria, hyperactivity, and racing thoughts) and pure (orthodox) depression 
(with sadness, hypoactivity, and poverty of thoughts), Dr. Kraepelin, in the 1913 
eighth edition of his textbook, identified two depressive mixed states, one of which 
appeared particularly noteworthy and a source of ongoing controversy, specifically: 
agitated (excited) depression, with hyperactivity replacing the hypoactivity of pure 
depression. The other depressive mixed state was depression with flight of ideas, 
with racing thoughts replacing the poverty of thoughts of pure depression. Thus, 
bipolar depressive states could be considered to include: pure (anergic) depression, 
agitated (excited) depression, and depression with flight of ideas. In this Chapter, 
we will focus primarily on agitated (excited) depression versus pure (anergic) 
depression.

Of interest, sadness itself was not sufficient in Kraepelin’s view to stipulate 
depression, as the combination of sadness, hyperactivity, and flight of ideas was 
called depressive (anxious) mania [1] (Table  5.1). Some (primarily) Europeans 
viewed agitated bipolar depression to substantially overlap mixed bipolar depres-
sion [3–12] and thus merit particularly careful consideration.
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5.2  DSM-IV Mixed Manic Episodes

The American Psychiatric Association’s fourth edition of the Diagnostic and 
Statistical Manual of Mental Disorders (DSM-IV) took a rather (viewed by many 
as overly) exclusive approach, defining mixed (manic) episodes in patients with BD 
as the concurrent occurrence of syndromal (full, threshold-level) DSM-IV manic 
and depressive episode symptoms for at least 1 week [13], but NOT defining what 
were viewed by most as more common states with concurrent occurrences of syn-
dromal manic [14, 15] or hypomanic [14] episodes and subsyndromal depressive 
symptoms (e.g., dysphoric mania/hypomania), as well as concurrent occurrences 
of syndromal depressive episodes and subsyndromal manic symptoms (i.e., mixed 
depression) [9].

Indeed, subsyndromal DSM-IV mood elevation symptoms very commonly 
appear in Bipolar Depression, and thus were present in most Systematic Treatment 
Enhancement Program for BD (STEP-BD) patients with baseline Bipolar 
Depressive episodes [16]. Moreover, it has been established that even modest base-
line mood elevation (e.g., mean Young Mania Rating Scale (YMRS) [17] total score 
during depression  =  3.7) has been associated with clinically important phenom-
ena in BD, such as antidepressant treatment-emergent mania [18]. In view of the 
over- exclusivity problem with the DSM-IV approach, Dr. Susan McElroy defined 
definite (non-DSM) dysphoric mania/hypomania as a concurrent DSM-IV manic/
hypomanic episode plus 3 depressive symptoms [14], whereas Dr. Alan Swann 
defined (non-DSM) dysphoric mania as a concurrent DSM-IV manic episode plus 
≥2 Schedule for Affective Disorders and Schizophrenia (SADS) depressive symp-
toms [15, 19].

Hence, the differential diagnosis of DSM-IV mixed states included: (1) (DSM-5) 
mixed depression (as described below); (2) (Non-DSM) severe delirious (Stage III) 
mania; (3) (Non-DSM) ultrarapid cycling and ultradian cycling bipolar disorder; and 
(4) (DSM-IV) affective instability of personality disorder [4, 14, 20–24].

Table 5.1 Kraepelin’s pure (orthodox) and mixed states of manic-depressive illness

Mood Activity Thought

Mania (mostly ≥ 2↑‘s)
   – Pure (orthodox) mania ↑ ↑ ↑
   – Mania with poverty of thought ↑ ↑ ↓
   – Inhibited mania ↑ ↓ ↑
   – Depressive (anxious) mania ↓ ↑ ↑
   – Manic stupor (exception to ≥ 2↑‘s) ↑ ↓ ↓
Depression (≥ 2 ↓‘s)
   – Pure (orthodox) depression ↓ ↓ ↓
   – Agitated (excited) depression ↓ ↑ ↓
   – Depression with flight of ideas ↓ ↓ ↑

Adapted from Kraepelin E.  Manic-Depressive Insanity and Paranoia. E. & S.  Livingstone, 
Edinburgh, Scotland, 1921
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It has commonly been challenging to distinguish ultrarapid cycling (i.e., a non- 
DSM term, reflecting mood polarity shifting over days to weeks), and especially 
ultradian cycling (i.e., another non-DSM term, reflecting mood polarity shifting 
within a day), from single mixed episodes [23, 25, 26]. According to DSM-IV, 
mixed manic episodes required criteria be met for both manic and major depressive 
episodes, nearly every day during at least a 1-week period. Also, in DSM-IV and 
its Text Revision (DSM-IV-TR [27]), but not in DSM-5, the narrative text specified 
that “the individual experiences rapidly alternating moods (sadness, irritability, 
and euphoria) accompanied by symptoms of a manic episode and a major depres-
sive episode.” Prof. Mario Maj thus contended that the latter statement which was 
in the text of DSM-IV and DSM-IV-TR (but not in the text of DSM-5) stipulated 
DSM-IV or DSM-IV-TR mixed manic episodes (but not DSM-5 episodes with 
mixed features) encompassed ultradian cycling [23].

In spite of being widely considered overly exclusive, DSM-IV mixed manic epi-
sodes have been reported in up to 1/3 of patients with bipolar disorders (commonly 
related to subject selection) [28, 29], with female predominance [14], and  with neu-
rological abnormalities (e.g., EEG abnormalities, seizures, developmental delay, 
migraine headaches, and head injury) [30]. It has been contended that DSM-IV 
mixed manic episodes or (non-DSM-IV) dysphoric manic episodes compared to 
(pure) manic episodes indicated more severe illness, commonly with treatment 
resistance [15, 31].

For example, among 184 bipolar I disorder (BDI) inpatients, all of whom had 
received lithium, carbamazepine, or divalproex for dysphoric/mixed (N = 107) ver-
sus pure (N = 77) manic episodes, 36.7% versus 8.2% (p < 0.0001) had at least 
one suicide attempt, 57.9% versus 1.3% had current suicidal ideation or attempt 
(p  <  0.0001), with remission probability declining 49% for every prior suicide 
attempt [31]. In addition, mixed manic episodes may be related to rapid cycling 
(≥4 mood episodes per year) [23], a DSM-IV (and DSM-5) bipolar disorder course 
modifier associated with poor outcome [32, 33], and unfavorable clinical correlates 
that overlap DSM-IV mixed mania, including treatment resistance to agents such 
as lithium [32, 33]. Thus, examples of poorer DSM-IV mixed versus pure mania 
outcomes have included delayed mood episode recovery (e.g., mean 17 weeks versus 
6 weeks [34], i.e., acute mood episode treatment resistance) [31, 34–37] and hastened 
mood episode recurrence [38] (e.g., lithium maintenance treatment resistance [38]).

Indeed, DSM-IV mixed versus (pure) manic episodes may yield differential 
medication outcomes. For example, in a registration study of the efficacy and 
safety of divalproex Delayed Release (DR) in DSM-IV acute pure manic episodes, 
in which patients with DSM-IV acute mixed manic episodes were excluded [39], 
62% of patients had (non-DSM-IV) classic (pure) mania (with <2 SADS depressive 
symptoms), whereas 38% of patients had (non-DSM-IV) dysphoric mania (with ≥2 
SADS depressive symptoms) [15], and it was considered important to identify and 
monitor such depressive symptoms in mania, as they indicated poorer illness course 
and acute treatment resistance with lithium, but better responses with divalproex 
DR) [15]. Moreover, concerns have been raised that antidepressants could exac-
erbate DSM-IV mixed mania (as well as rapid cycling) [40–45]. For the treatment 
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of DSM-IV mixed manic episodes, although the United States Food and Drug 
Administration (US FDA) has not approved antidepressants, lithium, divalproex 
DR, carbamazepine tablets, lamotrigine, chlorpromazine, haloperidol, or quetiapine 
immediate release (IR), it has approved carbamazepine Extended Release Capsule 
(ERC), divalproex Extended Release (ER), olanzapine, risperidone, ziprasidone, 
aripiprazole, quetiapine eXtended Release (XR), asenapine, and cariprazine for this 
indication [46].

In summary, despite being widely considered overly exclusive, DSM-IV mixed 
manic episodes were reported in as many as over approximately 1/3 of bipolar 
disorder patients (commonly related to subject selection) [28, 29], with female 
predominance [14], were seen along with neurological abnormalities (e.g., EEG 
abnormalities, seizures, developmental delay, migraine headaches, and head injury) 
[30], and compared to pure manic episodes were associated with multiple unfa-
vorable illness characteristics, including earlier bipolar disorder onset [14], more 
suicidality (suicidal ideation and attempts) [14, 31, 47–49], more comorbid alco-
hol and substance use disorders [13, 14, 28, 50], poorer lithium and antidepres-
sant, but somewhat better anticonvulsant mood stabilizer and atypical antipsychotic 
responses, and poorer outcomes [14, 28, 29, 34]. Indeed, as noted above, nine agents 
have US FDA-approval for the treatment of DSM-IV mixed mania [46].

5.3  DSM-5 Episodes with Mixed Features

The American Psychiatric Association’s fifth edition of the Diagnostic and Statistical 
Manual of Mental Disorders (DSM-5) took a somewhat more inclusive approach 
to “mixity”. It defines manic episode with mixed features (analogous to DSM-IV 
mixed mania), if accompanied by a syndromal major depressive episode, but new 
(and more inclusive) if only accompanied by subsyndromal major depressive 
symptoms) and (new and more inclusive) Hypomanic Episode with mixed features 
(Mixed Hypomania), as well as (new and more inclusive) Depressive Episode with 
mixed features (Mixed Depression) if opposite pole (contropolar) symptoms were 
subsyndromal [51]. Nevertheless, DSM-5 remained relatively exclusive versus the 
European Mixed Depression approach (referred to as depression mixed state (DMX), 
i.e., a major depressive episode accompanied by at least three mood elevation symp-
toms, including distractibility, irritability, and psychomotor agitation). Specifically, 
DSM-5 required “with mixed features” to include ≥3 “non-overlapping” mood ele-
vation symptoms (NOMES) i.e., not counting distractibility, irritability, and psycho-
motor agitation (the so-called dip symptoms [52]) towards mixed depression, stating 
that such symptoms lacked polar specificity as they could be seen in both mood 
elevation and depression) [51]. Multiple investigators, primarily outside of the USA, 
have challenged this relatively exclusive approach of not counting “dip” symptoms 
[11, 12, 52, 53]. In particular, of concern to some investigators, DSM-5 did not con-
sider (non-DSM) agitated depression (i.e., major depressive episode with prominent 
psychomotor agitation) to be included in mixed depression [11, 54].
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DSM-5 stipulated that manic episodes superseded major depressive episodes, 
as manic episodes were considered generally more severe than major depressive 
episodes. If a patient met criteria for both manic and major depressive episodes 
(i.e., had DSM-IV mixed mania), in DSM-5 the patient would be considered to have 
a “manic episode with mixed features,” rather than a “major depressive episode 
with mixed features.” In contrast, DSM-5 was silent regarding how to characterize 
concurrent hypomanic and major depressive episodes, leaving it up to clinicians 
to choose between “hypomanic episode with mixed features” and “major depres-
sive episode with mixed features,” depending on which pole was more clinically 
prominent (although this was not specifically stated in the DSM-5). Finally, Maj 
claimed that the (then proposed, later finalized) DSM-5 mixity characterization, 
unlike with the DSM-IV and DSM-IV-TR versions, had failed to encompass ultra-
dian cycling [23].

Thus, DSM-5 episodes entailed: (1) syndromal (full criteria) manic, hypo-
manic, or major depressive episodes; (2) psychosis, hospitalization, or marked 
functional impairment (manic episode criteria only, and not major depressive 
or hypomanic episode criteria); (3) being not due to a substance or general 
medical condition; and a (4) “with mixed features” episode specifier, provided 
there were ≥ 3 non-overlapping opposite pole symptoms nearly every day for 
≥1 week.

There remain substantial unmet needs related to ongoing controversies regard-
ing DSM-5 (and DSM-IV) mixed states. For example, it remains undetermined 
the degree to which DSM-5 (and DSM-IV) mixed states are: (1) dimensionally 
similar versus categorically different from “pure” states; (2) transitional states 
between depression and mania; (3) related to bipolar subtype (i.e., type I ver-
sus II); and (4) the clinical implications of gradations of subsyndromal depres-
sion in hypo/mania (which are now answerable as mixed/dysphoric hypo/mania 
was “finally” included in DSM-5 as manic or hypomanic episodes with mixed 
features); as well as (5) the clinical implications of gradations of subsyndromal 
hypo/mania in depression (which are now answerable as mixed depression was 
“finally” included in DSM-5 as major depressive episode with mixed features) [4, 
13, 14, 20, 22, 51].

5.4  DSM-5 Mixed Depression

DSM-5 was published in 2013 [51], and strove to better harmonize with the elev-
enth edition of the International Classification of Diseases (ICD-11) [23, 55]. 
DSM-5 major depressive episodes with mixed features (mixed depression) have 
attracted more attention than DSM-5 manic or hypomanic episodes with mixed fea-
tures (mixed mania or mixed hypomania). This could be related to mixed mania 
and mixed hypomania having already (as discussed above) received considerable 
attention earlier on, during the DSM-IV era, before mixed depression was included 
in the DSM [14, 15].
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Although DSM-5 Mixed Depression has had prevalence reported as high as more 
than approximately 1/3 (commonly related to subject selection) [56, 57], it has still 
been considered by some as overly exclusive [52, 53, 58, 59], as distractibility, irritabil-
ity, and psychomotor agitation do not count towards this diagnosis [52, 53, 58]. DSM-5 
Mixed versus Pure Depression has been associated with unfavorable illness character-
istics, such as comorbid alcohol and substance use disorders in BD (but not in unipolar 
Major Depressive Disorder (MDD) [56]. Using less exclusive mixed depression defini-
tions, mixed vs. pure depression was associated with comorbid borderline personality 
[60], more lifetime anxiety disorder comorbidity and current irritability, and less cur-
rent antidepressant use [59], more antidepressant resistance [61], more suicidality [57], 
and more aggressiveness [62], and in BDII versus unipolar Major Depressive Disorder 
(MDD) Mixed Depression, younger age at onset, more Major Depressive Episode 
recurrence, more atypical features, and more BDII family history [63].

An important unmet need for DSM-5 mixed depression is determining how inclu-
sive this construct ought to be. Limited data indicate that DSM-5 mixed depression 
may have been defined exclusively [11, 12, 58, 59]. Study assessed the strengths and 
limitations of using a BD Mixed Depression definition made more inclusive than 
that of DSM-5 by counting rather than “non- overlapping” mood elevation symptoms 
(NOMES, which excluded counting distractibility, irritability, and psychomotor agita-
tion) towards Mixed Depression, as in DSM-5, but instead included counting “over-
lapping” mood elevation symptoms (OMES, which included counting distractibility, 
irritability, and psychomotor agitation) towards Mixed Depression, which was more 
inclusive than DSM-5 [59], and overlapped the European DMX3 construct [8, 63–
66]. In this study, among 153 depressed BD outpatients assessed with the Systematic 
Treatment Enhancement Program for BD (STEP-BD) Affective Disorders Evaluation, 
using the more inclusive (≥ 3 OMES) versus the less inclusive DSM-5 (≥ 3 NOMES) 
definition of BD Mixed Depression yielded a three-fold higher mixed depression rate 
(22.9% vs. 7.2%). Differential clinical correlates for mixed versus pure depression 
such as more lifetime anxiety disorder comorbidity, more current irritability, and less 
current antidepressant use were found, which were not significant using the more 
exclusive DSM-5 threshold [59].

In another study [56], 26% (N = 149) and 34% (N = 65) of patients met criteria 
for mixed depression during a major depressive episode index as part of unipolar 
major depressive disorder (MDD) or bipolar disorder (BD). Patients with DSM-5 
mixed versus pure depression as part of BD or unipolar MDD had a more severe 
depressive phenotype (p ≤ 0.0002), and a higher rate of alcohol/substance use dis-
order in BD (p = 0.002), but not in unipolar MDD.

Thus, important unmet needs for DSM-5 mood disorders include answering 
questions regarding the optimal definitions of “mixed” or “dysphoric” mania and 
mixed depression, the clinical correlates and treatment implications of subsyndro-
mal mixed symptoms, and the roles of psychomotor agitation [11] and anxiety [67] 
in DSM mixed mania and mixed depression.
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5.5  Treatment for DSM-5 Mixed Depression

Patients with a DSM-5 mixed versus pure depression are expected to have bet-
ter outcomes with antipsychotic treatments than antidepressants drugs. A relevant 
unmet need for DSM-5 mixed depression is the lack of definitive establishment of 
optimal treatments. However, individual post hoc and a priori analyses of random-
ized, placebo- controlled trials indicated that effective treatment might include cer-
tain atypical antipsychotics (e.g., olanzapine [68], ziprasidone [69], and lurasidone 
[61, 70]), rather than antidepressants [11].

In a post hoc analysis of two pooled similar randomized, placebo- controlled olan-
zapine monotherapy trials (N = 1214) in DSM-IV-TR bipolar I disorder depression, 
olanzapine was at least numerically superior to placebo, independent of level of 
“mixity” [68]. At baseline, patients with mixed versus pure depression had younger 
age of onset, and more often had rapid cycling course and concurrent psychotic 
features.

MADRS depression response rates for olanzapine versus placebo were: 52.6% 
versus 39.8% (NNT = 8, p < 0.05, among 154 OLZ (olanzapine), and 108 placebo 
(PBO) patients) with none mixed symptom (i.e., pure depression); 50.3% versus 
40.0% (NNT = 10, p < 0.05, in 332 OLZ versus 250 PBO patients) with 1–2 mixed 
symptoms (less mixed depression); and 42.2% versus 33.7% (NNT = 12, p = not 
significant, in 204 OLZ versus 166 PBO patients) with ≥3 mixed symptoms (more 
mixed depression) (Fig. 5.1).

As there was no significant interaction between number of mixed features and 
treatment for MADRS response rate, the authors stated that there was no significant 
statistical interaction between mixed features and treatment, and thus concluded 
that olanzapine worked similarly for bipolar depression irrespective of the presence 
of concurrent manic symptoms. However, the olanzapine versus placebo NNT for 
MADRS response analysis was consistent with at least a non-significant relationship 
between more mixed symptoms and higher NNT (NNT = 8 with 0 mixed symptom, 
NNT = 10 with 1–2 mixed symptoms, and NNT = 12 with ≥3 mixed symptoms) 
(Fig. 5.1). The authors admitted that in a prior study [71], olanzapine monotherapy 
had progressively lower response rates as the number of mood elevation symp-
toms increased, with numerically higher response rates than placebo. However,  the 
Benazzi 2009 study used data only from one of the two studies used by Tohen in 
2014, and the Benazzi 2009 study’s mixed features criteria (co-occurrence of major 
depressive episode and ≥  2 manic/hypomanic symptoms, i.e., ≥ 2 YMRS items 
scoring ≥2) differed from those used by Tohen in 2014.

McIntyre and associates, reported a post hoc analysis of a randomized, placebo-
controlled study of lurasidone monotherapy in 485 patients with DSM-IV-TR 
bipolar I disorder depression [70], defining patients to have mixed (YMRS ≥4, 
N = 272, 56.1%) and pure (YMRS <4, N = 213, 43.9%) depression. Thus, at base-
line, patients with mixed versus pure depression were more female (60.7% versus 
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52.1%; p = 0.0065) and Caucasian (71.3% versus 59.2%; p = 0.002), with an ear-
lier age at onset of bipolar illness (26.6 years versus 29.0 years; p = 0.020), and 
more often had a history of rapid cycling (9.2% versus 2.8%; p = 0.005), as well as 
higher anxiety levels (mean Hamilton Anxiety Rating Scale score, 17.2 versus 14.5; 
p < 0.001).

Among the 272 patients with post-hoc mixed depression, lurasidone was supe-
rior to placebo, with a lurasidone versus placebo MADRS Response NNT = 6 [70]. 
Thus, lurasidone was nearly twice as likely to yield benefit versus harm, as the lur-
asidone versus placebo NNH for akathisia in these mixed depression patients was 
11 (Fig. 5.2). Finally, in patients with mixed depression, the NNH for lurasidone 
versus placebo Treatment Emergent Affective Switch was non-significant.

Similarly, among the 213 patients with such post-hoc pure depression, lurasidone 
was also superior to placebo, with a lurasidone versus placebo MADRS Response 
NNT = 4 [70]. Thus, lurasidone was nine times as likely to yield benefit versus harm, 
as the lurasidone versus placebo NNH for Akathisia in Pure Depression patients was 
36 (Fig. 5.3). Also, in patients with pure depression, the NNH for lurasidone versus 
placebo Treatment Emergent Affective Switch was non- significant at 29.

Finally, lurasidone versus placebo in mixed versus pure depression had no sig-
nificant difference in lurasidone versus placebo MADRS Response Rates (Fig. 5.2); 
and lurasidone. Lurasidone versus placebo advantage in Mixed versus Pure 
Depression did not differ significantly (18.9% versus 25.4%), p = 0.51) (Fig. 5.3).
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Fig. 5.1 Olanzapine versus placebo monotherapy in bipolar I disorder mixed depression (post hoc 
analysis of two DSM-IV-TR bipolar I disorder depression trials) numbers needed to treat and 
response rates, stratified by number of mixed symptoms

T. A. Ketter



91

P
er

ce
nt

 w
ith

 R
es

po
ns

e/
H

ar
m 60

70

NNT/NNH

50

40

30

20

10

0

Benefit (NNT)
MADRS Response

Harm (NNH)
Akathisia

Lurasidone
vs Placebo

Lurasidone
vs Placebo

11

BPI with MDE with YMRS ≥ 4.51.1%

182

18.9%

6

9.7%

6.4%

32.2%

90 = N

16.1%

****

LUR LURPBO PBO
****p < 0.0001 vs. PBO Mclntyre RS, et al. J Clin Psychiatry 2015;76:398–405.

Fig. 5.2 Lurasidone monotherapy in bipolar I disorder mixed depression (post hoc analysis of one 
DSM-IV-TR bipolar I disorder depression trial) numbers needed to treat and harm, response and 
akathisia rates

P
er

ce
nt

 w
ith

 R
es

po
ns

e/
H

ar
m 60

70

4 36

50

40

30

20

10

0

NNT/NNH

Benefit (NNT)
MADRS Response

Harm (NNH)
Akathisia

Lurasidone
vs Placebo

Lurasidone
vs Placebo

BPI with MDE with YMRS < 4.

****
53.2%

141

25.4%

27.8%

72 5.5% 2.8%
2.7%

= N

LUR PBO LUR PBO

****p < 0.0001 vs. PBO Mclntyre RS, et al. J Clin Psychiatry 2015;76:398–405.

Fig. 5.3 Lurasidone monotherapy in bipolar I disorder pure depression (post hoc analysis of one 
DSM-IV-TR bipolar I disorder depression trial) numbers needed to treat and harm, response and 
akathisia rates

5 Unmet Needs in Mixed States



92

Moreover, in a small (N  =  73) a priori analysis of a randomized, placebo- 
controlled study of ziprasidone adjunctive-/mono-therapy in mixed (2–3 over-
lapping mood elevation symptoms) depression in bipolar II disorder or unipolar 
major depressive disorder, ziprasidone (mean dose 130 mg/day) had efficacy supe-
rior to placebo, with a ziprasidone versus placebo MADRS Response NNT = 5, 
and hence was approximately twice as likely to yield benefit versus harm, with 
a ziprasidone versus placebo Akathisia Number Needed to Harm (NNH)  =  10 
(Fig. 5.4) [69].

Finally, in a priori analysis of a randomized, placebo-controlled study of lur-
asidone adjunctive therapy in Mixed (≥ 2 NOMES) Depression in patients with 
unipolar Major Depressive Disorder (N = 208), lurasidone (mean dose 36.2 mg/
day) was superior to placebo, with a lurasidone versus placebo MADRS 
Response NNT = 3, and was approximately seven times as likely to yield ben-
efit versus harm, with a lurasidone versus placebo Somnolence NNH = 22 [61] 
(Fig. 5.5).

In summary, for the treatment of mood episodes with mixed features, there 
are only scant treatment data [61, 68–70], and the United States Food and Drug 
Administration (US FDA) has NOT approved any treatment for these indications. 
However, as noted above, preliminary data suggest that certain second-generation 
antipsychotics, such as olanzapine [68], ziprasidone [69], and lurasidone [61, 70] 
may ultimately be determined effective in mixed depression.

Patkar et al.PLoS one 7(4): e34757.
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5.6  Case: Ms. A—Bipolar I Disorder, Depressed, with Mixed 
Features and Rapid Cycling Course

Presenting (First Outpatient Visit) Background
Ms. A was a 35-year-old, recently separated, female, Chinese-American bank teller, 
who complained of current irritability, impulsivity, and depression, and only minimal 
improvement in her depression as well as emergence of subthreshold anxiety since 
starting bupropion 1 month ago. She reported having been hospitalized for mania at 
age 18, as well as she reported one  hypomanic and three depressive episodes in the 
prior year, but denied any history of syndromal anxiety/substance use disorder or 
suicide attempt.

She reported declining individual and couples psychotherapy in the past, due to 
“lack of time.”

Prior pharmacotherapy had included the mood stabilizing anticonvulsant 
lamotrigine up to 200 mg/day, which had yielded benign rash; but NOT carbam-
azepine (which the patient reported refusing, due to serious rash risk, as the patient 
also reported being positive for the HLA-B∗1502 haplotype), and NOT divalproex 
(which the patient reported refusing due to polycystic ovary syndrome (PCOS) exac-
erbation risk), but included the atypical antipsychotic aripiprazole, up to 15 mg/day 
(which had been ineffective for depression, and caused 10 lb. weight gain) and the 
antidepressant paroxetine (which had been ineffective for depression, as well as 
yielding psychomotor agitation, irritability, and sexual dysfunction).

Suppes T, et al. Am J Psychiatry 2016;173:400–7.
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Current psychopharmacotherapy included bupropion 300  mg/day (maximum 
tolerated dose for one  month, due to anxiety/activation/irritability), and lithium 
900 mg/day, which yielded a serum concentration 0.8 mEq/L (maximum tolerated 
dose for two years, due to sedation).

Her medical history was remarkable for PCOS, which had attenuated with her 
current hormonal contraceptive (which by her report had lacked any substantive 
mood effect), and a history of obesity, with a current Body Mass Index (BMI) of 
29.5 kg/m2.

Her family history was remarkable for a mother with bipolar I disorder with 
psychotic manias, and obesity, who had been non-adherent with psychiatric medi-
cations, and had experienced a poor psychiatric course; as well as a sister with 
bipolar I disorder with psychotic mania, who improved somewhat, but had seda-
tion and weight gain of 20  lbs with quetiapine (max dose 300  mg/day, due to 
sedation).

Her social history was remarkable for two weeks ago separating from her hus-
band of four years (due in part to patient infidelity and irritability), and considering 
moving in with married male co-worker, but she admitted reconsidering this plan 
due to recent tension in this new relationship.

Next Outpatient Visit
At her next outpatient visit (three days later), her history was confirmed, and her 
current depressive symptoms remained largely unchanged, and thus included anhe-
donia, poor self-esteem and concentration; insomnia; and passive suicidal ideation, 
without intent, preparation, or plans. Her current mood elevation symptoms included 
(for the past 2 weeks) decreased need for sleep (with 3 h per night being sufficient 
by her report); increased goal directed activity (working 60 h/week); impulsivity 
(uncharacteristic new affair with a married co-worker); and prominent irritability 
and psychomotor agitation (although the latter two symptoms did not count towards 
the DSM-5 “with mixed features” specifier). She admitted to current subsyndromal 
anxiety (limiting bupropion dose), but denied current syndromal anxiety symptoms. 
Her current attitude towards treatment included asking for medication for irritability 
and depression that did not yield side effects of anxiety, sedation, weight gain, or 
sexual dysfunction.

Question 1: Current Advisability of Antidepressants?
 1. Worth considering
 2. Avoid

Answer 1: Current Advisability of Antidepressants
Worth considering (probably not)

There appeared little to support this position—although the patient’s current 
age was over 25 years (older than the age at which antidepressants tended to yield 
poorer outcomes), and she was already taking lithium (which in theory could have 
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antimanic counterbalance, as it permitted her Pure Major Depression to worsen to 
Mixed Depression after adding bupropion to lithium).

Avoid (probably)
This patient’s rapid cycling course, current antidepressant-induced worsening 

(converting from pure to mixed depression with addition of bupropion to lithium), 
history of problems with another antidepressant (paroxetine), and having two first 
relatives with psychotic mania increased her risk of poor outcome with antidepres-
sants. Moreover, the potential utility of other agents (specifically, the antipsychot-
ics lurasidone and quetiapine) made non-antidepressant approaches such as these 
atypical antipsychotics worth considering.

Question 2: Current Advisability of Mood Stabilizers vs. Antipsychotics
 1. Certain mood stabilizers
 2. Certain second-generation antipsychotics

Answer 2: Current Advisability of Mood Stabilizers vs. Antipsychotics
• Certain mood stabilizers (probably not)

Lithium had already proved ineffective in preventing depression, and in pre-
venting switching from pure to mixed depression with addition of bupropion. 
Lamotrigine had not been tolerated, due to benign rash. This patient had already 
refused carbamazepine, due to the risk of serious rash. Indeed, it was confirmed 
that this patient was positive for the HLA-B∗1502 haplotype, a marker for 
increased risk of serious rash with carbamazepine. This patient had already 
refused divalproex, due to the risk of exacerbation of her PCOS. These consider-
ations outweighed the general tendency of mood stabilizers to be better tolerated 
than atypical antipsychotics when selecting treatment.

• Certain second-generation antipsychotics (probably)
Olanzapine plus fluoxetine, quetiapine, and lurasidone have all been US 

FDA- approved for the treatment of DSM-IV acute bipolar depression. Although 
the risks of serious weight gain and even diabetes mellitus with olanzapine plus 
fluoxetine supported avoiding this combination at this time, the atypical antipsy-
chotics quetiapine and lurasidone have had fewer and milder weight and meta-
bolic problem associations.

Question 3: Choice of Antipsychotic
 1. Olanzapine (with fluoxetine)
 2. Quetiapine
 3. Ziprasidone
 4. Aripiprazole
 5. Lurasidone

Answer 3: Choice of Antipsychotic
Olanzapine with fluoxetine (probably not)
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The risks of serious weight gain and even diabetes mellitus with olanzapine plus 
fluoxetine support avoiding this combination at this time, despite the documented 
efficacy of this combination in acute bipolar depression.

Quetiapine (possibly)
Although compared to olanzapine plus fluoxetine, the atypical antipsychotic 

quetiapine has fewer and milder weight and metabolic problems, this agent’s prob-
lems with sedation/somnolence and the patient’s sister’s 20  lb weight gain with 
quetiapine may limit its utility, despite the documented efficacy of this agent in 
acute bipolar depression.

Ziprasidone (probably not)
The risks of inefficacy for acute bipolar depression (e.g., no FDA indication 

for acute bipolar depression) and akathisia supported avoiding this agent at this 
time, despite it being the most weight-neutral versus the other atypical antipsychot-
ics listed.

Aripiprazole (probably not)
The risks of inefficacy for bipolar depression (e.g., no FDA indication for acute 

bipolar depression, and it had already failed in this patient for this problem) and 
akathisia supported avoiding this agent at this time, despite it being more weight- 
neutral than some other atypical antipsychotics, and having adjunctive utility in 
unipolar major depressive disorder.

Lurasidone (probably)
Compared to the olanzapine plus fluoxetine combination and quetiapine, lurasi-

done has had fewer and milder weight/metabolic and sedation/somnolence prob-
lems, respectively. Although this agent’s problems with akathisia and nausea may 
limit its utility, it has documented efficacy (and a US FDA indication) in acute 
bipolar depression, making it an attractive option for this patient at this time.
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6Unmet Needs in the Treatment 
of Personality Disorders

Joel Paris

6.1  Failure to Recognize Personality Disorders

Personality disorder is a diagnostic construct that describes complex conditions that 
are not episodes of symptomatic illness, but lifelong dysfunctional patterns affect-
ing work and relationships [1, 2]. Thus, PDs can only be understood in the context 
of life histories. Problems begin early, usually in adolescence, or at the latest in 
early adulthood. PDs negatively affect functioning over many years. Patients may 
not be able to launch a career or attain stable interpersonal attachments.

The classification of PDs has long been controversial. DSM-5, Section II [1], like 
earlier editions of this manual, describes a set of categories, only a few of which are 
well researched. Of these categories, borderline personality disorder (BPD) has 
generated the most empirical data [3]. There is also a large literature on antisocial 
personality disorder [4] and the narrower construct of psychopathy [5], but these 
studies are mostly found in forensic journals.

An alternative system was added in DSM-5, Section III [1], in which 6 of the 
original ten categories are constructed on the basis of trait profiles that can be scored 
dimensionally. While this system was not well researched at the time of publication 
of the 5th edition of DSM, it has generated many more studies since [6].

ICD-11 [2] goes a step further, allowing only a single category of PD, which is 
further described by trait profiles and by severity ratings. The result is that we now 
have three different systems, not one. If the Research Domain Criteria [7] are 
included, we may even have four. Perhaps this confusing situation may only reflect 
the complexity of the PD construct.
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Borderline Personality Disorder (BPD) has attracted the most research, and is 
one of the most common conditions seen in clinical psychiatry. It has a community 
prevalence of 1–2% [8, 9], and a clinical prevalence of 9% [9].

BPD is primarily characterized by emotion dysregulation, mood that shows high 
intensity and rapid shifts that last for hours rather than days [10]. These phenomena 
can be distinguished from the affective instability seen in bipolar disorder, in which 
abnormal mood lasts for weeks at a time [11]. BPD is also associated with a wide 
range of other symptoms, including impulsive behaviors, particularly suicide 
attempts, self-harm, and substance abuse; unstable interpersonal relationships; with 
rapid attachments followed by severe conflict; as well as micro-psychotic symp-
toms, such as depersonalization, paranoid trends, and auditory hallucinations [3]. 
All these features lead BPD patients to seek treatment. When all are present, clini-
cians can easily diagnose the disorder.

The ICD-11, following its goal of avoiding categories, had aimed for the elimi-
nation of the BPD diagnosis but ended up compromising with members of the per-
sonality disorder research community, represented by investigators who have spent 
decades studying BPD [12]. The result is that ICD-11 diagnosis [2] of PDs allows 
for a “borderline pattern” on top of a trait profile, based on a description that uses 
much the same criteria as those found in DSM, Section II.

Given the fact that BPD is the most clinically important PD, and has been exam-
ined in several thousand empirical studies, this chapter will focus on this borderline 
pattern.

The most important unmet need for BPD is related to a failure of recognition. 
Clinicians can find the diagnosis of any PD challenging, preferring to focus on 
“comorbid” symptoms, such as depression, anxiety, or substance abuse, and focus-
ing their efforts on managing these problems. About half of the patients in a large 
clinical cohort who met formal criteria for BPD remained undiagnosed in practice 
[13]. Moreover, one cannot simply treat “comorbidity” as if a patient with a PD will 
respond in the same way to interventions as those who do not have any PD. A large 
literature supports the principle when patients have a PD, they do not respond to 
standard treatments, especially medications for major depression [14]. This is why 
neither the NICE guidelines [15] nor the Cochrane reports [16] recommend the 
routine use of antidepressants in patients with BPD. Even so, these prescriptions are 
often written, putatively targeting “comorbid” depression.

Paradoxically, one of the reasons why BPD often goes unrecognized is that the 
most evidence-based treatment is specialized and empirically supported psycho-
therapy, methods that are not always understood by clinicians. Psychiatrists are 
much less likely than they used to be to offer psychotherapy, as the practice of the 
specialty has come to focus almost exclusively on psychopharmacology [17, 18].

Finally, patients with BPD have a reputation for being difficult, and many psy-
chiatrists dislike and avoid them [19]. These views may be especially common 
among clinicians who only see this population of patients in emergency rooms, 
when they are at their worst, or in short-term in-patient settings, where there is often 
no active treatment of the disorder. Diagnosis can be driven by this perception of 
untreatability. This is probably the main reason why patients receive diagnoses that 
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are assumed to be manageable with drug prescriptions. Moreover, every clinician 
will see PD patients who have had years of psychotherapy with little benefit. Only 
in recent years has the word gotten out that evidence-based psychological treatment 
for these patients is usually helpful [20]. This having been said, it is fair to say that 
these therapies are expensive and generally inaccessible. If they were more readily 
available, it is likely that PD diagnoses would be more frequent.

6.2  Ineffective Pharmacological Treatment

There is a large literature on the treatment of BPD with pharmacological agents [15, 
16]. However, all of the drugs that have been studied were originally designed for 
other mental disorders. It is therefore not surprising that the evidence for any of 
these agents in BPD is weak [15, 16]. There are times when patients need to be 
medicated, particularly when severe insomnia is a problem. However pharmaco-
logical interventions never produce a remission of a PD, as they can in the disorders 
for which they were originally developed.

Thus, one sees only weak effects for antidepressants in BPD [16]. Mood stabiliz-
ers developed for bipolar disorder are also ineffective for BPD, with a recent large- 
scale study finding no value whatsoever for lamotrigine [21]. Benzodiazepines have 
not been well researched in BPD, and they carry a risk for addiction. The one drug 
group that can sometimes be useful are antipsychotics [22]. However, in view of 
their side effects, these agents should be used short-term and in low doses.

In spite of these empirical findings, it is common to find that BPD patients are on 
multiple medications, leading to a polypharmacy regime [23]. The explanation lies 
in the fact that BPD patients often have either a temporary placebo-based response 
to drugs or no response at all. But instead of making referrals for psychotherapy, 
many psychiatrists see this problem as treatment resistant depression [24] and fol-
low algorithms that add additional drugs to the regime with the aim of “augmenta-
tion.” Thus, when the course is chronic, more and more drugs are added, and few are 
subtracted. The result is often a poor response but a high load of side effects.

It is possible that sometime in the future, we will have drugs that target more 
specifically the traits that underlie BPD, particularly affective instability (also called 
emotion dysregulation) and impulsivity. If so, we would be able to treat this popula-
tion more effectively. But as it stands, specialized psychotherapies are the most 
evidence-based treatments.

6.3  Lack of Access to Evidence-Based Psychotherapies

We now know that most patients with BPD get better with time [25], and that spe-
cialized psychotherapies can produce a more rapid recovery. There is evidence for 
several forms of therapy, with the most researched being Marsha Linehan’s dialecti-
cal behavior therapy (DBT [26]). This innovative treatment is based on the theory 
that BPD patients suffer from a temperamentally based emotion dysregulation, 
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amplified by experiences of invalidation by family members, has become a standard 
therapy. And where DBT is available, BPD diagnoses tend to be readily made. 
There are also a number of alternatives on the market [27], including mentalization- 
based treatment (MBT), transference-focused psychotherapy (TFP), schema- 
focused psychotherapy (SFT), systems training for emotional predictability and 
problem solving (STEPPS), and general psychiatric management (GPM). All of 
these, while somewhat different in theory, have notable similarities in practice.

The problem is that evidence-based treatments for BPD are not readily avail-
able. In the US mental health system, psychotherapy of all kinds is poorly 
insured, and most plans only cover a few sessions. In the UK, Canada and 
Australia, medical care is insured in principle by government, but the human 
resources required to carry out DBT or other psychotherapies are very limited. 
The situation in continental Europe is variable, with access being best in the 
generous health care systems of Germany and Scandinavia, but worse in less 
affluent countries.

Access to care is a problem that needs to be dealt with by shortening therapy. 
Zanarini [28, p. 376] stated that: “less intensive and less costly forms of treatment 
need to be developed.” McMain and Pos [29, p. 649] recommend that: “given the 
lack of availability of effective treatments for borderline personality disorder, 
research is needed on the effectiveness of less-intensive models of care in order to 
help inform decisions about the allocation of scarce health care resources.”

The most efficient way to meet demand is to shorten treatment. And patients 
need not suffer from not getting insufficiently lengthy therapy. Most patients with 
BPD improve symptomatically after only 12 weeks of treatment [30]. Moreover, the 
majority who are seen briefly do not necessarily return asking for longer interven-
tions. Shortening therapy means there is room to treat more people, without asking 
highly impulsive patients to remain on a long wait list. While there always be 
patients who need more treatment, brief therapy is usually effective. It prevents 
blockages in emergency rooms, out-patient clinics, and in-patient wards. To address 
this problem one can offer stepped care [31], in which most patients are offered 
briefer therapy, with extensive courses of treatment reserved for those who fail this 
first step (or have failed many other treatments).

6.4  Failure to Develop Integrative Treatment for Borderline 
Personality Disorder

Psychotherapy as a treatment for mental disorders has suffered from being frag-
mented into a large number of methods, each associated with an acronym. This is 
also the case in the treatment of BPD, where the treatments are all described by 
acronyms. Most have three letters—easy to remember, but the six-letter acronym 
for STEPPS does not imply a better outcome.

Research does not support differences between well-planned and systematic psy-
chotherapies of any kind for mental disorders. Head-to-head comparisons of psy-
chodynamic and cognitive-behavioral approaches have failed to find differences in 
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efficacy [32]. These are among the most consistent findings in psychotherapy 
research. The results of comparative studies have been called a “dodo bird” verdict, 
after a scene from Lewis Carroll’s “Alice in Wonderland,” where the bird announces 
that after a race, “everyone has won and all shall have prizes.”

This does not mean that any old therapy will do. In BPD, all the evidence-based 
methods are superior to treatment as usual (TAU), i.e., the somewhat messy way 
that patients are managed in non-specialized clinics. But comparisons between 
treatments have found only minor differences in outcome [27]. Each approach may 
have something valuable to offer, but there is no basis to have a strong preference 
for one over another.

These findings suggest that there should be one therapy for BPD, combining the 
best ideas from all these sources. Moreover, given that most of the existing 
approaches are lengthy (lasting at least a year), integrated therapy of this kind 
should also be made brief and accessible. The basic elements of DBT (emotional 
regulation, control of impulsivity, improvement of interpersonal relationships) 
probably need to be a crucial part of any treatment package.

6.5  Failure to Develop Therapies 
for Non-Borderline Disorders

There have been some attempts to use specific methods (parallel to those developed 
for BPD) in the treatment of other PDs [33]. However, one cannot conclude much 
from the small number of published studies. For example, while a few studies have 
supported the use of CBT methods in avoidant PD that are used for social anxiety, 
Cochrane found the evidence insufficient for a conclusion [34]. Similar problems 
with firm recommendations emerge from studies of antisocial PD, which is famous 
for being refractory to interventions of all kinds [35]. It would also be valuable to 
develop a method of treating narcissistic PD, but research in that area is essen-
tially absent.

6.6  Lack of Knowledge Concerning Etiology

We badly need a better understanding of the origins of PDs. But these are complex 
biopsychosocial conditions with a multifactorial etiology. At this point we can iden-
tify statistically significant risk factors, but cannot predict whether a PD will develop 
in any individual. Sorting out these pathways could take many decades of further 
research.

Since these conditions often begin in childhood, we are in particular need of 
prospective research to study early identification and treatment of these conditions. 
A few studies have recently attempted to answer this question [36]. Thus far, the 
expense of such investigations, as well as the tendency of patients with PDs to be 
lost to follow-up, has stood in the way. But we need to know more to avoid provid-
ing inappropriate treatment.
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6.7  Conclusions

PDs have been described as “the stepchildren of psychiatry” [37]. Yet these condi-
tions are very common, both in the community and the clinic [9]. Fortunately, the 
last decades have seen the development of a personality disorder research commu-
nity, with organizations that sponsor many international meetings, and with several 
journal that are devoted to research on PDs.

Translating this research effort into clinical practice will take longer. However, 
there has been real progress. First, we now know that the long-term outcome of 
BPD is much more benign than previously believed. Second, we have developed a 
number of specialized therapies that can treat patients successfully.
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and Andrea Fagiolini

7.1  Overview

Agitation is a common concern in psychiatric and medical emergency settings and 
may be described as excessive motor (e.g., pacing, restlessness) or psychological 
activity, with a feeling of inner tension, accompanied by a cluster of related symp-
toms, such as irritability, aggression, excessive vocalization or shouting, anxi-
ety [1–4].

Agitation may be associated with psychiatric conditions, drug or alcohol with-
drawal or intoxication, or physical conditions such as dementia, trauma, delirium, 
endocrine abnormalities, sepsis or infection, stroke, and many other illnesses. We 
hereby describe the epidemiology, pathophysiology, assessment strategies and 
treatment of agitation.

7.2  Epidemiology and Risk Factors

The prevalence of agitation varies depending on several issues, such as the under-
lying cause, the environmental factors and the age range of affected individuals. 
For instance, agitation and aggressive behaviours are reported in up to 80% of 
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institutionalized patients with dementia, 33% of community-dwelling patients 
and 70% of patients hospitalized due to a traumatic brain injury (TBI) [4, 5]. A 
cross-sectional, observational, multicenter study reporting the prevalence of cases 
in the psychiatric emergency room (ER) or Acute Inpatient Unit (AIU) of 27 par-
ticipating centers in Europe, identified a total of 334 episodes of agitation out of 
7295 emergencies in the psychiatric department. Bipolar disorder, personality dis-
order and schizophrenia were the most common psychiatric conditions associated 
with agitation. The study concluded that acute agitation is a common psychiatric 
symptom in the psychiatric AIU and ER [6]. Another multicentre observational 
study performed in newly admitted patients with schizophrenia in 14 hospitals in 
China concluded that overall agitation prevalence was 47.50% (665 of 1400) [7]. 
A study published in the Indian Journal of Psychological Medicine observed that 
the risk of suicide is higher in depressed patients with agitation [8]. In a prospec-
tive, single-centre cohort study evaluating the incidence of agitation in patients 
admitted to the ICU (Intensive Care Unit), a Richmond Agitation Sedation Scale 
score of ≥+2 was reported in 31.8% of the 113 participating patients. Not surpris-
ingly, most individuals experienced agitation in the first 3 days of ICU admission. 
According to the multivariate analysis, smoking habits, severe or moderate pain, 
delirium and mechanical ventilation were the independent factors for agitation, 
while hyperlactatemia was associated with a lower risk of agitation [9]. Factors 
like the differences in the instruments that were used to measure agitation across 
the various studies as well as the differences in the definition of agitation, have 
likely contributed to the inconsistencies in the range of reported incidences of 
agitation, which nonetheless has resulted as very prevalent in the great majority of 
studies [10].

7.3  Pathophysiology

Animal studies have identified various regions of the brain, both excitatory and 
inhibitory, as involved in agitated and aggressive behaviours [11, 12]. Dysregulations 
of GABAergic (gamma-aminobutyric acid), dopaminergic, noradrenergic and sero-
tonergic systems mediate the underlying pathophysiologic abnormalities of agita-
tion and aggression. There are no distinct clinical features associated with these 
abnormalities, nor is there a unifying etiologic pathophysiology of agitation, even 
though there might be a final common pathway. Irrespective of the aetiology, agents 
that increase the GABAergic or serotonergic tone and/or reduce the noradrenergic 
or dopaminergic tone may reduce agitation [12].

After evaluating the effects of lithium for 3 months, Sheard and colleagues [13] 
concluded that lithium has a serotonin activity that might be clinically beneficial in 
reducing impulsive aggression unrelated to psychosis in inmate populations. Asberg 
and colleagues [14] observed that patients with low 5-HIAA (5- hydroxyindoleacetic 
acid) levels were more likely to commit suicide using violent means. These seminal 
trials lead to many similar studies, which consistently suggested a significant 
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association between low 5-HIAA (a breakdown product of serotonin) levels and 
violent behaviours [4].

Four experimental studies, in which tryptophan supplementation or depletion 
were performed to manipulate the 5HT levels in the brain, confirmed an inverse rela-
tionship between aggression and 5HT activity [4]. Interestingly, a serotonin trans-
porter gene promoter polymorphism was correlated with aggressive behaviour in 
children, via a reduction in serotonin levels [11, 15]. Thus, polymorphism of trypto-
phan hydroxylase might also be a cause for aggression [11]. Animal studies have 
shown that an increased dopaminergic and noradrenergic activity may trigger or at 
least facilitate an aggressive behaviour in humans. Testosterone has also been hypoth-
esized as a contributing factor to aggression [4]. However, high levels of aggression 
are not observed in hirsute females after increasing their androgen levels, nor are 
they observed in hypogonadal males receiving exogenous testosterone. Yet, Rasanen 
et al. found that aggressive individuals, in criminal and psychiatric populations, have 
higher plasma testosterone levels, as compared to the testosterone levels of non-
aggressive schizophrenic prisoners. Vasopressin, cortisol and prolactin have also 
been postulated to cause aggression; however, conclusive results are missing [4].

7.4  Assessment and Evaluation

Agitation is not uniformly defined. For instance, the Agitation Definition Working 
Group (ADWG) of the International Psychogeriatric Association (IPA) identified 
several features of agitation in persons with cognitive disorders and evaluated those 
that were recognized by at least 50% of respondents, which were then established 
as the core features in agitation (Table 7.1).

Providing and accurate assessment, determining the aetiology (when possible) 
and establishing a diagnosis is key to a successful management agitation [11].

For instance, a clinician should assess whether the condition is due to a major 
mental illness, to the use of alcohol or substances of abuse (which often still quali-
fies as a mental illness), or to a medical condition, given that the treatment approach 
is different. Table 7.2 reports an example of conditions that are frequently associ-
ated with agitation.

Assessment of acutely agitated patients may represent a dramatic situation. Such 
situation may be very challenging in terms of determining the accurate diagnosis 
and establishing the most appropriate management strategy [11].

De-escalation represents the first-line procedure during the assessment of the 
aggressive patient, and when it fails, the least restrictive coercive measures have to 
be applied. De-escalation includes the effective use of verbal and non-verbal com-
munication skills to help reducing agitation or aggressive behaviour and preventing 
further escalation of aggression and violence. Such procedure aims to reduce the 
level of anxiety, reduce the risk of injury to the patient and other persons as well as 
to the physical environment: also, de-escalation enables the appropriate therapeutic 
procedures that will lead to the elimination of aggressive behaviour [17].
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Table 7.1 Common behaviours in people with agitation [16]

Item
Percentage of respondents who thought the item 
belonged to the definition of agitation

Pacing 68
Aimless wandering 52
Spitting at meals 29
Spitting at people 40
Cursing 42
Verbal aggression 71
Constant unwarranted requests for 
attention or help

53

Repetitive questions 35
Repetitive sentences 31
Hitting others 58
Hitting self 57
Grabbing people 48
Pushing people 54
Throwing things 56
General restlessness 80
Screaming 63
Biting 49
Scratching 48
Trying to get to a different place (e.g., 
out of the room or building)

48

Intentional falling 16
Complaining 20
Negativism 21
Resistiveness 54
Eating/drinking inappropriate substances 15
Hurting self 54
Hurting others 53
Handling things inappropriately 26
Hiding things 11
Hoarding things 12
Tearing things or destroying property 62
Performing repetitious mannerisms 45
Making verbal sexual advances 23
Making physical sexual advances 24
Making strange noises (weird laugher or 
crying)

38

Stubbornness 17
Shouting 62
Slamming doors intentionally 46
Kicking furniture 52

The table above comes from an Open Access article, distributed under the terms of the Creative 
Commons Attribution licence (http://creativecommons.org/licenses/by/3.0/), which permits unre-
stricted re-use, distribution and reproduction in any medium, provided the original work is prop-
erly cited. https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4301197/
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According to Fishkind, there are 10 main domains in de-escalation:

 1. Respecting personal space—in order to ensure the safety for both patient and 
health care professionals, it is recommended to keep the distance of at least two 
arms from the patient, without blocking the door of the room.

 2. Avoid being provocative—in order to avoid a secondary (iatrogenic) escalation of 
aggression, it is important for health care providers to use appropriate body lan-
guage that may have a calming effect to the patient. Facial expression should 
reflect calmness, but with avoidance of constant eye contact, which a patient might 
misinterpret as violent. Hands should be opened and knees moderately bend. The 
overall body expression should reflect verbal content, in order to ensure trust.

Table 7.2 Possible causes of agitation

Category Diagnosis/cause
Neurodevelopmental disorders Autism-spectrum disorder

Hyperactivity disorder/attention-deficit
Intellectual disability

Neurocognitive disorders Aphasias
Catatonia
Delirium
Dementia
Frontal lobe syndrome
Organic hallucinosis
Organic mood disorder
Seizure disorders

Psychotic or mood disorders Brief reactive psychosis
Delusional disorder
Mood disorders (e.g., bipolar disorders, major 
depressive disorders)
Other psychotic disorders
Schizoaffective disorder
Schizophrenia

Personality disorders Antisocial
Borderline
Paranoid
Schizotypal

Impulse control, disruptive and 
conduct disorders

Intermittent explosive disorder
Kleptomania
Pyromania

Medications and substances Antibiotics
Anticholinergics
Isoniazid
Procarbazine hydrochloride
Steroids
Substances of abuse (e.g., cocaine, amphetamines, other 
stimulants, opiates, etc.)

Medications and substances 
withdrawal

Clonidine
Opiates
Sedative-hypnotics (benzodiazepines and barbiturates)
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 3. Establish verbal contact—in the situation of having an acutely aggressive 
patient, it is important to leave de-escalation to the first health care professional 
who has established the contact with such patient, or in lack of adequate train-
ing, to one who is capable to proceed. The contact with an aggressive patient 
should start with introducing themselves and assuring that the patient’s safety 
will be obtained. Further, patient should be asked to introduce themselves and 
to say how he prefers to be addressed (by the first or the last name). Afterwards, 
it is necessary to orient patient about the place this conversation is taking place 
and about which the further steps will be.

 4. Be concise—short sentences and use of simple vocabulary is the most effective 
way to achieve understanding by an agitated patient. Slow speech, with fre-
quent repeating of messages enables agitated patient to process the information.

 5. Identify wants and feelings—agitated patients should be asked about their 
expectations. Skilled health care professionals can recognize patient’s wishes 
and feelings by perceiving both verbal and non-verbal patient’s messages and 
reply accordingly.

 6. Listen closely to what the patient is saying—there are techniques of active lis-
tening that should be used during the de-escalation of an agitated patient, such 
as reflection (repeat back of what a patient has said and ask for confirmation) or 
use of Miller’s law (trying to assume that it is true what the other person is tell-
ing) to avoid being judgmental and to engage more effectively in the 
conversation.

 7. Agree or agree to disagree—health care professional may agree with the patient 
in terms of the truth, the principle or the odds. In case of being asked by the 
patient to agree with something that is undoubtedly untrue, it is recommended 
to honestly disagree with the patient.

 8. Lay down the law and set clear limits—it is important to set ground rules to the 
patient about boundaries in his behaviour (i.e., telling him about zero tolerance 
on violence and its consequences). It is also essential to let patient know about 
necessity to establish optimal working conditions by maintaining a bi- 
directional respect and the consequences of violating such environment. Once 
the mutual trust is obtained, it is important to guide the patient how to stay in 
the control and avoid further escalation of aggression.

 9. Offer choices and optimism—by using the assertive techniques to stop the 
aggression and prevent potential violence, it is recommended to offer the 
patient alternatives to violence, along with offering him anything that might 
make him feel better (i.e., food or drink). Further, it is appropriate to discuss 
medication options with the patient, with explanation that the goal of such 
treatment is calming, not sedating and if possible, offering to decide between 
oral and parenteral route of administration. At the end, patient should be 
given realistic prediction of timeframe for overcoming the aggression 
episode.

 10. Debrief the patient and staff—in case of involuntary intervention is needed, the 
health care professional has to explain to the patient why it is necessary to 
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undertake and to work with patient on preventing future aggression. In addition, 
the staff also has to be debriefed if coercive measures were needed to be used 
during the aggressive episode [18].

When de-escalation fails, it may be inevitable to use coercive measures, using 
strict protocols to avoid violation of human rights. Such measures include involun-
tary medication, isolation, seclusion, physical and chemical restraints. Even though 
they are used only as a final attempt to calm the agitated patient, in psychiatric 
hospitals in Europe, rates of coercive measures use varies between 21% and 
59% [19].

In terms of the initial assessments, the following general guidelines should be 
followed:

• Any serious, possibly life-threatening, medical condition should be immediately 
detected or ruled out. If the patient has no previous history of psychiatric illness, 
agitation should be suspected as possibly related to a medical condition that is 
yet to be diagnosed [20].

• Patients with psychotic disorders or with severely aggressive behaviours should 
receive medications to allow a safe physical and mental examination. If the vio-
lent behaviour is anticipated to escalate, verbal de-escalation, environmental 
modification and medication treatment should be in place. The physical or medi-
cal contraindications (e.g., allergies) to the medications that are about to be 
administered should be established [11].

• The following steps should be followed to achieve accurate differential diagnosis:
 – Obtain vital signs of the psychiatric and medical history of the patient.
 – Conduct a visual examination by evaluating the patient’s appearance, atten-

tional deficits, level of awareness and cognitive skills [11].
 – Obtain additional information from medical records and collateral sources to 

identify previously diagnosed conditions and medications [17].
 – A mental status examination should be performed as soon as possible, as it 

will help establishing the probable cause of agitation and selecting the most 
appropriate intervention [17].

• If cognitive impairment is detected, a collateral history (interview with friends 
and families, medical records, interviews with outpatient care providers and 
other people who might be aware of the patient’s history) is required to deter-
mine if the onset of the impairment is recent [17].

• The patient should be checked for intoxication or withdrawal. Recent drug use 
should be investigated to recognize clinical symptoms based on different sub-
stances of use [17].

• Routine examination, including blood glucose and oxygenation level, thyroid 
tests, pregnancy test in female patients of a childbearing age, electrolyte profile 
and renal function, should be performed as soon as possible [17].

• An accurate mental and psychiatric status evaluation should be conducted once 
an acute medical cause of agitation is ruled out [17].
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7.5  The Interview

Before conducting the interview with an agitated patient, it is important to perform 
environmental adjustments that might minimize the risk of violence and its aggrava-
tion. Such measures should include removing all of dangerous objects from the 
examination room, including pens, phones and needles, which might be used as 
weapons. The clinician should pay attention for any signs of impending danger like 
signs of invasion of personal space, clenching of the jaw, verbal gestures or threats, 
and slamming doors or knocking off furniture. If the clinician fails at reducing the 
patient’s agitation, tranquilization and emergency restraints might be required to 
ensure safety and regain control [11]. The distance from the door should be equal for 
the patient and health care professional (to avoid the sense of being cornered). Ideally, 
all examination rooms should be equipped with the alarm button [21] and escape 
routes visible only to security and staff members. Architectural and environment 
adjustments have been successfully tested in Sweden, with a significant decline in 
the use of coercive medication or restraint measures. Those adjustments include a 
reduction of crowding stress by enabling privacy to patients (single rooms with pri-
vate bathrooms), a reduction of environmental stress (i.e., noise reduction, projection 
of natural views, provision of comfortable room temperature, etc.) [22]. The inter-
view with an agitated patient should be performed once the patient is calm enough.

Stowell et al. [23] recommend to include the following assessments:

 – Chief complaint (which might differ between the patient and persons who 
accompanied him to the psychiatric ward).

 – History of present illness (symptoms onset and duration, potential stressors).
 – Past medical history (including medical conditions, especially head injuries and 

previous surgeries).
 – Past psychiatric history (including contacts with psychiatric care and determined 

diagnoses, suicide attempts, history of violence, etc.)
 – Substance use history (use of nicotine, caffeine, alcohol, street drugs, etc.)
 – Social history (educational background, family, marital status, employment sta-

tus and history, military service, history of sexual/physical abuse, etc.)
 – Family history (with emphasize on mental conditions and substance abuse in the 

family).

There is a number of assessment tools that have been developed to estimate the 
risk of violence in agitated patients. Examples of the scales that have been widely 
used include:

• Behavioural Activity Rating Scale (BARS)—a 3-area (physical aggression, non- 
physical aggression and verbal agitation), 10-item scale that is useful for rapid 
assessment of the level of aggression [24, 25].

• The Brøset Violence Checklist (BVC)—a 6-item assessment tool for prediction 
of imminent violent behaviour within the next 24 h [24, 25].
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• Violence risk screening-10 (V-RISK-10)—useful for acute psychiatric set-
tings [26].

• Agitation severity scale (ASS)—a 21-item scale that is useful for evaluation of 
behaviour involved in agitation in acute settings [20].

Several laboratory tests may be necessary while evaluating an agitated patient 
[27], including:

• Comprehensive Metabolic Panel (CMP): Glucose, Calcium, Albumin, Total 
Protein, Electrolytes, CO2, Chloride, BUN (blood urea nitrogen), Creatinine, 
ALP (alkaline phosphatase), ALT (alanine amino transferase, also called SGPT), 
AST (aspartate amino transferase, also called SGOT), Bilirubin.

• Complete Blood Count.
• Oxygen saturation (mostly via pulse oximetry, given that arterial blood gas test 

is often unfeasible).
• Thyroid Panel.
• Folate level.
• Toxicology of serum and urine.
• Serum chemistry panel.
• Vitamin B12 levels.
• Sexually Transmitted Diseases serologies.
• Pregnancy test, urine or serum β-human chorionic gonadotropin (women of 

childbearing age).
• Urine analysis.
• Calcium.
• Ammonia.
• Erythrocyte Sedimentation Rate.
• Other diagnostic studies based on clinical suspicion may include:
• Arterial blood gas.
• Chest X-ray.
• Electroencephalogram.
• Lumbar puncture: specialized markers, cell count, gram stain and opening 

pressure.
• Electrocardiogram.
• Blood or urine cultures.
• Paraneoplastic studies.
• Serum heavy metals.

Neuroimaging tests may include:

• X Rays.
• Computed tomography.
• Magnetic resonance imaging.
• Positron emission tomography.
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7.6  Pharmacological Management of Agitation

There are three main goals for the pharmacological treatment of acute agitation: (a) 
to calm the patient without oversedation, (b) to reduce aggressiveness and therefore 
create a safe environment, for both health care providers and the patient and (c) to 
enable health care providers to provide the management of any patient’s primary 
disease. Treatment of acute agitation should be individualized, with special atten-
tion to those conditions that are specific to each case (i.e., taking into consideration 
patient’s age, pregnancy, drug intoxication, liver or renal insufficiency) [28].

So far, there is no universal consensus about most preferable pharmacological 
agent to be administered to acute agitated patient. The most commonly used medi-
cations for agitated patients include benzodiazepines and typical (first-generation) 
or atypical (second-generation) antipsychotics, which may be administered orally 
(or fast-dissolving tablets), intramuscularly or intravenously [3].

The criteria for medication choice usually include: prompt tranquilization (avoid-
ing oversedation, if possible), immediate efficacy, low possibility of adverse effects, 
non-interference with the diagnostic procedures [29].

Oral administration is usually safer and preferred; however, severely agitated 
patients might refuse swallowing the tablet. Intravenous (IV) route provides a 
prompt drug action, but—again—agitated patients may oppose to the insertion of an 
IV line. IM route is usually more convenient then IV, despite the longer time to 
response. However, the IM route is complicated by issues such as patient’s fear of 
the needle and poor tolerance to pain, along with a substantial risk of needle stick 
injuries for healthcare workers [30]. Novel oral formulations, such as sublingual 
tablets, aerosols or rapidly dissolving oral tablets, might offer an alternative [20].

Benzodiazepines are first-line treatment for moderate to severe agitation. Drugs 
belonging to this group (e.g., lorazepam, diazepam) may be administered via the 
oral or parenteral (IM or IV) route [11]. Benzodiazepines are also a first-line treat-
ment for alcohol withdrawal-induced agitation [31].

Benzodiazepines target the GABA receptors, by increasing the activity of 
gamma-aminobutyric acid, which is one of the main fast-acting inhibitory neu-
rotransmitters of the central nervous system. There are three classes of GABA 
receptors—GABA-A, GABA-B and GABA-C—and benzodiazepines enhance the 
activity of GABA-A receptors. The advantages of benzodiazepines include an 
immediate anxiolytic and calming activity. Benzodiazepines (BDZ) have been a 
first choice treatment for agitation, for instance, in patients intoxicated with stimu-
lants (BDZ have a low risk of arrhythmias), patients with alcohol withdrawal- 
induced violent behaviour or patients with agitation related to a mental disease, 
such as schizophrenia, bipolar disorder or personality disorders. However, clini-
cians should be careful with longer term benzodiazepines use in patients diagnosed 
with psychosis, given that BDZ usually have only a sedating, hypnotic and anxio-
lytic effect but are unable to target the core psychotic symptoms. Serious side effects 
of benzodiazepines include respiratory and cardiovascular depression in predis-
posed patients or in patients intoxicated with ethanol or other CNS depressant (i.e., 
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opioids) [3]. If the respiratory rate decreases below 10/min or the oxygen saturation 
goes below 90%, it is necessary to promptly react, administer flumazenil and moni-
tor the patient’s respiration [29]. Patients whose agitation is related to amphetamines 
abuse should not take benzodiazepines as monotherapy, because of the possibility 
of psychotic symptoms; in those cases antipsychotics alone or in combination with 
benzodiazepines might be a treatment option [3], provided that the patient is not 
experiencing arrhythmias.

Lorazepam is one the most convenient benzodiazepines for the treatment of 
acute agitation. This agent may be associated with most of the available antipsy-
chotics. Lorazepam can be administered orally or parenterally. One of the main 
advantages of this agent is the small risk of drug accumulation, due to its metabo-
lism (it does not undergo oxidation via the cytochrome P450, it is eliminated after 
glucuronidation and does not have any active metabolite). However, despite its 
overall safety and tolerability, attention should be payed to side effects, including 
respiratory depression, ataxia or paradoxical disinhibition [32, 33].

Diazepam and alprazolam are less commonly used benzodiazepines in treatment 
of acute agitation, mainly because of tolerability issues. A frequent problem encoun-
tered with these drugs is due to their prolonged half-lives, their many active metabo-
lites, and the possible oversedation, which is frequent in elderly patients, who are 
also at risk of paradoxical activation [11, 34].

Antipsychotics are also frequently used for the treatment of agitation. The com-
mon pharmacodynamics feature of these drugs is blockage of dopaminergic neuro-
transmission, even though some agents in this group affect serotonergic 
neurotransmission too. Antipsychotics have frequently been referred as antagonists 
at the dopamine 2 (D2) receptor. For D2 antagonist antipsychotics, a favourable 
effect on psychotic symptoms usually occurs when approximately 65% of the D2 
receptor population is blocked [35].

There are two classes of antipsychotics:

 – Typical or first-generation antipsychotics—introduced in the clinical practice of 
the 1950s: chlorpromazine, followed by fluphenazine, thioridazine, haloperi-
dol, etc.

 – Atypical or second-generation antipsychotics: olanzapine, risperidone, amisul-
pride, quetiapine, ziprasidone, asenapine, lurasidone, partial agonists (aripipra-
zole, brexpiprazole, cariprazine), etc.

First-generation antipsychotics (FGA) include low- and high-potency agents. 
Low-potency antipsychotics include phenothiazines (e.g., chlorpromazine). These 
agents do not have adequate safety profile and hence are not usually prescribed as a 
first-line treatment for acute agitation, mainly because of their increased risk of 
oversedation, hypotension or QT interval prolongation, as well as lowering of the 
seizure threshold. Haloperidol, a high-potency drug, is the most preferred FGA for 
the treatment of acute agitation. This drug can induce rapid tranquilization. 
Comparing to chlorpromazine, there usually is a lower possibility of side effects. 
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However, haloperidol can induce extrapyramidal symptoms, including acute dysto-
nia or akathisia, and—especially if it is administered IV in high doses—prolonged 
QT interval and torsades de pointes (TdP), which is often followed by sudden car-
diac arrest. Therefore, in some medical settings, an off-label protocol of IV admin-
istration at low doses (maximal dose of 5–10  mg/day), with continuous ECG 
monitoring is still followed. Nevertheless, haloperidol is mostly used orally or intra-
muscularly and remains one of the first-line agents for acutely agitated patients, for 
instance, those with acute ethanol intoxication [3, 11, 20, 21, 36].

Loxapine, a typical antipsychotic that may be administered by oral inhalation, 
has recently been approved and granted an indication for the acute treatment of 
agitation associated with schizophrenia or bipolar I disorder in adults. In clinical 
trials, the effect of loxapine was apparent at 10 min following dosing. However, the 
use of this medication is complicated by the possibility that acutely agitated patients 
refuse to inhale the medication. Also, although infrequently (2 patients out of 259 
that received loxapine in the 3 short-term-24-h, placebo-controlled trials involving 
patients with agitation associated with schizophrenia or bipolar disorder), the medi-
cation can cause bronchospasm that has the potential to lead to respiratory distress 
and respiratory arrest [37].

Second-generation antipsychotics (SGA) or atypical antipsychotics were intro-
duced in the clinical practice in the last decade of the twentieth century. They can be 
divided into four groups according to the pharmacodynamics properties that result 
from their affinity for specific receptors: (A) highly selective for serotonin 5-HT2A 
and dopamine D2 receptors (as well as for alpha-1 adrenergic receptors)—risperi-
done, ziprasidone; (B) agents that show affinity for serotonin 5-HT2A and dopa-
mine D2 receptors as well as for other systems (cholinergic, histamine)—olanzapine, 
quetiapine, (C) agents that predominantly block D2 and D3 receptors—amisulpride; 
(D) partial agonists of dopamine receptors—aripiprazole, brexpiprazole, caripra-
zine. One of the advantages of SGA, compared to their older counterparts, is their 
better safety profile. They can be used for rapid tranquilization of acute agitated 
patients, especially those who are antipsychotic naïve, with low risk of causing 
oversedation (which can lead to respiratory and cardiovascular depression) and 
extrapyramidal symptoms. Side effects of SGA are also significantly lower com-
pared to the combined therapy of FGA (haloperidol) [3, 11, 20, 21, 32, 36].

Risperidone has usually been used via oral route in acute setting. It is manufac-
tured as orally disintegrating tablet, with pharmacokinetic characteristics that are 
relatively similar to parenterally administered haloperidol. However, due to the pos-
sibility of orthostatic hypotension, clinicians should pay attention while using ris-
peridone in rapid tranquilization, especially in elderly patients suffering from CVD, 
who have an increased risk of stroke.

Olanzapine can be administered both orally as disintegrated tablet and intramus-
cularly. In a study of 42 patients with agitation, orally disintegrating olanzapine 
tablets, intramuscular olanzapine and oral risperidone solution resulted as effective 
treatments as IM haloperidol. However, disintegrating olanzapine tablets and intra-
muscular olanzapine resulted more effective than IM haloperidol in the early phase 
of the intervention [38].
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IM combination of olanzapine with IM or IV benzodiazepines, e.g., lorazepam, 
should be avoided. As for risperidone, there is an increased risk of stroke in elderly 
patients with CVD.

Ziprasidone is available as oral or intramuscular formulation. The IM formula-
tion is characterized by a rapid onset, resulting in symptom improvement up within 
30 min from the administration, and by a low risk of sedation. Therefore, IM zipra-
sidone can be used in acutely agitated patients who need rapid tranquilization with-
out sedation. The most serious side effects of this agent include the possibility of 
prolonged QT interval and irregular cardiac rhythm, while extrapyramidal symp-
toms and oversedation are less likely to occur [3, 11, 20, 21, 36].

One of the most commonly prescribed combinations of medications for the man-
agement of acute agitation is haloperidol (high-potency typical antipsychotic) with 
lorazepam (benzodiazepine). This combination is considered as the first-line care for 
undifferentiated agitation worldwide. The incidence of side effects, including extra-
pyramidal syndrome, is usually low. The co-administration of anticholinergic agents, 
such as benztropine, further reduce the risk of extrapyramidal symptoms. The com-
bination of haloperidol, lorazepam and benztropine is often administered to young 
muscular males who are at increased risk of dystonia. This “9-1-1 IM cocktail” (9 mg 
of haloperidol, 1 mg of lorazepam, 1 mg of benztropine) has long been used in the 
US medical settings. However, its popularity is primarily based on empirical evi-
dence and a lower (5 mg) dose of IM haloperidol may be preferred. Clinical trials are 
needed to confirm the validity and safety of the combination. Other antihistaminic 
agents, e.g., diphenhydramine, have been added to the haloperidol and lorazepam 
combination. However, clinicians should be aware that each drug combination is 
accompanied with the risk of side effects, such as excessive sedation, interactions 
with other medications, increased risk of arrhythmia [3, 11, 33].

Special consideration should be taken in treatment of acutely agitated elderly per-
sons, because of their increased susceptibility to adverse drug reaction. To opt for the 
most suitable agent in elderly patients, it is important to perform a thorough assess-
ment to identify the underlying cause of agitation. Usually, it is recommended to start 
with small doses of a single agent. The choice of a drug to be administered should be 
made based on the physical status (i.e., CVD, liver failure). Each medication carries 
specific risks. For instance, anticholinergic agents—including antipsychotics that 
have higher anticholinergic properties (e.g., olanzapine, low potency FGA, quetiap-
ine, clozapine, quetiapine, etc.)—may worsen existing cardiovascular problems, 
cognitive functions, constipation, urinary retention, etc. Anti-histamine or anti alpha-
adrenergic agents may also increase the risk of falls, especially in late life patients. In 
such cases, agents such as ziprasidone or aripiprazole may be preferable. In patients 
with history of Chronic Obstructive Pulmonary Disease (COPD), benzodiazepines 
might enhance oversedation and increase the risk of respiratory depression [3, 20].

Long-term management of agitation should be aimed at the treatment of the 
underlying causes of this behavioural problem, including the psychological factors 
if they are present. In these cases, a combination of psychotherapy (e.g., behav-
ioural, cognitive-behavioural, interpersonal, group or family therapy) and medica-
tion treatment may be necessary [11].

7 Unmet Needs in the Assessment and Treatment of Psychomotor Agitation



122

References

 1. Agency for Healthcare Research and Quality. Non-pharmacologic interventions for agitation 
and aggression in dementia. 2014. https://effectivehealthcare.ahrq.gov/sites/default/files/pdf/
dementia-agitation-aggression_research-protocol.pdf. Accessed 21 May 2019.

 2. Holloman GH Jr, Zeller SL.  Overview of project BETA: best practices in evaluation 
and treatment of agitation. West J Emerg Med. 2012;13(1):1–2. https://doi.org/10.5811/
westjem.2011.9.6865.

 3. Wilson MP, Pepper D, Currier GW, Holloman GH Jr, Feifel D. The psychopharmacology of 
agitation: consensus statement of the American Association for Emergency Psychiatry Project 
Beta Psychopharmacology Workgroup. West J Emerg Med. 2012;13(1):26–34. https://doi.
org/10.5811/westjem.2011.9.6866.

 4. Siddiqui W, Huecker MR. Agitation. In:  StatPearls. Treasure Island: StatPearls Publishing; 
2019. https://www.ncbi.nlm.nih.gov/books/NBK493153/. Accessed 21 May 2019.

 5. McNett M, Sarver W, Wilczewski P.  The prevalence, treatment and outcomes of agitation 
among patients with brain injury admitted to acute care units. Brain Inj. 2012;26(9):1155–62. 
https://doi.org/10.3109/02699052.2012.667587.

 6. San L, Marksteiner J, Zwanzger P, Figuero MA, Romero FT, Kyropoulos G, et al. State of 
acute agitation at psychiatric emergencies in Europe: the STAGE study. Clin Pract Epidemiol 
Ment Health. 2016;12:75–86. https://doi.org/10.2174/1745017901612010075.

 7. Mi W, Zhang S, Liu Q, Yang F, Wang Y, Li T, et al. Prevalence and risk factors of agitation in 
newly hospitalized schizophrenia patients in China: an observational survey. Psychiatry Res. 
2017;253:401–6. https://doi.org/10.1016/j.psychres.2017.02.065.

 8. Reddy MS. Suicide incidence and epidemiology. Indian J Psychol Med. 2010;32(2):77–82. 
https://doi.org/10.4103/0253-7176.78501.

 9. Almeida TM, Azevedo LC, Nosé PM, Freitas FG, Machado FR.  Risk factors for agi-
tation in critically ill patients. Rev Bras Ter Intensiva. 2016;28(4):413–9. https://doi.
org/10.5935/0103-507x.20160074.

 10. Yudofsky SC, Kopecky HJ, Kunik M, Silver JM, Endicott J. The overt agitation severity scale 
for the objective rating of agitation. J Neuropsychiatry Clin Neurosci. 1997;9(4):541–8.

 11. Gerken AT, Gross AF, Sanders KM. Aggression and violence. In: Stern TA, Fava M, Wilens 
TE, Rosenbaum JF, editors. Massachusetts general hospital comprehensive clinical psychiatry. 
2nd ed. St. Louis: Elsevier; 2016. p. 709–17.

 12. Lindenmayer JP. The pathophysiology of agitation. J Clin Psychiatry. 2000;61(14):5–10.
 13. Sheard MH, Marini JL, Bridges CI, Wagner E. The effect of lithium on impulsive aggressive 

behavior in man. Am J Psychiatry. 1976;133(12):1409–13.
 14. Asberg M, Träskman L, Thorén P. 5-HIAA in the cerebrospinal fluid. A biochemical suicide 

predictor? Arch Gen Psychiatry. 1976;33(10):1193–7.
 15. Beitchman JH, Baldassarra L, Mik H, De Luca V, King N, Bender D, et al. Serotonin trans-

porter polymorphisms and persistent, pervasive childhood aggression. Am J Psychiatry. 
2006;163(6):1103–5.

 16. Cummings J, Mintzer J, Brodaty H, Sano M, Banerjee S, Devanand DP, et al. Agitation in 
cognitive disorders: International Psychogeriatric Association provisional consensus clini-
cal and research definition. Int Psychogeriatr. 2015;27(1):7–17. https://doi.org/10.1017/
S1041610214001963.

 17. Richmond JS, Berlin JS, Fishkind AB, Holloman GH Jr, Zeller SL, Wilson MP, et al. Verbal 
de-escalation of the agitated patient: consensus statement of the American Association 
for Emergency Psychiatry Project BETA De-escalation Workgroup. West J Emerg Med. 
2012;13(1):17–25. https://doi.org/10.5811/westjem.2011.9.6864.

 18. Fishkind A.  Calming agitation with words, not drugs: 10 commandments for safety. Curr 
Psychol. 2002;1(4):32–9.

 19. Baumgardt J, Jackel D, Helber-Bohlen H, Stiehm N, Morgenstern K, Voight A, et al. Preventing 
and reducing coercive measures—an evaluation of the implementation of the Safewards 

A. Cuomo et al.

https://effectivehealthcare.ahrq.gov/sites/default/files/pdf/dementia-agitation-aggression_research-protocol.pdf
https://effectivehealthcare.ahrq.gov/sites/default/files/pdf/dementia-agitation-aggression_research-protocol.pdf
https://doi.org/10.5811/westjem.2011.9.6865
https://doi.org/10.5811/westjem.2011.9.6865
https://doi.org/10.5811/westjem.2011.9.6866
https://doi.org/10.5811/westjem.2011.9.6866
https://www.ncbi.nlm.nih.gov/books/NBK493153/
https://doi.org/10.3109/02699052.2012.667587
https://doi.org/10.2174/1745017901612010075
https://doi.org/10.1016/j.psychres.2017.02.065
https://doi.org/10.4103/0253-7176.78501
https://doi.org/10.5935/0103-507x.20160074
https://doi.org/10.5935/0103-507x.20160074
https://doi.org/10.1017/S1041610214001963
https://doi.org/10.1017/S1041610214001963
https://doi.org/10.5811/westjem.2011.9.6864


123

model in two locked wards in Germany. Front Psych. 2019;10:340. https://doi.org/10.3389/
fpsyt.2019.00340.

 20. Garriga M, Pacchiarotti I, Kasper S, Zeller SL, Allen MH, Vázquez G, et  al. Assessment 
and management of agitation in psychiatry: expert consensus. World J Biol Psychiatry. 
2016;17(2):86–128. https://doi.org/10.3109/15622975.2015.1132007.

 21. Mantovani C, Nobre Migon M, Valdozende Alheira F, Del-Ben CM. Managing agitated or 
aggressive patients. Rev Bras Psiquiatr. 2010;32(2):S96–S103.

 22. Ulrich R, Bogren L, Gardiner SK, Lundin S. Psychiatric ward design can reduce aggressive 
behavior. J Environ Psychol. 2018;57:53–66. https://doi.org/10.1016/j.jenvp.2018.05.002.

 23. Stowell KR, Florence P, Harman HJ, Glick RL.  Psychiatric evaluation of the agitated 
patient: consensus statement of the American Association for Emergency Psychiatry Project 
Beta Psychiatric Evaluation Workgroup. West J Emerg Med. 2012;13(1):11–6. https://doi.
org/10.5811/westjem.2011.9.6868.

 24. Nordstrom K, Zun LS, Wilson MP, Stiebel V, Ng AT, Bregman B, et al. Medical evaluation and 
triage of the agitated patient: consensus statement of the American Association for Emergency 
Psychiatry Project Beta Medical Evaluation Workgroup. West J Emerg Med. 2012;13(1):3–10. 
https://doi.org/10.5811/westjem.2011.9.6863.

 25. Vieta E, Garriga M, Cardete L, Bernardo M, Lombraña M, Blanch J, et al. Protocol for the man-
agement of psychiatric patients with psychomotor agitation. BMC Psychiatry. 2017;17(1):328. 
https://doi.org/10.1186/s12888-017-1490-0.

 26. Anderson KK, Jenson CE.  Violence risk-assessment screening tools for acute care men-
tal health settings: literature review. Arch Psychiatr Nurs. 2019;33(1):112–9. https://doi.
org/10.1016/j.apnu.2018.08.012.

 27. Smith FA, Hogan CH.  Laboratory tests and diagnostic procedures. In: Stern TA, Fava M, 
Wilens TE, Rosenbaum JF, editors. Massachusetts general hospital comprehensive clinical 
psychiatry. 2nd ed. St. Louis: Elsevier; 2016. p. 20–38.

 28. Baker SN. Management of acute agitation in the emergency department. Adv Emerg Nurs 
J. 2012;34(4):306–18. https://doi.org/10.1097/TME.0b013e31826f12d6.

 29. Ng AT, Zeller SL, Rhoades RW.  Clinical challenges in the pharmacologic management of 
agitation. Prim Psychiatry. 2010;17(8):46–52.

 30. Pacciardi B, Mauri M, Cargioli C, Belli S, Cutugno B, Di Paolo L, et al. Issues in the manage-
ment of acute agitation: how much current guidelines consider safety? Front Psych. 2013;4:26. 
https://doi.org/10.3389/fpsyt.2013.00026.

 31. Kattimani S, Bharadwaj B. Clinical management of alcohol withdrawal: a systematic review. 
Ind Psychiatry J. 2013;22(2):100–8. https://doi.org/10.4103/0972-6748.132914.

 32. Taylor DM, Barnes TRE, Young AH. The Maudsley prescribing guidelines in psychiatry. 13th 
ed. New Jersey: Wiley-Blackwell; 2018.

 33. Battaglia J. Pharmacological management of acute agitation. Drugs. 2005;65(9):1207–22.
 34. Jones KA, Nielsen S, Bruno R, Frei M, Lubman DI. Benzodiazepines - their role in aggression 

and why GPs should prescribe with caution. Aust Fam Physician. 2011;40(11):862–5.
 35. Richards JR, Schneir AB. Droperidol in the emergency department: is it safe? J Emerg Med. 

2003;24:441–7.
 36. Ziaei M, Massoudifar A, Rajabpour-Sanati A, Pourbagher-Shahri AM, Abdolrazaghnejad 

A.  Management of violence and aggression in emergency environment; a narrative review 
of 200 related articles. Adv J Emerg Med. 2018;3(1):e7. https://doi.org/10.22114/AJEM.
v0i0.117.

 37. ADASUVE™ (loxapine) inhalation powder [package insert]. Souderton: Galen US; 2017. 
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/022549s006lbl.pdf. Accessed 4 
Aug 2019.

 38. Hsu WY, Huang SS, Lee BS, Chiu NY.  Comparison of intramuscular olanzapine, orally 
disintegrating olanzapine tablets, oral risperidone solution, and intramuscular haloperidol 
in the management of acute agitation in an acute care psychiatric ward in Taiwan. J Clin 
Psychopharmacol. 2010;30(3):230–4.

7 Unmet Needs in the Assessment and Treatment of Psychomotor Agitation

https://doi.org/10.3389/fpsyt.2019.00340
https://doi.org/10.3389/fpsyt.2019.00340
https://doi.org/10.3109/15622975.2015.1132007
https://doi.org/10.1016/j.jenvp.2018.05.002
https://doi.org/10.5811/westjem.2011.9.6868
https://doi.org/10.5811/westjem.2011.9.6868
https://doi.org/10.5811/westjem.2011.9.6863
https://doi.org/10.1186/s12888-017-1490-0
https://doi.org/10.1016/j.apnu.2018.08.012
https://doi.org/10.1016/j.apnu.2018.08.012
https://doi.org/10.1097/TME.0b013e31826f12d6
https://doi.org/10.3389/fpsyt.2013.00026
https://doi.org/10.4103/0972-6748.132914
https://doi.org/10.22114/AJEM.v0i0.117
https://doi.org/10.22114/AJEM.v0i0.117
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/022549s006lbl.pdf


125© Springer Nature Switzerland AG 2020
M. Pompili et al. (eds.), New Directions in Psychiatry, 
https://doi.org/10.1007/978-3-030-42637-8_8

M. Pompili (*) 
Department of Neurosciences, Mental Health and Sensory Organs, Suicide Prevention Center, 
Sant’Andrea Hospital, Sapienza University of Rome, Rome, Italy 
e-mail: maurizio.pompili@uniroma1.it

8Unmet Needs in the Management 
of Suicide Risk

Maurizio Pompili

Although suicide is a major public health issue worldwide, both mental health 
professionals and lay-people struggle to cope with it. A part of the problem comes 
from the myths, obsolete paradigms, and stigma associated with suicide that results 
in anxiety and fear. However, most suicidal individuals want to live even when fac-
ing serious suicidal stress. Clinicians are, therefore, called upon to unlock the sui-
cidal mind, relieve the suffering, and pay attention to the unmet needs of these 
individuals.

There are so many unmet needs in individuals at risk of suicide. Too often, the 
medical model is imposed as a treatment plan. Therapists are more likely to treat the 
psychiatric disorder and, therefore, assume that this treatment also reduces suicide 
risk. In this way, the “one fits for all” model precludes understanding the suicidal 
mind, with its unique characteristics for each subject.

Furthermore, there are still no agreed upon models for managing patients access-
ing the emergency room and, in addition, there are still no data on patient adherence 
to prevention programs at follow-up. The emergency department is often a crowded 
environment where the clinician engages in data collection and brief assessments 
suitable for understanding the current crisis. The clinician’s need to collect prelimi-
nary information in a limited time often results in the patient’s image of a therapist 
who is not empathic and available. The result is that the patients will not be moti-
vated to return and will not have observed the clinician’s skills for dealing with 
suicide risk.

One of the central elements of caring for people at risk of suicide lies in the abil-
ity to formulate the question, “What is like to be suicidal?” To answer this question, 
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the therapist must necessarily leave his formal position and try to identify himself 
with the subject in crisis. It is an exercise that is not necessarily easy but for which 
you can train. Throughout this chapter, the reader is helped to understand the sui-
cidal mind to facilitate this action.

The increasing number of articles on suicide facilitates a significant increase in 
our understanding of suicide, but the role of the therapist as a critical element in 
determining the outcome of therapy with a patient at risk of suicide has received 
only limited attention.

It is widely believed that patients at risk of suicide arouse anxiety in the therapist, 
and their treatment takes on the aspects of a therapeutic challenge in which thera-
pists confront the ghosts of death with their professional skills. In certain moments 
of treatment, it is evident how much the patient’s life is subordinated to the therapist 
protecting his career. Experiencing the loss of a patient from suicide affects the 
personal and professional balance of the therapist significantly [1]. Furthermore, 
even the fear that this event may take place has consequences for the patient and the 
therapist. Some psychiatrists fear that a patient may choose suicide sooner or later 
in the course of clinical practice. It is estimated that about half of all psychiatrists 
lose at least one patient from suicide during their career [2].

The emotional difficulties experienced after a suicide are greater than those expe-
rienced after other forms of death. The former is usually experienced as an offense to 
the therapist’s ability to understand and help clients. He experiences the unpredict-
able, unknowable, and the uncontrollable. The experience of the therapist is, without 
doubt, of primary importance in the management of the patient at risk of suicide.

However, both young therapists and those with more experience react similarly to 
the risk of a patient’s suicide, showing anxiety reactions and feelings of incapacity [3]. 
Also, those who have had themselves the thought of suicide are undoubtedly more 
vulnerable in the management of the risk of suicide, especially if the therapist shows 
behaviors such as avoidance in the face of strong feelings, defensiveness, and passivity.

In reading articles on the treatment of suicide risk, the frequency in which the 
word assessment or evaluation is used as a synonym for therapy is noteworthy. 
These articles are usually designed for guiding and helping the therapist treat the 
potentially suicidal person [4]. They contain a series of practical recommendations 
such as: “Do everything to eliminate firearms and drugs that are potentially lethal 
from the home of the suicidal patient”; “Check carefully the prescriptions of poten-
tially lethal drugs”; “Alert family members”; and so on.

Such precautions or warnings may seem reasonable, but in reality, reflect a state of 
mind and a way of relating to patient suicides which often jeopardize successful treat-
ment. As many suicidal patients are struggling with management and control of them-
selves, an excessive emphasis on precautions and on the evaluation, dictated by the 
therapist’s apprehension, can facilitate one of the most lethal aspects of the suicidal 
person, that is, his tendency to make someone else responsible for keeping him alive.

Some patients have an approach to therapy in which they attempt manipulation. 
There is evidence in the literature in which therapy for the suicidal patient is based 
on the belief that the unbearable mental pain will eventually pass, that the crisis is 
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time-limited. This belief is based on the example of other patients who found them-
selves in similar situations but who improved. It is often stressed that the behavior 
of the suicidal patient can interfere with therapy. Since treatment cannot help the 
patient if he is dead, it is necessary to remind the patient of his feelings for the 
spouse, children, or pets. To encourage a suicidal patient to live for the sake of his 
family reinforces what many patients already feel, that is, that they are living just for 
the sake of others.

A therapist threatened by the fact that a patient may kill himself while he is in his 
care, cannot help that patient. Indeed, the emergency measures necessary to prevent 
suicide and make therapy possible often reflect the anxiety of the therapist and make 
treatment impossible.

Fear of responsibility when taking care of patients at risk of suicide, and the 
anxieties that this entails, serve as conscious motivation for therapists to avoid treat-
ing suicidal patients. Patients with suicidal tendencies are usually sensitive to the 
therapist’s anxieties. Many suicidal patients (including those who eventually kill 
themselves) have learned to use the anxiety they can arouse in others by the threat 
of their death in a coercive or manipulative manner. If the therapist, in the face of 
death threats, responds to the unreasonable demands of the patient, there will be an 
escalation of requests from the patient accompanied by growing anger and dissatis-
faction in both the patient and the therapist. Unless these attitudes and patient 
expectations are explored, the therapist may make himself the slave of the patient, 
with terrible therapeutic results.

Wheat [5] conducted a retrospective study of the therapeutic interaction of 30 
patients who had died by suicide during or after admission. He reported three fac-
tors that partially explain these suicides: (1) the refusal of the therapist to tolerate 
the patient’s childlike dependence [6]; (2) a discouraged attitude on the part of the 
therapist regarding treatment progress; and (3) an event or crisis of enormous impor-
tance for the patient that is not adequately recognized by the therapist.

Bloom [7], in a similar study on the treatment of suicidal patients conducted by 
training psychiatrists, recognized that some elements appeared to be precipitating 
factors. Specifically, the rejection of specific behaviors of the patient by the thera-
pist with verbal and facial expressions of anger, premature abandonment of the 
patient, reduction in the frequency of psychotherapy sessions, and a lack of avail-
ability of the therapist himself.

Lesse [8] emphasized that the experience and competence of the therapist, as 
well as self-knowledge, are of vital importance in the treatment of suicidal patients. 
He stressed the need for constant and competent supervision of the beginning thera-
pists in training as they deal with patients with suicidal tendencies. In these cases, 
the dominant idea felt by the therapist is that a suicide attempt is a form of rejection 
of the therapist. At a professional level, it is necessary to correctly evaluate the prob-
ability that the patient has acted impulsively and following his feelings of the 
moment. If the patient dies by suicide, the therapist might believe that he is not a 
good doctor. He may fear the disapproval of his colleagues, blame from the coroner, 
and bad publicity.

8 Unmet Needs in the Management of Suicide Risk
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8.1  The Formulation of Suicide Risk

The so-called “suicide risk formulation” offers the clinician a valid method to assess 
the danger of suicide, which integrates the clinical presentation material, the history 
of the patient, his current illness, and the current mental state. There are five com-
ponents in the formulation of suicide risk [9]:

 1. evaluate the patient’s responses to stress suffered in the past, especially resulting 
from losses;

 2. assess the patient’s vulnerability to adverse life events, loneliness, contempt of 
self and homicidal anger;

 3. assess the nature of the resource available and external support;
 4. evaluate the emergence and the emotional importance of fantasies of death; and,
 5. evaluate the patient’s capacity for analyzing reality.

8.2  Understanding the Suicidal Mind

Campaigns have been launched to make sense of what makes a specific individual 
suicidal. However, encountering a suicidal individual remains for the majority of 
professionals and common people, a challenging task. We know that suicidal indi-
viduals give definite warning signs, mostly derived from their ambivalence about 
ending their own lives. Among the constructs used to describe the wish to die, a 
simple but extraordinary model has proved, at least for its straightforwardness, to be 
useful in describing the suicidal mind. Edwin Shneidman [10] first posited that the 
suicidal individual experiences unbearable psychological pain (psychache) or suf-
fering and that suicide might be, at least in part, an attempt to escape from this suf-
fering. Shneidman [10] considered psychache to be the main ingredient of suicide. 
According to this model, suicide is an escape from intolerable suffering, emphasiz-
ing that suicide is not as a movement toward death but rather as an escape from 
intolerable emotion, unendurable or unacceptable anguish. Experiencing negative 
emotions, with an internal dialogue making the flow of consciousness painful and 
leading the individual to the ultimate conclusion, may be related to the fact that, if 
tormented individuals could somehow stop consciousness and still live, they would 
opt for that solution. Suicide occurs when the psychache is deemed by that indi-
vidual to be unbearable [11].

For Shneidman [12], suicide is the result of an explosive mixture consisting of 
four basic ingredients. He listed such ingredients as follows: heightened inimicality 
(acting against the individual’s best interest); exacerbation of perturbation (refers to 
how disturbed the individual is); increased constriction of intellectual focus; tunnel-
ing or narrowing of the mind’s content (dichotomous thinking); and the idea of 
cessation: the insight that it is possible to stop consciousness and put an end to 
suffering

The concept of inimicality in this instance refers to those attitudes of the indi-
vidual that lead him to act in a way that is not at all friendly to himself, to the point 
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of becoming his perverse enemy. In suicidal individuals, this state is present, and the 
individual is struggling with pressures of various kinds such as physical health, 
refusals, feelings of failure, pain, and other negative emotions. The individual fails 
to manage these issues with the resources he has available.

Shneidman believed that in suicide, “death” is not the keyword. The key word is 
“psychological pain” and, if the pain were relieved, then the individual would be 
willing to continue to live.

Two main concepts are relevant to this discussion: perturbation and lethality. 
Perturbation refers to how upset (disturbed, agitated, discomposed) the individual 
is, while lethality refers to the likelihood of an individual dying by suicide in 
the future.

The understanding of the suicidal mind requires knowledge of the perturbed state 
of the individual in crisis since this provides the motivations for the individual to 
contemplate suicide. Therefore, asking where the suffering comes from and how it 
has changed and become more acute is a method of intervention which, although 
simple and intuitive, is often forgotten by those who are responsible for managing 
the person in crisis. In the internal debate, essentially involving ambivalence, being 
able to tune into the suffering of the person makes it possible to stem such rumina-
tions and bring the discussion back to a position of vitality and hope.

Perturbation supplies the motivation for suicide; lethality is the fatal trigger. 
Everyone who dies by suicide feel driven to it and feels that suicide is the only 
option left [13]. The concept of “constriction” is defined as tunnel vision or rather 
finding oneself with a reduced number of options to cope with the suffering. Suicidal 
individuals experience dichotomous thinking, that is, wishing either some specific 
(almost magical) total solution for their perturbation or for cessation, in other words, 
suicide. It seems that, although there may be effective supports from family and 
friends, the individual is unable to benefit from them. The pleasant memories and 
their history in relation to others are not helpful, and the individual focuses on intol-
erable emotions and how to escape from them.

The concept of cessation comes into play when the individual develops the idea 
that one can put an end to the drama that takes place in his mind through dying. The 
individual then realizes that with death, he will bring a solution to his experience by 
eliminating all the elements that torment him in life.

Suicide is the result of an interior dialogue during which the mind scans its 
options [13]. During the early phases of this process, suicide is considered as an 
option, but it may be rejected a number of times. Shneidman [14] reported an 
emblematic process referring to the word “therefore” “almost every decision that a 
person makes (based on some unspoken reasoning in the mind): it is the logical 
bridge between almost every thought and every action (or deliberated inaction). 
Among all the . . .therefore, I. . .” sequences that are possible in the mind, one of the 
most important ones is contained in the words: I‘. . .therefore, I must kill myself.”

Suicide planning is often a long and complex process. The person begins to think 
of a propitious moment; he must have time to prepare. During the weeks and days 
preceding the actual planning until the act is implemented, the individual continues 
to dialogue with himself or herself with a large number of thoughts. They can refer 
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to the fact of not being worth anything for themselves let alone for others, of not 
having been a success, of being a burden for oneself and one’s loved ones, that no 
one will ever love them, or to be a coward so much that one cannot even die by 
suicide. After debating, to overcome the survival instinct, the person must have, at 
least just before the act, such impulsiveness and aggression as to make a gesture 
against nature. Thus begins an increasingly tight challenge in which a moment of 
excitement in the mood may also occur during which the person sees salvation in 
suicide, begins to glorify the act, and configures it as a plan to put into practice, 
avoiding any interference on the part of the others. One must think of an act that 
appears to the subject as something forbidden but which feels necessary to improve 
his state. Suicide is an act that, in many cases, is premeditated for a longer time than 
is believed. Only after this time does the act become an impulsive gesture. The indi-
vidual has repeatedly thought about taking his own life, but this option, every time 
it occurred, although it was discarded, took on a greater value. It is at this juncture 
that the subject at risk of suicide begins to give signals in which he conveys the mes-
sage of being tired of living, of thinking about death and of wanting to die. It is a 
problem of human life for which “emotional storms” occur, great movements of 
ambivalence, and at the same time changes in sleep habits, appetite, personal 
hygiene, and social relations. In this period of premeditation of the lethal act, the 
subject at risk also thinks of his loved ones, feeling regret and guilt for considering 
such a tragic solution. In some cases, there are also complex dynamics within the 
family, with the partner, or with friends, such that the suicidal individual almost 
reproaches them for not receiving adequate help from them.

Moreover, the subject at risk feels hopeless, and his mental pain feels unique, and 
he reaches this conclusion after experiencing the fact of not being able to communi-
cate his suffering to the people assigned to help. The desire to die happens in each 
person with substantially unique motivations and thoughts, which makes him differ-
ent from all other people at risk of suicide.

Shneidman [10] also considers that the main sources of psychological pain are 
shame, guilt, anger, loneliness, and despair originating in the frustrated and denied 
psychological needs. In the suicidal individual, it is the frustration of these needs 
and the pain that results from it, which is considered by him to be an unacceptable 
condition for which suicide is seen as the most appropriate remedy. There are psy-
chological needs with which the individual lives and which define his personality 
and psychological needs which, when frustrated, induce the individual to choose to 
die. We could say that this is the frustration of vital needs. These psychological 
needs include the need to achieve some goals such as joining a friend or a group of 
people, gaining autonomy, opposing something, imposing on someone, and the 
need to be accepted and understood and receive comfort.

It is essential to monitor suicide risk at all times by taking into consideration 
warning signs for suicide, such as any change in habits, especially if insomnia is 
presented and any reference to the wish to die. People may feel trapped and may 
engage in maladaptive behavior, such as drinking alcohol and using psychoactive 
substances. Suicidal individuals also often put their affairs in order and give away 
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symbolic items, as if they wish another person will take care of a prized possession, 
regardless of their economic value.

Studying the content analysis of the pain narratives of suicidal patients, Orbach 
[15] refers to specific features of the suicidal mind: These include change in the self, 
experiences of self-estrangement accompanied by dissociative characteristics; a 
sense of worthlessness, emotional impoverishment, and loss of self-esteem. 
Furthermore, the mind is often characterized by the experience of loss, such as 
events of loss that lead to an interruption in one’s sense of self-continuity together 
with loss in one’s meaning of life. There are also oxymoronic experiences, extreme 
contradictions in feelings, thoughts, and desires—to live and die at the same time or 
grandiosity vs. humiliation. Besides, the language of pain points to the fact that 
ordinary words do not suffice to describe these idiosyncratic experiences.

8.3  Critical Appraisal of Psychiatric Disorders in the Context 
of the Suicidal Scenario

Unlike the decision to confine suicide risk to the realm of symptomatology of psy-
chiatric disorders, nowadays new insights into the phenomenon of suicide have led 
to considering that psychiatric disorders do play a contributing role, but a more 
profound understanding of the suicidal mind is needed [16]. Rather than categoriz-
ing the suicidal individual under the diagnosis of psychiatric entities, clinicians 
need to be able to recognize the drama occurring in the mind of a unique individual 
who may also be depressed, bipolar or suffering from other disorders. Most psychi-
atric patients do not die by suicide. Psychiatric patients are suicidal only when nega-
tive emotions are so painful that suicide is the only option left, and when the suicidal 
mind is hosted in an individual’s mentally disturbed brain. Suicide is not, therefore, 
a specific and narrow symptom of depression. Instead, it is a behavior “combining 
features of a declaration of war with a petition for bankruptcy” [17] as well as hav-
ing profound social implications [18].

Considering suicide risk to be fully a symptom impairs the opportunity to inves-
tigate and understand suicide. Attempts to explain, predict, and control suicide 
requires an understanding of what suicidal thoughts and feelings mean to those who 
live it. Other than collecting a huge amount of data for research activities, efforts 
should also be directed to understanding first-person data of the subjective, lived 
experience. Such an approach is an essential complement to the objective, third- 
person data, and methods of traditional science. Understanding the unbearable men-
tal pain means thinking phenomenologically and, therefore, the development of 
suicidal tendencies can be traced back to a state with similar characteristics as fall-
ing in love but flipped for affective valences. It is a pervasive condition with both 
psychological and somatic roots that incorporate the individual as a whole. An 
unpleasant sensation is often localized in the chest and hypochondrium. The mind 
tries each option to release the tension but never finds a safe haven and ends up 
convinced that nothing will bring relief.
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Clinicians should distinguish suicidal contents from a psychiatric diagnosis, it is, 
therefore, necessary to think that the elements that support the desire to dying con-
stitute a process in its own right, with a logic typical of the mind that suffers and that 
tries to devise a solution to reduce and resolve this suffering. Since the nature of 
suffering that results in suicide is due to the personality of the individual, to his 
frustrated psychological needs, and to the wounds of the ego (defeats, humiliation, 
shame, etc.), one can, therefore, differentiate that suffering from the typical suffer-
ing of depressive symptoms. Subjects at risk of suicide develop a thinking process 
called dichotomous thinking because they reason with only two options when con-
fronting the suffering that has become unbearable: continue to suffer or obtaining 
immediate relief from pain by suicide [13].

This process derives from an inner dialogue that the individual has with himself 
to seek a solution to his drama in the mind. Independent of psychiatric disorder, 
clinicians are required to understand this complexity, without which the risk of sui-
cide cannot be decoded. If this process is not interrupted by a change through, for 
example, help from someone, the individual approaches the final decision and, to 
quote Shneidman, “The spark that ignites this potentially explosive mixture is the 
idea that one can put a stop to the pain. The idea of cessation provides the solution 
for the desperate person” [12].

8.4  Communication of Suicidal Intentions

Among the myths often cited to describe idiosyncrasies in the phenomenon of sui-
cidal behavior, classical suicidology, and current opinion state that people who talk 
about killing themselves rarely die by suicide. Whereas most people who die by 
suicide have given some verbal clue or warning of their intentions. Some studies 
show that as many as 2/3rds of suicide deaths share their intentions before dying by 
suicide. The study by Robins and colleagues [19] was probably the first attempt to 
address this issue through collecting data for a sample of suicides, and the study 
remains as one of the few contributions to the literature in this area. Despite the 
understanding of the communication of suicidal intent, no previous work has exam-
ined this fact through a meta-analytic investigation. A recent meta-analysis has 
shown how suicidal communications are key elements preceding suicides, confirm-
ing for this element for the first time [20].

8.5  Unlocking the Suicidal Mind by a Proper Understanding 
of the Subjective Experience

Unlocking the suicidal mind is the most challenging of all tasks. Many models 
describing suicide fail to provide a proper understanding of this multifaceted human 
condition. Stigmatization and fear often provide reasons for empathic disconnec-
tion. Furthermore, even when dedicated clinicians are willing to consider all of the 
patient’s needs, we cannot imagine how much these patients suffer. In fact, in order 
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for empathy to occur, it is necessary that we should have, in our own experience and 
in our own minds, some points of reference that correspond to those of the patients’ 
experience of states of intense suicidal arousal or excitement (Maltsberger, personal 
communication 1988) [21, 22].

I agree with Zoe Boden [23] in her view of the experience of suicidal individuals, 
“Acknowledging the felt aspect of the experience is, I will argue, necessary for 
developing a fuller understanding. Recognizing that feelings do not exist solely 
within a person, but between people, intersubjectively, is also necessary to under-
stand the experience of suicidality more deeply. However, because feelings are 
immediate and sensory, I will suggest that there are times when understanding is 
difficult, not because the experience or meaning is hard to discern, but because the 
visceral power of understanding can feel too much. Feeling overwhelmed is one of 
the ways that we respond at the edges of our understanding. In our suicide research, 
there were times when understanding, really understanding, was more problematic 
than I initially wanted to admit”. The individual must be understood holistically 
and met in his or her experience as it is, rather than broken down into risk factors 
and behaviors.

I also support what suicidologist David Jobes [24], recently stated. “First, the 
goal of the clinician is to develop a mutual understanding of an individual’s suicid-
ality with the respective patient. This goal differs from the medical model emphasis, 
which tends to emphasize immediate and overriding emphasis on clinical diagnosis. 
Second, clinicians must be cognizant of a suicidal person’s potential anguish and 
total loss of self-respect. Many patients are likely to withdraw and express vulner-
ability when discussing their own suicidal thoughts and behaviors. Third, the clini-
cian should express a nonjudgmental and supportive attitude toward the patient. 
Empathy is significant in strengthening the therapeutic alliance, and the patient 
should be validated as the expert of their own experiences. Fourth, suicidal crises 
are not simply about the present but also often about the past. In the exploration of 
the crisis/crises, the clinician should encourage the patient to tell their story in a 
narrative fashion. Fifth, new models are necessary to conceptualize suicidal behav-
ior so that the clinician and patient share an understanding of the patient’s suicidal-
ity. An objective of this guideline is to not view the patient just as someone with 
psychopathology, but as someone with logical reasons for being suicidal. Sixth, the 
ultimate goal in clinical work is to garner a therapeutic relationship with the 
patient, right from the initial assessment.”

8.6  Conclusions

There are still many unmet needs for suicidal individuals, and too often, such needs 
are disregarded as unimportant or of secondary importance. Clinical experience and 
recent data point to the need for a broader understanding of the suicidal mind. 
Although many scholars emphasize the importance of risk factors for suicide, such 
factors are usually static and derived from studies of people not necessarily repre-
sentative of suicidal individuals in the general population. Such cohorts are 
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sometimes small and belonging to narrow subpopulations, which impair proper 
generalization.

Each individual is unique, with a unique presentation of suicidal wishes. 
However, most individuals can refer their suffering to specific unmet needs, allow-
ing categorization according to the nature of what is lacking in their lives.

Modern psychiatry now witnesses that which is conveyed in a paragraph of the 
introduction of DSM-5 [25] that is “Diagnosis of a mental disorder should have 
clinical utility” but “the diagnosis of a mental disorder is not equivalent to a need 
for treatment. Need for treatment is a complex clinical decision that takes into con-
sideration symptom severity, symptom salience (e.g., the presence of suicidal ide-
ation), the patient’s distress (mental pain)” and “Clinicians may thus encounter 
individuals whose symptoms do not meet full criteria for a mental disorder but who 
demonstrate a clear need for treatment or care. The fact that some individuals do 
not show all symptoms indicative of a diagnosis should not be used to justify limit-
ing their access to appropriate care” (p. 20).

Far from being an unexpected phenomenon, suicidal behavior is characterized 
by many warning signs that often allow key clinical decisions that save the lives of 
individuals in crisis. The challenge of suicide prevention is to painstakingly develop 
a culture both in clinical populations and the general population to take care of sui-
cidal individuals starting from their basic frustrated psychological needs. The task 
is to adopt a phenomenological approach that directs the attention of helpers inside 
the human experience of mental pain. Although empathic understanding of the pain 
of suicidal individuals is not sufficient, it is the start of a process that might prevent 
the individual’s suicide.
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9Unmet Needs in Psychiatry Training

Melissa R. Arbuckle, Bianca Nguyen, Marc H. M. Hermans, 
Roger Ng, and Allan Tasman

Within this chapter, we explore three major questions (why, what, and how) as a 
framework for considering unmet needs in psychiatry training (Fig. 9.1). Here we 
take a close look at three major challenges driving change in mental healthcare: 
ensuring access to care, providing affordable care, and delivering high-quality care. 
We discuss how addressing each of these challenges in psychiatry has led to emerg-
ing priorities for training in psychiatry. For example, in order to contain costs and 
expand access to care, new models of healthcare delivery are emerging, which in 
turn will require psychiatrists to expand skills across numerous domains, including 
measurement-based care, resource management, multi-disciplinary team leader-
ship, continuous quality improvement, and the use of new technologies. Meeting all 
of these training demands will require innovative approaches to training. To address 
these needs, we highlight several evolving approaches to medical education. While 
much of the data presented is drawn from research in high-income countries, par-
ticularly the USA, we believe that most of these issues have broad implications 
across countries, including low- and middle-income settings.
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9.1  Priorities in Psychiatry Training

9.1.1  Ensuring Access to Care

One of the major challenges facing the field of psychiatry is the lack of access to 
care in the setting of enormous need. Mental disorders are the leading cause of years 
lived with disability with one in five adults reporting a common mental disorder 
each year. Nearly 30% of the general population will experience mood, anxiety, or 
substance use disorders over the course of their lifetime [1]. However, access to care 
is often hampered by stigma, limited resources, and the logistics of navigating a 

How
(strategies for teaching)

Embrace principles of adult learning
Develop a collaborative learning model (between trainee/faculty)

Capitalize on shared resources (across training programs)
Integrate training (across disciplines)

Set standards and measure outcomes

What
(implications and priorities for training in psychiatry)

Expand mental health workforce
Provide training in new models of care, preventative care, resource

managment, and continuous quality improvement 
Leverage new technologies  

Why
(challenges in healthcare and major drivers of change) 

Ensure access to care
Provide affordable care
Deliver high-quality care

Fig. 9.1 Within psychiatry, unmet needs in training are driven predominately by three major chal-
lenges facing healthcare across disciplines. Each of these challenges (accessibility, affordability, 
and quality) has specific implications for training priorities. Addressing these priorities will require 
focusing on not only what to teach but also how
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complex and fragmented healthcare system. On average, there are only nine mental 
health providers for 100,000 individuals worldwide. The situation is even more dire 
in low- and middle-income countries, where over 75% of individuals with serious 
mental illness receive no care [2]. This mental health gap is particularly notable 
among children and adolescents who account for one quarter of disability-adjusted 
life years due to mental illness [3]. At the same time the field is not keeping pace 
with the needs of a growing geriatric population [4, 5] and an escalating addiction 
crisis with an estimated 16 million individuals worldwide with a current or past 
diagnosis of opioid use disorder [6].

Ensuring access to mental healthcare has numerous implications for training 
in psychiatry (Table 9.1). These include: expanding the psychiatrist workforce; 
aligning training priorities with population needs; and providing training in new 
models of healthcare to more effectively deploy scarce human resources. This 
also includes providing training in the use of new technologies such as telepsy-
chiatry and online self-help applications, as well as training a new cohort of 
mental health providers.

Table 9.1 Approaches for increasing access to mental healthcare and associated implications for 
training in psychiatry

Challenge: ensuring access to care
Solutions Training implications
Expand psychiatrist 
workforce

  • Increase exposure earlier in medical training
  • Provide mentorship for interested students
  • Address stigma towards a career in psychiatry
  • Increase compensation for psychiatrists
  • Include underrepresented minority groups
  • Increase the number of training programs in psychiatry
  • Enhance retention
  • Address physician burnout

Align training priorities 
with population needs

  • Child and adolescent psychiatry
  • Geriatric psychiatry
  • Addiction psychiatry

Provide training in new 
models of care (such as 
stepped care, and 
integrated care)

  • Work with and lead a multi-disciplinary team
  • Provide measurement-based care
  • Provide population-based care
  • Work with registries

Provide training in new 
technologies

  •  Train psychiatrists in the use of remote technologies 
(telepsychiatry)

  •  Train psychiatrists to evaluate the quality of self-help 
approaches and online apps

Train additional mental 
health providers

  •  Provide training in mental health for a diverse set of learners 
(including lay professionals)

  • Expand training in psychiatry for all physicians
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9.1.1.1  Expanding the Psychiatrist Workforce
One solution to addressing the mental health gap is to expand the number of physi-
cians entering the field of psychiatry. As reviewed by Brenner and colleagues, strat-
egies for enhancing recruitment to psychiatry include: (1) considering the pipeline 
at the level of undergraduate training; (2) actively mentoring those medical students 
who express an early interest in psychiatry; (3) enhancing training in psychiatry 
during medical school so that students have an opportunity to see the importance 
and effectiveness of psychiatric treatment; (4) actively addressing persistent stigma 
towards a career in psychiatry; and (5) revising medical school curricula so that 
mental health and psychosocial issues are seen as a valuable component of care [7].

An additional challenge for recruiting physicians into psychiatry is the relatively 
low financial compensation in comparison to other fields of medicine in certain 
countries [8]. In the setting of escalating debt (with a median debt level of $200,000 
for USA medical schools), many graduates may feel compelled to enter more lucra-
tive specialties [9, 10]. Low salaries in some countries may also contribute to the 
migration of psychiatrists, contributing to the loss of highly skilled professionals in 
some countries which may be already underserved [8]. Within the USA, some pro-
grams have offered loan repayment for students who commit up front to working in 
underserved areas after completion of their psychiatry training. These types of pro-
grams may help to recruit into psychiatry [7]. With a growing emphasis on mental 
health parity, salaries for psychiatrists may also increase, impacting recruitment [11].

Developing a psychiatrist workforce that reflects the diverse backgrounds, ideas, 
perspectives, and experiences of population will also require enhanced efforts to 
recruit those from underrepresented groups, including ethnic, sexual, and religious 
minorities. Recruiting underrepresented students is also important as physicians 
from underrepresented groups are more likely to care for minority patients and 
underserved populations [12].

In addition to providing additional clinical exposure to psychiatry earlier in train-
ing [13], recommendations for recruiting underrepresented students include maxi-
mizing medical student exposure to faculty and other trainees from underrepresented 
groups, improving outreach to underrepresented students in medical school and 
conveying enthusiasm for their interest in psychiatry, communicating a commit-
ment to diversity as a departmental priority, and improving curricula in community 
psychiatry and cultural competence [12]. However, given the relatively low number 
of these students in medical school, it is clear that interventions must occur earlier, 
at the level of high school and undergraduate training [12, 14].

Although recruitment to psychiatry is important, increasing residency training 
slots would be another potential mechanism to expand the workforce. The World 
Psychiatric Association urges policy makers in each country to ensure that there are 
sufficient training posts available to meet the mental health needs of their popula-
tion [15]. Securing funding for new programs will likely require psychiatrists join-
ing together with professional organizations, major mental health employers, and 
patient advocacy groups to appeal to policy makers. Highlighting the economic 
impact of untreated mental illness may be one way to appeal to legislative bodies 
[7]. Developing new psychiatry training programs is likely to be critical, particu-
larly in low- and middle-income countries where trainees leave their home country 
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for training due to limited psychiatry training opportunities. As trainees migrate for 
training, there is substantial risk that they will stay in the country where they train 
contributing to a phenomena frequently referred to as “brain drain” [16].

Expanding the psychiatrist workforce requires not only outreach to a new cohort 
of physicians but also retaining those physicians who are already in the field of 
psychiatry. As described above, issues of financial compensation are likely to be 
important. However, the burden of bridging the gap created by limited human 
resources and dysfunctional systems has had a huge toll on all physicians, including 
psychiatrists, with high rates of burnout. Defined as a combination of emotional 
exhaustion, depersonalization, and low personal accomplishment, burnout gener-
ates detrimental changes to physician attitudes, job satisfaction, and productivity. 
Reduced productivity, in turn, potentially affects access to care, demonstrated by 
associations of burnout with early retirement, reduced number of work hours, and 
intention to leave a current position or specialty [17]. The compounded effects of 
fatigue, stress, depression, and burnout also impact clinical decision-making, per-
formance, and domains of quality of care including patient safety and patient satis-
faction [18]. In response, training programs must also help psychiatrists and other 
physicians develop strategies to support their own wellbeing, while advocating for 
accountability and change at the level of institutions.

Distinctive and pertinent stressors experienced by psychiatry trainees include 
patient suicide, inadequate resources, threats to self-esteem and personal safety 
(i.e., violent patients), isolation, and secondary traumatic stress [19, 20]. Additional 
stressors faced by trainees in more recent years also include documentation burden 
incited by widescale implementation of electronic medical records. Addressing 
these specific challenges should be a priority for both psychiatry training programs 
and mental healthcare systems.

With increased calls to measure physician wellness as a quality indicator, there 
is impetus to improve physician wellness through concerted efforts at a healthcare 
system level, as well as through education and training [21]. Although many efforts 
have been focused at the individual physician level (in terms of enhancing resil-
ience), organizational level interventions are often more effective in reducing burn-
out [22]. Thus, initiatives focused on physician wellness should include an effort to 
address system level issues and working conditions [23], such as reductions in 
workload, activities and meetings to boost teamwork and leadership, and adequate 
supervision. Psychiatrists should also have opportunities to receive positive and 
constructive feedback (including encouragement and appreciation) as well as easy 
access to mental health resources [22].

9.1.1.2  Aligning Training Priorities with Population Needs
Each training program should assess and realign training priorities according to the 
unique populations they serve. In many countries, there has been a growing recogni-
tion of the need to enhance training in child and adolescent psychiatry, geriatric 
psychiatry, and substance use disorders. Addressing workforce shortages in these 
areas will require a similar multi-pronged approach to expanding the mental health 
workforce in general: recruiting more psychiatrists into specialty training and devel-
oping more fellowship training programs. One recommendation has been to shorten 
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the requirement for general adult psychiatry training for those pursuing additional 
fellowship training [24]. However, given the overall shortage of general psychia-
trists, additional efforts will be necessary. At a minimum, providing more focused 
training to all psychiatrists in these areas will be critical.

In order to meet the needs of an aging population, psychiatrists will need to further 
improve their skills in cross-collaboration with physicians in other branches of medi-
cine given the complexities of treating mental illness in the setting of comorbid 
chronic medical illnesses and neuropsychiatric disorders (such as dementia) [25]. 
Although already included in psychiatry training, familiarity with medication side 
effects and drug–drug interactions will be even more critical for working with older 
adults who are particularly vulnerable to these complications [26]. Psychiatric train-
ing in substance use treatment should include not only foundational basics such as 
motivational interviewing and the stages of change model, but also protected time for 
buprenorphine training and practical experience in medication-assisted treatment [27].

9.1.1.3  Training in New Models of Care
Training additional psychiatrists and expanding psychiatric training to address the 
evolving needs of the population is unlikely to counterbalance the global burden of 
mental illness. As a result, new models of healthcare delivery are emerging in order 
to more effectively deploy the limited psychiatry workforce currently available 
(Fig. 9.2). Within these new models, the psychiatrist’s role is conserved to directly 

Educate public to increase awareness about mental health, promote basic
mental health hygiene,  support screening efforts 

Provide recommendations regarding evidence-based 
self-help approaches; provide consultation to other providers

Work direclty with patient care
manager

Direct Care
Screening,
prevention and
self-help

Early inter-
vention, self-
help, depression
care managers

Depression care
manager and
primary care
physician 

Referal to
Psychiatrist Patient’s

 clinical
condition

System level
interventions

Role of the
psychiatrist

No mental
illness 

Mild mental
illness 

Moderate
mental illness 

Severe
mental illness 

Fig. 9.2 The evolving role of the psychiatrist based on the severity of mental illness in new mod-
els of care such as “stepped care” and “integrated care” which aim to conserve limited psychiatric 
resources. Within these models, psychiatrists serve as consultants to teams who are directly man-
aging patients with lower severity of the illness. Direct care is reserved for those patients with the 
highest complexity and level of need.
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manage those individuals who need it most, while providing indirect oversight of a 
larger caseload, providing what is often referred to as population- based care. In 
stepped care, the goal is to provide the least expensive, effective treatment first and 
“step-up” to more resource intensive treatments as needed. In integrated care, this 
includes having psychiatrists and other mental health providers collocated in pri-
mary care settings as part of an interdisciplinary team.

Integrated care consolidates physical and mental health services in a systematic 
manner to improve the whole health of a person and increase access to care. This 
can be implemented in a number of ways, including co-location, in which behav-
ioral health providers work nearby or within a primary care clinic, or a collaborative 
care model, in which team-based care is led by a primary care provider with support 
from a behavioral health care manager, and consultation from a psychiatrist, who 
provides guidance and treatment recommendations.

These new models of health delivery can expand access to care and improve 
health outcomes. A 2012 Cochrane Review of collaborative care showed signifi-
cantly greater improvement in depression and anxiety outcomes compared with 
usual care, as well as secondary outcomes such as patient satisfaction with treat-
ment, mental health quality of life, and rates of antidepressant use [28].

Training in integrated care should include the experience of providing psychiatric 
consultation in varied settings and working with and leading a multi-disciplinary 
team. In addition, trainees will also need to develop skills in measurement-based care 
[24], or in the use of standardized assessment tools to monitor and track symptoms 
and guide treatment decisions. Similarly, they will need to understand how to work 
with patient registries [29], which collect these types of measures across a cohort of 
patients, in order to identify which patients need a modification in their treatment plans.

In addition to improving mental health outcomes, collaborative care is also 
found to be more effective than care as usual in regards to illness burden and 
physical outcomes, particularly in patients with hypertension and comorbid 
depression, supporting the notion that patients should be treated as a whole, 
addressing both physical health and mental health concerns [30]. Significant dis-
parities in physical health outcomes of patients with severe mental disorders with 
severe mental disorders remain a significant challenge. As studies continue to 
show significantly higher rates of medical comorbidity and lower life expectan-
cies for patients with severe mental illness compared to the general population, 
there have been calls for psychiatrists to extend their role to managing general 
medical conditions of their patients, especially for patients with poor access to 
medical care [31]. By offering routine monitoring, screening, counseling, and 
first- line treatment for chronic medical conditions, especially hypertension, obe-
sity, dyslipidemia, and diabetes, psychiatrists could improve the general health 
and quality of life of patients with mental disorders.

Recommendations for improving general medicine training in psychiatry 
include providing experiences in “reverse integrated care,” a term referring to the 
delivery of primary care in a psychiatric clinical setting, or introducing an 
Integrated Medicine and Psychiatry (IMAP) curriculum that offers didactic and 
clinical practice in primary care throughout residency, focused on health 
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promotion, disease prevention, health screening, and basic management of com-
mon medical disorders in patients with severe mental disorders [32, 33].

9.1.1.4  Leveraging New Technologies
In addition to new integrated care models, advances in technology are expanding 
access to care through an explosion in telepsychiatry and online applications. 
Telepsychiatry, otherwise referred to as telemental health or telebehavioral health, 
is the delivery of mental health care at a distance, providing both psychiatric assess-
ment and treatment to patients remotely. The earliest known use of telemedicine for 
psychiatry was in 1959 at the University of Nebraska Medical Center, where a two- 
way closed-circuit television system was used for medical student training through-
out the university campus and for linking the medical center with distant hospitals 
in rural areas. Videoconferencing was later used by the university for delivery of 
group and individual therapy in the early 1960s [34].

More recently, telepsychiatry has moved from the early model of providing care 
from clinic-to-clinic to delivering psychiatric services directly to patients’ homes 
[35]. Telepsychiatry has the potential to improve access to care for traditionally 
underserved communities, such as rural populations who suffer a shortage of mental 
healthcare providers, elderly individuals that face difficulty with mobility and com-
muting, and prisoners in correctional settings [36]. Several studies have also dem-
onstrated that telepsychiatry is as effective as in-person care in regards to diagnosis, 
patient satisfaction, and symptom reduction in patients with different mental disor-
ders including depression, substance use, and post-traumatic stress disorder [37].

It is increasingly clear that telepsychiatry should be included in psychiatric edu-
cation and training, in line with the competency domains of patient care, interper-
sonal and communication skills, and system-based practice. Recommendations for 
training in telepsychiatry include integration of videoconferencing and telepsychia-
try equipment into clinical practice, ensuring exposure to these technologies in a 
variety of clinical settings (inpatient, outpatient, and emergency rooms) and across 
subspecialties (such as consultation-liaison, forensics, and public psychiatry) [38].

Beyond telepsychiatry, technological advances in recent years have broadened 
mental health care from one-on-one videoconferencing interactions to smartphone 
apps used for myriad purposes, with over 10,000 apps currently related to mental 
health, out of 300,000 generally health-related apps available [39]. These apps can 
be (1) solely patient-facing—offering guided meditation, relaxation exercises, or 
coping strategies; (2) provider-facing—collecting the electronic medical record, 
standardized assessment scales, and psychopharmacologic references more readily 
accessible; or (3) interfacing between patient and provider—facilitating secure mes-
saging, follow-up on progress of homework-based therapies such as cognitive 
behavioral therapy, tracking of medication adherence, or monitoring of symptoms 
such as mood, sleep, and appetite [40]. Further training is needed to increase psy-
chiatrists’ familiarity with potential risks (e.g., informed consent) related to the use 
of the apps in their treatments. Furthermore, attention should be devoted to the  
principles of beneficence, therapeutic alliance, confidentiality, safety, and consis-
tency with therapeutic goals [40].
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9.1.1.5  Training Additional Mental Health Providers
As part of a multi-pronged approach to address the mental health gap, it will be important 
to ensure that all physicians have a strong foundation in mental healthcare, as many of 
them will be on the front lines of treating psychiatric disorders. According to estimates 
from the World Health Organization, worldwide, less than 4% of training for physicians 
is dedicated to mental health [41]. A 2018 international survey of medical students found 
wide variation in training in psychiatry across countries, including some countries with 
no required training in psychiatry during medical school [42]. Thus, enhancing training 
in psychiatry at the level of medical school will be essential. All physicians should know 
how to recognize and treat common mental health conditions. They should also know 
how to track patient outcomes and when to refer patients to psychiatrists for more com-
plex and/or treatment refractory cases.

In addition to expanding training in mental health for all physicians, it will be 
critical to expand the entire spectrum of mental health providers available, including 
nurses, social workers, and clinical psychologists. In recognition of the vast need, 
the field is also turning towards expanding the mental health team to include non- 
professional lay health workers such as community healthcare workers and peer 
support workers (or peers) [43]. Peers have personal experience with mental health 
problems and provide a unique perspective to the mental health team. In addition to 
providing informational and emotional support, peers may also serve as role models 
for patients with severe mental illness, increasing their hope for recovery [44]. 
There is also increasing evidence that for certain outcomes (such as hospitaliza-
tions, engagement in care, and empowerment), peer-based programs may have simi-
lar outcomes as non-peer-based programs when delivering evidence-based practices 
[44]. As these groups become more prevalent, psychiatrists will likely interface with 
a broad range of mental health providers.

9.1.2  Providing Affordable Care

Ensuring access to care is intimately impacted by the escalating cost of healthcare. 
For example, in 2017, the USA spent $3.5 trillion on healthcare (or $10,739 per 
person), the highest of any country. According to a 2019 USA survey, an estimated 
65 million adults did not seek medical treatment for a health issue due to concerns 
about cost [45]. Unfortunately, this high cost is not necessarily linked to high qual-
ity. Despite its high cost, the USA is near the bottom of major health indices among 
the 36 nations of the Organization for Economic Cooperation and Development [45].

Many of the strategies focused on increasing access to care (described above) are 
also relevant to providing affordable care. For example, stepped care, integrated 
care, telepsychiatry, and self-care (through online apps) are all approaches that 
increase access to care while helping to curb overall healthcare costs. Additional 
strategies for addressing the cost of care include new payment models centered 
around “value”, an increased focus on preventative care and early interventions, as 
well as resource management. All of these approaches have additional training 
implications (Table 9.2).
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9.1.2.1  Value-Based Care
In order to address issues of both the high cost of healthcare and low quality, new 
payment models are emerging. The traditional fee-for-service model prevalent in 
many countries may promote unnecessary expenditures as payments are linked to 
the amount of services and tests rendered, regardless of patient outcomes. In 
response, “value-based” payment models realign payment incentives directly with 
patient health outcomes (not services)—with the goal to ultimately drive down total 
healthcare costs while preserving high-quality care. While the term “value-based 
care” often refers to financial value, it is critical that clinical decisions consider 
value within an ethical framework of beneficence, nonmaleficence, justice, and 
respect for autonomy [46].

Providing value-based care will require psychiatrists to identify and track qual-
ity measures. In fact, many of the solutions for increasing access to care are rele-
vant to driving down costs. Value-based care requires providers to work 
collaboratively together to take care of a population of patients across their diverse 
needs. In many ways, recognizing and treating mental illness will become an 
increasingly important focus for all physicians as untreated mental illness is asso-
ciated with poor outcomes across many chronic health conditions. As such, inte-
grated care and the various associated skills (working with an interdisciplinary 
team, providing measure- based care, and population-based care) will be critical 
for psychiatrists to not only expand access to care but also help curb overall 
healthcare costs.

Table 9.2 Approaches for providing affordable mental healthcare and associated implications for 
training in psychiatry

Challenge: providing affordable care
Solutionsa Training implications
Provide 
value-based care

  • Train psychiatrists in “value-based” payment models
  • Expand training in identifying and tracking quality measures

Expand 
preventative care 
and early 
interventions

  •  Increase public awareness about mental health and address issues of 
stigma related to seeking treatment

  • Train lay public to recognize mental illness and intervene early
  •  Expand training in maternal mental health and child and adolescent 

psychiatry
Manage 
resources

  • Understand the financing of healthcare at the system level
  •  Understand the cost of care (both diagnostic and treatment choices) 

associated with physician decisions
  •  Incorporate a cost–benefit analysis into treatment decisions and avoid 

the use of unnecessary, expensive approaches to diagnosis and treatment
  •  Develop skills in soliciting and discussing patient concerns around cost 

of treatment and implications for treatment compliance
aNote that these solutions are in addition to many of the strategies already outlined in Table 9.1, 
particularly providing training in new models of healthcare and new technologies as well as train-
ing an additional cohort of lay professionals
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9.1.2.2  Preventative Care and Early Interventions
Since a huge proportion of healthcare dollars are spent on treating chronic medical 
conditions, driving down the cost of care will also mean providing more preventative 
care and early interventions. Delivering evidence-based early intervention services for 
those with first-episode psychosis has had promising outcomes with decreased hospi-
talization rates and increased rates of employment or school enrollment [47]. Providing 
preventative care and early interventions will require psychiatrists to address issues of 
stigma, increase awareness about mental health, and train the lay public to recognize 
and intervene early in mental illness. One example of an educational effort is Mental 
Health First Aid, a program intended to equip the general public with the skills to 
recognize mental illness and provide immediate support and assistance [48].

Since many psychiatric illnesses develop within childhood and early adolescence, 
providing enhanced training for all providers in child and adolescent psychiatry will 
be critical. Providing prevention and early intervention in mental health will also 
require enhanced training in maternal health and a focus on not only early childhood 
but also the prenatal period [49]. Training in psychiatry should include screening all 
pregnant women for intimate partner violence, use of alcohol, tobacco, and recre-
ational drugs, as well as exposure to heavy metals and other environmental toxins. 
Ensuring adequate nutrition is also important. High levels of stress, depression, and 
anxiety among pregnant women is also likely to impact child development, thus 
identifying and treating maternal mental illness in the prenatal and postpartum period 
is likely to have a long-term benefits for both the mother and the child [50].

9.1.2.3  Resource Management
Providing affordable care will also require psychiatrists to become more versed in 
the cost of healthcare and their own role in resource management. Although an 
integral component of systems-based practice, psychiatry residents in one study 
reported relatively little training in resource management [51]. This is not surprising 
given the lack of standardization or transparency around healthcare costs. However, 
physicians have been estimated to control as much as 80% of healthcare costs which 
are closely linked to choices around diagnostic testing and treatment [52].

Psychiatrist training in resource management should include a basic understanding 
of the financing of healthcare at a macro (or system) level, as well as the costs to the 
individual consumer or patient. Physicians should understand when expensive treat-
ment options are indicated and when they are not in order to avoid overuse of unneces-
sary, expensive approaches. Psychiatrists should be able to incorporate a cost-benefit 
analysis into their treatment decisions. In addition, they should develop skills necessary 
to speak with patients about the cost of treatment. They should be able to solicit and 
address patients’ concerns about cost since they may be hesitant to bring up concerns 
about these financial aspects despite its potential impact on treatment compliance [53].

9.1.3  Delivering High-Quality Care

As highlighted above, major challenges in healthcare are not only centered 
around accessibility and affordability, but also in providing high-quality care. 
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For psychiatry, like all specialties, this means making sure that care is both safe 
and effective. It also means making sure that care is patient-centered and equi-
table. Keeping pace with advances in the field and adopting new evidence-based 
practices requires adopting a culture of lifelong learning. These approaches have 
additional implications for training in psychiatry (Table 9.3).

9.1.3.1  Embracing a Culture of Lifelong Learning
According to the Accreditation Council for Graduate Medical Education (ACGME) 
which oversees graduate medical training in the USA, all residents “must demon-
strate the ability to investigate and evaluate their care of patients, to appraise and 
assimilate scientific evidence, and to continuously improve patient care based on 
constant self-evaluation and life-long learning” [54]. The European Union of Medical 
Specialists (UEMS) also emphasizes the need for continuing medical education and 
professional development starting in medical school and continuing throughout a 
physician’s career [55]. Although trainees are taught how to critically appraise scien-
tific literature, translating research findings into clinical practice remains a challenge. 
Unfortunately, this challenge is not unique to trainees. Worldwide, across all medical 
specialties, there is a tremendous gap between well- defined, high-quality patient 
care, and current clinical practices [56].

Keeping pace with new emerging evidence-based practices will require that psy-
chiatrists have training in how to review the literature, interpret the results of 
research studies, and adapt their own clinical practices to match new standards of 
care. Training in quality improvement as a strategy to assess performance, set goals, 
and measure progress will be a critical skill for all psychiatrists [57].

At the same time, there has been incredible growth in research technology and 
neuroscience. Historically, the biology of mental illness was (and in many cases still 
is) described as a “chemical imbalance” based upon a rudimentary understanding of 

Table 9.3 Approaches for delivering high-quality care mental healthcare and associated implica-
tions for training in psychiatry

Challenge: delivering high-quality care
Solutions Training implications
Embrace a culture 
of lifelong 
learning

  • How to review the literature and interpret results of research studies
  • Quality improvement and adapting to new standards of care
  •  Understanding the application of new research findings in 

neuroscience to the practice of psychiatry
Provide equitable, 
culturally-
informed care

  • Racial disparities, identifying and exploring implicit bias
  • Working with diverse communities, including refuges
  • Use of interpreters and family-based approaches
  •  Applying principles of trauma-informed care to evaluation and 

treatment
Provide patient-
centered care

  • Shared decision-making, engaging patients as partners
  • Collaboratively setting treatment goals with patients
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psychopharmacology at the level of the cellular receptors. Now a modern under-
standing of neuroscience and psychiatry includes advances in genetics, epigenetics, 
molecular pathways, and neural circuits. Providing trainees with a strong founda-
tion in neuroscience will become increasingly important for the future practice of 
psychiatry [58].

9.1.3.2  Providing Equitable, Culturally-Informed Care
In recent years, the ACGME expanded expectations for psychiatry residents to 
include a variety of professional and clinical competencies, otherwise termed 
“Milestones”. This includes “compassion, integrity, respect for others, [and] sensi-
tivity to diverse patient populations”, in which diversity is defined as “unique 
aspects of each individual patient, including gender, age, socioeconomic status, cul-
ture, race, religion, disabilities, and sexual orientation” [59].

Following the deinstitutionalization and the shift to community-based mental 
health centers started in the 1960s, consideration of cultural differences and its 
importance in tailoring person-centered care began to take hold in the USA [60]. 
Despite this shift, a 2001 report noted that minority groups “have less access and 
availability of care”, and “tend to receive poorer quality mental health ser-
vices…leav[ing] minority communities with a greater disability burden from unmet 
mental health needs” [61]. According to an analysis of pooled data from the National 
Institute of Mental Health Collaborative Psychiatric Epidemiology Surveys, “all 
racial and ethnic minority groups were significantly less likely than non-Latino 
whites to receive access to any mental health treatment”, even when adjusted for 
socioeconomic factors including income, insurance coverage, and level of educa-
tion [62].

Education and training in disparities and cultural competence will be crucial in 
preparing psychiatry trainees to deliver mental health care of the highest quality. As 
described above, it will also be important to increase minority group representation 
among mental health providers and leaders, to expand our workforce and better 
reflect the diverse population of patients we serve.

On a global scale, the United Nations High Commissioner for Refugees esti-
mated a total of 41.3 million internally displaced people, 25.9 million refugees, and 
3.5 million asylum seekers in 2019, comprising the “highest levels of displacement 
on record” [63]. Among these unprecedented numbers of individuals fleeing perse-
cution and war-torn countries, psychiatrists and mental health providers will 
increasingly encounter patients from diverse backgrounds seeking treatment and 
evaluation for post-traumatic stress disorder, depression, anxiety, and psychological 
distress complicated by separation from family members, grieving and loss, socio-
economic difficulties, and post-migration stress [64].

In an increasingly transcultural landscape, psychiatry training must emphasize 
culturally-sensitive assessment and treatment, critical examination and explora-
tion of one’s own preconceived attitudes and implicit bias, and promotion of 
cross- cultural communication [65]. Working with migrant populations addition-
ally requires practical knowledge and comfort with utilizing interpreters during 
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interviews, taking family-based approaches during mental health assessments, 
encouraging patients to provide open-ended personal narratives of their experi-
ence, and applying principles of trauma-informed care to evaluation and treatment 
[66]. Educators may also invest time in discussing the potential ethical implica-
tions and process of preparing forensic psychiatric evaluations in asylum proceed-
ings or providing expert consultation to attorneys in refugee determination 
cases [67].

9.1.3.3  Providing Patient-Centered Care
Providing patient-centered care also means providing “recovery-oriented care”. 
Recovery-oriented care engages patients as partners and collaborators in all 
aspects of their care. It involves patients in shared decision-making and identifies 
goals for treatment that are in line with patient priorities. For those with severe 
mental illness, goals of treatment may extend beyond symptom management and 
may focus more on quality of life issues such as education, employment, and 
expanding social networks.

With nearly unlimited access to information, patients are becoming more 
informed consumers. As such, knowledge is no longer the “exclusive domain of 
highly trained clinicians” [68]. Directing patients to reliable online resources will 
be increasingly important. As electronic medical records expand patient access 
through patient portals, patients can track their own labs and records, and often 
communicate directly online with their physicians. Learning how to work with 
patients in these new online venues will be critical.

9.2  Evolving Approaches to Medical Education

In the face of an evolving landscape, medical educators must identify and address 
new training priorities, often in the context of limited funding, time, and local 
expertise. In addition to identifying new priorities (or what to teach), programs will 
likely need to consider new models and approaches on how to teach. Just as the field 
of psychiatry is driven by challenges and opportunities, “medical education” is 
evolving in order to keep pace with the rapid advances in the field.

9.2.1  Principles of Adult Learning

Research into how adults learn has suggested that adult learners are not interested in 
just memorizing facts but applying new knowledge to practice. Information should 
be centered around solving problems and offering real-world examples. In the con-
text of psychiatry, this means embedding learning into the clinical context. Adult 
learners also get more out of an experience if they can work autonomously, building 
on their prior experience. Learning is driven more by internal goals, making it 
important for instructors to understand what a learner wants to gain from an experi-
ence, and increasing their own motivation to learn [69].
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While medical education has traditionally been lecture-based, there is growing 
evidence that lectures are not the most effective approaches for conveying knowl-
edge and may be particularly poor in helping students to develop new skills. As a 
result, medical education is evolving to provide more opportunities for active 
engagement through case-based learning and team-based learning. Models such as 
flipped classrooms encourage students to learn materials on their own (instead of in 
a lecture-based format) and come to a classroom ready to apply this new informa-
tion to practice [70]. Active approaches in the classroom are intended to reinforce 
learning and often include case discussions and role-play.

9.2.2  Developing a Collaborative Learning Model

One of the major challenges in medical education is ensuring that new knowledge 
conveyed in the classroom is translated into clinical practice. This often places edu-
cators in the position of driving change: not only developing new programs for 
students but also providing faculty development and continuing medical education 
opportunities for those supervisors and teachers who might not be as familiar with 
the latest advances, themselves. In translating knowledge to clinical practice, all 
psychiatrists will need to know how to apply quality improvement strategies to 
increase uptake of new evidence-based practices.

For cutting edge advances, the clinician-educators teaching on the front lines 
may not be the “traditional expert”. At the same time, what it means to be an “expert” 
is evolving in an information age where knowing the information is not as important 
as knowing how to access the information. In order to keep pace with rapid advances 
in the field, clinical teaching faculty may be learning alongside with residents. 
While this challenges traditional educational models, it has the advantage of model-
ing lifelong learning.

9.2.3  Capitalizing on Shared Resources

Many programs do not have the local expertise, time, or money to develop new edu-
cational curricula to meet an ever-expanding list of training priorities. In addition, 
faculty may not be aware of some of the newer approaches to teaching and assessing 
learners. To meet this gap, several organizations provide specific resources for faculty 
involved in medical education. The Association for Medical Education in Europe 
(AMEE) is a worldwide organization with members from 90 countries around the 
world and provides a venue for sharing resources and approaches to medical educa-
tion through their annual meeting and online platform (https://amee4.org). The 
Association for Academic Psychiatry and the American Association of Directors of 
Psychiatric Residency Training are similar organizations in the USA that are focused 
specifically on providing resources and training in medical education in psychiatry.

In addition, shared resources (such as webinars and portable online curricula) are 
becoming more prevalent. Examples of open access resources for medical 
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education include FOAM (Free Open Access Meducation), SlideShare, 
MedEdPORTAL, Kahn Academy, and TED (Technology, Education and Design) 
Talks. In addition, self-contained online learning programs have quickly become the 
major modality for continuing medical education, as they offer a way to provide 
standardized training to a large number of potential learners. Freely available 
Massive Open Online Courses (or MOOCs) also allow remote students to watch 
prerecorded lectures, take quizzes, join online chats, collaborate with other partici-
pants, and to track their progress [71]. These shared resources may be particularly 
valuable for those training efforts in low- and middle-income countries [42].

9.2.4  Integrating Training

While new models of patient care, such as integrated care, bring together primary 
care providers (doctors, nurses), depression care managers (often social workers or 
clinical psychologists), and psychiatrists, training for each of these providers 
remains siloed. Given the growing need for providers to work within multi- 
disciplinary teams, it will become increasingly important for programs to develop 
more integrated training programs. In integrated training models, trainees have an 
opportunity to better understand other professional roles and develop skills in inter-
professional teamwork and collaboration [72].

9.2.5  Assessing Outcomes

As with any learning activity, it is critical to establish specific learning objectives 
focused on knowledge, skills, and attitudes. The World Psychiatric Association has 
established a framework of minimum core competencies for all programs [15]. 
Identifying successful learning requires measuring learner gains across each of 
these domains. Within medical education, there has been a movement away from 
more subjective, and often impressionistic evaluations, to basing evaluations on 
observable skills. Objective Structured Clinical Examinations (OSCEs) are becom-
ing more prevalent along with standardized patients, simulation, and virtual patients.

Using observable standards, trainees are expected to meet certain competency- based 
milestones and perform certain Entrustable Professional Activities (EPAs) as they prog-
ress through their training. These approaches are intended to provide more objective 
measures of progress throughout training, allowing for a more customized approach to 
each learner based upon their unique strengths and areas for improvement. In fact, there 
have been some proposals to set graduation standards on a competency- based model as 
opposed to a time-based model [23, 73]. These types of models pose many challenges 
but may help in shortening training for some advanced learners. Although the length of 
training in psychiatry varies greatly across countries [23], the World Psychiatric 
Association has recommended a minimum three year curriculum [15].

As value-based payment models progress, psychiatrists are likely to be evaluated 
directly by their performance across several quality performance indicators and 
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their compliance with evidence-based standards. As part of a comprehensive 
360-degree evaluation, feedback from patients will also become increasingly impor-
tant information along with input from other members of the treatment team.

9.3  Conclusions

Addressing unmet needs in psychiatry training requires identifying emerging pri-
orities in the field and preparing psychiatrists to address the challenges ahead 
while capitalizing on new opportunities. Within psychiatry, like other fields of 
medicine, issues surrounding healthcare accessibility, affordability, and quality 
have been major drivers of change—each pointing towards critical priorities for 
training. In order to address these evolving training priorities, it will become 
essential for training programs to leverage shared resources and identify new 
strategies to engage adult learners. Advances in neuroscience, technology, and 
health service delivery models are likely to continue to evolve, making a commit-
ment to quality improvement and lifelong learning particularly critical for the 
future of psychiatry.

References

 1. Steel Z, Marnane C, Iranpour C, Chey T, Jackson JW, Patel V, Silove D. The global preva-
lence of common mental disorders: a systematic review and meta-analysis 1980–2013. Int J 
Epidemiol. 2014;43:476–93.

 2. Liu G, Jack H, Piette A, Mangezi W, Machando D, Rwafa C, Goldenberg M, Abas M. Mental 
health training for health workers in Africa: a systematic review. Lancet Psychiatry. 
2016;3:65–76.

 3. Skokauskas N, Fung D, Flaherty LT, et al. Shaping the future of child and adolescent psychia-
try. Child Adolesc Psychiatry Ment Health. 2019;13:1–7.

 4. World Health Organization. Global health and aging. 2011. https://www.who.int/ageing/publi-
cations/global_health.pdf. Accessed 9 Jul 2019.

 5. Institute of Medicine. Retooling for an aging America: building the health care workforce. 
Washington: The National Academies Press; 2008.

 6. Huecker MR, Azadfard M, Leaming JM. Opioid addiction. In:  StatPearls. Treasure Island: 
StatPearls Publishing; 2019.

 7. Brenner AM, Balon R, Coverdale JH, Beresin EV, Guerrero APS, Louie AK, Roberts 
LW.  Psychiatry workforce and psychiatry recruitment: two intertwined challenges. Acad 
Psychiatry. 2017;41:202–6.

 8. Pinto da Costa M, Giurgiuca A, Holmes K, et al. To which countries do European psychiatric 
trainees want to move to and why? Eur Psychiatry. 2017;45:174–81.

 9. Association of American Medical Colleges. Medical school affordability and student aid. AAMC 
News. 2018. https://news.aamc.org/for-the-media/article/affordability-and-student-aid/.

 10. Brin DW. Taking the sting out of medical school debt. AAMC News. 2017. https://news.aamc.
org/medical-education/article/taking-sting-out-medical-school-debt/.

 11. Golberstein E, Busch S. Mental Health insurance parity and provider wages. J Ment Health 
Policy Econ. 2017;20:75–82.

 12. Pierre JM, Mahr F, Carter A, Madaan V.  Underrepresented in medicine recruitment: ratio-
nale, challenges, and strategies for increasing diversity in psychiatry residency programs. Acad 
Psychiatry. 2017;41:226–32.

9 Unmet Needs in Psychiatry Training

https://www.who.int/ageing/publications/global_health.pdf
https://www.who.int/ageing/publications/global_health.pdf
https://news.aamc.org/for-the-media/article/affordability-and-student-aid/
https://news.aamc.org/medical-education/article/taking-sting-out-medical-school-debt/
https://news.aamc.org/medical-education/article/taking-sting-out-medical-school-debt/


154

 13. Malone P.  Addressing social determinants of mental health: a resident’s perspec-
tive. New  York Country Psychiatric Society Magazine. 2016. https://bluetoad.com/
publication/?i=350457&article_id=2618857&view=articleBrowser. Accessed 9 July 2019.

 14. Roberts LW, Maldonado Y, Coverdale JH, Balon R, Louie AK, Beresin EV. The critical need 
to diversify the clinical and academic workforce. Acad Psychiatry. 2014;38:394–7.

 15. Belfort E, Lopez-Ibor M-I, Hermans M, Ng R. WPA recommendations: principles and priori-
ties for a framework for training psychiatrists; 2017.

 16. Eastwood JB, Conroy RE, Naicker S, West PA, Tutt RC, Plange-Rhule J. Loss of health profes-
sionals from sub-Saharan Africa: the pivotal role of the UK. Lancet. 2005;365:1893–900.

 17. Dewa CS, Loong D, Bonato S, Thanh NX, Jacobs P. How does burnout affect physician pro-
ductivity? A systematic literature review. BMC Health Serv Res. 2014;14:325.

 18. Dewa CS, Loong D, Bonato S, Trojanowski L. The relationship between physician burnout 
and quality of healthcare in terms of safety and acceptability: a systematic review. BMJ Open. 
2017;7:e015141.

 19. Fothergill A, Edwards D, Burnard P. Stress, burnout, coping and stress management in psy-
chiatrists: findings from a systematic review. Int J Soc Psychiatry. 2004;50:54–65.

 20. Boscarino JA, Adams RE, Figley CR. Secondary trauma issues for psychiatrists. Psychiatr 
Times. 2010;27:24–6.

 21. Wallace JE, Lemaire JB, Ghali WA. Physician wellness: a missing quality indicator. Lancet. 
2009;374:1714–21.

 22. Panagioti M, Panagopoulou E, Bower P, Lewith G, Kontopantelis E, Chew-Graham C, Dawson 
S, van Marwijk H, Geraghty K, Esmail A. Controlled interventions to reduce burnout in physi-
cians. JAMA Intern Med. 2017;177:195.

 23. Nawka A, Kuzman MR, Giacco D, Malik A. Challenges of postgraduate psychiatric training 
in Europe: a trainee perspective. Psychiatr Serv. 2010;61:862–4.

 24. Juul D, Colenda CC, Lyness JM, Dunn LB, Hargrave R, Faulkner LR.  Subspecialty train-
ing and certification in geriatric psychiatry: a 25-year overview. Am J Geriatr Psychiatry. 
2017;25:445–53.

 25. Yaffe K. Moving beyond dualism to advance geriatric neuropsychiatry. Am J Geriatr Psychiatry. 
2016;24:339–41.

 26. Raue PJ, McGovern AR, Kiosses DN, Sirey JA. Advances in psychotherapy for depressed 
older adults. Curr Psychiatry Rep. 2017;19:57.

 27. National Institute on Drug Abuse (NIDA). Overdose death rates. 2019. https://www.druga-
buse.gov/related-topics/trends-statistics/overdose-death-rates. Accessed 26 Jun 2019.

 28. Archer J, Bower P, Gilbody S, Lovell K, Richards D, Gask L, Dickens C, Coventry 
P.  Collaborative care for depression and anxiety problems. Cochrane Database Syst Rev. 
2012;10:CD006525.

 29. Nelson EC, Dixon-woods M, Batalden PB, et al. Patient focused registries can improve health, 
care, and science. BMJ. 2016;354:i3319.

 30. van Eck van der Sluijs JF, Castelijns H, Eijsbroek V, Rijnders CAT, van Marwijk HWJ, van der 
Feltz-Cornelis CM. Illness burden and physical outcomes associated with collaborative care in 
patients with comorbid depressive disorder in chronic medical conditions: a systematic review 
and meta-analysis. Gen Hosp Psychiatry. 2018;50:1–14.

 31. Vanderlip ER, Raney LE, Druss BG. A framework for extending psychiatrists’ roles in treating 
general health conditions. Am J Psychiatry. 2016;173:658–63.

 32. McCarron RM, Bourgeois JA, Chwastiak LA, Folsom D, Hales RE, Han J, Rado J, Rivelli 
S, Scher L, Yu A.  Integrated medicine and psychiatry curriculum for psychiatry residency 
training: a model designed to meet growing mental health workforce needs. Acad Psychiatry. 
2015;39:461–5.

 33. Annamalai A, Rohrbaugh RM, Sernyak MJ.  General medicine training in psychiatry resi-
dency. Acad Psychiatry. 2015;39:437–41.

 34. Wittson CL, Benschoter R. Two-way television: helping the medical center reach out. Am J 
Psychiatry. 1972;129:624–7.

M. R. Arbuckle et al.

https://bluetoad.com/publication/?i=350457&article_id=2618857&view=articleBrowser
https://bluetoad.com/publication/?i=350457&article_id=2618857&view=articleBrowser
https://www.drugabuse.gov/related-topics/trends-statistics/overdose-death-rates
https://www.drugabuse.gov/related-topics/trends-statistics/overdose-death-rates


155

 35. Fletcher TL, Hogan JB, Keegan F, Davis ML, Wassef M, Day S, Lindsay JA. Recent advances 
in delivering mental health treatment via video to home. Curr Psychiatry Rep. 2018;20:56.

 36. Chakrabarti S. Usefulness of telepsychiatry: a critical evaluation of videoconferencing-based 
approaches. World J Psychiatry. 2015;5:286–304.

 37. Hilty DM, Ferrer DC, Parish MB, Johnston B, Callahan EJ, Yellowlees PM. The effectiveness 
of telemental health: a 2013 review. Telemed J E Health. 2013;19:444–54.

 38. Saeed SA, Johnson TL, Bagga M, Glass O. Training residents in the use of telepsychiatry: 
review of the literature and a proposed elective. Psychiatry Q. 2017;88:271–83.

 39. Torous J, Roberts LW. Needed innovation in digital health and smartphone applications for 
mental Health. JAMA Psychiat. 2017;74:437–8.

 40. Torous J, Bauer A, Chan S, Boland R, Ramo D.  Smart steps for psychiatric education: 
approaching smartphone apps for learning and care. Acad Psychiatry. 2018;42:791–5.

 41. World Health Organization. Mental health atlas 2011. Geneva: World Health Organization; 
2011. p. 1–81.

 42. Ng RMK, Chan TF, Shields G, Pinto da Costa M. Global mental health and psychiatry educa-
tion. In:  Innovations in global mental health. Cham: Springer; 2019.

 43. Pitt V, Lowe D, Hill S, Prictor M, Se H, Ryan R, Berends L. Consumer-providers of care 
for adult clients of statutory mental health services (Review). Cochrane Database Syst Rev. 
2013;(3):CD004807. https://doi.org/10.1002/14651858.CD004807.pub2.

 44. Cabassa LJ, Camacho D, Velez-Grau CM, Stefancic A. Peer-based health interventions for peo-
ple with serious mental illness: a systematic literature review. J Psychiatr Res. 2017;84:80–9.

 45. West Health, Gallop. The U.  S. Healthcare Cost Crisis. 2019. https://news.gallup.com/
poll/248123/westhealth-gallup-us-healthcare-cost-crisis-report.aspx. Accessed 9 July 2019.

 46. Moriates C, Arora V, Shah N, editors. Ethics of cost conscious care. Understanding value- 
based healthcare. New York: McGraw-Hill Education; 2015.

 47. Bello I, Lee R, Malinovsky I, et al. HHS public access. Psychiatr Serv. 2018;68:318–20.
 48. Wong EC, Collins RL, Cerully JL. Reviewing the evidence base for mental Health first aid. 

Rand Health Q. 2015;5:19.
 49. Mental Health America Prevention and Early Intervention in Mental Health. Prenatal period 

to early childhood. http://www.mentalhealthamerica.net/issues/prevention-and-early-interven-
tion-mental-health. Accessed 30 Jul 2010.

 50. Satyanarayana VA, Lukose A, Srinivasan K. Maternal mental health in pregnancy and child 
behavior. Indian J Psychiatry. 2011;53:351–61.

 51. Arbuckle MR, Weinberg M, Barkil-oteo A, Stern DA. The neglected role of resource manager 
in residency training. Acad Psychiatry. 2014;38:481–4.

 52. Detsky AS, Verma AA.  A new model for medical education: celebrating restraint. 
JAMA. 2012;308:1329–30.

 53. Barkil-Oteo A, Stern DA, Arbuckle MR. Addressing the cost of Health care from the front 
lines of psychiatry. JAMA Psychiat. 2014;71:619–20.

 54. ACGME.  Accreditation council for graduate medical education common program require-
ments. 2017, pp. 1–27.

 55. European Union of Medical Specialists. Continuing medical education & professional devel-
opment; 2013. https://www.uems.eu/areas-of-expertise/cme-cpd.

 56. Institute of Medicine Committee on Quality of Health Care in America. Crossing the 
quality chasm: a new health system for the 21st century. 2001. https://doi.org/10.1200/
JCO.2003.01.044.

 57. Arbuckle MR, Weinberg M, Cabaniss DL, Kistler SC, Isaacs AJ, Sederer LI, Essock 
SM. Training psychiatry residents in quality improvement: an integrated, year-long curricu-
lum. Acad Psychiatry. 2013;37:42–5.

 58. Ross DA, Travis MJ, Arbuckle MR. The future of psychiatry as clinical neuroscience: why not 
now? JAMA Psychiat. 2015;72:413–4.

 59. ACGME and ABPN.  The psychiatry milestone project. 2015. https://www.acgme.org/acg-
meweb/Portals/0/PDFs/Milestones/PsychiatryMilestones.pdf. Accessed 23 Nov 2016.

9 Unmet Needs in Psychiatry Training

https://doi.org/10.1002/14651858.CD004807.pub2
https://news.gallup.com/poll/248123/westhealth-gallup-us-healthcare-cost-crisis-report.aspx
https://news.gallup.com/poll/248123/westhealth-gallup-us-healthcare-cost-crisis-report.aspx
http://www.mentalhealthamerica.net/issues/prevention-and-early-intervention-mental-health
http://www.mentalhealthamerica.net/issues/prevention-and-early-intervention-mental-health
https://www.uems.eu/areas-of-expertise/cme-cpd
https://doi.org/10.1200/JCO.2003.01.044
https://doi.org/10.1200/JCO.2003.01.044
https://www.acgme.org/acgmeweb/Portals/0/PDFs/Milestones/PsychiatryMilestones.pdf
https://www.acgme.org/acgmeweb/Portals/0/PDFs/Milestones/PsychiatryMilestones.pdf


156

 60. DelVecchio Good M-J, Hannah SD. “Shattering culture”: perspectives on cultural competence 
and evidence-based practice in mental health services. Transcult Psychiatry. 2015;52:198–221.

 61. Office of the Surgeon General (US), Center for Mental Health Services (US), National 
Institute of Mental Health (US). Mental Health: culture, race, and ethnicity: a supplement to 
mental Health: a report of the surgeon general. Rockville: Substance Abuse and Mental Health 
Services Administration; 2001.

 62. Alegría M, Chatterji P, Wells K, Cao Z, Chen C, Takeuchi D, Jackson J, Meng X-L. Disparity 
in depression treatment among racial and ethnic minority populations in the United States. 
Psychiatr Serv. 2008;59:1264–72.

 63. The UN Refugee Agency. Figures at a Glance. 2019. https://www.unhcr.org/en-us/figures-at-
a-glance.html. Accessed 22 Jul 2019.

 64. Kronick R. Mental health of refugees and asylum seekers: assessment and intervention. Can J 
Psychiatry. 2018;63(5):290–96.

 65. Corral I, Johnson TL, Shelton PG, Glass O. Psychiatry resident training in cultural compe-
tence: an educator’s toolkit. Psychiatric Quarterly. 2017;88(2):295–306.

 66. Wylie L, Van Meyel R, Harder H, Sukhera J, Luc C, Ganjavi H,  Elfakhani M, Wardrop 
N. Assessing trauma in a transcultural context: challenges in mental health care with immi-
grants and refugees. Public Health Rev. 2018;39(1).

 67. Prabhu M, Baranoski M. Forensic mental health professionals in the immigration process. 
Psychiatr Clin North Am. 2012;35(4):929–46.

 68. DeBronkart D. The patient’s voice in the emerging era of participatory medicine. Innov Clin 
Educ Prog. 2018;53:350–60.

 69. Knowles MS, Holton EF, Swanson RA. The adult learner. 8th ed. Abington: Routledge; 2015.
 70. Tolks D, Schäfer C, Raupach T, et al. An introduction to the inverted/flipped classroom model 

in education and advanced training in medicine and in the healthcare professions. GMS J Med 
Educ. 2016;33:1–23.

 71. Harder B. Are MOOCs the future of medical education? BMJ. 2013;346:f2666.
 72. Morphet J, Hood K, Cant R, Baulch J, Gilbee A, Sandry K. Teaching teamwork: an evaluation 

of an interprofessional training ward placement for health care students. Adv Med Educ Pract. 
2014;5:197–204.

 73. Dias MC, Riese F, Tasman A. Curriculum development for psychiatric training. In: Fiorillo 
A, Volpe U, Bhugra D, editors. Psychiatry in practice: education, experience, and expertise. 
Oxford: Oxford University Press; 2016. p. 149–64.

M. R. Arbuckle et al.

https://www.unhcr.org/en-us/figures-at-a-glance.html
https://www.unhcr.org/en-us/figures-at-a-glance.html


157© Springer Nature Switzerland AG 2020
M. Pompili et al. (eds.), New Directions in Psychiatry, 
https://doi.org/10.1007/978-3-030-42637-8_10

H. Ryland (*) 
Department of Psychiatry, University of Oxford, Oxford, UK
e-mail: howard.ryland@psych.ox.ac.uk 

M. P. da Costa 
Hospital de Magalhães Lemos, Porto, Portugal 

Institute of Biomedical Sciences Abel Salazar (ICBAS), University of Porto, Porto, Portugal 

Unit for Social and Community Psychiatry (WHO Collaborating Centre for Mental Health 
Services Development), Queen Mary University of London, London, UK 

L. Baker 
Royal Navy, Institute of Naval Medicine, Alverstoke, UK
e-mail: lukebaker@doctors.org.uk 

H. Elkholy 
Neurology and Psychiatry Department, Faculty of Medicine, Ain Shams University,  
Cairo, Egypt
e-mail: h.elkholy@med.asu.edu.eg 

T. A. S. Melapi 
Psychiatry, University of the Witwatersrand, Johannesburg, South Africa 

M. P. Santos 
Center for Drug and Alcohol Research (CPAD), Federal University of Rio Grande do Sul 
(UFRGS), Porto Alegre, Rio Grande do Sul, Brazil 

R. Runciman 
General Adult Psychiatry, 2gether NHS Foundation Trust, Gloucester, UK
e-mail: r.runciman@nhs.net

10Unmet Needs During Residency Training 
Programmes in Psychiatry

Howard Ryland, Mariana Pinto da Costa, Luke Baker, 
Hussien Elkholy, Tando A. S. Melapi, Mariana Paim Santos, 
and Ross Runciman

10.1  Introduction

Training is essential to equip aspiring psychiatric specialists with the skills that they 
need to provide excellent care [1]. In many countries these skills are primarily 
acquired during dedicated postgraduate training programmes, which doctors enter 
following the completion of their undergraduate medical degrees [2]. These 
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programmes build on the knowledge and skills that doctors have already begun to 
accumulate during their undergraduate training [3]. Terms for defining participants 
of postgraduate training programmes vary around the world, with ‘resident’ com-
mon in North America, while other terms, such as ‘trainee’, ‘house officer’ and 
‘registrar’ are favoured elsewhere. For consistency, we will use the term resident 
throughout this chapter.

In this chapter we consider some of the challenges that residents in psychiatry face 
in their training programmes and outline the most important unmet needs. This will be 
achieved by examining the current literature and also through perspectives from dif-
ferent countries around the world. These vignettes aim to highlight the similarities and 
differences of the training experience in a range of settings. In addition to evidence 
from the literature, the chapter will also include the narrative experiences and personal 
reflections of the authors. It will explore the common themes that emerge and advance 
potential solutions, which may offer a chance to challenge some of these unmet needs. 
Although wider evidence and perspectives will be considered, we will focus on resi-
dents and early career psychiatrists’ views on their challenges and how they believe 
these could be addressed.

10.2  Education for Early Career Psychiatrists Across 
the World

There is a general consensus that a minimum of three years of postgraduate psychi-
atric training is required for a psychiatrist to be able to provide competent and effec-
tive care to patients with mental disorder [4]. This is in addition to a good quality 
psychiatric education during medical school, including both theoretical and practi-
cal exposure [5]. The World Psychiatric Association (WPA) has recently released a 
position statement on the basic qualities required in order to become a psychiatrist 
[6]. Nevertheless, psychiatric training varies significantly across the world and even 
within countries [7]. A joint survey by the World Health Organization (WHO) and 
WPA has found that 30% of the national partners of the WHO had no psychiatric 
training programme, all of which were low- and middle-income countries (LMIC) 
[2]. A more recent survey conducted by the WPA has found that 10% of the WPA’s 
member societies reported having only one year of psychiatric training and another 
30% of societies reported having less than three years of training [8]. A worldwide 
survey of medical students organised by the International Federation of Medical 
Students’ Associations (IFMSA) found that psychiatry is a mandatory part of the 
student curriculum in 81 countries, except Ethiopia and Nigeria [5]. The lack of 
expertise in psychiatric training, the limited resources dedicated to the training of 
mental health professionals and the lack of mental health policy in these countries 
have contributed to the shortage, or even absence, of trained mental health profes-
sionals [9]. Additionally, the brain drain caused by the emigration of qualified men-
tal health professionals from LMIC to high-income countries (HIC) only serves to 
exacerbate the problem [10, 11]. In this chapter we will focus on the unmet needs of 
residents in existing training programmes, however, we recognise that there is a 
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broader question from a global perspective about overall training capacity and the 
failure of the system to adequately train enough psychiatrists.

At a time of economic challenge, residents are concerned about wider resourcing 
issues for mental health, including the funding of training, the number of working 
hours and the pressure of the whole mental health workforce, creating a dysfunc-
tional environment affecting the quality of training [12]. To address these differ-
ences and challenges, some residents decide to migrate to another country in order 
to access better academic and employment opportunities, especially single women 
[10, 11, 13–16].

Notwithstanding these challenges, across the world there are several innovative 
opportunities that residents can benefit from. Many of these initiatives are led by 
residents themselves. One opportunity is represented by the Exchange Programme 
promoted by the European Federation of Psychiatric Trainees (EFPT), in which 
residents can do an exchange in other European country, experiencing a different 
training programme and mental health care system [17]. Another opportunity is the 
EFPT Porto Research Award, which recognises the best research conducted by a 
psychiatric resident, based on a donation of the Local Organizing Committee of the 
23th EFPT Porto Forum of 10,000€ to encourage psychiatric residents to conduct 
research in the upcoming years [18].

Despite the changes that have taken place in psychiatric practice in recent 
decades, much specialist training and continuous professional development (CPD) 
in Europe continues to be based on old-fashioned paradigms that do not fully equip 
the newly qualified specialist for contemporary practice as a competent clinician 
[19]. Several efforts have been made by national and international bodies to describe 
the gap between the training and practice of early career psychiatrists. In particular, 
the Early Career Psychiatrists’ Committees of the European Psychiatric Association 
(EPA) and of the WPA have carried out several surveys in different countries to 
identify the areas with the most significant educational needs, with recommenda-
tions about how to address such gaps. The areas identified include psychopathology, 
psychotherapy, prevention and early intervention, drug management and the treat-
ment of physical diseases in patients with mental disorders [8, 20, 21].

Early career psychiatrists have reported other difficulties in their training, includ-
ing the lack of practical knowledge to manage the transition phase from residency 
to independent practice, managing the risk of burnout, skills for dealing with the 
media, opportunities to be involved with professional and scientific societies and 
skills for handling difficult patients and colleagues [20, 22–24].

Recent debates about the future of psychiatry have questioned the role of psy-
chiatrists and the training that should be provided [25]. Undoubtedly the future will 
witness the increased usage of technology in clinical practice, including new for-
mats of care delivery, not yet envisioned [1, 26]. One suggestion is to have more 
joint collaborations with other specialties and professionals which can benefit the 
discipline, its professionals and the care provided to patients [27].

The size of the WPA’s Early Career Psychiatrists Section has noticeably increased 
in recent years, having members in all the continents of the world. It offers several 
opportunities for early career psychiatrists across the world to meet, supported by 
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the WPA. There are travel fellowships to attend the WPA Congress, a dedicated 
conference track for ECPs, and innovative sessions using technology (such as the 
WPA 3 min Competition and, more recently, the Digital Interactive Theater).

10.3  Europe

This first vignette will explore training across a whole continental region. While 
there are significant variations between individual countries within the region, there 
are also several political, professional and scientific organisations concerned with 
training operating at a European level.

10.3.1  Landscape

There are a number of definitions of what Europe pertains to. Various political and 
health organisations categorise Europe differently in terms of the areas and nations 
included. The WHO provides a definition that stretches to the Caucasus, across 
Siberia and includes Israel [28]. The European Union (EU) is an evolving political 
and trading bloc, which includes within it and incorporates nearby countries, a 
range of economic and political entities, such as the Eurozone and the Schengen 
Area [29].

A number of supranational organisations exist within this complex framework 
that have particular relevance for training in psychiatry. The EFPT is an umbrella 
association for national resident associations from more than 30 European countries 
[30]. The Union Européenne des Médecins Spécialistes (UEMS) Section of 
Psychiatry aims to ‘promote the highest standard of care for people who are affected 
by mental health problems in Europe through postgraduate training and continuing 
medical education of psychiatrists’ [31]. The European Psychiatric Association 
(EPA) is the major scientific society for psychiatrists and its ‘activities address the 
interest of psychiatrists in academic research and practice throughout all stages of 
career development’ [32]. These organisations work together to address problems in 
training programmes by advocating for improvements, including the harmonisation 
of training throughout Europe [33]. Recently an initiative has been established to 
examine this issue in more detail, called the Task Force for Education in European 
Psychiatry [34].

10.3.2  Challenges

The EFPT conducts an annual survey, which collects information about the situa-
tion of training in psychiatry in its member countries. This has now been running for 
a number of years, providing a rich longitudinal picture of training and its evolution 
across the continent. The results have demonstrated that the basic parameters of 
training programmes vary considerably between countries and sometimes even 
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within countries. The length of residency varies from just two years to a maximum 
of six years for a single specialty, although in countries where dual training is pos-
sible, this can be even longer [35]. In the European Union, the length of training 
varies from four years, up to seven years [36]. This is in line with the minimum 
duration of training required for professional certification to be recognised within 
the EU [37]. In several countries training is not standardised nationally, which can 
make it difficult to get a unified picture of residents’ experiences [13]. Other con-
cerns identified by residents include problems in certain countries in gaining access 
to training programmes and financial problems resulting from salary limitations.

The EPA issued a guidance paper in 2014 on postgraduate psychiatric training in 
Europe, reviewing the available literature. The limited information published at that 
time reflected a broad variation in training programme structures, quality assurance 
mechanisms and levels of satisfaction with the experience of training. It goes on to 
review the curricula in six northern and western European countries, comparing the 
length of training, compulsory elements of training and assessment structure. The 
authors recommend that information about curricula in European countries should 
be more freely available to aid comparison between them. The authors advocate that 
training should be harmonised across Europe and suggest that a European level 
examination in psychiatry might help to drive improvement [38].

The UEMS Section of Psychiatry has produced guidelines on training require-
ments for the speciality of psychiatry, based on the charter on training of medical 
specialists in the EU [39]. These set out minimum expectations for training, for 
example, that residents should receive at least one hour of personal supervision each 
week. They recommend that training should be a minimum of five years full time 
equivalent and should be possible to complete by working less than full time.

In collaboration with EFPT, the UEMS Section of Psychiatry developed a practi-
cal tool to establish the level of compliance with these standards on the ground, 
called Test Your Own Training (TYOT). This is a freely available web platform that 
residents can complete on the EFPT or UEMS Section of Psychiatry website [40]. 
Participants complete 27 questions related to different aspects of the guidelines. The 
programme generates a total final score and the participants receive instant feedback 
on whether their answers meet the guidelines.

An analysis of the preliminary data showed that compliance with the guidelines 
is poor. The mean overall score was just 42% for 77 respondents from 27 countries. 
Just less than half of residents received a copy of the relevant national guidelines at 
the start of training, while another large proportion reported knowing that such 
guidelines existed. This reduced significantly for the European guidelines, with the 
majority having no idea of the existence of such a document. Almost half of respon-
dents stated that they did not have the option to complete training less than full time. 
Over half reported problems accessing psychotherapy training during working 
hours as part of the curriculum. One in four described paying for mandatory parts of 
training themselves. The particularly problematic issues identified by the respon-
dents were that training needs were subordinated to service demands (71%), feeling 
unsafe in the working environment (30%), staying in unacceptable hospital accom-
modation (21%) and feeling punished for seeking help when unwell (16%) [41].
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Research conducted with residents has showed that the main concerns in Europe 
are related to the discrepancies between the stated national programme and the lived 
experience of residents, especially around delivery of specific training opportuni-
ties, access to psychotherapy training and research experience [42, 43]. Levels of 
recruitment into psychiatry, inadequate working conditions, access to information, 
access to research opportunities and training are amongst the key areas where resi-
dents identify that their needs remain unmet [1, 44–46].

10.3.3  Potential Solutions

EFPT and the UEMS Section of Psychiatry both advocate that any effective 
improvement in the residency programmes in Europe should involve the residents 
themselves. EFPT publishes a series of statements, which are reviewed and updated 
annually. These statements provide a consensus view about issues that are important 
to residents. Many pertain to the quality of training itself and the experience of resi-
dents [47].

One solution that has been repeatedly advanced is harmonisation of training 
across Europe, to ensure that all training programmes meet similar minimum stan-
dards [33]. An examination has been postulated as one way that this could be imple-
mented. This has been effectively utilised in over 30 other specialties and is being 
considered by the UEMS Section of Psychiatry [48]. An exam may help to push up 
standards and promote free movement of psychiatrists, although if implemented 
badly, it may risk creating an additional burden for residents [49].

From the residents’ perspective, harmonisation of curricula is perhaps less impor-
tant than ensuring more consistent and effective quality assurance of training [50]. 
The results from TYOT suggest that there is often a significant gap between theory 
and reality. Aspirational guidelines are therefore not enough and robust inspection of 
compliance with regulations, with requirements for rapid rectification of any deficits, 
are essential. One component of this is ensuring a high quality of supervision [51, 
52]. As well as ensuring that supervision takes place as expected, it is also important 
that supervisors are adequately trained and supported in their roles [53, 54].

Working conditions, including salaries and working hours, are one obvious target 
for improvement [55]. These aspects can remain closely linked with the overall eco-
nomic prosperity and labour regulations of the respective country; however, improve-
ments can frequently be achieved with small changes developed in collaboration 
with residents [44]. Aspects that are particularly amenable to improvement are 
around the health and safety of residents [56]. Flexible training for residents with 
family or other caring responsibilities would also support a better quality of life [57].

Equitable access to training opportunities is another important target for 
improvement. EFPT recommends that residents should have access to a full range 
of clinical placements, including in community settings and in a variety of psychi-
atric specialties, such as child and adolescent psychiatry and old age psychiatry. 
The UEMS Section of Psychiatry guidelines recommend a minimum of 120 hours 
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of theoretical teaching in psychotherapy and 100 hours of supervision [39]. There 
should also be adequate opportunities to gain training and experience in research, 
with EFPT stating that all residents should have a ‘basic knowledge of research 
methodologies’ [47].

10.4  United Kingdom

This second vignette considers the situation within one constituent country within 
the European region, looking at how the issues discussed above play out in a national 
context. It also considers specific issues affecting training and practice for residents 
in the country itself.

10.4.1  Landscape

There are 33 medical schools, with licences to award UK medical degrees from the 
General Medical Council (GMC) in the UK [58]. Recent studies have highlighted 
that 80% of UK medical students come from only 20% of UK schools and that these 
were more likely to be from selected schools [59]. There have therefore been widen-
ing participation schemes set up within the UK to encourage more students from 
disadvantaged backgrounds to enter medical school.

The basic process for becoming a consultant psychiatrist in the UK is detailed in 
the below Fig. 10.1:

10.4.2  Challenges

Psychiatry has struggled for a long time to recruit enough residents [60]. This has 
led some to characterise psychiatry as a ‘recruiting, not a selecting, specialty’ [61]. 
Medical students cite concerns around prognosis of patients, worries about a lack of 
scientific basis and a lack of evidence around diagnosis [62].

Paralleled with recruitment struggles are retention difficulties [63]. Doctors have 
also cited the poor public image of psychiatry, a lack of respect from other speciali-
ties, a lack of resources and work-related stress.

Some doctors feel that training is threatened by credentialing, a process whereby 
additional training in discrete areas of practice can be obtained outside of standard 
training programmes. The British Medical Association (BMA) sees this process as a 
risk to high-quality structured speciality training [64], whereas the GMC sees this as 
complementary to existing training curricula [65].

Furthermore, some doctors see the recruitment of  physician associates as another 
threat to training and doctor numbers; with the BMA raising concerns about who 
will supervise these new healthcare professionals and the clinical governance of 
their practice [66].
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Finally, although a problem for all junior doctors, tuition fees for UK Universities 
rose to £9000 a year in 2012. This means that UK medical students can expect on 
average to have debts from fees and accommodation on graduation of £64,000, 
according to the government’s own figures [67], which would take them years to 
pay from their junior doctors’ salary.

Complete A-levels.

Apply to medical school.

Sit an admissions test.

Gain admission to medical school. (Standard entry,
graduate entry, medicine with preliminary year or
medicine with a gateway year are all options). 

Complete two Foundation Years as a doctor.

Apply to psychiatry through a national recruitment system
and sit a mutispecialty exam plus an interview (the top
candidates at exam do not need to have an interview). 

Complete three years of core psychiatry training 
and complete the MRCPsych (two written 

papers and one clinical exam).

Apply for a further three years of higher psychiatry training in
general adult, older adult, child and adolescent,

intellectual disabilty, forensic or medical psychotherapy.  

Apply for Certificate of Completion of Training and 
apply for consultant jobs.

Fig. 10.1 UK journey to 
become a psychiatrist
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10.4.3  Possible Solutions

The Royal College of Psychiatrists launched its ‘Choose Psychiatry’ campaign in 
2017 which aims to increase recruitment into psychiatry by targeting medical stu-
dents. This varied programme has connected to medical student psychiatry groups 
across the UK, attended careers fairs and launched publicity campaigns, including 
short films illustrating the role of the psychiatrist. In 2018 recruitment to core psy-
chiatry training was up by a third [68].

In 2017, psychiatry residents themselves strove to improve the quality of training 
with the report ‘Supported and Valued?’ which brought together data collected from 
11 regional focus groups of residents, and was followed by a national survey [69]. 
This document provided core recommendations, such as regular supervision and 
protected teaching time, as well as desired recommendations such as greater career 
autonomy and enhanced junior doctor forums. This document was published and 
has been promoted widely.

Run-through child and adolescent psychiatry training, which is a 6-year pro-
gramme, was first piloted for posts beginning in 2018 and continues in 2019 [70]. 
Competition  for the first year was fierce, with 94 applicants for 11 posts. This fol-
lows the recommendations for run through training made by the Centre for 
Workforce Intelligence, which was commissioned by the UK Government in 2014 
to analyse how to meet the demand for psychiatrists in the UK [71].

Furthermore, since 2018, applicants to Core Training can bypass the inter-
view process if they achieve a certain score in the Specialty Recruitment 
Assessment, which involves questions on professional dilemmas and clinical 
problems [70].

In more general measures, the government announced in 2018 that there 
would be 1500 additional medical student places at five new medical schools, 
as well as adding to numbers at existing establishments [72]. These new stu-
dent places will prioritise recruitment into areas where there are doctor short-
ages or in certain specialities. Increasing numbers of medical students may 
well benefit psychiatry in the long run.

The GMC is endeavouring to make the UK doctor workforce more flexible and, 
as part of this, enable more doctors to switch between specialities [73]. To achieve 
this the GMC introduced the Generic Professional Capabilities framework which 
delineates the skills of the doctor through nine domains, seven of which would 
apply to any doctor, with specialist skills in the remaining two areas [74]. Doctors 
in other specialities may more easily retrain as psychiatrists in the future.

10.5  Training in Brazil

The third vignette focuses on training within the largest country in South America, 
the Federal Republic of Brazil.
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10.5.1  Landscape

In Brazil there is a lack of electronic information about psychiatric training pro-
grammes. In fact, most services do not have a website providing information about 
the curriculum [75].

In Brazil, the residency programme in psychiatry lasts for three years [76]. In the 
first year the resident is placed in a psychiatric hospital, where they will care for the 
most seriously unwell patients in inpatient wards. Some services are provided in 
psychiatric beds located within general hospitals and others are in stand-alone psy-
chiatric hospitals. Residents complete theoretical classes and present clinical cases, 
alongside their practical duties. The medical residency programme is considered the 
best form of training and expertise in the country. The Council of Medical Residency 
of the Brazilian Psychiatric Association (ABP) recommends a training distribution of 
10–20% for theoretical assignment and 80–90% for supervised clinical practice [77].

Adult psychiatry residents treat a range of patients and conditions during the first 
year, including both female and male patients, adults, children and adolescents, as 
well as patients with substance use disorders. Also in the first year, residents do 
internships in neurology and emergency psychiatry. In the second and third year, 
residents will have supervised exposure to patients in an outpatient setting. Here, a 
wide range of patients will be seen, including those with diagnoses of mood disor-
ders, schizophrenia, eating disorders and substance use disorders. Additionally, 
residents will provide liaison services for other specialties in the general hospital. In 
the third year residents also offer individual psychotherapy and group therapy and 
work on psychogeriatric and forensic units [78].

An optional fourth year allows residents to further specialise in areas such as 
child and adolescent psychiatry, forensic psychiatry, psychogeriatrics, addictions, 
sleep medicine or psychotherapy.

10.5.2  Challenges

In Brazil, not all residency programmes provide comprehensive training in psycho-
therapy. In the southern part of Brazil, the focus of most psychiatric services is on 
psychodynamic psychotherapy, due to the influence of psychoanalysis from neigh-
bouring Argentina. Many residency programmes lack a more comprehensive over-
view of psychotherapeutic modalities, resulting in many residents taking additional 
courses in order to improve their psychotherapeutic skills.

The use of simulation as a method to learn about managing complex cases is 
often neglected during residency training. Role-plays can help to internalise learn-
ing of both clinical and psychotherapeutic management [79].

Possibly the greatest challenge in Brazil is the disparity between what is learnt 
from the academic literature and the precarious nature of the Brazilian mental health 
infrastructure [80]. For example, it may be that the best medication for a particular 
patient is too expensive, so the professional is obliged to adapt the management plan 
accordingly.
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10.5.3  Possible Solutions

One solution is to identify how gaps in training might be filled through other institu-
tions. For example, attending scientific activities such as lectures, conferences and 
participating in an association in the local region are ways to improve academic 
knowledge. An example of an association in Brazil is the Núcleo de Psiquiatras em 
Formação da Associação de Psiquiatria do Rio Grande do Sul, located in the south-
ernmost state of Brazil [23]. Created in 1988, it is an association that facilitates 
collaboration between residents from different services; it develops scientific activi-
ties as a way to complement and fill the gaps in residents’ places of education. One 
of the activities involves the presentation of clinical cases by one medical resident 
and comments from psychiatrists from other services, as a way of gaining an under-
standing of different approaches. Another activity is the discussion of a film. Such 
‘cinemeducation’ helps the learning process by increasing empathy in the doctor-
patient relationship [81].

It is important for those completing the programme to leave psychiatric residency 
with competency not only in cognitive-behavioral therapy (CBT) and psychody-
namic psychotherapy, but also of specialist therapies, such as dialectic behavioural 
therapy, interpersonal therapy, systemic and family therapy. Therefore, efforts should 
be made to provide access to such training opportunities. The search for other pos-
sible solutions to make up for the deficits in formal education are essential to keep 
residents updated so that they can help their patients more effectively.

10.6  Africa

The fourth and fifth vignettes are from opposite ends of the African continent, com-
paring and contrasting the experiences of training in South Africa in the south and 
Egypt in the north.

10.7  South Africa

10.7.1  Landscape

South Africa has the highest number of psychiatrists in the Southern Africa region, 
with over 700 psychiatrists registered with the Health Professionals Council of 
South Africa (HPCSA) in 2012 [82]. South Africa also has one of the highest num-
ber of psychiatrist graduates per year in the region, with 27 psychiatrists graduating 
per year for the decade up to 2015 [83]. This makes the country’s training pro-
grammes important not only for psychiatric care in the country, but also in the 
region as a whole.

South Africa currently has eight medical schools that offer specialist training in 
psychiatry [84]. Psychiatric residents register with one of these medical schools but 
are employed and work at Department of Health (DOH) hospitals during their 
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training. At these hospitals, they will be supervised by specialists, also employed by 
the DOH, with respect to academic, clinical and research needs. These specialist 
psychiatrists, together with residents, are joint appointees between a university and 
a hospital where they are employed. This means that although they are employed by 
a government hospital, they also provide academic input to a university. This aca-
demic input includes attending to all the academic needs of the residents, including 
research supervision, teaching and clinical supervision.

Although universities provide the training of psychiatrists, the College of 
Psychiatrists examines and provides the required qualification for psychiatrists 
[84]. The College of Psychiatrists sets the curriculum, decides on training require-
ments and administers examinations [85]. In order to become registered as a psy-
chiatrist, candidates must pass a College of Psychiatrists’ entry examination, 
complete four  years of training as a psychiatric registrar, pass the College of 
Psychiatrists’ final examinations and complete a master’s research project. During 
the four years of training, they must complete the forensic and child psychiatry 
rotations, in addition to general psychiatry. Psychotherapy training is also manda-
tory during training.

South Africa’s College of Psychiatrists offers four subspecialty qualifications, 
namely child, forensic, geriatric and neuropsychiatry. Training in a subspecialty 
requires further two years of training time in a relevant department and successfully 
completing an exit examination.

10.7.2  Challenges

One of the main challenges that psychiatry residents face in South Africa is the 
quality of the available resources, both human and non-human. Medical schools are 
distributed throughout various parts of South Africa. As a result, there is a signifi-
cant discrepancy in distribution of psychiatrists across the country, with urban areas 
having a much higher density of psychiatrists than the rural areas [82]. There were 
seven psychiatrists in rural facilities across South Africa in 2014; this translates to 
2% of all psychiatrists in the public sector. Rural provinces, like Eastern Cape and 
Limpopo (each with one medical school) have very few psychiatrists compared to 
provinces with big cities like Western Cape and Gauteng. There are certain training 
hospitals, affiliated to some of the training universities, that may have one or no 
psychiatrist. Residents then depend on psychiatrists that are based at geographically 
distant hospitals to assist with tuition and supervision. Most of the time residents 
continue to work with little or no supervision. The centres with fewer specialist 
psychiatrists also have limited capacity to supervise residents with research work. 
They are also poorly resourced with respect to equipment and, sometimes, medica-
tion availability. This leads to residents often conducting research with little or no 
guidance. As a result, the specialist requirements may not be fulfilled within the 
allocated 4 years of training. Some residents may complete the time allotted for the 
training programme, but have to leave the training post and try to complete the 
examinations at a later stage. Many leave to pursue other careers, without ever 
becoming psychiatrists.
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Another challenge that psychiatric residents face is a large and increasing clini-
cal burden. Over and above the academic requirements upon them, residents are 
expected to offer and prioritise service delivery in the public sector in government 
hospitals where they are employed and receive their salaries. Psychiatric residents 
make up more than half of doctors employed by the government in psychiatry, serv-
ing the majority of the country’s population. Often, they find themselves, doing only 
clinical work during official working hours, while academic work is done after 
hours, on weekends and during leave. This results in many residents not meeting the 
necessary academic requirements, burning out and dropping out of the programme. 
In other cases, residents complete the programme and become specialists, but feel 
ill-prepared for the task of being a psychiatrist.

A further challenge that residents face is the discrepancy between training and 
expected practice as a psychiatrist. Although psychiatric training is geared towards 
preparation to manage psychiatric disorders adequately, it does not train residents 
for psychiatric practice overall. Besides managing psychiatric disorders, psychiatric 
practice requires patients’ advocacy, community education and mobilisation, health 
system management and leadership skills.

Importantly, currently there is very little, if any, training in the use of technology 
or social media during the psychiatric training programme. Thus, recently-qualified 
early career psychiatrists are ill-equipped to face the challenges that the digital age 
brings. As patients become more familiar with social media and technology, the 
onus falls upon the psychiatric residents to equip themselves for the changing land-
scape of technology. In fact, the College of Psychiatrists in South Africa does not 
require any training in electronics or leadership as part of training to become a 
psychiatrist [85].

Lastly, South Africa is a large and diverse country. Not only is there an uneven 
spread of resources, there is also an uneven presentation of pathology. People who 
train in one centre may therefore be more exposed to managing substance use dis-
orders, while others trained in a different location may have far less experience in 
psychiatric presentations related to substance use.

10.7.3  Possible Solutions

Given the several challenges, some of which were highlighted above, possible solu-
tions are necessarily varied. One major solution is a deliberate, concerted introduc-
tion of digitalisation of psychiatric training and practice. The possible benefits for 
psychiatry are multiple. Academic teaching, research and clinical supervision can 
all be done through tele-psychiatry. Thus, skills and personnel that are not physi-
cally available in the vicinity of training centres can easily reach residents, thus 
improving the quality of their training, despite resource limitation. In addition, psy-
chiatric residents will become early career psychiatrists that are more familiar  with 
the digital world that they practice psychiatry in.

Another aspect of psychiatric practice that needs attention is the joint  appointment 
between universities and DOH.  Residents need uniform, adequate and protected 
academic time within their regular employment. For residents to achieve the 
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expected academic outputs, the necessary academic resources need to be provided. 
Not only will the protection of academic time lead to better academic outputs, but 
will also help in preventing burnout and reducing drop-out rates [86]. It is important 
to clarify the relationship between the Departments of Higher Education and Health 
in overseeing the employment and training of residents who are joint appointees. 
This should aim to prevent such residents being subject to the changing demands of 
such an environment and provide greater consistency.

10.8  Egypt

10.8.1  Landscape

Postgraduate training in medicine in Egypt, including psychiatry, takes place under 
two systems: the academic system, offered by universities, and the Fellowship of 
the Egyptian Board programme, through the Ministry of Health. The academic sys-
tem leads to a scientific degree at master’s, and subsequently at the higher doctoral  
level, through both clinical and research training activities. The procedures of the 
academic system are regulated by the higher education Unified Law No. 49 (1972) 
and each university has also additional regulations. In general, postgraduate stu-
dents must attend a certain percentage of the practical activities and lectures, under-
going continuous assessment, usually comprising written, practical and clinical 
parts leading to summative final exams. Students registered for masters’ or doctoral 
degrees must also write and defend a research thesis. This is obligatory for residents 
in university hospitals, especially if they expect to continue as academics in their 
universities. Doctors who do not work in universities also choose to pursue this 
training pathway due to its high quality and in order to gain a scientific degree. On 
the other hand, the fellowship system is mainly clinically focused, and assessment 
is primarily of participants’ clinical skills and knowledge [87].

There is no unified training across different universities. Each university has its 
own programme and regulations. When it comes to psychiatry training, the most 
prominent difference is that some universities have comprehensive psychiatry and 
neurology training during residency, integrated within a single department (e.g., 
Ain Shams University Neurology and Psychiatry Department). This means that 
residents have to spend half their training in the neurology unit, gaining further 
knowledge of neurological history and clinical examination, the biological aspects 
of disorders, managing medical problems and reviewing critical cases. This cross-
training is considered an advantage in light of recent calls to acknowledge the 
overlap between neurology, psychiatry and neuroscience. Advocates have sug-
gested revising the length of neuropsychiatry training for psychiatry residents [88, 
89]. In other universities, the psychiatry department is now separate from neurol-
ogy and acts as an individual silo. Thus, neurology training is less extensive, with 
more time and focus given to social aspects and psychotherapy. These are ade-
quately covered in the merged system as well, but over a shorter period.
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For years, university training was the gold standard and was pursued by doctors 
from both the Ministry of Health and private practice. However, this system is not 
suitable for those who do not want to work in research or prepare a thesis as part of 
their scientific degrees. Those who wish to be recognised as psychiatric specialists, 
but prefer to undertake training that is more clinically orientated are able to pursue 
the fellowship pathway. There are two fellowship pathways that can be pursued in 
Egypt. The first is the fellowship of the Egyptian Board of Psychiatry. The Psychiatry 
Board requires four years of supervised training that must be conducted in accred-
ited hospitals before sitting the final examination. Psychiatry residents have to 
spend their training period in general psychiatry, child psychiatry, old age psychia-
try and emergency psychiatry. Addictions and other psychiatric specialty place-
ments can also be completed according to the availability of services. Rotations 
between services are flexible and candidates may start in general adult psychiatry 
and then rotate to the other specialties, according to service needs and availability 
[90]. The second is the fellowship of the Arab Board of Psychiatry. Training sys-
tems, even the language of training, varies across Middle Eastern and Arabic coun-
tries. The Arab Board qualifies psychiatrists to be recognised in several countries in 
the region. The duration of clinical training is four years. During the first year, the 
resident must possess enough experience and qualifications to take the first part of 
the examination. The resident must be given priority to train in general psychiatry 
(18 months at least) and to develop experience in diagnosing and treating acute and 
chronic cases. The resident should attend educational meetings and related seminars 
every week. In the following years, the resident must gain more skills in general 
psychiatry and other specialist areas of psychiatry (such as child and adolescent 
psychiatry, old age psychiatry, alcohol and substance abuse, etc.) [91].

It is also noteworthy that some postgraduate students would prefer to pursue an 
international qualification like the Membership of the Royal College of Psychiatrists 
(MRCPsych) or the Fellowship of the Royal Australian and New Zealand College 
of Psychiatrists (FRANZCP) [92, 93]. However, those students mostly plan to work 
and train abroad or even to migrate permanently.

10.8.2  Challenges

Psychiatric training in Egypt shares many challenges with other countries. The 
main issue seems to be the lack of unified training amongst universities in the 
academic pathway. Thus, despite being overall of a similar quality, the training of 
residents varies across the country. This is more evident when comparing training 
in psychiatry departments that are incorporated with neurology to the stand-alone 
ones. While all medical schools adapt the biopsychosocial model, some schools 
are more biologically oriented and others are more focused on social and psycho-
logical aspects.

Another major challenge is that trainers are busy with service provision due to 
the low number of mental health professionals. They have to cover the gap between 
service and demand, which leaves little time to provide training. However, this also 
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has a positive side, as it allows for more ‘hands-on’ training in real life situations 
through shadowing senior colleagues.

Residents themselves have a similar situation, often being preoccupied with ser-
vice provision. Most of the lectures and structured training sessions take place dur-
ing working hours, while residents are already involved in other activities. With 
such a workload, burnout is a risk for both trainers and residents, which aggravates 
the problem.

As a LMIC, the cost of training is another point that many residents worry about. 
With many residents having to cover the costs of training out of their own pockets, 
this is not an easy task. One of the major challenges noted in Egypt is stigma. Many 
residents avoid choosing psychiatry as a career due to the negative attitudes 
expressed by their families, colleagues and even patients.

Residents have reported feeling unsatisfied with their psychotherapy training and 
highlight that it needs more standardisation and supervision. This differs between 
different training centres, but overall psychotherapy training needs to be revised. A 
similar issue is noted with forensic psychiatry training, which is limited only to 
certain hospitals.

Finally, research skills training is limited mainly to the academic pathway. 
Indeed, while research skills and critical appraisals appear in all training curricula, 
it is only in the academic pathway that residents are required to defend a thesis, 
where practical research training is mandatory.

10.8.3  Possible Solutions

One possible approach is to revise different curricula and address the real needs of 
residents, while trying to reach a unified training programme. Flexible training 
hours and schedules should be considered, while protected hours for scientific activ-
ities and research should be implemented and enforced in all workplaces. This also 
applies for trainers, who should have protected hours devoted to meeting residents, 
responding to their queries and providing support and advice. On the other hand, 
resilience training and peer support might help decrease burn out symptoms and 
help residents stay motivated.

In order to overcome the low number of mental health professionals and increase 
the number of medical students choosing psychiatry, combating stigma by ongoing 
campaigns that start amongst undergraduates are needed. Also, campaigns should 
target the negative attitude amongst other medical specialities and families of doc-
tors [94].

Another solution for the low number of mental health professionals is the train-
ing of primary health care physicians to help bridge the service gap and allow more 
time for better training and service delivery.

Addressing the concerns of residents, those responsible for overseeing training 
programmes might want to consider standardisation of psychotherapy training across 
the country, make arrangement to ensure that all residents receive at least a basic 
training in forensic psychiatry and incorporate research skills in to all training 
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programmes. This will help them develop critical appraisal skills and the ability to 
differentiate good research when engaging with continuing professional development.

10.9  Discussion

The five vignettes presented in this chapter aim to give an overview of some of the 
unmet needs for psychiatric residents in diverse parts of the world. It does not pro-
vide a comprehensive insight in to all global regions, but hopefully provides a rea-
sonable barometer of the challenges faced. The literature was highly variable, with 
some areas rich in published data, while others have very limited record of formal 
enquiry in this subject.

10.9.1  Common Themes

Across the world psychiatric residents face many similar challenges. Despite the 
wide variation in the resources available, residents from many different settings 
identify pressure on the clinical service as an issue. High demand, sometimes cou-
pled with unsupportive administrative structures, create a tension between service 
provision and training. This can mean that protected time for learning is either non-
existent or subordinated to the needs of the service. In some countries this can lead 
to residents struggling to acquire the necessary competencies in the allocated time-
frame. Linked to these pressures, working conditions are often sub-optimal for resi-
dents, with low pay, inadequate supervision and poor work/life balance frequent 
concerns. Consequently, residents are at risk of experiencing burnout before they 
have even graduated as specialists [95].

Another significant area for concern is the availability and quality of training in 
particular domains. Commonly cited areas are neurology and psychotherapy, as 
well as a variety of sub-specialties of psychiatry, such as forensics and addiction  
medicine. Others pinpoint non-clinical skills, such as research and leadership as 
being inadequately catered for within certain training programmes [25].

Stigma against the profession remains a serious issue in many countries. This can 
act as a deterrent to students choosing to pursue psychiatry. Recruitment problems 
can then exacerbate the workforce crisis, putting even greater pressure on residents 
to prioritise service provision over training [94].

10.9.2  Contrasts

Despite the many similarities in residents’ experiences globally, a number of differ-
ences persist. One key issue is the degree of standardisation in training within and 
between countries. In several countries, residents may have completely different 
opportunities depending on where they train or which pathway they choose to 
undertake. While such variability may have advantages for some, by providing 
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options to tailor training to the individual resident, it risks creating psychiatric spe-
cialists with uneven and incomparable qualifications [38].

The vignettes above draw on the experiences of countries and regions with highly 
variable resources. The experience of training is highly dependent on these 
resources, which can determine burden of clinical work, availability of formal train-
ing and have significant ramifications for the quality of life of residents.

Another discrepancy is the varying attitudes to the role of other professional 
groups. In some settings other professional groups are perceived to be vital 
allies, who offer the potential to reduce the clinical burden on residents, freeing 
them up to focus on their training needs. At the other end of the spectrum, new 
roles for allied professionals are seen as encroaching on the territory of resi-
dents, threatening to reduce the opportunities they have for training. This ten-
sion highlights differing perspectives on the fundamental role of the 
psychiatrist [96].

10.10  Conclusions

Given the many challenges and unmet needs identified by residents, solutions are 
urgently needed to improve the experience of training. This is particularly important 
in light of the workforce recruitment problems that pose considerable threats to the 
quality of patient care [97].

The obvious solution requires the provision of more resources for the training 
and support of residents. These could be directed to ensuring that residents have 
protected time to train and to safeguard the working conditions of trainees. 
Additional support for trainers is also essential, so that they have the necessary time 
and training themselves to provide adequate supervision [98].

The use of enhanced pedagogical and technological approaches can also sup-
port better training in psychiatry. Newer techniques, such as simulation and the 
use of the humanities in teaching, can be used to give residents a richer and 
more rounded experience of training. Telepsychiatry can be used to bridge the 
gap that geography imposes on residents training further away from established 
academic centres [25].

Greater harmonisation of training across regions offers the opportunity to drive 
up standards and reduce variability in the training experience. Careful thought must 
be given to how a comprehensive education can be provided that covers the full 
range of skills that a fully qualified specialist needs to practice effectively. Robust 
quality assurance mechanisms need to be in place to ensure that such standards are 
actually implemented on the ground in a sustainable way [39].

Finally, for solutions to stand a chance of success, they must involve residents 
themselves. There has been a burgeoning number of organised associations of resi-
dents at all levels, from local areas, up to the global scale [23]. Those responsible 
for designing and delivering training schemes are recommended to work with such 
organisations, as well as eliciting input from residents locally.
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11Unmet Needs in Youth Mental Health: 
Transforming Models of Care to Improve 
Outcomes

Patrick D. McGorry and Cristina Mei

11.1  Introduction

Mental health is a key health issue faced by young people globally. Mental disorders 
are a leading contributor to the total burden of disease for 10–24 year olds [1] and 
are considered the “chronic diseases of the young” [2] due to their pattern of onset 
and major impact. The majority (75%) of mental disorders emerge prior to 24 years 
of age, with the number of new cases peaking in late adolescence and early adult-
hood [3]. This peak period of onset coincides with a major life event: the transition 
from adolescence to adulthood. This is a time of significant personal growth and 
potential that can shape an individual’s life trajectory. The ramifications of experi-
encing a mental disorder during this developmental period can be immense and 
include poor social functioning, reduced educational and vocational attainment, and 
financial insecurity [4, 5]. The lost productivity often associated with mental illness, 
reflecting lower employment, absenteeism, presenteeism, and premature death, 
places a large burden on the community. In Australia alone, the annual financial cost 
of mental illness in young people is estimated between $6.29 and $10.6 billion [6, 7].

Despite these devastating impacts, the treatment gap for mental illness is over-
whelmingly high [8]. This is most apparent in young people who, despite demon-
strating the highest incidence, prevalence, and burden of mental illness, have the 
poorest access to mental health care [9]. In recognition of this, transformational 
reform of mental health services to improve the care of young people has occurred, 
although mostly in developed nations, with positive results [10]. In this chapter, we 
outline these promising service innovations and highlight how youth models of care 
can be further strengthened.
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11.2  The Need for Youth Mental Health Service Reform

Young people’s poor access to mental health services reflects a number of indi-
vidual and structural barriers related to the design of mental health services and 
young people’s help-seeking behaviours. Seeking help for a mental disorder can 
be a challenging and complex process for young people. They are often reluctant 
to seek help, which can stem from a range of beliefs such as wanting to solve 
their own problems, perceived stigma of mental illness, negative attitudes towards 
services, and confidentiality concerns [11]. Initially, young people are likely to 
seek informal help through family or friends [12]. The first contact with profes-
sional help is most likely to occur via primary health care services, namely gen-
eral practice [13]. However, the culture of these settings and their focus on 
physical health can make them unsuitable for young people with mental health 
problems who are often reluctant to disclose emotional problems to general prac-
titioners [11].

The poor resourcing and design of the specialist mental health system also forms 
a critical barrier to care for young people. Child and adolescent services, with their 
focus on the needs of young children, are better placed to manage disorders that 
typically emerge pre-puberty (e.g., ADHD, conduct disorder, and developmental 
disorders) than adult-type disorders that begin to emerge during adolescence (e.g., 
mood, psychotic, substance use, and personality disorders). Although many child 
and adolescent services have extended their eligibility criteria to include adoles-
cents as old as 18 years, they are often ill equipped to manage older adolescents, 
particularly those with severe presentations. Adult mental health services are simi-
larly unsuitable for this population, as they are not designed to meet the clinical, 
developmental, and cultural needs of young people with emerging mental illness. 
With a predominant focus on middle-aged patients with severe and persistent psy-
chotic disorders, adult services fail to cater for the large proportion of young adults 
with less severe non-psychotic disorders [5]. Young people with emerging or sub-
threshold mental health symptoms, who equally require expert care, are a further 
subgroup disadvantaged by the design of adult mental health services. This clinical 
group typically presents with insufficient symptom specificity and intensity to meet 
adult-type diagnostic criteria, making them ineligible for adult services and essen-
tially locking them out of community-based care.

The adoption of a paediatric-adult model of care for mental health is a serious 
design flaw. The arbitrary split at 18 years of age coincides with the age range where 
the incidence of new cases of mental illness peaks. This creates major service dis-
continuity for the substantial proportion of young people who require ongoing care 
and need to transition to adult services. In the UK, less than 5% of young people 
make an optimal transition to adult mental health services [14], with this percentage 
reflecting a transition process that is often inadequately planned, communicated, 
and delivered [14, 15]. This often leads to young people falling through the gaps 
(even despite being referred to adult services), service disengagement, poor mental 
health outcomes, and young people feeling anxious and fearful about transitioning 
to adult services [14–17].
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There are also arguments against the paediatric-adult split from a biological and 
cultural perspective. The divide between child/adolescent and adult mental health 
services at 18 years of age does not reflect the changing landscape of adolescence. 
It is now well recognized that the transition to mature adulthood does not cease at 
18 years and extends well into the mid to late twenties [18, 19]. This lengthened 
period of transition, termed emerging adulthood, reflects a range of biological, mat-
urational, and societal trends [18]. This includes accelerated pubertal timing, pro-
tracted brain maturation, and delayed independence and initiation of adult roles 
[20–23]. These have implications not only on how mental health services should be 
designed and delivered for young people, but also on a heightened risk of mental 
illness. Although the causes remain unclear, mounting evidence is available to sug-
gest that the mental health of young people has deteriorated over recent generations 
[24–27]. This underscores the imperative for mental health systems to meet the 
mental health needs of young people within a twenty-first century clinical 
infrastructure.

11.3  New Models of Mental Health Care for Young People

The service discontinuity created by the configuration of the traditional mental 
health system means that provision of care is weakest precisely when it should be 
the strongest [5]. A new approach to mental health care is needed to enhance young 
people’s access to care and to ensure that the quality and continuity of care effec-
tively meets their clinical, developmental, and cultural needs. They require a dis-
crete treatment model that differs to those suitable for children and older adults, but 
with seamless linkages across these streams [28]. Youth-specific services are neces-
sary due to the distinct needs of young people and the complex and evolving pattern 
of morbidity and symptomatic fluidity seen in this population [29]. Young people 
who are experiencing the early stages of a mental disorder often present with a 
range of comorbidities, particularly substance abuse and complex personality traits, 
which underscore the need for an integrated approach to their mental health care. As 
well as acknowledging this heterogeneous pattern of clinical presentation, services 
need to be responsive to the cultural and developmental needs that are unique to 
young people, which are often not catered for in adult services [30]. This includes a 
young person’s individual and group identity as well as their help-seeking needs and 
behaviours. This means that services need to be youth-friendly in that they are 
accessible and delivered in community-based, non-judgemental, and non- 
stigmatizing settings.

The diversity and complexity of need among young people requires a layered 
approach to care where different service levels area available that have the capacity 
to manage the high volume of presentations as well as the full spectrum of need. 
Service levels that can cover the range, complexity, and severity of mental illness 
seen in young people include e-health, primary, or enhanced primary care services 
for those with mild-to-moderate mental ill-health, and specialized back-up services 
for those with complex or severe presentations [29]. These systems should be guided 
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by key principles of mental health care for young people (Box 11.1). For any system 
to succeed, both individual and service level barriers to care need to be addressed, 
including young people being able to recognize the need for help and knowing 
where to seek care, and services providing care that is accessible, acceptable, afford-
able, and appropriate to the young person’s developmental phase and stage of ill-
ness [29].

Over the last decade, reform in the delivery of youth mental health services has 
gained momentum. This was built on the success of the early psychosis movement 
in the 1990s, which generated evidence for the effectiveness of early intervention 
[31, 32] and supported service transformation at a global scale [33]. The success of 
the early psychosis model of reform encouraged a broader application of early diag-
nosis and specialized treatment that covered the full range of emerging mental dis-
orders in young people, including mood and anxiety disorders, substance use 
disorders, eating disorders and personality disorders [29, 34]. The transformation of 
mental health services for young people began in Australia through an innovative 
and evidence-informed approach (“headspace”), which has subsequently flowed to 
other nations [28, 35–38]. While models of care across countries may differ in order 
to adapt to local contexts, a common aim of these global reforms is to develop a 
youth mental health stream that fully integrates care for young people, in order to 
provide seamless and appropriate coverage of mental health care from adolescence 
to mature adulthood (at around 25 years of age), with soft transitions between child 
and adult mental health care.

Box 11.1 Key Principles for Systems of Mental Health Care for Young People. 
Reproduced from McGorry et al. [29] with Permission
• Youth participation at all levels, to enable the creation of youth-friendly, 

stigma-free cultures of care that provide what young people and their fami-
lies really need

• Care that represents the epidemiology of mental ill-health in young people 
and acknowledges the developmental culture of emerging adults

• A holistic, preventive, and optimistic framework that emphasizes early 
intervention and offers a comprehensive, evidence-informed, stepped care, 
which is governed by risk–benefit considerations and shared decision- 
making, with key targets of social and vocational outcomes

• An integrated practice unit in which providers of care are organized around 
the needs of the young person and his or her family, and through which a 
dedicated team of clinical and non-clinical personnel provide the full cycle 
of care for the young person’s disorder; this approach fundamentally 
changes the way clinicians are organized to deliver care

• Elimination of discontinuities at peak periods of need for care during 
developmental transitions

• Positive and seamless links between services for young children and adults
• Flexible tenure and re-entry to care as needed during the crucial period of 

transition from childhood to adulthood
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11.4  Australia’s Response: Headspace

Headspace, the National Youth Mental Health Foundation, was established in 2006 
with the mission to promote and support early intervention for young people aged 
12–25 years with a range of mental disorders [28]. The headspace model of care is 
comprised of 16 core components (Fig. 11.1), which currently represent best prac-
tice to deliver and reform youth mental health care [39]. Headspace is an enhanced 
primary care model that provides young people with a range of integrated mental 
health, drug and alcohol, physical and sexual health, and vocational supports. In 
addition to these four key streams of care, headspace offers suicide postvention 
services in high schools and provides local community awareness campaigns that 
enhance young people’s help-seeking behaviour, enable families and local service 
providers to identify emerging mental health concerns in young people early, and 
strengthen referral pathways into the service [29]. A key component of the head-
space model is to establish youth-friendly, easy to access centres that target young 
people’s core health needs in a multidisciplinary care model with close links to local 
specialist services and community organizations [39]. This provides a stigma-free, 
soft entry point to care that is more likely to promote service access and engagement 
among young people. Youth participation and engagement are central pillars of the 
model and also contribute to creating a non-stigmatizing environment by ensuring 
that services are provided within a setting that is accessible, non-judgemental, and 
youth-friendly.

Headspace provides early intervention within an integrated and preventive 
framework that offers evidence-informed stepped care guided by risk-benefit con-
siderations and shared decision-making, with social and vocational outcomes as the 
key targets [29]. Simple and brief psychosocial approaches are typically used as 
first-line treatments, with pharmaceutical approaches used in young people who do 
not respond to initial psychosocial interventions or who present with more severe 

Service components

•  Youth Participation
•  Family and friends’ participation
•  Community awareness
•  Enhanced access
•  Early intervention
•  Appropriate care
•  Evidence informed practice
•  Four core streams: mental health,
   physical and sexual health, alcohol
   and other drug, and vocational
•  Service integration
•  Supported transitions

Enabling components

•  National network
•  Lead agency governance
•  Consortia
•  Multidisciplinary workforce
•  Blended funding
•  Monitoring and evaluation

Fig. 11.1 The 16 core components of the headspace model [39]
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symptoms or risk [29]. This approach allows care to be matched to a young person’s 
stage of illness, with an emphasis on delivering the right evidence-based interven-
tions at the right time (i.e., early during the course of mental illness) to improve 
patient outcomes and reduce the risk of illness progression [34]. This aligns with the 
clinical staging model, which differentiates early and mild clinical features from 
those that are more severe and established [34]. The clinical staging model is par-
ticularly relevant to youth given that the onset of mental illness is most common at 
this stage of life and the poor specificity of their clinical symptom profiles means 
that treatment approaches will differ to those for a full-threshold illness. Although 
traditional diagnostic systems fail to recognize the very early symptoms of mental 
ill-health seen in young people, headspace data have shown that these early stages 
of illness are often associated with significant distress and functional impairment, 
risk of self-harm and suicidal ideation, and substance abuse [40–42]. These alone, 
as well as their risk of persistence, indicate a genuine need for care with a strong 
emphasis on interventions that are appropriate and preventive.

The success of headspace has resulted in it being scaled up to 110 national cen-
tres, with an additional 30 centres or satellite centres recently committed by the 
Australian government. The outcomes of headspace have been favourable across a 
number of areas. Headspace has played an integral role in enhancing access to men-
tal healthcare, particularly for a number of marginalized and at-risk groups, includ-
ing those who reside in regional areas, Indigenous young people, and those who 
identify as LGBTI [43]. In the 2018/2019 financial year, a total of 99,892 young 
people accessed a headspace centre and 32,142 accessed eheadspace, its online and 
phone service [44]. Outcome studies have shown promising results with 60% of 
headspace clients experiencing significant symptomatic and/or functional improve-
ment [40]. An independent evaluation of headspace revealed further positive out-
comes, including reduced suicidal ideation and self-harm, and fewer days absent 
from school or employment [43]. In addition, young people and their families are 
highly satisfied with the services they receive at headspace [43, 45].

11.5  Global Developments in Youth Mental Health

The youth mental health reform achieved in Australia has spread to other parts of 
the globe, with the UK, Ireland, Canada, USA, Europe and Asia adopting similar, 
culturally appropriate models [10]. In Ireland, reform has led to the development of 
Jigsaw (previously Headstrong), which operates in 10 communities and has led to 
accessible and effective community-based mental health services for young people 
aged 12–25 years [46]. In the UK, the establishment of Youthspace, a youth-based 
mental health service in Birmingham, has led to the commissioning of an integrated 
care pathway for individuals aged 0–25 years [37]. Numerous other global develop-
ments have occurred, including the creation of headspace in Denmark, Israel and  
Iceland, and allcove in California; the establishment of ACCESS Open Minds in 
Canada, which aims to transform mental health services for young people aged 
11–25 years [47]; the scaling up of “The Foundry” model in British Columbia; and 
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the launch of @ease in the Netherlands. In Europe, the child and adolescent psy-
chiatry field has recognized the need for transformation and created an emerging 
“Transition Psychiatry” field. The International Association for Youth Mental 
Health has held five successful conferences. The International Early Psychosis 
Association has transformed and expanded into IEPA: Early Intervention in Mental 
Health. The creation of the journal “Early Intervention in Psychiatry” has promoted 
scientific research, translation of knowledge, and evidence-based reform in early 
intervention. Together, these transformations have begun to fill the serious gap in 
providing accessible, stigma-free, multidisciplinary, developmentally appropriate 
and effective mental health care to young people.

11.6  Where to Next for Youth Mental Health?

While service innovation across the globe has shown promising outcomes for young 
people [10], youth mental health reform remains an area of ongoing refinement. 
Further work is needed to fully capitalize on the potential of early intervention for 
young people with mental ill-health and to reduce the substantial unmet need they 
continue to experience. Recently, areas for improvement to strengthen the capacity 
of the headspace model have been highlighted and include stronger national over-
sight to ensure integrative commissioning as well as stronger financial models and 
additional funding streams to provide a longer tenure of care, improve model fidel-
ity, and support core streams (e.g., alcohol and other drug and vocational interven-
tions) [48].

A further area of development is strengthening the headspace model to effec-
tively address the full spectrum of complexity and severity of mental illness. 
Headspace provides mostly short-term services to young people with mild-to- 
moderate mental health needs, although a substantial subset of clients present with 
higher levels of need [29]. The 40% of headspace clients who do not show signifi-
cant symptomatic and/or functional improvements have more complex or severe 
forms of mental ill-health that cannot be adequately addressed within the current 
provision of headspace centres. They require more specialized, intensive, and 
extended tenure of care than can be currently offered at headspace, which may 
include mobile home-based and outreach care, specific disorder-based expertise, 
and acute and sub-acute residential care. Accessing acute tertiary services is often 
not possible for these young people as they are not unwell enough to meet the high 
threshold for service entry. This represents a critical blind spot in youth mental 
health care, with young people who are falling through this service gap described as 
the “missing middle”. The repercussions can be immense, as already seen in 
Australia, where nearly three-quarters of young people with complex disorders who 
should qualify for entry to community-based mental health services are denied 
access despite presenting with significant morbidity and functional impairment. 
Inadequate investment in specialist community mental health care for young people 
has had flow on effects, with young people and their families seeking care via hos-
pital emergency departments during times of crisis, which has led to increased 
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mental health-related emergency department visits [49]. Yet management within 
emergency settings is often counterproductive for young people with mental ill- 
health where they can face traumatic or harmful care.

A current priority for reform is enhancing service provision for the “missing 
middle” of young people. This requires substantial and ongoing investment for, 
and strengthening and integration of, youth mental health systems to adequately 
treat the full spectrum of presentations [50]. A key outcome is to establish seamless 
transitions as well as patient management from primary to tertiary care and coor-
dination with social systems through a vertically integrated system. In 2013, the 
Australian Government began to address this gap through the funding of six 
“enhanced headspace” services, which are linked with a local cluster of headspace 
centres and deliver evidence-based early psychosis services. The next direction of 
the headspace model is to similarly embed services for young people who present 
with complex and severe presentations across the full diagnostic spectrum of men-
tal disorders.

11.7  Conclusion

The peak onset and large burden of mental disorders on adolescents and young 
adults clearly indicates the need for early and preventive intervention programs 
directed towards the life stage of youth. The traditional and current mental health 
system has meant that young people, who have the greatest need for care, are faced 
with services that are inaccessible, create treatment discontinuity at critical periods, 
and are inappropriate for their developmental, cultural, biological, and psychosocial 
needs. The creation of youth-specific stigma-free early intervention models has 
reduced barriers to care for young people and improved their outcomes. Built on 
this success, a new wave of reform is needed to strengthen these services and to 
ensure that access and quality of care is equitable for all young people across the 
entire spectrum, complexity and severity of mental illness [48, 51]. While invest-
ment in child and adult mental health services remains essential for preventive and 
seamless care across the lifespan, a discrete stream for young people is crucial to 
appropriately and effectively meet their needs. Providing evidence-based care 
within a system that is both accessible and acceptable to young people (such as 
headspace and similar service models) should continue as good practice in youth 
mental health care while further evidence is accumulated and models of care are 
strengthened.
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12Classification Systems of Mental 
Disorders: Where Did We Go Wrong?

Hans-Jürgen Möller

12.1  Earlier Classification Systems of Mental Disorders: Their 
Principles, Limitations and Limited Improvements

For a long time, the first steps towards classifying mental disorders were based on 
clinical observations. At the end of the nineteenth century, Kraepelin attempted to 
establish a classification of mental disorders on the basis of traditional descriptions 
and cross-sectional and longitudinal clinical research. Among other disorders, 
Kraepelin’s system included dementia praecox (later named schizophrenia by 
E. Bleuler) and manic-depressive disorder [1]. After being discussed intensively [2], 
his approach became accepted almost globally and, together with input from others 
(like Kurt Schneider’s concept of first rank symptoms), formed the principal base 
for the conceptualisations of psychotic disorders in the early versions of the 
International Classification of Diseases (ICD) and Diagnostic and Statistical Manual 
of Mental Disorders (DSM). Both these disorder-based classification systems later 
included all the empirical knowledge available from the fields of clinical studies and 
basic research [3]. In particular, the most recent versions of these two systems con-
sider many findings from cross-sectional and longitudinal clinical studies, epidemi-
ology, neurobiology, neuropharmacology, neurogenetics, molecular biology, brain 
imaging, etc. [1].

All classification approaches to date are based on psychopathological symptoms. 
Originally, these symptoms were simple clinical descriptions, but in recent decades 
they were assessed with the help of special assessment procedures, such as stan-
dardised rating scales or structured interviews. A lot of successful work in recent 
years has improved the psychometric quality of these instruments in terms of their 
validity and reliability [4].
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Psychopathological symptoms can be clustered by multivariate analyses into 
syndromes and individuals or samples can then be characterised by using syndrome 
scores, which can be seen as dimensions of psychopathology. These syndrome 
scores can be applied, e.g., to characterise the psychopathological symptoms of a 
person by using the individual scores or of a sample, cross-sectionally or longitudi-
nally, by using mean scores and standard deviations.

The next step is to classify people with a prominent depressive syndrome as hav-
ing a depressive syndrome, those with a prominent paranoid-hallucinatory syn-
drome as having a paranoid-hallucinatory syndrome, etc. This classification 
approach, which not only refers to the score values of the syndrome but defines a 
certain value as pathological, can be called a syndromal classification. The cut-off 
scores related to this classificatory syndromal approach [3] can be derived from the 
normal distribution of the scores in the average population and from the scores in 
defined clinical samples (norm values and reference values approach, respectively).

It has to be noted that, in general, people seeking help in psychiatry do not only 
have symptoms of one syndrome but also have symptoms that belong to other syn-
dromes, albeit with mostly lower intensity and thus lower rating scores [5]. This 
syndromal/dimensional description and classification was popular for a short time 
in the 1970s and seems to have regained interest in the last 10 years, apparently 
because of the disappointments concerning the validity and reliability of disorder- 
related classification (e.g., [6]).

Of interest is that such a syndrome-/dimension-based description/diagnosis 
seems to have similar predictive power, e.g., in terms of outcome parameters, as a 
diagnosis in the frame of a disorder-related classification [5, 7]. However, a syn-
drome-/dimension-related approach seems to have some advantages over a disorder- 
related classification system [8–10].

A disorder-related classification, also referred to as a categorical classification—
as mentioned above, a syndromal/dimensional approach can also be a categorical 
classification!—has been widely used in recent decades and is the main approach 
used in the various versions of DSM and ICD, among others. It combines symptom 
patterns/syndromes with potential causes and course characteristics in constructs of 
diseases/disorders such as dementia, schizophrenic disorder, bipolar disorder and 
depressive disorder and the related subtypes of these disorders. Each of these disor-
ders is characterised by one or two prominent syndromes, but other syndromes can 
also be present, although mostly at a lower intensity [11]. While in the traditional 
disorder-related classification system and in the early versions of DSM and ICD an 
individual’s diagnosis referred to only one disease or disorder and other potential 
concurrent diagnoses were not permitted because of hierarchical rules, the modern 
versions of ICD and DSM allow comorbidity in the sense that a person can have 
both a major depressive disorder and a general anxiety disorder, for example [12]. 
These kinds of comorbidities are quite common.

These principles of classifying mental disorders can be found in all kinds of 
syndromal or classification systems. To increase the reliability of diagnoses, the 
later versions of DSM and ICD also included a special operationalization. The more 
or less worldwide acceptance of these classification systems can be seen as an 
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important step forward in psychiatric diagnostics, especially in terms of reliability 
and to a lesser degree in terms of validity. However, these systems still have many 
limitations. Especially with the growing neurobiological knowledge the discor-
dance between diagnostic entities and their neurobiological background has become 
increasingly problematic. Thus, besides their reliability, the validity of the current 
systems has been continuously questioned and further developments and improve-
ments were seen to be urgently required. For this reason, a lot of work was put into 
developing DSM-5 and ICD-11.

This chapter focusses mainly on DSM-5. It does not consider ICD-11 because 
the final version is not yet available and the principal approach and content is very 
similar to DSM-5 [13]. The chapter does not describe the content of DSM-5  in 
detail but focusses on different kinds of problems in its development and structure. 
In this respect, the chapter follows my previously published arguments [14–16].

12.2  DSM-5: Problems in Its Development and Structure

In DSM-5, the disorder (or disease) categories are not based on neurobiological 
findings, despite the efforts of the DSM-5 consortium to do so [17]. This corre-
sponds with the general state of research in psychiatry. The original aim to include 
biological markers was not fulfilled. DSM-5 does consider the traditional evaluation 
of brain changes in neurocognitive disorders but not modern biomarkers, e.g., for 
Alzheimer dementia. Research groups had proposed to include biological markers 
for a variety of diseases on different diagnostic levels, ranging from the “old” dexa-
methasone suppression test [18] to a new serum marker approach for depression 
[19]. However, in the view of the DSM-5 consortium these markers and other 
approaches, e.g., magnetic resonance imaging-based markers in schizophrenia (e.g., 
[20, 21]), were not sufficiently well developed or replicated. The consortium even 
chose to omit amyloid-related biomarkers for Alzheimer’s disease, although these 
are considered to be quite advanced [22–24]. The omission of biological markers 
means that psychiatric diagnosis is still primarily based on the symptoms and course 
of a disorder.

An additional main aim of DSM-5 was to use a dimensional diagnostic system, 
i.e., a syndrome-based approach, instead of or in addition to a categorical diagnostic 
system [25]. This would have made the latest DSM revision even more atheoretical 
than the previous one, DSM-IV [3]. However, while preparing the revision the 
DSM-5 working groups decided not to pursue this objective. This was mainly a 
pragmatic decision but was also related to stakeholders’ serious concerns that a 
dimensional system would be incompatible with treatment guidelines and create 
problems with existing drug licences [26]. Nevertheless, traces of this dimensional 
approach can be found in DSM-5. These include transnosological specifiers (e.g., 
the mixed feature specifier), evaluations of severity (e.g., global evaluations of 
schizophrenia symptom domains), cross-cutting dimensional evaluations and some 
aspects of the diagnosis of substance use and dependence. The DSM-5 section on 
substance use and dependence illustrates the main problem of a symptom-oriented 
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dimensional approach, i.e., ultimately cut-off scores have to be set to determine 
whether or not a disorder is present [3], but defining cut-off scores is the first step in 
a reverse development from a dimensional to a categorical approach.

From the perspective of a psychometric approach, which can be considered to be 
the highest standard, the “dimensional approaches” of the DSM-5 generally do not 
appear to be very sophisticated, particularly in view of the available psychometric 
and statistical options [27–32]. Also surprising is that when reverting from a dimen-
sional to a categorical approach, DSM-5 used arbitrary cut-off scores instead of 
standard scores from the general population. In a dimensional classification system, 
the ideal approach is to use a broad spectrum, comprehensive scale that assesses all 
the relevant symptoms and defines “cases” on the basis of norm or reference values. 
The decision not to adopt this approach may have been pragmatic, i.e., it would have 
placed too great a time burden on doctors.

The tension between a categorical approach on the one hand and a dimensional 
one on the other becomes clear when we consider schizophrenic and affective dis-
orders. Originally, the DSM-5 consortium was keen to use a “psychotic spectrum” 
to classify schizophrenic and bipolar disorders and to provide an optional dimen-
sional subdivision; however, in the end they did not follow through on this idea 
because of numerous theoretical [5, 33–35] and pragmatic concerns [25]. Although 
many people found this idea to be plausible (because it represented a return to the 
concept of the “Einheitspsychose” [unitary psychosis] [36]), closer consideration 
reveals several associated problems. For example, why should the system include 
bipolar disorder but not unipolar depression, in view of the known overlaps between 
these two disorders [37–40]? And, to continue in the same line of thought, why not 
also include generalised anxiety disorder [41]? The definition of “psychotic”, i.e., 
the presence of delusional symptoms and hallucinations, is also not as clear as it 
might first appear to be [36]. Does a diagnosis of a “psychotic disorder” require 
positive symptoms to be present or is it sufficient that positive symptoms could 
potentially be present, e.g., in a disorder such as mania or depression? Recently, for 
example, some authors (e.g., [42]) have classified mania and bipolar depression 
primarily as psychotic disorders, but not major depression. The reasons for this 
varying classification are unclear.

Field trials of DSM-5 classifications yielded some low scores for interrater reli-
ability [43]. For example, the kappa coefficient for MDD was only 0.28 [3]. This 
poor interrater reliability may have been a result of the study methods [44] and the 
high prevalence of comorbidities among the participants, but further studies are 
required to determine whether it was also related to the new DSM-5 diagnostic 
concepts. The counterargument that the interrater reliability of DSM-IV was also 
low is hardly reassuring, in particular because the two versions were assessed with 
different methods and the DSM-5 consortium specified improved interrater reliabil-
ity as a goal of the new system [45]. One would expect an improved approach to 
diagnosis to have a higher interrater reliability, although a main objective of the 
DSM-5 consortium was to improve the validity of the system, not just the reliability. 
The use of a different approach to assess DSM-5 and DSM-IV makes it difficult to 
directly compare the interrater reliability of the two versions.
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In contrast to the poor DSM-5 interrater reliability for MDD, the interrater reli-
ability for schizophrenia and bipolar disorder, for example, were fairly good, as was 
that for schizoaffective disorder. Therefore, we can conclude that the DSM-5 diag-
nostic criteria for MDD are not sufficiently clear and show too much overlap with 
other disorders. When we consider the association or overlap with other disorders 
[43], referred to in the DSM as comorbidity, it becomes apparent that this feature 
would be better referred to as partial cosyndromality, e.g., of depressive symptoms 
with anxiety symptoms (generalised anxiety disorder, PTSD). This cosyndromality 
can explain the above-mentioned problems related to differential diagnosis [46]. 
The low MDD interrater reliability scores are similar to the scores for generalised 
anxiety disorder but higher than those for anxious depressive disorder, a category 
that was omitted in DSM-5. Jaspers’ hierarchical principle may provide an explana-
tion for the low reliability scores, i.e., because symptoms of depression and anxiety 
are so prevalent in psychiatric disorders, they are not specific for a certain disorder 
and consequently cannot easily be separated into two distinct disorder groups.

In DSM-5, clinicians can provide supplementary descriptions of patients on the 
level of syndromes, e.g., they can specify that a patient with a schizophrenic disor-
der has predominant “negative symptoms”. This supplementary information covers 
both severity assessments (similar to the global assessments of eight schizophrenia 
symptom domains) and cross-cutting dimensional assessments. It thus represents an 
important tool for clinicians because it allows them to personalise the diagnosis of 
individual patients, which can be important, e.g., for drug treatment. Despite their 
usefulness, most of these supplementary assessments were placed in the final sec-
tion of the new DSM, Section III (“Emerging Measures and Models”), i.e., their use 
is not mandated but just suggested for further exploration. This is similar to the situ-
ation with the multiaxial diagnoses in DSM-IV, which were not well accepted and 
have been omitted from DSM-5. Consequently, we have to ask ourselves whether 
clinicians will perform the voluntary, “emerging” assessments, which are more 
complicated and comprehensive than standard assessments. The likelihood that the 
supplementary assessments will not be routinely performed is high because they 
still need to be developed further and their conceptual penetration is inadequate. 
Furthermore, they have severe shortcomings as regards psychometrics, i.e., they 
include more self-rating than observer scales, some of the self-rating scales are very 
simple and some of the items appear to rather be orienting interview questions and 
not suitable for psychometric assessments, which should correspond with the usual 
validity and reliability criteria. Observer-rated instruments are known to differenti-
ate better between disorders than self-rating instruments and the findings of the 
latter do not necessarily match those of the former [47].

A final question is why Section III includes only some established scales and 
why work was clearly put into developing new, mostly simple global assessments. 
For example, only a few available self-rating instruments are included, e.g., the 
Patient Health Questionnaire (PHQ-9) to assess depression severity, the National 
Stressful Events Survey PTSD Short Scale (NSESS) to assess PTSD symptoms and 
the Brief Dissociative Experience Scale (DES-B) to assess dissociative symptom 
severity. For other disorders, however, such as panic disorder, social anxiety 
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disorder and generalised anxiety disorder, Section III does not include severity 
assessment tools. Thus, the list of included assessment instruments seems to be 
incomplete and not well thought through. Clinician-rated instruments are only pro-
vided for a few disorders, e.g., the clinician-rated severity of psychosis and of 
somatic symptom disorder. It would be interesting to know how the DSM-5 consor-
tium decided which instruments to include and which to omit.

12.3  How Can We Overcome the Mistakes of the Past? 
New Horizons

As is clear from the above descriptions, DSM-5 is far from what the working groups 
and psychiatrists in general were expecting. This is mostly not the fault of the work-
ing groups, however, but is related to the inherent, not easily solvable problems of 
classifying mental disorders and our still limited understanding of the complex phe-
nomena of psychiatric disorders. Of great importance in this context is the above- 
mentioned point that DSM-5 contains few references to neurobiology, despite the 
availability of so many relevant neurobiological findings, because the relationship 
between the traditional disorder constructs and neurobiological factors is mostly 
only weak. For example, genome-wide association studies have produced a wealth 
of new genetic findings, but each of the genetic alterations they have found explains 
only a small portion of the symptomatic phenotype or outcome prediction. This is 
even true when multiple genetic findings are combined into so-called polygenetic 
risk scores, which only explain a small additional amount of variance [48–52]. 
Similarly, imaging findings of structural alterations of the brain, for example, were 
not specific enough to be seen as biomarkers of schizophrenia or psychosis, although 
interesting associations, e.g., with the at-risk mental state (ARMS) for psychosis 
and predictive capacity for the transition of the ARMS into psychosis, were 
described [20, 21, 53]. Consequently, some experts, e.g., in neurogenetics, sug-
gested not to use these classical disorder constructs and to develop something new 
that primarily considers neurobiological parameters [54], although others have said 
that we should consider combining neurobiological parameters with psychological 
dimensions rather than psychopathological symptoms [55]. Some experts are con-
vinced that such a neurobiologically oriented approach should be the primary one 
and therefore see DSM-5 as an interim solution that will be increasingly replaced by 
a “brain circuit classification of mental illness” [56] in the framework of the 
Research Domain Criteria (RDoC) project [55, 57–59].

The RDoC is based mainly on five psychological domains/constructs (negative 
valence systems, positive valence systems, cognitive systems, systems for social 
processes and arousal/regulatory systems) that cover only a limited range of psy-
chological dimensions but are assumed to be more closely related than traditional 
psychopathological dimensions to measurable neurobiological conditions. Each 
domain/construct is subdivided into several features. For example, the positive 
valence systems consist of the subdimensions approach motivation, initial respon-
siveness to reward, sustained responsiveness to reward, reward learning and habit, 
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illustrating that research in this domain is focussed on the reward system. Research 
into the reward system has also been performed in relation to symptoms of depres-
sion and negative symptoms. Many questions about the RDoC approach still remain 
unanswered. For example, we need to determine whether the RDoC can explain all 
aspects of the psychopathological phenomena specified above and how we can best 
apply the knowledge gained on these basic psychological phenomena to the more 
complex psychopathological phenomena encountered in routine clinical practice. 
Another issue of interest is whether the neurobiological background of changes in 
these domains/constructs is identical across diagnostic entities and their hypotheti-
cal causes. Although this new approach looks promising, we need to ensure that it 
does not just represent a more neurobiologically oriented phenomenology but really 
represents progress towards providing explanations for clinical phenomena, e.g., 
that findings of disturbed circuits in the brain really are a pathogenetic explanation 
for psychiatric disorders and can be used as a basis for treatment interventions 
(other than brain stimulation). Questions similar to these were recently the subject 
of a forum discussion in the journal World Psychiatry [60]. The RDoC is mainly 
relevant for research, however, and even its supporters see it as a work in progress 
that will gradually evolve and gain a clear profile over time and thus cannot yet be 
applied in routine clinical care.

Unlike the focussed neurobiological approach of the RDoC, the psychopatho-
logical symptom approach is considered to be a suitable basis for a symptom- 
oriented classification system that is based on modern methods of quantitative 
classification. According to a large number of empirical studies, psychopathology 
tends to be rather dimensional than categorical and research supports the hypothesis 
that symptoms are on a continuum rather than being discrete. Studies have also 
shown how psychopathological dimensions can be arranged hierarchically, ranging 
from a “broad spectrum level” dimension to specific and narrow clusters of symp-
toms. In this way, a quantitative approach solves the “problem of comorbidity” by 
explicitly modelling patterns of co-occurring signs and symptoms within a detailed 
and variegated hierarchy of dimensional concepts, with direct clinical usefulness. 
This interesting approach is currently being realised by the “Hierarchical Taxonomy 
of Psychopathology (HiTOP) Consortium” [61], but it has been widely criticised for 
various reasons. Besides methodological issues, such as the required quality of the 
rating scales and the persistency of cross-sectional findings in the long term, criti-
cism was expressed about the translation into clinical settings. The model’s lack of 
course- and cause-related aspects were considered especially problematic [62].

A new, more simplistic approach to define disorders was attempted by a small 
working group during the development of DSM-5 and ICD-11 [63]. This group 
tried to explore the feasibility of a meta-structure based on 11 validating criteria 
comprising both clinical features and risk factors (i.e., shared genetic risks factors, 
familiarity, shared specific environmental risk factors, shared neural substrates, 
shared biomarkers, shared temperamental antecedents, shared abnormalities of cog-
nitive or emotional processing, symptom similarity, high rates of comorbidity, 
course of illness, treatment response). DSM-IV disorders were allocated to one of 
five clusters as a starting premise. A team of experts then reviewed the literature to 
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determine within-cluster similarities in the 11 predetermined validating criteria and 
discovered that those similarities were consistently greater than between-cluster 
similarities. The five clusters were neurocognitive (identified principally by neural 
substrate abnormalities), neurodevelopmental (identified principally by early and 
continuing deficits), psychosis (identified by clinical features and biomarkers for 
information processing deficits) and emotional/internalising (identified principally 
by the temperamental antecedent of disinhibition). The group found this meta- 
structure promising and tried to change the chapter order in DSM-5 to reflect it. This 
meta-structure appears to be an interesting theoretical framework that might also be 
helpful for future classification systems.

A more general theoretical framework is offered by the modular approach sug-
gested by Zielasek and Gaebel [64]. This approach is based on the assumption that 
all mental functions are the outcome of modularly and hierarchically organised sub-
systems that interact with each other.

As mentioned above, multiaxial diagnoses, including the dimension of comorbid 
somatic disorders, are unfortunately no longer present in DSM-5, apparently 
because they were hardly used. Of interest is that when the DSM first included the 
multiaxial diagnostic approach, it was considered to be a significant advancement 
that would allow diagnoses to be refined and individualised [3]. As a result, expecta-
tions were high that it would yield comprehensive datasets that would enable prog-
ress in psychiatric classification and diagnosis on the basis of a multifactorial 
pathogenetic approach. Although from a pragmatic perspective one can understand 
the decision to omit the multiaxial diagnoses in DSM-5, it may mean that we no 
longer have the chance to gather large amounts of data. We can only hope that future 
revisions of the DSM will reintroduce this approach and thus provide this important 
opportunity again.

12.4  Conclusion

In retrospect, it is difficult to evaluate which mistakes were made during the devel-
opment of the newest versions of the DSM classification system and which approach 
would be the most fruitful in the future. The hope that DSM-5 would represent a 
radical change that would solve all the problems of psychiatric classification was 
unrealistic for principal and pragmatic reasons. This difficulty has been understood 
throughout the long journey to modern classification systems, even by those who 
were optimistic at first. The hope that we can solve the complicated puzzle by one 
or the other means seems to be unreasonable. Using neurobiological parameters 
alone as classifiers does not do justice to the fact that mental disorders also have 
other facets. Consequently, we still need to use a sophisticated descriptive approach 
that covers disease symptoms, courses and potential causes and is carefully under-
pinned by relevant neurobiological findings from the various disciplines. 
Stratifications based on these findings and supported by information from biomark-
ers should be able to optimise classifications in terms of diagnosis, prognosis and 
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prediction of treatment outcome. This conservative strategy seems to be meaningful 
and superior to more radical solutions. We can hope that ultimately this approach, 
combined with big data research, might improve the current classification systems.
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13.1  Introduction

Stigma, the pervasive devaluation and marginalization of people with mental ill-
nesses, has become a matter of major concern for public health officials, academics 
in social psychiatry, and an important practical issue for health providers involved 
in the care of people with mental illnesses. It is an even larger issue for people who 
have a mental illness and their family members, who also experience stigma directly 
and by association. Numerous international and national organizations have now 
included stigma reduction as one of their policy aims. This chapter will provide an 
overview of mental health-related stigma reduction as an old and unmet need in the 
mental health field and review some of the international and national initiatives cur-
rently underway to combat this problem. The chapter will close with some discus-
sion of future challenges and directions.

13.1.1  Historical Perspectives

Medieval European attitudes toward people with a mental illness were relatively 
benign. Mental illnesses were considered to be part of the divine plan for mankind 
and the mentally ill were kindly treated and allowed to run at large, or to dwell in 
almshouses without constraint unless they were demonstrated to be dangerous [1]. 
The pejorative use of the term stigma, reflecting a mark of degradation, probably 
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appeared in the late sixteenth or early seventeenth centuries in Europe. Prior to that 
time, stigma was more broadly understood to indicate a tattoo or mark that may 
have been used for decorative or religious purposes, or alternatively, for utilitarian 
reasons such as branding criminals (to indicate they had transgressed a law) or 
slaves (to indicate their ownership) [1].

Similar to Medieval European culture, early Islamic cultures viewed mental dis-
turbances as illnesses with no particular moral meaning, guilt, or shame attached. 
Family members were mostly responsible for those with a mental illness unless they 
became a serious danger to themselves or others, in which case they were hospital-
ized. While patients were restrained and sometimes beaten when confined, the sys-
tematic abuses that accompanied the rise of European asylums during the period of 
the “Great Confinement” in the seventeenth century were not evident, suggesting 
that mental illnesses did not elicit as much stigma in the Islamic world as in European 
societies [2, 3].

The explicitly derogatory application of the term stigma most likely appeared in 
European societies when mental illnesses became linked with sin. The inquisitorial 
approach to witches, represented in the Malleus Maleficarum (The Witches’ 
Hammer), is a good representation of the negative and condemning attitudes toward 
mental illnesses that existed in Christian cultures from the rise of rationalism in the 
seventeenth century to the present. Indeed, the witch trials described in the Malleus 
contain numerous clear characterizations of mental illnesses, such as schizophrenia 
or depression, though, in their day, witches were not considered to be ill, but in pact 
with the devil [4].

By comparison, in Chinese cultures, mental illnesses have been associated with 
shame and guilt at least since the dawn of Confucian ethics (551–479  BC). 
Confucianism expects social relationships to be harmonious and positive and men-
tal illnesses are considered to be a source of dissonance. As well as being a moral 
transgression against social norms, mental illnesses are a moral transgression 
against one’s ancestors. Thus, the main reason for stigma in Chinese cultures is that 
mental illnesses tarnish the family honour, past, present, and future [5].

In eighteenth century in Europe, it has been developed the notion that individuals 
who were socially deviant were also physically deviant. An individual’s physical 
characteristics, such as the shape of the nose, the colour of the eyes, or the shape of 
the head, were considered to reflect a predisposition to a mental illness as well as an 
individual’s character, inclinations, and capacity [6]. By the nineteenth century, 
madness had been firmly linked to heredity through a degenerative taint in the fam-
ily. Important thinkers of the day agreed that heredity was the source of most mental 
illnesses. Also, it was now commonplace to think that people who were mentally ill 
displayed morphological stigmata such as pointed ears, stunted growth, or cranial 
abnormalities [7].

Degeneracy theory remained popular in Europe and North America until World 
War I, when the role of environmental stressors and trauma became more widely 
recognized. It was influential in the eugenics movement, and discouraged physi-
cians from seeking cures during the asylum era. It made overcrowded and 

H. Stuart et al.



207

inadequate institutions more acceptable and it also meant that mental illnesses were 
linked with other forms of degeneration, which then conferred the enduring stereo-
type of moral incapacity [7].

Banishment and marginalization have been consistent societal responses to peo-
ple with mental illnesses. Prior to the asylum era, people who were mentally ill may 
have been thrown outside of the doors of the city left to meander aimlessly. There 
are old documents from the Middle Ages that describe ships whose cargo was 
“fools”, giving rise to the “ship of fools” narrative, where mentally ill were cast 
adrift with no port to disembark [8]. In some locations, the mentally ill were 
exported “down the river” to clean the towns; a foreshadowing of the more recently 
used “Greyhound Therapy” where health authorities buy a bus ticket to get rid of 
troublesome mental patients to another jurisdiction.

Despite what they became, the earliest asylums were intended to be protective. 
In Spain, for example, Father Gilbert Jofré established the first asylum in Valencia 
in 1410 after witnessing a crowd teasing a mentally ill man. Early Islamic hospitals 
(ninth and tenth centuries) included sections for the care of people with mental ill-
nesses that were open to visitors. Although unpleasant, these were places where 
physicians practiced their physiologically oriented medicine with diversions such as 
dancing, theatrical performances, and recitations. In some hospitals, patients were 
led to the mosque to pray [2].

Over time, asylums became synonymous with incarceration and brutality, and a 
preferred means of environmental banishment. Even today, in parts of the world 
where segregation in a mental hospital is not possible, mentally ill may be chained 
to trees or immovable objects to prevent them from wandering about and to segre-
gate them from the community [9]. In Indonesia, for example, 19,000 people are 
currently shackled or locked in small cramped spaces (called pasung). This occurs 
even though pasung has been banned since 1977 and the Government has ratified 
the Convention on the Rights of Persons with Disabilities in 2011 guaranteeing 
equal rights for persons with disabilities. With the support of religious and tradi-
tional healers, mentally ill people continued to be shackled as family members 
struggle to cope given the lack of mental health care and support services [10].

The Cummings’ Closed Ranks provides a unique view of Canadians’ perceptions 
of mental hospitals and their role in the treatment of the mentally ill [11]. Despite 
deplorable conditions in early psychiatric hospitals, members of the public often 
held an unshakable belief in their ability to treat the mentally ill. The Cummings 
attributed the population’s belief in the efficacy of mental hospitals to a patterned 
response involving social and physical isolation. The ordinary citizen felt little 
social responsibility for the plight of the mentally ill and remained happily uni-
formed about the nature of psychiatric hospitals, mental illnesses, and their treat-
ments [12].

Against this backdrop, one important and immediate consequence of deinstitu-
tionalization was the demand placed on local communities to host a group which 
traditionally had been segregated to large and far-away institutions. The enduring 
reason for institutional care had been the separation of unwanted individuals from 
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everyday society to places where they could be effectively forgotten. An immediate 
consequence of deinstitutionalization was the demand placed on communities to 
host unwanted groups of people, thus making stigmatization more likely. To be suc-
cessful, the community mental health movement would have required a wholesale 
revision of conventional social attitudes toward the mentally ill. Subsequently, the 
increased contact between the mentally ill and the general public resulting from 
deinstitutionalization caused considerable friction and challenges to the placement 
of community mental health facilities and the creation of the “not on our street” or 
“not in my backyard” mentality [13].

13.1.2  Contemporary Perspectives

Contemporary perspectives of stigma have evolved over time from the relatively 
understated, where stigma is a mark of shame [14], to the more complex construct, 
where stigmatization is a multi-faceted social process based on the exercise of 
power to devalue, exclude, and marginalize [15]. Figure 13.1 depicts three eras of 
stigma discourse corresponding to three of the most recent policy paradigms shap-
ing mental health service delivery in the twentieth and twenty-first centuries. 
Initially, stigma was considered to be a consequence of institutionalization. 
Following deinstitutionalization, stigma became a consequence of the increased 
visibility of the mentally ill in the community as a result of failed community care. 
More recently, stigma has become understood as a barrier to recovery and viewed as 
a social rights issue [9 p. 87].

In his seminal work, Goffman [14] described mental illness-related stigma as the 
most deeply discrediting of all stigmatized conditions. He outlined a number of 
damaging effects including devaluation, status loss, and social marginalization, all 
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Fig. 13.1 Three eras of stigma discourse
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of which had the function of rendering a whole person into one that was irredeem-
ably tainted. In subsequent work Goffman [16] was highly critical of mental hospi-
tals for their stigmatizing effects, thus reinforcing the concept that the negative and 
debilitating effects of mental illnesses were more a result of the way in which psy-
chiatry was organized, rather than of any inherent characteristic of the illnesses 
themselves. Stigmatization was viewed as the by-product of the social organization 
of psychiatry and psychiatric services. Indeed, one of the motivations behind the 
massive deinstitutionalization that took place in the late twentieth century was the 
idea that community care would go a long way to destigmatize mental illnesses. 
However, the stigma followed patients out of the hospitals into the streets where 
they were more visible and disconcerting [9].

Psychological models of stigma have examined the way in which labels are con-
nected to cultural stereotypes and the content of these. They have identified how 
cognitive and attributional processes lead to the development and maintenance of 
negative and erroneous stereotypes, which forms the cognitive scaffolding for stig-
matized views. Attribution theory describes a process that begins with a label, that 
triggers a stereotyped attribution, which, in turn, evokes a negative emotional 
response (prejudice), and a behavioural expression (discrimination). People who 
hold moral views of mental illnesses based on attributions that emphasize blame-
worthiness, dangerousness, or unpredictability, are more likely to respond in angry 
and punitive ways and they are more supportive of coercive legislation and treat-
ment practices [17, 18].

Link and Phelan [15] have incorporated these social and psychological elements 
into a broader process map which ties stigmatization to the interactions between 
individuals and groups. Initially, the social group identifies and labels a difference 
that is deemed to be socially salient. The label is then linked to negative stereotypes 
and labelled people are socially categorized in ways that make a clear distinction 
between us and them. Once labelled and categorized in this way, individuals experi-
ence status loss and discrimination. In this model, stigmatization is entirely predi-
cated on powerful social forces that have the ability to create and maintain unequal 
access to social, economic, and political power.

Figure 13.2 depicts a cycle of stigma that spirals to deepen social disabilities and 
the illness itself [19, p. 3]. This is the operational model that was used by the World 
Psychiatric Association’s global anti-stigma program. It stresses that stigma is a 
vicious cycle that will continue unless the circle is interrupted. Most importantly, 
the cycle defines access points where interventions might be undertaken and where 
there is room for action by professionals, social services, hospitals, community 
agents, and other advocates. In the context of this model, there is no one who cannot 
contribute to stigma reduction and its consequences. Similar cycles were conceptu-
alized at the level of the family, depicting how stigma reduces social support that 
can be provided to the ill person; and at the level of programs and services, where 
services are underfunded and of poor quality.

Over time, we have moved from models emphasizing the psychological aspects 
of stigma, to multi-factorial models that consider the social, psychological, and eco-
logical components of stigmatization.
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13.1.3  The Emergence of a Social Model of Disability

Historically, people with physical or mental impairments were viewed as having 
suffered an unfortunate tragedy requiring medical treatments and charity-focused 
social welfare programs. During this era, the medical model of disability focused 
on the chain reaction of risk factors, disease onset, impairment, disability, and 
handicap. People with disabilities were viewed as different from other functional 
members of society and directed toward separate tracts of government policy. The 
government track for normal, healthy members of the community focused on 
developing potential, whereas the track for disabled persons regarded them as 
defective and systematically excluded them from mainstream society. The focus 
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was on fixing the individual so that they could better align with mainstream social 
practices in a society that was filled with barriers to full and effective social par-
ticipation [20].

Contemporary discourse focuses on understanding disabilities from a social 
perspective. The “social model” of disability (or sometimes “socio-political 
model”) represents a paradigm that emerged in the context of the disability rights 
movement of the 1960s, which refocused the agenda from issues of treatment, 
cure, protection, and acceptance of impairment as a positive dimension of diver-
sity, to a human rights perspective that promotes full social inclusion of people 
with disabilities. Unlike previous models, the social model deliberately severed the 
link between a physical or mental impairment and any social disability. Impairments 
are no longer viewed as the cause of an individual’s economic, political, or social 
disadvantage [21]. Rather, social inequalities are considered to flow from social 
structures. People are disabled because the social environment has failed to adjust 
to their needs [22].

In 2006, the Convention on the Rights of Persons with Disabilities was adopted 
(coming into force in 2008). It is the most up-to-date international legal instrument 
designed to specify and protect the rights of persons with physical and mental dis-
abilities. It puts forward a social model of disability, recognizing that it is the level 
of accommodations (or lack thereof) of a society that determines the degree to 
which an impairment becomes a disability [23]. One limitation of the convention is 
that it has equated an illness with a disability. In the context of mental illnesses, the 
majority of individuals do not have socially relevant impairments, so are not “dis-
abled” in the sense of the convention. Nevertheless, by adopting a social model, the 
convention has created an important climate for change and has challenged signato-
ries to remove attitudinal and structural barriers that prevent people with impair-
ments from becoming full and effective members of society. In so doing, it firmly 
rejects the view that disabled people are objects of charity and in need of medical 
and social protections [24]. Recently, the UN Committee, set up to monitor the 
implementation of the convention, has come under criticism for its “absolutist” 
interpretation of the convention prohibiting all forms of involuntary detention and 
treatment as well as substitute decision making of people with mental health or 
psychosocial disabilities, notwithstanding any danger to self or others. Szmukler 
[23] has suggested that this interpretation (though not legally binding in interna-
tional law) will threaten the rights of others, the family, and the public; and subse-
quently increase mental illness-related stigma. As a result of the Committee’s 
interpretation, a large number of signatories have expressed their disagreement, 
indicating that it will have serious and adverse consequences for people with mental 
illnesses and psychosocial disabilities; indeed, potentially undermining some of the 
hard-won critical rights [25]. Clearly, future compromises will be necessary in order 
to realize the vision of the Convention in creating socially inclusive communities 
for people with disabilities.
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13.2  Prevalence of Stigma and Stigma Impact

13.2.1  Public Stigma

It is difficult to estimate the frequency of mental illness-related stigma expressed by 
members of the public. Social desirability can influence the extent to which people 
are willing to admit that they hold prejudicial beliefs or participate in socially dis-
tancing or discriminatory activities [26]. Also, as national anti-stigma initiatives 
proliferate, members of the public become even more sensitized concerning the 
“socially desirable” response that they should provide with the result that popula-
tion estimates may be seriously biased [9]. Secondly, estimates of stigma differ 
depending on the measurement instrument used. For example, Corrigan and col-
leagues found that measures of difference yielded significantly higher endorsements 
compared to measures of stereotypes [26]. Thirdly, stigmatized views of mental 
illnesses are likely to be shaped by culture, tradition, access to education, access to 
health services, beliefs about aetiology, the diagnosis of the individual, previous 
contact with someone who has had a mental illness, and a host of other factors. 
Thus, endorsements for common stereotypes will vary widely by culture [27].

The World Values Survey (worldvaluessurvey.org) offers an opportunity to 
examine social distance expressed toward “emotionally unstable people” across dif-
ferent countries. An advantage of this survey is that all countries provide large rep-
resentative samples, use the same survey tool, and have rigorous translation and 
back-translation procedures. In addition, countries span a range of economic devel-
opment indices. In each country, respondents are asked to pick from a list individu-
als they would not want to have living in their neighbourhood. We used the 
longitudinal component to estimate the proportion of samples aggregated over five 
survey waves (from 1981 to 2009) who identified “emotionally unstable people” as 
a group they would not like to have living in their neighbourhoods. Fig. 13.3 shows 
a box and whisker plot of these results. The shaded box shows the 25th and 75th 
percentiles, with the middle line showing the median (50th percentile). The whis-
kers extend out to the extreme values on either end of the distribution. These are the 
average values across five successive waves of the survey (undertaken from 1981 to 
2009), representing 163,729 respondents.

This figure shows that there is considerable variability across the 72 countries 
represented; but in half of the countries, the social distance expressed toward emo-
tionally unstable people was pervasive, ranging from 32% to 58% of the sample. As 
with all multi-cultural research, it is not clear how individuals in various countries 
understood the term “emotional instability,” what specific stereotypes were trig-
gered, or what range of mental illness-related behaviours might have been included 
under this label. Similarly, it is not known the extent to which social desirability 
response sets may have biased (probably underestimated) results. Nevertheless, 
these results portray a picture of pervasive social intolerance.

Another way of looking at the prevalence of mental illness-related stigma is to 
ask people who have a mental illness whether they have experienced prejudice and 
discrimination because of their current or past emotional ill health. A strength of 
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this approach is that it is not based on hypothetical situations reflecting what mem-
bers of the public think they would do, but directly analyzes real life experiences of 
people who have been stigmatized. As an example, Thornicroft and colleagues 
examined patterns of experienced and anticipated discrimination against people 
with schizophrenia in 27 countries participating in the INDIGO network 
(International Study of Discrimination and Stigma Outcomes) [28]. Researchers at 
each site purposively selected a sample of 25 individuals who, in their judgement, 
were representative of people with a clinical diagnosis of schizophrenia who were 
in treatment with local services (n = 732). While experienced discrimination was 
apparent in all samples, there was significant variability. In most countries, half of 
the sample reported five or more areas of negative discrimination; the most frequent 
being in making or keeping friends, discrimination from relatives, keeping or find-
ing a job, and intimate relationships. Positive discrimination where individuals 
received some benefit because of their diagnosis (e.g., pensions, housing, treatment) 
was rare, and occurred in less than 10% of the sample. Respondents were more 
likely to anticipate discrimination, than to have experienced it. For example, 69% 
anticipated discrimination in finding or keeping work, whereas less than half had 
actually experienced discrimination. Similarly, 60% of participants anticipated dis-
crimination in the context of intimate relationships, whereas more than half (56%) 
had not experienced it. This may be reflective of the situation where individuals 
avoid placing themselves in discriminatory relationships if they anticipate that they 
will be treated negatively because of their mental illness. This interpretation was 
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borne out in a subsequent INDIGO study examining anticipated and experienced 
discrimination by people with depression [29]. Respondents scoring high on the 
anticipated discrimination items decided to give up and not pursue their goals. In 
this study, respondents from the most developed countries (measured using the 
Human Development Index) experienced significantly higher levels of 
discrimination.

In Canada, a survey module assessing the frequency and impact of perceived 
stigma (the Mental Health Experiences Scale) has been used in two national popula-
tion surveys; in 2010 (n = 10,389; 72% response) [30] and 2012 (n = 25,113; 69% 
response rate) [31] to assess stigma experiences of people who have used mental 
health services in the previous year. In both surveys, the frequency of stigma experi-
enced was considerable, in the range of 30% to 40% of the 8.3% of the Canadian 
population who accessed mental health services in the previous year. Between 2.0% 
and 6.4% (depending on the disorder category) reported discontinuing treatment 
because of discrimination, unfair treatment, or embarrassment [31]. While it is gen-
erally supposed that stigmatization is an inevitable component of the experience of a 
mental illness, these results suggest that it may not be part of people’s current (past 
year) experiences. Half or more of those accessing services in the previous year did 
not report stigmatization, though they may have experienced it earlier in their lives. 
The finding from the 2010 survey [30] showing that younger respondents reported 
significantly greater stigma is consistent with this possibility. Respondents who did 
not meet the criteria for a Composite International Diagnostic Interview (CIDI) men-
tal disorder were less likely to report stigma, which is consistent with the view that 
diagnostic labelling plays an important role in the stigma process. Finally, the levels 
of reported stigmatization were surprisingly similar between disorder groups, all in 
the range of 30–40%, but those who self-rated their mental health as moderate or fair, 
were more likely to report stigma (38% for moderate or fair compared to 25% for 
very good or excellent). Both mental health itself, and the perception of mental health 
status, may contribute to perceptions of stigma or, alternatively, stigma may be an 
important determinant of poor mental health status. It is not possible to sort out the 
direction of the relationship with cross-sectional data [31].

13.2.2  Stigma Impacts

People growing up in a specific culture are aware of the stigmatized views about 
people with a mental illness. The negative attitudes of others, which are attached to 
a diagnostic label, become personally relevant when one learns that one has a men-
tal illness. Self-stigma occurs when these negative public views are internalized and 
negatively impact the self-esteem and self-identify of the individual [15]. Brohan 
and colleagues [32] examined the degree to which self-stigma was reported by ran-
dom samples of 1340 mental health service users with schizophrenia, psychosis, or 
schizoaffective disorders who were members of mental health charity organizations 
in 14 European countries. Almost half (41.7%) reported moderate or high levels of 
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self-stigma using the Internalized Stigma of Mental Illness Scale—a 29 item scale 
that assesses self-stigma along five dimensions (alienation, stereotype endorsement, 
perceived discrimination, social withdrawal, and stigma resistance). As with levels 
of public stigma, they noted significant between-country variations on all four 
dimensions. Lower self-stigma was associated with feelings of empowerment and 
higher numbers of social contacts suggesting that interventions that target these fac-
tors may help to reduce self-stigma.

Self-stigma has been associated with a range of negative social and clinical out-
comes, including lower quality of life, lack of empowerment, shame, blame, 
increased symptom severity, and reduced help-seeking, to name a few [32, 33]. 
Corrigan and colleagues [34] talk about the “why try” effect that occurs when self- 
esteem and self-efficacy prevent people from achieving important goals, such as 
failing to pursue work, independent living opportunities, or social interactions. 
People who view public stereotypes as legitimate (and apply them to themselves) 
suffer greater harm to their self-esteem and self-efficacy. Others, who may view 
public stereotypes as invalid, may experience righteous indignation and use these 
feelings to become empowered and develop a positive self-identity.

As well as having direct effects on the individual who has a mental illness, stigma 
may indirectly affect all of those around them. As previously described, Sartorius 
and Schulze [19] describe vicious cycles of stigmatization that interact to affect the 
individual who has a mental illness, their family members, and professional caregiv-
ers. The individual with a mental illness, once marked as “different” will experience 
a number of social disadvantages including inequitable access to care, poorer qual-
ity of care, reduced self-esteem, and additional stresses that may amplify the indi-
vidual’s disability making them a greater target for public stigma. In turn, this may 
have important negative consequences for the family. They may experience stress, 
feel shame, guilt, and worry, and experience a loss of family esteem and reserves, 
making it difficult to provide the social supports necessary for recovery. Mental 
health services are also chronically underfunded. They are typically the first to have 
budget cuts and the last to experience budget growth. As a result, it is difficult to 
provide high-quality, recovery-oriented care. In many parts of the world, medica-
tions needed for the treatment of mental illnesses are unavailable because they are 
deemed to be “too expensive”—another way of saying that people with a mental 
illness are not worth the cost. These individual, family, and structural pressures 
coalesce to perpetuate impairment and disability.

13.3  Interventions to Reduce Stigma

13.3.1  International Programs

World Psychiatric Association Stigma Section
The World Psychiatric Association (WPA) is an association of national psychiatric 
societies aimed to increase knowledge and skills necessary for work in the field of 
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mental health and the care for individuals living with mental illnesses (www.wpa-
net.org). The Stigma Section of the World Psychiatric Association, through its net-
work of international members, engages in activities designed to reduce prejudice 
and discrimination due to mental disorders and improve social inclusion for people 
living with mental illnesses and their family members.

The Stigma Section has three major goals. The Section’s first goal is to dis-
seminate information about stigma due to mental disorders through academic 
and technical publications, as well as symposia and courses offered at WPA 
regional meetings and congresses. Secondly, the Section aims to advance scien-
tific knowledge about stigma through collaborative research and evaluation. 
Finally, the Section provides training opportunities to support the development 
of effective programs to fight stigma because of mental disorders. Since 2014, 
members of the Stigma Section have contributed over 100 scholarly papers, 
manuscripts, and books and made numerous presentations at symposia and aca-
demic conferences. The Section works with local sites to host the biennial 
Together Against Stigma Conference. The location changes, depending on the 
local host and attracts stigma researchers from around the globe. The most 
recent conferences were held in Copenhagen, Denmark in 2017 and in Singapore 
in 2019.

Open the Doors
Open the Doors was established in 1996 with the intention of fighting the stigma 
associated with schizophrenia. The goals of the program are to examine the 
nature of stigma and its consequences in different sociocultural settings, and to 
develop methods that could be used to prevent or reduce it. Recognizing that 
there was insufficient data describing the scope and impact of stigma from the 
perspective of people living with schizophrenia (and their family members), the 
program places high priority on gaining the perspective of people with direct 
experiences of schizophrenia regarding their experiences with prejudice and 
discrimination.

Open the Doors was ultimately implemented in 18 low-, middle-, and high- 
income countries: Austria, Brazil, Canada, Chile, Egypt, Germany, Greece, India, 
Italy, Japan, Morocco, Poland, Romania, Slovakia, Spain, Turkey, USA, and the 
United Kingdom. In addition, Australia worked in partnership with Open the Doors. 
Activities conducted by teams in each of these countries under the umbrella of the 
Open the Doors program have included: surveys of knowledge and attitudes (in 14 
countries); publications in newspapers and magazines (14) and scientific journals 
(13); the development of a speaker bureau involving people with schizophrenia, 
family members, and/or professionals (12); the development of education programs 
for health professionals (12), journalists (11), primary or secondary students (9), 
psychiatrists (9), families (8), clergy (5), and general practitioners (7); stigma watch 
or stigma busting programs (6); art presentations and competitions (6) and theatre 
or dramatic presentations (4); anti-stigma awards (5), story workshops (3), and 
other miscellaneous interventions ranging from movie screenings to public days of 
solidarity with people experiencing schizophrenia.
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Meeting for Minds (M4M)
Meeting for Minds (M4M) is a non-profit organization currently operating in five 
countries, aiming to become a unified, global catalyst for ground breaking change 
in mental health research. While MFM acknowledges all mental health support 
groups and the invaluable work they do, the program emphasizes the one often 
overlooked, yet vital component: the insight and knowledge of those who have lived 
experience of mental illnesses and those who care for them. The overall goal of 
M4M is to create a new and innovative style of research into disorders of the brain 
that supports collaborative research with people with lived experience of mental 
illness as partners in research. Activities conducted by the program have included 
formal scientific research, public fora and lecture series, workshops, and other 
events held through partnerships with existing groups such as Spacecubed, an orga-
nization dedicated to creating new, innovative solutions to mental health problems 
in Australia.

The Global Anti-Stigma Alliance (GASA)
The GASA program is an informal grouping bringing together national programs 
with the help of the WPA Stigma Section. Established in 2012 at the Ottawa, Canada 
Together Against Stigma Conference, alliance members share learning, methodolo-
gies, best practices, materials, and the latest evidence to achieve improved outcomes 
for individuals facing prejudice and discrimination as a result of living with a men-
tal illness. The program draws anti-stigma researchers and national programmatic 
initiatives from around the world, and is actively seeking additional members. 
Currently, members hail from over 16 countries.

13.3.2  National Programs

The following programs are national anti-stigma initiatives, in ten countries. 
Abbreviated descriptions of programs are presented in alphabetical order by coun-
try, and program name.

13.3.2.1  Australia
Beyondblue
Beyondblue is a co-funded government initiative across all eight governments in 
Australia. The program began as a basic awareness campaign, aiming to raise 
awareness about youth and depression. Originally established as a five-year pro-
gram, beyondblue has since evolved to encapsulate good mental health for the entire 
population of Australia, with a focus on anxiety, depression, and suicide prevention. 
Since 2015, beyondblue’s strategic plan has shifted into a settings-based focus on 
the family home, the workplace, schools, and the community as a whole. The pro-
gram’s goals are stigma reduction, improving mental health literacy, and getting 
support to people at the right time. The beyondblue website offers a wealth of infor-
mation, including downloadable resource packs, online programs, information vid-
eos, and more. The website receives close to 100,000 visitors per month on their 
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community fora, reaching up to 10,000 unique posts per month. Other activities 
have included social media campaigns, the provision of online support serves (i.e., 
information phone line, online forum support, and web chat), and online training 
programs and resources. All programs and resources are embedded within the 
beyondblue website.

SANE Australia
SANE Australia was originally launched in 1986 as the Schizophrenia Australia 
Foundation. Over the past  years, the organization has had a number of foci, but 
stigma reduction has remained a common element throughout. SANE primarily 
focuses on reducing the stigma surrounding complex or poorly understood mental 
illnesses including schizophrenia, bipolar disorder, personality disorders, eating 
disorders, Post Traumatic Stress Disorder (PTSD), and trauma. In addition to stigma 
reduction, the program focuses on policy development and advocacy, ensuring that 
the needs of people affected by complex mental illnesses are reflected in public 
policy and the health and social service systems. The program aims to reach all 
Australians affected by complex mental illnesses including those living with a men-
tal illness, their families, friends, and colleagues. SANE works collaboratively with 
the media, community groups, governments, and institutions (i.e., the police force, 
legal services, etc.), serving adults aged 18 years and older. Activities conducted by 
SANE include: Stigma Watch, an initiative comprising response to community con-
cerns about stigmatizing language used in the media and the production of training 
materials and guidelines for media professionals; public awareness campaigns, 
which include components such as conversation starters, improving understanding 
of complex mental illnesses, and eliminating self-stigma associated with these ill-
nesses; and online help available on the program’s website (https://www.sane.org/), 
moderated 24/7 by mental health professionals.

13.3.2.2  Canada
Opening Minds
Opening Minds, launched in 2009, is the largest systematic effort in Canadian history 
focused on reducing stigma related to mental illnesses. Established by the Mental 
Health Commission of Canada, the program seeks to change Canadians’ attitudes 
and behaviours toward people living with mental illnesses to ensure they are treated 
fairly, as full citizens with equal opportunities to contribute to society. Opening 
Minds takes a population-based approach, with the ultimate goal being that the pro-
gram’s stigma reduction message benefits all Canadians with lived experience of a 
mental illness. The goal is for these individuals to never experience stigma at home, 
school, or work; to receive timely and equitable care from health care providers; and 
to receive useful support and correct information regarding how to seek help and how 
to reach recovery. To accomplish these goals, Opening Minds targets four key groups: 
(1) youth; (2) the workplace (including employees and employers); (3) health care 
providers (including practicing physicians, nurses, students in health- related disci-
plines, administrative and support staff); and (4) the media (including journalism 
students, and those currently employed in the media). Opening Minds engages in 
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three major activities: (1) formal evaluation of existing anti-stigma programs in 
Canada so that those that are found to be effective can be replicated; (2) delivery and 
promotion of evidence-based programs; and (3) the development of toolkits where 
none exist. The program’s youth initiative, Headstrong, was also launched in 2014, 
and is modelled after the most effective of over 25 youth anti- stigma programs across 
Canada formally evaluated by Opening Minds.

Bell Let’s Talk (See letstalk.bell.ca)
Bell Let’s Talk began in September 2010. At that time, most Canadians were not 
talking openly about mental illnesses. They were still very much taboo subjects. 
The goal of Bell Let’s Talk day was to open a national conversation about Canadians’ 
mental health. This national program has four pillars of action: anti-stigma; care and 
access; research; and workplace mental health. For one day each year, Bell donates 
5 cents for messages of support on the Bell network. On the first Let’s Talk Day, 
Canadians made 66,079.236 calls and texts resulting in a donation of over $3 mil-
lion to add to the $50 million start-up funding originally committed by Bell. Over 
time, messages have steadily grown to over 145,442,699 interactions (in 2019). In 
September 2015, Bell announced a further 5-year commitment and a total pledge of 
$100 million. A telephone survey of 1007 randomly selected Canadian adults con-
ducted by Nielsen Consumer Insights showed that 57% of Canadians believed that 
the stigma associated with mental illness had been reduced compared to five years 
earlier, 70% indicated that they thought attitudes about mental health issues had 
changed for the better, and 81% indicated they were more aware of mental health 
issues. To date over $100 million dollars has been donated to a host of community 
mental health initiatives, including mental health initiatives, $1.4 million to crisis 
and distress line callers, $0.5 million to children and youth programs, $800 thou-
sand to train staff and volunteers, and $300 thousand to individuals supported 
through technology-based mental health programs. In addition, Bell has funded the 
first Mental Health and Anti-stigma research chair at Queen’s University with a 
10-year funding commitment. This makes the Bell Let’s Talk program the largest 
corporate sponsorship for mental health in Canadian history.

13.3.2.3  Denmark
One of Us
En Af Os, or One of Us is a population-based anti-stigma program in Denmark. A 
strong network of partner organizations, including The Danish Health Authority, the 
philanthropic foundation TrygFonden, the Danish Regions, The Danish Mental 
Health Fund, The National Board of Social Services, The Psychiatry Network, KL 
(Local Government Denmark), and The Danish Committee for Health Education, 
was formed in 2010 to extend the program’s coverage. The program’s overall goal 
is to improve life for all Danes by promoting inclusion and combatting mental 
illness- related discrimination. More specifically, the organization aims to: increase 
knowledge about mental illnesses, reduce stigmatization, and promote social inclu-
sion. Similar to the Canadian Opening Minds, the Danish program has five main 
target groups: (1) youth, (2) the workplace (labour market), (3) service users and 
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relatives, (4) staff in health and social services, and (5) the media. Activities con-
ducted by One of Us have included: ambassador training for community members 
with lived experience of a mental illness; social contact activities (i.e., talks led by 
ambassadors); media response information and materials for journalists that guide 
responsible reporting on mental health-related issues; and dialogue toolkits, pack-
ages of materials designed to challenge and promote reflection among professionals 
in healthcare, social sectors, job centres, and educational settings about how to talk 
about and with individuals living with mental illnesses.

13.3.2.4  United Kingdom
Time to Change
Time to Change is an anti-stigma program based in London, United Kingdom. The 
program was established in October 2007. Overall, the program takes a population- 
based approach, aiming to reduce stigmatizing attitudes and behaviours among all 
individuals in the United Kingdom, including those with and without experiences 
of a mental illness. More recently, the program has begun to take a global approach, 
extending their reach to anti-stigma programming in low-income countries within 
the Commonwealth. At the heart of all work conducted through the program is the 
concept of “lived experience”, with individuals sharing their stories and experi-
ences living with a mental illness and the associated stigma. Time To Change tar-
gets four main focus areas, where community champions are developed: (1) the 
workplace; (2) the youth; (3) the media; and (4) the general community. Within the 
community, the program campaign operates several programs, including the com-
munity leadership work as well as social media and communications to the general 
public. Activities conducted by Time to Change have included: the development of 
community champions, both in the general population and more specifically, in 
workplaces (ranging from sharing lived experiences in a formal setting, to speak-
ing up when witnessing stigmatizing behaviour); school-based activities, including 
downloadable resources and free, online toolkits available to students and teachers; 
and formal challenging of harmful or stigmatizing mental health-related messag-
ing in the media.

SANE (UK)
SANE is a leading mental health charity that aims to reach all individuals with lived 
experience of a mental illness in the United Kingdom. In 2003, SANE founded the 
Prince of Wales International Centre for SANE Research in Oxford, where leading 
researchers are investigating the yet unknown causes of schizophrenia and psycho-
sis. Research in general plays a central role to SANE’s programming, the services 
offered, and the program’s approach to reaching its desired outcomes. The program 
aims to meet three overarching objectives: (1) reduce the impact of mental illnesses 
(e.g., reduce stigma and distress, increase support); (2) improve treatment and care 
by increasing knowledge about mental illnesses; and (3) influence policy and public 
attitudes by increasing understanding of mental illnesses. SANE engages in a range 
of activities, from research, to campaigning for the rights of individuals living with 
mental illnesses, to providing emotional support, guidance, and information to those 
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affected by a mental illness, including families and caregivers. The mental health 
support services provided by the program are confidential and non- judgmental, and 
delivered by a team of mental health professionals and trained volunteers. The pro-
gram also offers SANEline, a national after-hours mental health helpline run by 
trained volunteers who offer support and guidance for those affected by mental ill-
nesses. SANEline is open all year round from 4:30 to 10:30  p.m. The program 
addresses negative portrayals of mental illness in the media, and also helps indi-
viduals who have lived experience with mental health problems speak to journalists, 
broadcasters, and researchers to share their stories.

13.3.2.5  Netherlands
Samen Sterk
Samen Sterk Zonder Stigma (Together Strong Against Stigma) is an anti-stigma pro-
gram based in the Netherlands. The overall goal of the program is to eliminate the 
prejudice and discrimination associated with mental illnesses. Taking a population- 
based approach, the program targets the following groups: (1) mental health profes-
sionals, (2) the workplace, (3) the media, (4) the community, and more recently, (5) 
youth. Among mental health professionals, Samen Sterk aims to improve awareness 
around the stigmatization of mental illnesses within the mental health care system, 
in addition to making healthcare professionals aware of self-stigma. Within the gen-
eral workplace, the program aims to encourage employees and employers to have 
open discussions about mental health and mental illnesses. Samen Sterk encourages 
media professionals to report responsibly, in a non-stigmatizing fashion, on mental 
health-related news stories. Finally, Samen Sterk reaches youth in school settings, 
working with educational professionals, school administrations, students, and par-
ents. Activities conducted by the program have included: curating ambassadors 
within the community (i.e., individuals with lived experience of a mental illness 
who share their stories with others through workshops, talks, etc.); the creation of 
toolkits and training for healthcare professionals; the development of CORAL, a 
decision making tool designed for employers and employees with respect to dis-
closing a mental illness; and the creation of non-stigmatizing reporting guidelines 
for media professionals.

13.3.2.6  New Zealand
Like Minds, Like Mine
Like Minds, Like Mine is a comprehensive, national campaign based in New 
Zealand. Established in 1997, the program grew out of a recommendation following 
an inquiry into mental health care and discrimination against those living with men-
tal illnesses (the 1996 Mason Report). The program aims to counter prejudice and 
discrimination related to mental illnesses. Like Minds, Like Mine takes a population- 
based approach, targeting people who have the potential to exclude, particularly in 
workplace and community settings. The program aims to emphasize the removal of 
barriers to social inclusion for the most excluded groups, including: people with 
severe mental illnesses, Māori and Pacific people who are more likely to begin their 
journey through a mental illness in a position of social disadvantage, and people 
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under the age of 25 years. The program’s messaging primarily targets the following 
groups: (1) the media, (2) the workplaces, and (3) the community. Activities con-
ducted by Like Minds, Like Mine have included guidelines for responsible media 
reporting, public awareness campaigns, and a wealth of online resources for mini-
mizing stigma in any environment, accessible through the program’s website.

13.3.2.7  Portugal
UPA Movement
Developed by Encontras, a Portuguese NGO, the UPA Movement (United to Help) 
began in Portugal in 2007. The focus of the program is to eradicate prejudice and 
discrimination and improve the lives of those living with mental illnesses. The UPA 
Movement aims to reach the entire Portuguese population, with particular efforts 
targeted toward youth and the workplace. A Song for Mental Health was the UPA 
Movement’s first national campaign. Over the course of 10 months, a new song was 
released by a popular, high-profile Portuguese musician. Each song was about a 
theme related to stigma and mental illness, and was released on television, radio, 
and billboards around the cities of Portugal. Since then, the UPA Movement has 
also engaged in other activities, including the development of the Make a Difference 
program, school-based interventions targeting Portuguese youth and teachers, as 
well as providing community-based psychosocial rehabilitation programs and ser-
vices to community members.

13.3.2.8  Scotland
See Me
See Me is an anti-stigma initiative based in Glasgow, Scotland. Since its inception 
in 2002, the program has taken a settings-based focus, targeting workplaces, schools, 
and health, and social care. The broader community as a whole is also described by 
the program as one of the main settings of interest. Social contact theory (i.e., shar-
ing stories of people with lived experience with a mental illness) is the cornerstone 
of the program. More recently, the program’s focus on policy and practice within 
each of the identified settings of interest has increased significantly. In the past, See 
Me has focused on delivering high-profile awareness campaigns. While the program 
will continue to provide public campaigns, more recently, resource allocation has 
been weighted more heavily towards policy and practice (i.e., implementing train-
ing and increasing knowledge within health and social care). This represents a shift 
to a more comprehensive focus. Activities conducted by See Me have included: 
providing knowledge and training to teachers and students within school settings; 
the creation of a four-stage, e-learning program for workplaces to develop an 
improvement plan regarding mental health-related policy and practice; and a variety 
of activities with the Social Movements division, including multi-day training pro-
grams, “conversation-starting” awareness campaigns, and lived experience talks 
designed to empower community members to become champions of mental health 
and anti-stigma messaging.
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13.3.2.9  Spain
1decada4
1decada4 (1 in 4) is an anti-stigma program based in Andalusia, Spain. The pro-
gram is a cross-sector strategy shared across three agencies of the Department of 
Health. Five institutions are collectively under the umbrella of 1decada4. The pro-
gram began in 2007 with the overall goal of combating the prejudice, discrimina-
tion, and violation of rights experienced by people with mental health problems and 
championing the recovery of people with lived experience and their families. This 
program has taken a population-based approach, aiming to change stigmatizing atti-
tudes and behaviours within the general population. More specifically, the program 
aims to reach the following target groups: (1) healthcare professionals; (2) service 
users and families; (3) schools and universities; (4) media; and (5) workplaces. 
Activities conducted by 1decada4 have included social media campaigns, the pro-
duction of short documentary films, the development of a Media Reporting Guide, 
and various training courses and workshops.

Obertament
Obertament (Open Mind) is an anti-stigma program based in Barcelona, Catalonia, 
in Spain. The program was founded in 2010 and aims to improve the lives of all 
individuals living with mental illnesses. The program takes a population-based 
approach, aiming to reach all of Catalonia. A large regional survey, created in part-
nership with the Health Department of Catalonia, suggests that Obertament’s cam-
paigns reach between 9 and 11% of the Catalan population (the total population of 
Catalonia is approximately 7.5 million). The primary target groups of interest 
include: (1) media; (2) youth (education); (3) primary healthcare; and (4) work-
place. Activities conducted by Obertament have been the development of the Media 
Observatory, which includes media guidelines for reporting on mental health-
related topics and educational workshops for journalists; the development of online 
toolkits; activism training for the general population, which has helped to create a 
powerful network of anti-stigma champions throughout Catalonia; and the What’s 
Up! project, which aims to raise awareness about stigma and increase mental health 
literacy among school-aged youth.

13.3.2.10  United States of America
Bring Change to Mind
Founded by actress and activist Glenn Close in 2010, Bring Change to Mind (BC2M) 
is a non-profit organization dedicated to encouraging dialogue about mental health, 
and to raising awareness, understanding, and empathy. The overall mission of 
B2CM is to end the prejudice and discrimination surrounding mental illnesses. 
Three major objectives (or pillars) guide the program: (1) creating national advo-
cacy and awareness campaigns; (2) developing a national student-led high school 
club program, and (3) building a storytelling movement that works to end the stigma 
in the USA.  Activities conducted by the program have included: supporting a 
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national dialogue about mental health through Public Service Announcements; 
developing evidence-based, peer-to-peer high school, and undergraduate programs; 
and providing platforms for individuals to share, connect, and learn about mental 
health and mental illnesses.

The Carter Centre
The Mental Health Program at the Carter Center was launched 35 years ago, estab-
lished by former First Lady Rosalynn Carter. The initiative focuses on promoting 
awareness about mental health issues, informing public policy, achieving equity for 
mental health care comparable to other health care, and reducing prejudice and 
discrimination against individuals living with mental illnesses. The Rosalynn Carter 
Fellowships for Mental Health Journalism have been in existence for 21 years. This 
program provides stipends and training to journalists to support responsible report-
ing on topics related to mental health and substance use issues. The program cur-
rently awards journalists from the USA, Colombia, Qatar, and the United Arab 
Emirates, and has previously awarded journalists in Romania, South Africa, and 
New Zealand. Components of the program include social media support from previ-
ous fellowship recipients, as well as annual meetings with advisory groups. While 
professional journalists are the direct target group for the Fellowships for Mental 
Health Journalism, several broader target groups are indirectly impacted by the pro-
gram, including policymakers and the general public (as consumers of media). The 
messaging that these journalists take back to their communities creates a snowball 
effect, educating countless additional individuals on language which supports accu-
rate, non-stigmatized, and balanced reporting about mental health-related issues.

13.3.3  Smaller Anti-Stigma Programs

In addition to the programs described above, there are a number of anti-stigma 
activities underway across the globe spearheaded by local advocates, health provid-
ers, family members, people with mental illnesses, and a host of other social and 
policy people. These activities are typically unpublished or published in local jour-
nals and so are less apparent than the large international and national programs 
described in the previous sections. For example, Beldie and colleagues [35] cata-
logued anti-stigma activities in 14 midsize European countries (Austria, Belgium, 
Croatia, Czech Republic, The Netherlands, Norway, Poland, Portugal, Romania, 
Slovakia, Slovenia, Sweden, Switzerland, and Turkey). Eight of these countries had 
country-wide national programs and all had regional projects or campaigns. With 
the exception of three countries, anti-stigma programming was supported by the 
government, though the level of funding varied considerably. In many countries, 
work was supported by the pharmaceutical industry and in many cases, funding 
came from a variety of sources. Unlike the programs described above that under-
took sustained anti-stigma activities, in these countries’ activities were of short 
duration, sometimes restricted to a special day. Even where campaigns were of lon-
ger duration, activities occurred in short bursts. On the whole, anti-stigma activities 
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did not seek to empower people with mental illnesses and their families and there 
was no comprehensive effort to include people with mental illnesses or their fami-
lies in the planning or implementation of these activities. Program evaluation has 
not been given much attention so it is unclear how effective these activities have 
been. This situation likely typifies much of the local anti-stigma work occurring 
throughout the world.

13.3.4  Interventions Targeting People with a Mental Illness

Development of interventions to address self-stigma is a relatively new area of 
activity, but one that seems to hold some promising results. However, the field is 
still in its infancy and much work is needed to solidify theoretical orientations, key 
ingredients, efficacy, and sustainability.

In 2016, Tsang and colleagues [36] conducted a systematic review and meta- 
analysis of 14 self-stigma reduction programs for people with serious mental ill-
nesses (schizophrenia, schizophrenia spectrum disorder, bipolar disorder, or major 
mood disorder). Most of the programs adopted a psychoeducational approach with 
a combination of other components such as Cognitive Behavior Therapy (CBT), 
social skills training, goal attainment, and narrative therapy. The duration of the 
programs ranged from 10 to 40 sessions with sample sizes of 20–205 participants 
(total of 1131 participants; 879 in treatment and 452 in control groups). Two inter-
ventions were peer-led. Nine studies showed significant improvements and two 
showed sustainable effects. The authors concluded that most self-stigma programs 
appear to be effective; however, more research is needed. Similar findings were 
reported in an earlier critical review of the literature [37]. In the 14 articles reviewed, 
approaches varied considerably. Eight reported significant improvements in 
self-stigma.

In 2014, Yanos and colleagues [38] illustrated the variety of interventional 
approaches available by comparing the similarities and differences between six self- 
stigma programs. The Healthy Self-Concept intervention is a 12-week manualized 
group-based psychoeducational intervention focusing on individuals who had expe-
rienced their first episode of psychosis. The Self-Stigma Reduction Program is a 
16-week manualized intervention using a combination of group and individual ses-
sions. Psychoeducation, CBT, motivational interviewing, social skills training, 
goals setting, and action planning were all addressed. The Ending Self-Stigma 
Program is a 9-session manualized psychoeducational program. Sessions combine 
information, reflection, experience sharing, mutual support, discussion, skills and 
strategy practice, interactive exercises, and home-based practice. The Narrative 
Enhancement and Cognitive Therapy program is a structured manual-based group 
intervention with 20 sessions with personal sharing, psychoeducation, cognitive 
restructuring techniques, and narrative enhancement. Coming Out Proud is an 
approach that focuses on encouraging participants to explore and consider disclo-
sure as a primary method of overcoming self-stigma. This is a 3-session, manual-
ized group intervention that is solely peer-led. While it is primarily consciousness 
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raising, it does include some methods that are derived from motivational interview-
ing. Finally, the Anti-stigma Photovoice Intervention has participants take pictures 
and record narratives that relate to their experiences. It is a 10-week group-based 
intervention led by peer facilitators. It includes psychoeducation about stigma, 
experiential exercises to reduce endorsement of stereotypes about mental illnesses, 
and personal narratives about the pictures taken. The status of research on these 
interventions is minimal, but promising.

13.4  Future Challenges and Directions

13.4.1  Using Legislation to Promote Social Equity

In this context, equity is understood as providing individuals with what they need. 
This is to be differentiated from “equality” where everyone gets the same, regard-
less of their underlying need.

Though the public health importance of mental disorders has been recognized 
for more than two decades [39, 40], they are still not afforded the same policy and 
program priorities as other, equally disabling conditions. The majority of the world’s 
population still has little or no access to mental health treatments, and most coun-
tries significantly underfund mental health programming. In many parts of the 
world, large custodial institutions still provide the only available source of psychi-
atric beds—institutions that have been widely associated with poor psychosocial 
outcomes and significant human rights violations [41]. Treatment inequities are 
examples of a deeply engrained process of structural stigmatization that results in 
widespread discrimination and human rights violations. As we move toward a new 
generation of stigma reduction initiatives rooted in the discourse illuminated in the 
UN Convention on the Rights of People with Disabilities [24], a key challenge will 
be identifying the legislative tools and policy levers that can be used to reduce social 
inequities for people with mental illnesses and promote their full and effective 
social participation.

In their book Mental Illness, Discrimination and the Law Callard and colleagues 
[42] provide ten central principles that can focus legislative action designed to pro-
mote social justice and reduce discrimination against people with mental disorders. 
The first is that “mental health” reform must go beyond health legislation and 
encompass sectors such as housing and education, to create a strong lattice of legal 
tools. Second, legislation must be accompanied by adequate enforcement so that 
rights and entitlements are enacted and this must not rely on those who have been 
wronged to seek redress. Instead, mechanisms to establish enforceable duties on 
sectors and bodies to protect and promote the rights of people with mental illnesses 
must be created. Third, legislative reform must go hand in hand with the political 
participation of those who have mental health problems. Meaningful involvement 
by people with mental illnesses in the development of legal solutions will be an 
important tool to ensure that reforms are beneficial, effective, and welcomed by 
those who are affected by them. Fourth, legislative reforms should seek to recognize 
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and support the exercise of people’s capacity. Fifth, to be successful, legislative 
reforms will require support from key stakeholders in a number of different con-
stituencies. This means that mental health advocates will have to make strong alli-
ances with representatives in other sectors. Sixth, legislative clarity in the definition 
of terms used (such as disability, mental illness, and discrimination) will be para-
mount to ensure the rights and entitlements of people who have mental illnesses. 
Seventh, legislative reform should go hand in hand with strengthening mental health 
user organizations. The empowerment and self-advocacy of people with mental 
health problems and their representative organizations should be a priority. Eighth, 
legislative and policy reform should not exacerbate the problems of people with 
mental illnesses. Ninth, legislation should be enacted to ensure the full and effective 
participation of people with mental health problems; not as a form of charitable sup-
port. Finally, legislative action should give significant attention to deepening gov-
ernment accountability, transparency, and quality standards with respect to planning 
and enacting services and supports for people with mental health challenges. 
Underlying these principles is the idea that creative and animated human rights 
thinking can push us toward new ways of using the law to promote social justice for 
people with mental illnesses.

13.4.2  Building a Knowledge Base for Anti-Stigma Programming

Although countries are increasingly active in anti-stigma programming, evaluation 
of the effects of these programs, their sustainability, their transferability to other 
settings (such as low-income countries), or their overall cost-effectiveness is not 
well known. Validated fidelity criteria (or theories of change) which would identify 
the active ingredients in a program have not been widely addressed. Therefore, the 
clear articulation of the principles and procedures underliying anti-stigma programs 
that can be meaningfully tested using rigorous methods remains an important public 
health priority. In most countries, particularly in middle- and low-income countries, 
the funding for mental health research and evaluation is meagre or non-existent. 
Even in high-income countries, the funds available for mental health service evalu-
ation is minimal, hit or miss, and incommensurate with the burden caused by mental 
disorders [43].

At least four of the large anti-stigma programs described above have built ties 
with university-based researchers in an effort to conduct outcome evaluations—
the World Psychiatric Association’s global program, Open the Doors [19], The 
UK’s Time to Change [44], New Zealand’s Like minds Like Mine [45], and 
Canada’s Opening Minds [46]. Partnerships such as these demonstrate that 
community- university alliances are an important tool for developing and docu-
menting best practices in stigma reduction. They also form a nexus of knowledge 
exchange between policy makers, providers, and researchers. In future, partner-
ships and networks such as these should expand to include young researchers 
from low- and middle-income countries who require training opportunities, net-
works of practice, and researcher collaborations. This would not only broaden our 
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understanding of how programs developed in high-income countries might trans-
late into low- or middle- income countries, it could play an important role in global 
knowledge exchange. The challenge will be to find stable funding to promote 
these global efforts.

13.5  Summary and Conclusions

There is no doubt that stigmatization of mental illnesses remains a key public health 
challenge and an important human rights issue for people who have a mental illness 
and their family members. This chapter has provided an overview of mental health- 
related stigma reduction activities and reviewed some of the international and 
national initiatives currently underway to combat this problem. While the Convention 
on the Rights of Persons with Disabilities has provided an important rallying point 
for anti-stigma activities, sustained country-wide or international anti-stigma pro-
grams that employ best or promising practice are not yet the norm. More often there 
several underfunded activities that occurs in short bursts with little attention to effec-
tiveness. Significant treatment inequities still exist across the globe and the majority 
of people world-wide who have a mental illness do not have access to treatments and 
community supports. Large and ill-equipped institutions are still the norm. Therefore, 
stigma reduction continues to be an old and unmet need in mental health.
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