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Foreword

We are delighted to present the second volume of the series “Comprehensive 
Approach to Psychiatry”, devoted to “Recovery and Severe Mental Disorders”, 
edited by the Italian Society of Psychiatry (SIP) in collaboration with Springer. The 
volume is published in the context of the efforts of our association to contribute to 
the dissemination of scientific knowledge in the field of psychiatry and mental 
health. The topic discussed focuses on recovery from severe mental illness, a pro-
cess based less on relief from symptoms than on the possibility of overcoming the 
trauma of the illness and its consequences, and the loss of abilities and opportunities 
providing access to social life. The concept of recovery itself is clearly in contrast 
with one of the most widespread stigmatizing prejudices associated with mental 
illness, i.e. its unavoidable chronic and highly disabling nature.

A large body of methodologically sound clinical studies indicates how an 
increasing number of patients with mental disorders who undergo appropriate phar-
macological and psychosocial treatments are able to achieve sustained remission 
together with a satisfactory level of personal and social functioning, attaining a 
quality of working and relational life that allows them to attain social autonomy. 
Even major psychiatric disorders such as schizophrenia or bipolar disorder, when 
adequately treated through targeted interventions which take into account the per-
sonal needs, aspirations, and values of those affected may, in the same way as for 
other lifelong medical conditions, elicit equally positive outcomes. The latter indeed 
is particularly relevant when addressing the highly important issue of recovery from 
mental illness and dissemination of the findings reported, particularly in studies 
adopting a personalized approach to treatment based on scientific evidence. 
Numerous other lifelong conditions, including obsessive compulsive or anxiety dis-
orders, may require equally effective interventions throughout the patient’s lifespan. 
However, the impact of severe mental illness on the patient’s life is significantly 
higher, increasing progressively as symptoms persist, and modifying the life trajec-
tories of those affected, complicating interpersonal relationships and the acquisition 
or maintenance of satisfying social roles, frequently resulting in overt social exclu-
sion. These aspects are widely acknowledged by staff working in the Italian mental 
health services, the majority of which have adopted a recovery-oriented approach 
to care.

Therefore, the decision to place particular focus in this volume on the issue of 
recovery in schizophrenia and mood disorders is coherent in view of the severe 
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burden frequently affecting both the affected subjects and their families. The por-
trayal of recovery as a tangible target conveys a highly significant message to men-
tal health workers, as well as to those who are suffering and their caregivers, 
fostering an urge to seek treatment as early as possible, particularly as recovery 
depends largely on intervention as soon as possible after onset of the illness.

Contributions to the volume have been provided by Italian and foreign experts in 
the field to convey the most updated and in-depth knowledge relating to numerous 
aspects of this composite, and often controversial, issue.

We are confident that the volume will provide readers with a series of theoretical 
and practical elements which will prove valuable in enhancing the recovery of 
patients in their care and thus allow them to make full benefit of their civil rights and 
dignities.

� Enrico ZanaldaTurin, Italy
� Massimo Di GiannantonioChieti, Italy

Foreword
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Introductory Remarks. The Recovery Model in 
Mental Health

From an etymological viewpoint, the term recovery in its medical connotation gen-
erally indicates the act or process of returning to health following injury or sickness 
[1]. In this sense, recovery may be considered the goal of healing process [2]. 
However, although commonly used, this commonly accepted medical understand-
ing of the concept has been criticized as being inadequate, too general, and some-
what inaccurate, taking into account the different conceptions of “malady” as 
intended by diverse groups of people: disease, in the opinion of medical and health-
care professionals, illness, according to the first-person perspective, and sickness, as 
decreed by the social institutions [3]. Indeed, each of the above groups will decide 
whether or not the person in question has recovered according to his or her own 
perspective; moreover, a patient may be considered recovered from one perspective 
(e.g. biomedical), whilst having failed to do so from another perspective (e.g. first-
person) [3]. In the field of psychiatry, these different perspectives are reflected in at 
least two divergent, and seemingly incompatible, means of conceptualizing recov-
ery. The first is focused on recovery as a clinical construct in which objective dimen-
sions are considered as a comprehensive and reliable measure of outcome; the other 
relates to recovery as a personal process of living with a mental disorder, described 
through a series of subjective experiences. The first approach was developed in 
clinical contexts and the second within the user movement. Both approaches to 
recovery are progressively contributing towards changing paradigms both in mental 
health care and clinical research, as attested to by the increasing number of citations 
over the last 20 years detected by means of a simple PubMed search for the key-
words “recovery” and “mental disorders”, yielding more than 23,000 bibliographic 
citations, corresponding to approximately 2000 per year in both 2019 and 2020. 
This notwithstanding, all that glitters is not gold. As authoritatively quoted, although 
“many mental health services would declare themselves recovery-oriented, it is not 
common that a focus on empowerment, identity, meaning and resilience is ensured 
in ordinary practice” [4]. Moreover, although the concept of recovery as applied to 
mental health is undoubtedly “appealing”, a persistent lack of knowledge, together 
with a series of controversies, shortcomings, and difficulties of a conceptual and 
methodological nature should be acknowledged.

In recent years, a growing interest in clinical and personal recovery has also 
emerged in relation to bipolar disorder and major depression. In view of the signifi-
cantly lower amount of research conducted to investigate recovery in major 
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affective disorders, finding that in this context unresolved questions and issues are 
even more pronounced than in primary psychoses should not be surprising.

This volume, published under the aegis of the Italian Society of Psychiatry 
thanks to the cooperation of some of the leading researchers and clinicians working 
in the field, intends to contribute towards improving knowledge of recovery with 
regard to severe mental disorders, based upon both evidence/convergences and 
knowledge gaps and divergences.

The first part of the volume, devoted to schizophrenia and related disorders, is 
introduced by a contribution from Carpiniello and collaborators [5] addressing the 
issue of clinical recovery as a dimensional construct, together with a critical 
approach to a series of controversial issues such as the large variability in preva-
lence rates, the instability of clinical recovery, and its fleeting correlations with 
personal recovery. Functioning is a fundamental dimension of clinical recovery. The 
contribution by Giordano el al. [6] deals with factors related to both the disease and 
personal resources or social context that may have a significant impact on functional 
outcome, such as social and non-social cognition, functional capacity, negative 
symptoms, resilience, and access to family and social incentives, all involved as 
predictors or mediators of outcome, showing how the identification of these factors 
is crucial for an integration and personalization of recovery-oriented treatments. 
Rossi et al. [7] address the issue of “personal recovery” as a deeply personal, unique 
process of changing one’s attitudes, values, feelings, goals, skills, and roles, high-
lighting how recovery-oriented interventions should support people with severe 
mental illness in pursuing their goals, achieving subjective well-being, promoting 
resilience, personal skills and hope, facilitating self-determination, enhancing indi-
vidual strengths, preferences, and aspirations, to allow those concerned to live a 
fulfilling and productive life despite disability [7]. The process of personal recovery 
for patients who commit illegal acts is addressed by Shepherd [8], who considers 
personal recovery a complex process of individual identity work, complicated by 
the experience of criminal offending and care within forensic settings. The authors 
illustrate how recovery in forensic settings can be seen as a sequential process of 
developing a sense of safety and security, expression and understanding of personal 
trauma, and of developing a sense of personal identity and competence, final indi-
viduation, and self-expression. It is commonly assumed that recovery-oriented 
treatments require a real sharing of the “personal recovery paradigm” by mental 
health professionals. This would signify, amongst other things, freedom from stig-
matizing attitudes. Roncone and co-workers [9] explore barriers such as stigma and 
orientation, investigating their influence on recovery-oriented interventions, exam-
ining studies conducted in a series of Italian facilities which reveal somewhat con-
tradictory attitudes towards the mentally ill, with professionals having less than 
15 years of experience and students displaying more favourable attitudes and knowl-
edge than more experienced professionals with regard to expectations of recovery. 
Hence, the existing practices of the Italian Departments of Mental Health, aimed at 
inclusion and citizenship of the mentally ill and their rights to live a satisfying life, 
may be further improved through a more widespread adoption of a “personal recov-
ery paradigm”. Psychosocial interventions are univocally considered as an essential 
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component of recovery-oriented treatments. Vita and colleagues [10] focus on evi-
dence-based psychosocial practices to achieve recovery in schizophrenia, including 
psychoeducation, cognitive behavioural therapy for psychosis, cognitive remedia-
tion, and interventions which have fostered potential benefits in this population, 
such as healthy lifestyle interventions, physical exercise, and integrated treatments 
for co-occurring substance use disorder. The authors underline how, despite the rec-
ommendations established by international guidelines, to date, only a minority of 
patients have received a person-centred, evidence-based psychiatric rehabilitation 
intervention. Contrary to long-standing views, data deriving both from clinical 
experience and the literature reveal how people diagnosed with very significant 
forms of psychosis may over time achieve a substantial and meaningful recovery. 
Indeed, evidence from literature illustrate that recovery is a tangible outcome and 
how specific psychotherapeutic interventions may play a crucial role. Starting from 
these premises, Lysaker and co-workers [11] illustrate research on metacognition as 
a construct for the understanding of more subjective aspects of recovery from psy-
chosis, describing a series of emerging forms of recovery-oriented treatment such as 
Open Dialogue, Cognitive Behaviour Therapy for Psychosis, Metacognitive 
Reflection and Insight Therapy, and Narrative Enhancement Cognitive Therapy. 
Working is contextually viewed as both a desired outcome of recovery-oriented 
treatments and a means of achieving recovery. Mencacci and collaborators [12] 
delineate how by encouraging dialogue between different sectors and fostering a 
more nuanced view of disabled job applicants—intended as citizens, patients, and 
workers—a culture of inclusion can be fostered and appropriate models of interven-
tion disseminated, including at an organizational level. Starting from a comprehen-
sive review of the most widespread models of inclusion for people with mental 
disorders in Italy, the authors outline a clinical and organizational model for the 
inclusion of those affected by mental disorders developed in a Mental Health 
Department in the Metropolitan City of Milan. A shift towards recovery-oriented 
psychopharmacological treatment has emerged in recent years, with clinical stabili-
zation indicated as a recognized prerequisite for the achievement of clinical recov-
ery. Gorwood and colleagues [13] illustrate the role of psychopharmacological 
interventions in recovery, the importance of adherence and of minimizing the impact 
of side effects on adherence itself and well-being, showing how different pharmaco-
logical approaches may be of use in diminishing the side effects and how the use of 
long-acting injectable antipsychotics may enhance the potential for recovery in the 
context of a shared decision-making approach to improve adherence and 
empowerment.

The paradigm of recovery, originally established in relation to primary psycho-
sis, little by little has also taken hold in the scientific literature focusing on major 
affective disorders. Vieta and colleagues [14] illustrate the concept of clinical recov-
ery in bipolar disorders, underlining how symptomatic remission does not necessar-
ily lead to an acceptable level of functioning, necessary to define a condition of full 
recovery. The authors show how recovery in bipolar disorder is largely hampered by 
cognitive impairment and subclinical depressive symptoms, defined as residual 
symptoms, and illustrate not only available treatment strategies but also a wider 
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spectrum of new opportunities in the management of bipolar disorders from a 
recovery-oriented perspective. The group of Carla Torrent [15] starts from the prem-
ise that over the last decade the treatment target in clinical and research settings has 
focused not only on clinical remission, but also on functional recovery and, more 
recently, personal recovery, taking into account patients’ well-being and quality of 
life. Hence, the trend in psychiatry and psychology is to treat bipolar disorder in an 
integrative and holistic manner, using psychosocial therapies with proven efficacy 
to enhance functional outcomes or prevent functional decline and to improve 
patients’ well-being, quality of life, and personal recovery. Fagiolini and collabora-
tors [16] dispute the idea that pharmacological therapy is only a partially effective 
tool used to eliminate severe symptoms alone, without providing a concrete pro-
longed benefit to the patient. The authors underline the essential role of personal-
ized treatment in achieving the resolution of acute symptoms and preventing future 
pathological episodes, highlighting the need to amalgamate data acquired, thanks to 
research and clinical practice with a recovery-oriented approach.

Over the course of recent years, the main focus of clinicians and individuals liv-
ing with MDD has shifted from merely achieving symptomatic remission to clinical 
recovery, functional recovery, and ultimately personal recovery. Based on these 
assumptions, Albert and co-workers [17] note that living well despite residual 
depressive symptoms and the scars of an often chronic, recurrent, long-lasting con-
dition such as MDD (e.g. cognitive scars, social scars, physical scars) is not only 
possible, but should become the main objective in the management of MDD, as 
recently acknowledged by international clinical guidelines. Thus, the “journey” 
towards personal recovery in MDD may be viewed as a sequential, multi-dimen-
sional route in which several individuals contribute to the final outcome. This jour-
ney commences by adopting strategies aimed at fostering clinical recovery, to then 
allow a rapid progression towards implementing strategies aimed at promoting exis-
tential, functional, physical, and social recovery. In this process, healthcare provid-
ers, individuals living with the condition, peers and family members/caregivers can 
each contribute in their own way to this final outcome. Addressing the issue of 
treatments, Fiorillo and colleagues [18] reiterate how nowadays the ultimate goal in 
the treatment of MDD should be to achieve a complete and long-term clinical, func-
tional, and personal recovery of patients. The authors further emphasize that, in 
order to personalize treatment in line with the recovery-oriented model, it is essen-
tial that the symptom complexity of depression be acknowledged and patients pro-
vided with a tailored and integrated approach to include pharmacological, 
psychological, and psychosocial interventions in the context of a shared decision-
making approach.

� Bernardo CarpinielloCagliari, Italy
� Claudio MencacciMilano, Italy 
� Antonio VitaBrescia, Italy
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1.1	 �Introduction

Since the inception of Kraepelin’s point of view relating to unavoidable “deteriora-
tion” [1], schizophrenia has traditionally been viewed as a chronic condition char-
acterized by an extremely negative outcome. Bleuler himself seemed to share a 
pessimistic view of the disorder; indeed, when describing patients with an apparent 
return to normal functioning, he referred to “recovery with defect” or “healing with 
scarring” [2]. Subsequently, this view was confuted in part on the basis of the find-
ings of a series of long-term studies carried out over the twentieth century, demon-
strating a more complex picture of the course and outcome of the disorder, with a 
large heterogeneity in results [3] explained, at least in part, by differences in study 
methods and samples. Indeed, despite the overall relatively poor outcome of schizo-
phrenia reported in follow-up studies, evidence of subgroups of patients affected by 
schizophrenia emerged, highlighting extended periods of recovery, at times even in 
the absence of intensive mental health treatments [4]. Thus, little by little a new 
paradigm, consisting in a less negative view of the disorder, has developed, based 
largely on the findings of long-term outcome studies of schizophrenia that provide 
evidence in favor of the potential for recovery. Indeed, in many cases symptom 
remission and improvement of functioning early in the course of the disease was 
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deemed feasible, together with a more or less sustained improvement in later life. 
Based on these findings, two ways of conceptualizing schizophrenia, the so-called 
“broken brain” and the “recovery model,” have been confronted in recent years [5]. 
Some authors have contested the “myth of schizophrenia as a progressive brain 
disease” [6], in consideration of the fact that the progressive deterioration in func-
tioning may not be intrinsically linked to the disorder, being interpreted rather as the 
consequence of a series of additional factors (e.g., poor access and adherence to 
treatments, concurrent external conditions, social and financial impoverishment). 
Indeed, nowadays recovery is deemed possible and represents the therapeutic goal 
for people with schizophrenia; it is however acknowledged that not all those affected 
by this disorder will succeed in achieving recovery [7]. The concept of the “recov-
ery model” was encouraged by a growing influence of “user/consumer” movements 
geared towards fostering a role of subjective experiences, empowerment, and inter-
personal support, which ultimately led to the implementation worldwide of services 
focused on a collaborative approach to treatments [8]. Indeed, the vision of recovery 
as a personal experience has triggered a change in mental health policies in many 
countries, generating an at times profound transformation in mental health systems 
[9]. Accordingly, two clear-cut parallel visions of recovery have developed, one 
adhered to by clinicians and the other based on the personal, subjective experience 
of people suffering from schizophrenia. The two visions represent completely sepa-
rate and distinct concepts, each with their own specific dimensions, although at the 
same time interconnected and reciprocally influencing [10].

1.2	 �Clinical Recovery

1.2.1	 �Conceptual Heterogeneity of Clinical Recovery

In the wake of the advancement of pharmacological and psychosocial treatment 
options [10, 11], clinical recovery is currently seen as the ultimate treatment goal in 
schizophrenia, beyond the achievement of symptom reduction, remission and pre-
vention of recurrences, and functional improvement. However, although intuitive 
and appealing, the concept of clinical recovery continues to lack a univocal defini-
tion, unlike the concept of clinical remission, for which an operative definition was 
reached years ago [12], gaining broad consensus from both researchers and clini-
cians [13], although not devoid of criticism [14].

Indeed, on analyzing how clinical recovery is conceived, we are clearly faced with 
a series of significantly different components put forward by different authors. The 
heterogeneity of the concept emerges from the depiction of recovery yielded by the 
definitions afforded by some of the most eminent clinical researchers in the field. 
Based on these definitions, recovery may encompass symptom remission and func-
tional elements such as cognition, social functioning and quality of life [15], be inclu-
sive of freedom from distressing psychotic symptoms and relapses, satisfaction with 
life and daily activities and appropriate functioning in everyday life [7], or may com-
prise remission of symptoms together with engagement in productive activity (work, 
school), independent management of day-to-day needs, cordial family relations, 
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recreational activities, and satisfying peer relationships [16]. Given the “protean” defi-
nitions and lack of precision in the meaning of the word “recovery,” which promotes 
“ambiguity and confusion” with a consequent “potential for miscommunication,” sev-
eral years ago Lieberman proposed the use of “qualifying terms” for recovery as a 
possible solution. For instance, he suggested referring to “recovery of cognitive func-
tioning” or “recovery of vocational functioning,” etc. to indicate significant improve-
ments in specific areas [17]. To summarize the state of the art, recovery is at times 
conceived as a “unidimensional” construct, simply indicating a more or less sustained 
remission [18], or, more frequently, as a “bidimensional” construct, including both 
clinical remission and functional remission as aspects to be concurrently considered 
[10, 13, 19, 20]. Indeed, although a positive correlation is generally present between 
remission and functioning, a large proportion of poorly functioning subjects may still 
be detected among remitted patients [21], with a significant influence of more or less 
stringent remission criteria on rates of functional remission [14]. Finally, clinical 
recovery may be represented by a “multidimensional” construct, including not only 
“objective” dimensions such as symptom remission and functioning, but also “subjec-
tive” aspects including self-evaluated well-being and/or quality of life [22].

1.2.2	 �Prevalence of Clinical Recovery

1.2.2.1	 �Methodological Issues
One of the main issues arising with regard to recovery relates to the number of 
patients that actually succeed in attaining the same. Unfortunately, a series of fac-
tors make it difficult to provide a reliable answer to this question. Firstly, the con-
ceptual heterogeneity of clinical recovery and the methodological differences 
present in the instruments and criteria of evaluation used to assess the different 
dimensions of recovery should be taken into account. Indeed, with regard to remis-
sion, a considerably relevant difference in criteria and instruments for evaluation 
has characterized the scientific literature [23, 24], at least prior to the introduction 
of the above-cited “consensus criteria” [12]. However, a different application of 
these criteria, with particular focus on the duration of remission, continues to repre-
sent a source of heterogeneity. Taking into consideration the evaluation of function-
ing, the situation does not seem to have changed compared to 2007 when Burn and 
Patrick affirmed that “scales varied greatly in terms of measurement approach, 
number and types of domains covered and scoring systems” [25]. Indeed, a “refer-
ence” scale for the evaluation of personal and social functioning, similar to the 
PANSS or BPRS scales with regard to symptomatology, is still lacking, with a simi-
lar or even worse situation existing for the evaluation of quality of life or subjective 
well-being. Indeed, a series of other sources of methodological heterogeneity should 
be considered together with all the previously mentioned aspects, including how 
clinical recovery is measured (i.e., how many “dimensions” are taken into account 
as previously described), the characteristics of the sample considered in the study 
(e.g., incident cases, prevalent cases or mixed samples; patients with schizophrenia 
or with schizophrenia spectrum psychoses or simply with “psychosis”), the study 
design (e.g., cross-sectional or longitudinal studies), to mention solely the main 
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sources of variance. Bearing these issues in mind, the finding of a wide variability 
of data emerging from some of the most representative studies on clinical recovery 
conducted in recent years, as described below, should not be surprising.

1.2.2.2	 �Data from Studies Based on Prevalent Cases
A large body of data derives from studies based on prevalent cases, i.e., including 
patients of different ages who were at different stages of their illness. In a 1-year 
follow-up study conducted in Spain on 452 remitted outpatients with schizophrenia, 
in which symptomatic remission (SR) was defined according to the “consensus” 
criteria and remission in functioning (RF) was indicated as a Global Assessment of 
Functioning scale score of at least 80, 22.8% patients fulfilled the recovery defini-
tion (SR + RF) at baseline, a proportion that was found to have increased to 27.1% 
after 1  year [26, 27]. However, taking into account the entire sample initially 
recruited (n  = 1010), the rates of recovery were, respectively, 10.1% at baseline 
(102/1010) and 10.2% 1 year later (103/110). The 3-year international, prospective, 
observational study on antipsychotic treatment named “Schizophrenia Outpatients 
Health Outcomes (SOHO)” study adopted a stringent definition of recovery, includ-
ing both long-lasting symptomatic and functional remission as well as an adequate 
quality of life for a minimum of 24 months and up until the 36-month visit; during 
the 3-year follow-up period the prevalence of recovered subjects among the 6642 
patients analyzed was only 4% [28]. In the Italian Network for Research on 
Psychoses follow-up study, 616 of the original cohort of 921 patients affected by 
schizophrenia were available for re-assessment 4 years after first evaluation. Patients 
were deemed as being recovered at follow-up when two criteria were met: the pres-
ence of symptomatic remission based upon the “consensus” criteria (limited to 
severity without the duration criterion), and the presence of functional recovery, 
defined as a weighted score of at least 76.2 on SLOF “interpersonal relationships,”  
“work skills,” and “everyday life skills” scales; according to these criteria, 20.1% of 
the sample (124/616) were found to have attained recovery [29]. The Chicago 
Follow-up Study conducted on 64 schizophrenic patients who were compared with 
samples of patients with other psychoses (12 schizophreniform patients, 81 other 
psychotic patients) and 117 nonpsychotic patients, all recruited at the time of hospi-
tal admission, were re-evaluated five times over a 15-year period; recovery was 
defined by outcome status achieved during the follow-up period of 1 year on the 
basis of operational criteria requiring the absence of major symptoms throughout 
the follow-up year (absence of psychotic activity and absence of negative symp-
toms), adequate psychosocial functioning, including instrumental (or paid) work 
half-time or more during the follow-up year and no psychiatric rehospitalizations 
during the follow-up year; according to these criteria, 41% of patients were found 
to have recovered during the 15-year follow-up period [30]. These studies show a 
large variation in recovery rates, ranging from 4% to approx. 40%, with lower rates 
more evident in studies focused on multiple dimensions and/or linked to the require-
ment of longer duration of periods prior to deeming patients recovered.
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1.2.2.3	 �Data from Studies Based on Incident Cases
It may be of interest to review studies based on the investigation of incident cases, 
generally defined as “first-episode studies,” to verify whether outcome in terms of 
recovery is better in younger cohorts of patients who are at the initial stage of the 
disorder. A follow-up study of 70 out of 143 antipsychotic-naïve patients with first-
episode schizophrenia or schizoaffective disorder, selected on the basis of nation-
wide Danish registers, and re-evaluated after 4–18 years, found 23% fully recovered 
(i.e., showing symptomatic plus functional remission) subjects, a proportion which 
fell to 17% when vocational status was added to the recovery criteria [31]. A post 
hoc analysis of a German cohort of 392 young previously untreated patients with 
schizophrenia followed over 36 months in the context of the European SOHO study 
found a 23.6% rate of recovery in terms of symptomatic plus functional remission, 
but when a third criterion was also considered (subjective well-being), recovery rate 
fell to 17.1% [32]. A Dutch follow-up study examined prospectively a sample of 
first-episode patients (N = 125), evaluating recovery during the last 9 months of a 
2-year follow-up period, revealing how the rate of recovery, considered as a combi-
nation of symptomatic and functional remission, related to approx. one-fifth (19.2%) 
of patients [33]. The 2-year follow-up of the Danish prospective Opus Study 
assessed the “full recovery” of a cohort of first-episode patients (n = 547), linked to 
patients meeting criteria for both symptom remission and social and (or)vocational 
recovery, together with the absence of hospitalization during the preceding year; 
this study reported that 17% of patients had “fully recovered” [34]. The fifth year 
follow-up of the OPUS study showed a rate of recovery of 18% (N = 265 subjects), 
defined as absence of psychotic or negative symptoms in subjects living indepen-
dently, GAF (f) > 59, and who either worked or studied [35]. At the 10-year follow-
up of the same study, conducted on a total of 304 patients, 14% met the criteria for 
symptomatic and psychosocial recovery [36]. In the Early Psychosis Prevention and 
Intervention Centre (EPPIC) study, a naturalistic, prospective follow-up study of an 
epidemiologic sample of 723 consecutive first-episode patients, 651 of the baseline 
cohort of 723 participants were re-evaluated at a median of 7.4 years after initial 
presentation, with 66.9% (n = 484) re-interviewed; approximately a quarter of these 
patients achieved both symptomatic remission and social/vocational recovery [37]. 
A study conducted in Hong Kong on a sample of 107 patients (70% of the original 
sample) with a diagnosis of schizophrenia-spectrum disorder who received an early 
intervention service in 2001–2002 were re-interviewed at a 10-year follow-up; the 
study found that 25% of patients were recovered in terms of both symptomatic and 
functional recovery [38]. A prospective follow-up study of 118 first-episode patients 
affected by schizophrenia or schizoaffective disorder conducted in the USA adopt-
ing composite criteria for full recovery (concurrent remission of positive and nega-
tive symptoms and adequate social/vocational functioning in terms of fulfillment of 
age-appropriate role expectations, performance of daily living tasks without super-
vision, and engagement in social interactions) found that after 5 years only 13.7% 
of subjects met full recovery criteria for 2 years or longer; the following rates were 
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achieved for each single follow-up: 9% at the third year, 11% at the fourth year, and 
12% at the fifth year [39]. In a 7-year follow-up of a 2-year open randomized clini-
cal trial comparing a dose reduction/discontinuation (DR) vs maintenance treatment 
(MT) in a cohort of 128 first-episode, remitted patients, Wunderink et al. [40] found 
that the recovery rates of the 108 patients re-evaluated at the final follow-up were, 
respectively, 40.4% and 17.6% in the DR and MT groups. The overall picture 
emerging from these studies on incident cases tends to indicate a certain variability 
of recovery rates, with somewhat higher rates in studies using less stringent criteria 
and/or lower duration required for recovery, and lower rates in studies where recov-
ery included more stringent criteria in terms of recovery dimensions and duration.

1.2.2.4	 �Data from Meta-analytical Studies
The only meta-analytic study on clinical recovery was published years ago by 
Jääskeläinen et al. [41]. Given the methodological heterogeneity of recovery stud-
ies, the authors decided to include in their meta-analysis only observational, non-
interventistic studies focusing on schizophrenia and related psychoses based upon a 
bidimensional concept of recovery, in terms of both symptom and social domains 
for defining recovery. In particular, the authors chose to include in their meta-
analysis only studies providing evidence that improvements in at least one of the 
two domains included in the concept of recovery had persisted for at least 2 years 
based on a retrospective or prospective design. In other words, cases were viewed as 
recovered when the improvement threshold had been reached in both the symptom 
and functioning domain during follow-up, but not necessarily for a 2-year duration 
for both domains. It should also be taken into account that this meta-analytic study 
includes mainly studies published before 2010, and a considerably limited number 
of studies investigating first-episode patients. The authors selected 50 studies and 
found a median proportion of cases meeting recovery criteria of 13.5% (range 
8.1–20.0%). This finding is largely below the recovery rates reported by Warner 
[42] who considered 114 follow-up studies relating to “complete recovery” (loss of 
psychotic symptoms and return to pre-illness level of functioning) and/or “social 
recovery” (economic and residential independence and low social disruption). 
Based on these criteria, Warner found a rate ranging from 11 to 33% of fully recov-
ered patients and from 22 to 53% of socially recovered subjects. The evident differ-
ences between the data published by Jääskeläinen et al. and the findings of Warner 
may be largely due to the differences in defining recovery, including the fact that 
Warner did not include in his definition any criterion relating to the persistence of 
recovery, and the time periods considered, as Jääskeläinen et al. considered studies 
published mostly from 1940 onwards, while Warner also included studies published 
between 1904 and 2000. Another important finding emerging from the meta-
analysis was the lack of any evidence of a greater proportion of women with schizo-
phrenia meeting recovery criteria compared to men. This evidence is in contrast 
with the better outcome of schizophrenia traditionally attributed in general to 
women [43] and with findings from several follow-up studies, showing clearly 
higher recovery rates among females [44–46]. In interpreting this discrepancy, it 
should be taken into account that the prevalence of recovery rates (and of both 
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symptom and functional remission considered singly) among females is largely 
focused on European countries, particularly Southern and Northern Europe, with 
opposite data reported for Latin America, and lacking any clear differences for other 
areas of the world [47]. Jääskeläinen et al. also reported a lack of evidence to con-
firm that the proportion of cases that recover changes significantly over time, a find-
ing which is consistent with the findings of Warner [42]. Moreover, the authors 
indicate that recovery rates do not change as a function of the diagnostic criteria 
adopted in the study, given that no difference in prevalence rates was detected 
between studies using non-Kraepelinian vs Kraepelinian diagnostic systems, a find-
ing in contrast with the largely cited metanalysis on outcome studies in schizophre-
nia by Hegarty et al. [48] which showed that the more stringent or Kraepelinian 
criteria were correlated with worse outcomes. The meta-analysis of Jääskeläinen 
et al. moreover failed to detect evidence that recovery is less prevalent in the pres-
ence of increasingly stringent criteria, specifically in terms of both symptom and 
functioning remission lasting 2 years, and that recovery is more prevalent in first-
episode samples compared with general samples. The only significant difference 
found in the meta-analysis related to the finding of significantly higher median 
recovery rates among patients living in lower-middle income (36.4%) than among 
patients of upper-middle (12.1%) and high-income countries (13.0%), a finding 
which is in line with literature data showing better outcomes in developing countries 
[49, 50], but in contrast with other studies which refute this common assumption 
[51, 52].

1.2.3	 �Time Course of Recovery

One of the most intriguing questions relates to the potential degree of stability of 
recovery. Medium-long term studies conducted at different times using different 
methodologies have reported how recovery seems to assume a relatively stable 
course over time. Harrow et al. [30] in their 15-year multi-follow-up study reported 
a proportion of recovered patients corresponding to 19% after 4.5 years of follow-up, 
22% after 7.5 years, and 19% both at the 10th and 15th year. Grossman et al. [46] in 
their 20-year follow-up study reported separate data for males and females (Table 1.1), 
with more prevalent cases for women and a fluctuation of recovery rates in general. 
However, more recent data have been published from first-episode follow-up studies. 
For example, the Opus study [35] has reported a recovery rate of, respectively, 22%, 
29%, and 25% at 2.5, 5, and 10 years. According to the metanalysis by Jääskeläinen 
et al. [41], the chances of recovery in studies with a duration of recovery lower than 
or exceeding 5 years were similar (respectively 13.2% and 14.5%). The finding of 

Table 1.1  Recovery rates by time and gender according to Grossman et al. [47]

2 years 4.5 years 7.5 years 10 years 15 years 20 years
Males 7% 16% 19% 10% 23% 25%
Females 31% 21% 21% 39% 25% 32%
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recovery rates that remained more or less stable over the years emerging in several 
studies may be misleading, as almost all follow-up studies tend to indicate solely the 
proportion of subjects who were recovered at the time of each follow-up, failing to 
indicate how many patients had continued to be deemed recovered and for how long 
throughout follow-up. However, a limited number of studies may shed further light 
on this issue. In the context of the Opus Study, an interesting paper by Albert et al. 
[53] investigating predictors and trajectories of recovery of a cohort (n = 225) of 
patients affected by a first episode of non-affective psychosis found rates of recovery 
(remission of positive and negative symptoms, working or studying and having a 
GAF score of 60 or above, not living in supported housing or being hospitalized dur-
ing the last 2 years of the follow-up) of 9% at the first year, 16% at the second year, 
and 15.7% at the fifth year; in particular the study identified three groups featuring 
different trajectories among the 40 recovered patients: (1) the “early stable” recovery 
group (4% of the total sample), comprising subjects who met recovery criteria at the 
first, second, and fifth year; (2) the “early unstable” group, including subjects who 
met recovery criteria at the last follow-up as well as at either the first or the second 
follow-up (5.8% of the total sample); (3) the “late recovery” group, comprising those 
who met recovery criteria only at the 5-year follow-up (8% of the total sample). In 
other terms, the findings underline how recovery is largely a fluctuating, unstable 
condition, given that: (a) only a minority of patients maintain recovery for 3 consecu-
tive years; (b) a substantial part of the cohort fluctuated from illness to recovery over 
time; and (c) subjects who were identified as recovered after 5 years are a mixed 
group, made up in a limited proportion by early recovered patients who remained 
stable throughout the entire follow-up (22.5% in the cited study) and in a more con-
sistent proportion by patients who achieved recovery status over one of the subse-
quent years (32.5% in the cited study), with the most consistent proportion represented 
by those who achieved recovery later (45% in the cited study). The naturalistic, pro-
spective 3-year follow-up study of first-episode patients affected by non-affective 
psychoses carried out by Ayesa-Arriola et al. [54] was specifically devoted to describ-
ing patterns of recovery in a sample of 373 consecutive FEP patients. This study used 
recovery criteria based on both symptomatic remission according to the Remission 
Working Group and functional remission, in terms of a score 1 or less at the Disability 
Assessment Scale. Four patterns of recovery emerged from the study: (a) a “Good 
stable” course which characterized patients who maintained recovery status through-
out the 3-year follow-up period (26% of the sample); (b) a “Good unstable” course, 
in which patients failed to recover by the first year but achieved recovery by the 
second or third year (21% of the sample); (c) a “Poor unstable” course, characteriz-
ing patients who recovered in the first year, but lost this status in subsequent years 
(10% of the sample); and (d) a “Poor stable” course, comprising patients who failed 
to recover throughout the 3-year period (43%). A total of 47% of patients had recov-
ered by the third year of follow-up, while 53% failed to achieve recovery or achieved 
it only temporarily. Although the different methodologies used hinder any direct 
comparison of the results obtained, both studies converge to indicate that a discrete 
proportion of first-episode patients achieved persistent recovery lasting 3–5 years. 
The percentage of patients who maintained recovery over a longer time span (5 years) 
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is significantly lower (4%) than the sample (26%) who achieved recovery of shorter-
lasting duration (3 years). Unfortunately, no extended follow-up studies reporting 
patterns of recovery were identified in the literature, although the expectation of find-
ing a relatively low proportion of subjects achieving persistent recovery lasting for 
more than 5 years is somewhat realistic. This is likely not surprising, considering that 
recovery implies the achievement of both a sustained clinical remission and function-
ing—a somewhat difficult goal to reach as demonstrated by data from research. 
Indeed, remission in schizophrenia can occur at any time, although the probability 
tends to decrease over the longitudinal course of the disease, with a persisting risk of 
relapse over time, even in presence of long-term maintenance treatment with antipsy-
chotics [55]. Moreover, although symptomatic remission is by definition a prerequi-
site to recovery, taken alone it is not sufficient [56], particularly as not all patients 
displaying symptomatic remission are also functionally remitted. Indeed, research 
studies have demonstrated how functioning is a multi-determined dimension, in 
which symptomatology represents only one of a series of other determinants. To this 
regard, data from the study conducted by the Italian Network on Psychosis, one of 
the largest longitudinal studies conducted to date on schizophrenia, clearly indicates 
that real-life functioning of people with schizophrenia is correlated with a complex 
interplay of a multiplicity of clinical, contextual, and personal factors [29, 57–59].

1.2.4	 �Recovery Beyond Schizophrenia

Generally speaking, clinical recovery is viewed as the most comprehensive outcome 
target for psychotic disorders, thus raising the question as to whether more effective 
recovery is achieved in non-schizophrenic disorders than in schizophrenia. Findings 
obtained in a series of studies favor the latter hypothesis. The study conducted by 
Grossman et  al. [45] found a cumulative rate of patients experiencing recovery 
throughout the 20-year follow-up of 61% in women and 41% in males, with regard 
to schizophrenia, and 85% in women and 64% in males for psychoses “other than 
schizophrenia.” The study by Harrow et al. [30] revealed the distribution of patients 
who had attained recovery at any time during the 15-years follow-up, corresponding 
to 41% of patients with schizophrenia, 55% of those with schizophreniform psycho-
ses, 67% of patients with “other psychoses” and 78% of nonpsychotic patients; rates 
of recovery in patients affected by schizophrenia were consistently lowest at each 
follow-up appointment (Table 1.2). Albert et al. [53] reported how after 5 years the 
rate of recovery in patients with a diagnosis of schizophrenia was 13.5% versus 

Table 1.2  Recovery rates by time and diagnosis according to Harrow et al. [30]

2 years 4.5 years 7.5 years 10 years 15 years
Schizophrenia 13% 19% 22% 19% 19%
Schizophreniform 18% 27% 33% 27% 25%
Other psychoses 20% 37% 40% 39% 43%
Non-psychotic 39% 46% 51% 51% 50%
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23.6% of those with a non-schizophrenic psychotic disorder (F2 ICD 10 Category). 
In a study investigating the long-term outcome of non-affective psychoses, Pinna 
et al. [60] assessed a sample of DSM IV schizophrenia (n = 46) and schizoaffective 
(n  =  66) patients with a comparable long-term illness (208.0  ±  119 and 
187 ± 104 months, respectively); remission was cross-sectionally evaluated (no cri-
teria of duration adopted) using criteria of the Remission Working Group, while 
functional remission was considered as having a PSP scale score of at least 70; 
patients were deemed recovered when in remission in terms of both symptomatol-
ogy and functioning. According to these criteria, 43.5% of schizophrenics and 
54.5% of schizoaffective patients were deemed symptomatically remitted, with, 
respectively, 3% and 25.8% being considered functionally remitted; in both cases 
differences were not statistically significant. On the contrary, 6.5% of schizophrenic 
and 22.7% of schizoaffective patients were judged as having achieved recovery, a 
highly significant difference. In a prospective longitudinal study of 56 patients 
recruited during the first adequate treatment for schizophrenia (n  =  35) or other 
psychotic disorders (n = 21) (psychotic bipolar disorder, delusional disorder, psy-
chotic disorder NOS) Svendsen et al. [61] used the Remission Working Group cri-
teria to evaluate symptom remission, with functional remission defined as having an 
employment level equal to full-time work or studies, and social activities equivalent 
to at least weekly patient-initiated contact with family and/or friends. At 7-year 
follow-up, 14% of subjects with schizophrenia and 67% of those with other psycho-
ses were found to have achieved recovery, in terms of both symptom and functional 
remission. In this study, irrespective of the evident variance in prevalence rates, 
once again attributable to methodological differences among studies, as expected, a 
significantly higher proportion of recovered subjects was detected among non-
schizophrenic psychotic patients.

1.2.5	 �Recovery in the Elderly

The vast majority of studies focused on recovery in schizophrenia and other psycho-
ses have been conducted on young adult or adult patients, thus raising the question 
as to whether recovery is achievable in elderly psychotic patients. The few studies 
that have addressed this issue may be of use in helping to provide an answer. 
Auslander and Jeste [62] compared a sample of 155 elderly patients affected by 
schizophrenia with a matched sample of community-dwelling elderly people; the 
criteria applied required patients to have been in full symptomatic remission for the 
past 2 years (Sustained remission), over the same period of time been living inde-
pendently without caretaker supervision, they should not have undergone psychiat-
ric hospitalization over the last 5 years, with a current caregiver-reported status of 
psychosocial functioning within “normal range,” and should either not have been 
taking antipsychotic medications or taking no more than one-half of the highest 
daily dose since enrollment. The authors reported that twelve (8%) of the 155 
elderly patients met the criteria for sustained remission, and were living indepen-
dently, and could therefore be considered “recovered.” The same authors explained 
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that the relatively low rate of recovery detected might be explained, at least in part, 
by the strict criteria adopted in defining sustained remission and in the selection of 
subjects. Cohen et al. recruited a sample of 198 community-dwelling persons aged 
55 and over who had developed schizophrenia before the age of 45, together with a 
community comparison group (N = 113) [63]; symptom remission was evaluated 
based on the criteria of the Remission Working Group, while functional remission 
was evaluated based on the ability to independently manage medications and money 
and having at least one confidant; recovery was deemed achieved once criteria for 
both symptom and functional remission had been met. Based on these criteria, 
remission and recovery criteria were met by 49% and 17%, respectively, of the 
Schizophrenia group, remarkably similar figures therefore to those observed in 
younger age groups. The same group [64], on analyzing data derived from their 
previous follow-up studies performed in New  York City, reported how 26% of 
elderly patients attained concurrent clinical remission and high community integra-
tion at baseline, i.e., “objective recovery”; only 12% of the sample simultaneously 
attained clinical remission and high community integration at both time points; 
moreover, only 18% experienced no clinical remission and had low community 
integration at both assessments. To summarize, 7 out of 10 people featured some 
combination of the remission and community integration. More recently, Cohen 
et  al. [65] published a study on early-onset schizophrenia spectrum disorder in 
which a subsample of 102 of 248 community-dwelling subjects over the age of 55 
was reassessed at a mean of 52 months from first evaluation; clinical recovery was 
assumed when criteria for both symptom remission (evaluated by a modified ver-
sion of the Schizophrenia Working group) and functioning, in terms of community 
integration (score of 9 or more on the Community Integration Scale), were met. The 
study reported that 12% of subjects remained persistently in clinical recovery at 
both baseline and follow-up (defined as Tier 1), while 18% failed to meet the criteria 
for clinical recovery (defined as Tier 5) at any time. The remaining subjects (approx. 
70% of the sample) displayed a variable mix of components of clinical recovery 
during follow-up, namely: (a) a stable state group (named tiers 3), comprising 11% 
of the sample, characterized by persistent clinical remission but no community inte-
gration (6%) or persistent community integration without any clinical remission 
(5%); (b) a fluctuating group (defined as tiers 4), constituted by 37% of the sample, 
including subjects who had achieved clinical remission or community integration at 
only one point in time; and (c) a stable group (defined as tiers 5) including those 
who had never achieved recovery, as failing to attain either clinical remission or 
community integration at any point in time. Overall, the figures emerging from this 
study demonstrate the possibility of achieving recovery in the elderly at rates simi-
lar to or better than those detected in younger age groups, highlighting how different 
patterns of recovery may be observed for the elderly in the same way as for all other 
age groups. In an editorial on “Late life schizophrenia,” commenting data on recov-
ery in the elderly, Meersters [66] reminded us that “…it is clear that at present 
enduring recovery is too high a goal for the large majority of younger schizophrenia 
patients… most likely, the same holds true for old,” and that “..if recovery is consid-
ered as an all-or-nothing goal, these findings are clearly discouraging. Such a 
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dichotomous approach, however, does not do justice to the versatile reality of cop-
ing with everyday life that most clinicians who work with older schizophrenia 
patients will recognize. Although most patients do not attain complete recovery, 
many show significant improvements in psychosocial functioning and well-being as 
they age. Interestingly, this parallels the finding in successful aging research, that 
positive self-appraisal increases with age, even in the midst of physical and cogni-
tive declinage…”.

1.3	 �Clinical and Personal Recovery

As mentioned previously, although clinical and personal recovery are separate and 
distinct concepts, they are interconnected and reciprocally influencing, thus high-
lighting the appropriateness of fostering a deeper understanding of their 
relationships.

1.3.1	 �Personal Recovery; Definitions, Characteristics, 
Processes, Stages

The concept of personal recovery was developed from the point of view of users of 
mental health services with the aim of prioritizing more meaningful, personalized 
treatment goals. Personal recovery has often been compared with the traditional 
treatment targets of symptomatic remission or improvement in social and occupa-
tional functioning (functional remission) [67–69]. A widely used definition of per-
sonal recovery is “a deeply personal, unique process of changing one’s attitudes, 
values, feelings, goals, skills and/or roles. It is a way of living a satisfying, hopeful, 
and contributing life even with limitations caused by the illness” [70]. Accordingly, 
it resembles a process or a “journey,” as often described: “a journey of healing and 
transformation that enables a person to live a meaningful life in a community of his 
or her choice while striving to achieve maximum human potential” [71]. According 
to the latter definition developed by the USA Substance Abuse and Mental Health 
Services Administration (SAMHSA), recovery does not necessarily signify symp-
tom remission or attainment of normal functioning [72], but rather refers to subjec-
tive experiences of optimism, empowerment, interpersonal support, peer support, 
and stigma reduction [8]. One of the major difficulties in studies investigating per-
sonal recovery has been represented by an uncertainty as to how to operationalize 
this process, given the relevant number of aspects that could potentially be included 
and evaluated within this concept (Table 1.3). Chiu et al. [73] attempted to empiri-
cally test the SAMHSA recovery model assuming subjective Quality of life as a 
proxy indicator of consumer-defined recovery. In their study, 204 patients aged 
18–60 affected by schizophrenia spectrum disorder attending two participating out-
patient clinics were interviewed using a number of inventories to assess the compo-
nent dimensions included in the model and a measure of self-evaluated, health-related 
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quality of life; canonical correlation analysis was performed on two sets of vari-
ables, the SAMHSA recovery components and the QoL domain scores of the 
WHOQOL-BREF scale, revealing significant correlations between most of the 
recovery components proposed in the SAMHSA recovery model and the health-
related quality of life measure.

In view of the acknowledged need for a greater conceptual clarity on the issue of 
personal recovery, Leamy et al. [74] developed a conceptual framework for personal 
recovery through a systematic review and a narrative synthesis. The resulting con-
ceptual framework consists in a series of characteristics of the recovery journey 
(e.g., recovery as an active process, a unique process, a nonlinear process, a jour-
ney), five recovery processes comprising connectedness, hope and optimism about 
the future, identity, meaning in life and empowerment, and, finally, a recovery stag-
ing within a transtheoretical model of change which includes precontemplation, 
contemplation, preparation, action, maintenance, and growth.

1.3.2	 �Clinical vs. Personal Recovery

Van Eck et al. performed a meta-analysis to investigate the relationship between 
clinical and personal recovery in patients with schizophrenia spectrum disorders 
[75]. The majority of studies were conducted on chronic patients, with only one 
study specifically investigating early psychosis patients. The meta-analysis initially 
revealed a substantial heterogeneity across studies. Random effect meta-analysis of 
the relationship between overall symptom severity and personal recovery revealed a 
significant mean weighted correlation coefficient of r = −0.21 (95% CI = −0.27 to 
−0.14, p < 0.001), indicating that patients displaying a higher level of overall psy-
chopathology reported a slightly lower personal recovery. The study also evaluated 
the association between personal recovery and different symptom domains 
(Table 1.4), again showing a high heterogeneity between studies and an inverse cor-
relation between symptom dimensions and personal recovery measures. A small 
significant positive effect size was also found for the association with general 

Table 1.3  Dimensions of personal recovery according to the SAMHSA model [73]

Perceived respect
Competence
Empowerment
Personal responsibility
Sense of self-determination
Hope
Person-centered treatment
Understanding of the recovery process
Peer support
Holistic (comprehensive) recovery: psychosocial symptoms, social support, spirituality)
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functioning (r = 0.21 (95% CI = −0.09 to 0.32, P < 0.001), indicating that the higher 
the degree of functioning, the higher the personal recovery reported by patients.

The study reports separately meta-analytic data relating to the relationship 
between symptomatology and hope (Table 1.5). All symptom dimensions show an 
inverse, significant correlation with hope measures, indicating that the lower the 
levels of positive, negative, and, above all, affective symptoms, the higher the level 
of hope among patients. As regard to empowerment, only the correlation with over-
all symptoms could be calculated, obtaining a mean weighted correlation coeffi-
cient of r = −0.23 (95% CI = −0.36 to −0.09, P < 0.001).

The relative importance of affective symptoms in boosting personal recovery and 
hope has been highlighted in particular by this meta-analytic study, raising the ques-
tion of whether depression might contrast the achievement of personal recovery and 
hope or whether personal recovery and hope may be capable of preventing 
depression.

A study by Chang et al. [76] aimed at examining simultaneously how different 
recovery processes contribute to personal well-being, focused in particular on the 
additional contribution of personal recovery to well-being through a regression 
analysis after controlling for clinical and functional recovery. The results of this 
study demonstrated how personal recovery was not only positively associated with 
well-being, contributing to a 26.0% incremental variance in predicting the latter, but 
also that its effect on well-being was independent of clinical recovery. A recent 
contribution by Rossi et  al. [77] in the context of the cited study of the Italian 
Network for Research on Psychoses was aimed at exploring the relationship between 
self-reported “personal recovery” (SRPR) and clinical recovery for the purpose of 
identifying variables capable of influencing outcome. Personal recovery measures 
were based on resilience, self-esteem, recovery style, coping strategies, and inter-
nalized stigma. By means of a cluster analysis of SRPR-related variables, three 
clusters were identified. The first cluster, characterized by highest scores on the 
recovery style scales, Self-Esteem Rating Scale and Problem Focused Coping Scale, 
and the lowest scores on the scale of Internalized Stigma, included subjects attain-
ing the best clinical recovery measures. The third cluster was represented by those 

Table 1.4  Correlations between symptom dimensions and personal recovery according to van 
Eck et al. [75]

Symptom dimension r IC and significance
Positive symptoms −0.20 95% CI = −0.27 to −0.12, p < 0.001
Negative symptoms −0.24 95% CI = −0.33 to −0.15, p < 0.001
Affective symptoms −0.34 95% CI = −0.44 to −0.24, p < 0.001)

Table 1.5  Correlations between symptom dimensions and hope according to van Eck et al. [75]

Symptom dimension r IC and significance
Positive symptoms −0.14 95% CI = −0.23 to −0.05, p = 0.004
Negative symptoms −0.26 95% CI = −0.32 to −0.19, p < 0.001
Affective symptoms −0.43 95% CI = −0.51 to −0.35, p < 0.001
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achieving the lowest scores at the majority of self-reported personal recovery scales 
and included subjects with the poorest clinical outcome. The second cluster was 
characterized by better insight, higher levels of self-stigma, lowest self-esteem and 
personal strength, and highest emotional coping, and included subjects with inter-
mediate levels of clinical recovery, thus revealing a somewhat complex pattern, with 
a “paradoxical” mixture of positive and negative personal and clinical features of 
recovery.

1.4	 �Concluding Remarks

Despite the heterogeneity of data relating to the proportion of patients affected by 
schizophrenia and related disorders, it is feasible to maintain that by far the most 
extensively shared definition of recovery is the attainment of both sustained symp-
tom and functional remission. At this point, an impellent need is perceived for a 
shared definition of the tools to be used in evaluating functioning and in setting 
threshold scores to be adopted for functional remission, particularly given the avail-
ability of a shared definition and criteria for clinical remission. Data from literature 
demonstrate how recovery, as above defined, is attainable in approximately 15% of 
patients, although this proportion may likely increase in first-episode patients sub-
jected to an early intervention program, who seem to achieve an overall better out-
come, at least in the short-medium term [78], including higher recovery rates [79], 
a result that might possibly be ascribed to better results in terms of functioning [80, 
81]. However, it should be underlined how other authors have expressed their doubt 
with regard to the positive impact of early interventions, at least in terms of higher 
recovery rates [82, 83]. It has been reported that the median estimate of the annual 
recovery rate for schizophrenia is 1.4%., meaning that for every 100 individuals 
with schizophrenia, 1 or 2 per year would meet the recovery-related criteria; there-
fore, approximately 14% of subjects would be expected to recover over any 10-year 
period [41]. The main issue however is that we are not yet sure whether this progres-
sive increase of recovery may extend beyond the 10-year period, nor how to ensure 
this annual rate increases further. The authors of the above-cited study have affirmed 
that some evidence has been obtained to suggest that recovery outcomes failed to 
improve over time. This was defined by the authors as a “sobering finding, in light 
of the advancements in the delivery of care for those who are affected from schizo-
phrenia.” The reasons underlying the persistent negative outcomes in schizophrenia 
are linked to a multiplicity of factors including lack of involvement and engagement 
in treatment, poor treatment response and adherence, presence of cognitive deficits 
and comorbidity with substance use disorders and concurrent medical illness, pre-
existing developmental problems and poor functioning prior to diagnosis, effects of 
medication, social determinants of health, and finally an adaptation to disability and 
shifting of expectations [84]. Moreover, the significant treatment gap for schizo-
phrenia is highly relevant and should be duly investigated [85] with particular focus 
on the delay of treatments and difficulty in improving functioning of patients 
affected by schizophrenia, probably due to the ongoing failure to adequately apply 
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psychosocial treatments in clinical settings [85–87] despite proof of their effective-
ness [10]. The latter finding however may be partly justified by the observation that 
clinical trials on psychosocial interventions, upon which recommendations included 
in the main treatment guidelines are based, are frequently lacking a pragmatic 
design, ultimately leading to uncertainty over the applicability of recommendations 
in everyday clinical practice [88].
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2Determinants of Clinical Recovery 
in Schizophrenia

Giulia M. Giordano, Silvana Galderisi, Pasquale Pezzella, 
Andrea Perrottelli, and Paola Bucci

2.1	 �Introduction

Schizophrenia is a severe mental disorder with a high heterogeneity in terms of risk 
factors, comorbidities, clinical presentation, course, response to treatment, and 
functional outcome [1, 2].

About 75% of people suffering from this disorder show a clinical course charac-
terized by remission and relapse phases, and about one in seven people meet criteria 
for recovery [3–5].

Recovery, to date, seems to represent the end point of an historical, cultural, and 
scientific process that, for the care of people with schizophrenia, initially regarded 
as a target the improvement of symptom severity, then moved to symptomatic 
remission, and finally to recovery [3, 6–9].

Actually, this reflects the development in the conceptualization of schizophrenia. 
In the first descriptions it was named “dementia praecox” and regarded as a progres-
sive and irreversible disorder with an unfavorable course [10]. This pessimistic view 
began to change with the discovery of antipsychotic medications in 1950s, which 
led to the discharge to the community of the vast majority of people institutional-
ized due their disorder [6]. Therefore, with the advent of antipsychotics, the main 
target to achieve was the improvement of severity of schizophrenia symptoms and, 
consequently, the prognosis was based primarily on the response to treatment. 
Although a clear agreement on the definition of response to treatment was never 
reached, “response” is a relative term, which defines an overall improvement of 
patient’s signs and symptoms [11]. Conversely, “remission” is an absolute term, 
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defined by a specific threshold of severity of core symptoms (delusions, hallucina-
tions, disorganized speech, disorganized or catatonic behavior, negative symptoms). 
In particular, according to the Remission in Schizophrenia Working Group, a patient 
is in remission when schizophrenia core symptoms are scored as mild or less on 
psychopathological rating scales (e.g., the Positive and Negative Syndrome Scale-
PANSS, The Scale for the Assessment of Negative Symptoms and Positive 
Symptoms, or the Brief Psychiatric Rating Scale) for at least 6 months [12].

However, it became evident that the symptomatic remission concept did not 
cover all the dimensions of schizophrenia, which include not only core symptoms, 
but also depressive symptoms, cognitive functions, comorbidities, quality of life, 
and, more in general, the functional outcome [7].

Therefore, besides the symptomatic remission and the prevention of acute 
relapses, also the prevention and treatment of comorbidities, as well as the improve-
ment in functional outcome and the subjective well-being, are now considered 
important targets of the care of people with schizophrenia [3, 6, 8, 13–17]. Within 
this frame, different stakeholders, such as patients, family members, advocates, and 
scientists, contributed to the development of the recovery concept. Recovery is a 
multifaceted and a broad umbrella construct [18]. Different conceptualizations have 
been described, e.g., internal vs. external recovery; clinical vs. social recovery; sub-
jective or personal recovery vs. objective or clinical/functional recovery [3, 9, 13]. 
Internal factors refer mainly to hope and health, while external factors to human and 
patient’s rights and opportunities for vocational and social integration [9]. Clinical 
recovery corresponds to symptoms reduction and improvement in functioning, 
while social recovery corresponds to economic and social independence [9, 19]. 
Subjective recovery, also named as personal recovery, refers to the subjective expe-
rience of recovery, defined by the quality of life, hope, reliance on others, and not 
feeling overwhelmed by symptoms [20, 21]. This concept has been developed based 
especially on narratives of individuals who have experienced mental illness and, 
therefore, has also been named patient-based recovery. Within this conceptualiza-
tion, recovery has been defined as “a deeply personal, unique process of changing 
one’s attitudes, values, feelings, goals, skills and roles … living a satisfying, hope-
ful, and contributing life even with limitations caused by the illness … the develop-
ment of new meaning and purpose in one’s life, as one grows beyond the catastrophic 
effects of mental illness” [22]. Therefore, recovery means a transformation in which 
the patient accepts what he or she cannot do or be and discovers who he or she can 
be and what he or she can do. In this sense, recovery is not a return to a “premorbid 
state,” not an end product or a result, but it is a transformative and developmental 
process, which changes from person to person and also over time in the same indi-
vidual [9, 18]. Different authors have tried to define important aspects of personal 
recovery and described different components and characteristics that are fundamen-
tal for reaching recovery: hope, reestablishment of identity, finding meaning in life, 
connectedness, empowerment, self-direction, individualized and person centered, 
holistic, nonlinear, strengths based, peer support, respect, and responsibility [6, 18, 
22–29]. A systematic review conducted by Leamy et al. (2011) [28] has identified 
four fundamental components of personal recovery: hope, reestablishment of 
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identity, finding meaning in life, connectedness and empowerment. Different assess-
ment instruments have been developed to assess these aspects of subjective recov-
ery; some are based entirely on the perspective of mental health service users while 
others also on the perspective of clinicians, scientists, family members, and legisla-
tors [13, 30–33].

Objective recovery, named by some authors as clinical or functional recovery, 
refers to remission of symptoms and improvement in functioning, in particular in 
the ability to function in the community, socially and vocationally. In this meaning, 
recovery is conceptualized as an outcome influenced by several factors [7]. Liberman 
et al. (2002) [34] defined recovery as the stage at which a patient is socially and 
professionally well functioning and he or she is relatively free of psychotic symp-
toms (BPRS<4, moderate) [34]. Other authors have also included living indepen-
dently, having friends and scores of >65 on the Global Assessment of Functioning 
(GAF). Therefore, two aspects are crucial in determining clinical recovery, symp-
tomatic remission and satisfactory real-life functioning.

In this chapter we will describe the major determinants of clinical recovery, i.e., 
symptomatic remission and improvement in real-life functioning. In particular, we 
will focus on those factors that have an impact on functional outcome, whose iden-
tification has a crucial role in the development of integrated and individualized tar-
geted treatments aimed at achieving recovery. Factors most consistently reported in 
association with functional outcome are deficit of neurocognition, functional capac-
ity and social cognition, as well as the severity of negative symptoms; however, 
several other psychopathological, personal and environmental variables have shown 
a potential role in determining functional outcome [14–17, 35].

The literature on the topic has shown that: (1) determinants of functional out-
come in subjects with schizophrenia are multifactorial; (2) their relationship with 
functional outcome is not always direct; therefore, it is extremely important to clar-
ify multiple direct and indirect pathways between potential predictors and function-
ing, as well as identify the role of mediating variables; and (3) variables explored as 
potential predictors of functional outcome and variables chosen as indices of func-
tioning represent complex domains, whose assessment modality plays a fundamen-
tal role in the reliability of study findings.

In the following paragraphs, main findings on determinants of functional out-
come in subjects with schizophrenia and their direct and indirect relationship with 
indices of functioning will be described.

2.2	 �Cross-Sectional Assessment of Determinants 
of Clinical Recovery

2.2.1	 �Neurocognitive Deficits

The impairment of cognitive functions has been regarded since the early description 
of the syndrome [10, 36] as a basic characteristic of schizophrenia. Cognitive defi-
cits have been reported in 75–80% of subjects with schizophrenia who showed a 
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performance on the majority of cognitive tests from 1.5 to 2 standard deviations 
below normative values [37–41]. Deficits involve different cognitive domains, such 
as general cognitive abilities (as assessed by IQ), attention, executive functions, 
speed of processing, secondary memory, working memory, and semantic memory 
[40, 42–46]. Several findings bring to the assumption that cognitive deficits in 
schizophrenia are primary and therefore not due to known factors, such as symp-
toms severity and pharmacological treatments [39, 47, 48]. In fact, an impairment 
of cognitive functions is observable before the onset of the disorder [49, 50] and 
often persists after symptom remission [37]. Moreover, cognitive deficits similar to 
those found in patients with schizophrenia, though less severe, have been found in 
their unaffected first-degree relatives [41, 51–53], suggesting that they may repre-
sent a vulnerability factor for the disorder.

According to the findings of a large body of literature, cognitive deficits are 
strong predictors of functional outcome in subjects with schizophrenia [14, 35, 42, 
54] and have a greater impact on social functioning than positive and negative 
symptoms [14, 35, 55–57].

Some studies found that deficits of specific cognitive domains influence all or 
some aspects of functional outcome. According to a meta-analysis [42], specific pat-
terns of associations can be identified: for instance, secondary verbal memory associ-
ated with all areas of functioning; immediate verbal memory with psychosocial skill 
acquisition of basic life skills such as conversation and leisure skills; executive func-
tioning with daily activities; and sustained attention with social problem solving. 
However, this meta-analysis underlined that effect sizes of the associations tended to 
be medium, while more robust associations were found when global measures of neu-
rocognition were used. Other domain-specific associations included attention/work-
ing memory with work skills; executive functions with interpersonal behavior; and 
processing speed with all areas of functioning [58]. In other papers, no domain-spe-
cific associations were found between neurocognition and functioning [59–63].

One point arising from studies investigating these relationships is that the deficit 
in neurocognition, although widely recognized as a factor associated to real-life 
functioning, is not sufficient by itself to predict functional outcome and other fac-
tors contribute with a direct or indirect impact to functional outcome or act as medi-
ators of the relationship between neurocognitive deficits and functional outcome 
[14–17, 35, 42, 54, 64–66]. Social cognition, functional capacity, and negative 
symptoms are more frequently reported as predictors of functioning or mediators, 
but many other variables have been taken into account, although less frequently. The 
definition of these factors and their role in the pathways between potential predic-
tors and functional outcome are reported in the next paragraphs.

2.2.2	 �Deficits of Functional Capacity

Functional capacity is the ability to perform everyday life activities measured with 
tests or role plays in laboratory settings [67]. Its association with functional perfor-
mance in everyday life is inconsistent since the latter can be influenced by several 
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aspects such as motivation and environmental factors [54]. An impairment of func-
tional capacity has been reported in patients with schizophrenia, even in early-onset 
patients, and is considered a key aspect of the disorder [68, 69].

The majority of studies including functional capacity in pathways between 
potential predictors and functional outcome found that it acts as a mediator between 
neurocognitive performance and real-life functioning [35]. Bowie et al. [54] reported 
that neurocognitive performance has a small direct contribution to real-life perfor-
mance, while it is in large part associated to functional capacity that, in turn, is 
significantly associated to all domains of real-life functioning. According to the 
findings of this study, functional capacity represents the stronger predictor of func-
tional outcome with additional variance explained by the direct effect of negative 
and depressive symptoms.

A network analysis carried out in a large sample of patients within the Italian 
Network for Research on Psychoses (INRP) showed that functional capacity and 
everyday life skills were the most central and interconnected nodes in the network 
and that the former bridged both neurocognition and social cognition with “Everyday 
life skills” domain, which, in turn, was connected to other areas of real-life func-
tioning, i.e., “Work skills” and “Interpersonal relationships” [15].

A study examining the relationships of specific neurocognitive domains and two 
different aspects of functional capacity (everyday living skills and social compe-
tence) with distinct aspects of real-life functioning reported a complex pattern of 
associations: both domains of functional capacity mediated the relationship between 
neurocognition and two domains of functioning, community activities and work 
skills, while only social competence predicted the interpersonal functioning domain 
[58]. In addition, social competence seems to act as mediator between social cogni-
tion and everyday functioning, suggesting that the impairment of both neurocogni-
tion and social cognition predicts the deficit of functional capacity which, in its turn, 
predicts impairment in different domains of functional outcome [66].

Discrepant findings have also been reported, such as lack of correlation between 
neurocognitive indices or functional capacity and self-reported functional outcome 
[70], or an impact of neurocognitive dysfunction on everyday life functioning with-
out influence of functional capacity [71].

2.2.3	 �Deficits of Social Cognition

Social cognition is the subject’s ability to perceive, interpret, and process social 
stimuli for adaptive social interactions. It is currently considered a domain relatively 
independent of neurocognition, although related to it [72–74]. It is a complex con-
struct for which four different domains have been identified by a consensus of 
experts [75]: emotion processing, social perception, theory of mind (ToM), and 
attributional bias. Deficits of one or more domains of social cognition have been 
reported in subjects with schizophrenia, even early in the disease process, as well as 
in subjects at risk to develop the disorder, and have been found to be stable over time 
[76–78].
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Given its impact on social interactions, social cognition has been considered a 
candidate as mediator in the relationships between functional outcome and its 
potential predictors. Several studies found that social cognition is associated to 
functional outcome even more strongly than neurocognition, acting as mediator 
between the latter and functional outcome [14–17, 65, 66, 72, 74, 79–83].

Patterns of association between specific domains of social cognition, neurocog-
nition, and functional outcome vary among studies depending on the investigated 
indices. Some examples include social perception as mediator in the relationship 
between early visual processing and functional outcome, the association of social 
cognition only with the domain of interpersonal functioning, the role of ToM as 
mediator between cognition and social competence that, in turn, showed a direct 
path of association with self-reported functioning [83, 84].

Some studies also found that different domains of social cognition are mediators 
in the relationship between neurocognition and social aspects of functional capacity 
(social competence), which then have a direct impact on social functioning [84–86].

Although heterogeneous, these findings, together with those reported in the pre-
vious paragraphs, strongly suggest the need to focus on specific therapeutic targets, 
such as deficits of social cognition and deficit of functional capacity, in addition to 
neurocognitive deficits.

2.2.4	 �Negative Symptoms

Negative symptoms are a core clinical dimension of schizophrenia. They have been 
described in prodromal phases of schizophrenia, as well as in unaffected first-degree 
relatives of subjects with the disorder [57, 87]. Negative symptoms represent an 
unmet need in the care of the disorder, as they are associated to poor response to 
available treatments and to poor functional outcome [88–91]. In fact, several data 
suggest that their presence negatively influences functional outcome of patients 
with schizophrenia [92–94].

Both direct and indirect relationships between negative symptoms and functional 
outcome have been reported, as well as evidence of their role as mediators in path-
ways of functional outcome. In a study exploring the impact of several factors on 
three different areas of functioning, negative symptoms showed a direct relationship 
with interpersonal skills, independent of other predictors such as neurocognition and 
functional capacity, while they did not contribute to the prediction of everyday life 
skills and work skills [54]. In a further paper of the same authors, the direct relation-
ship between negative symptoms and interpersonal skills was confirmed, but also an 
indirect effect on all the three areas of functioning (interpersonal skills, community 
activities, and work skills), mediated by a reduction of social competence, was 
reported [58]. The finding of a direct relationship of negative symptoms with indices 
of functional outcome suggests that they may have an impact on functioning that is 
independent of cognition. Both direct and indirect impact (the latter mediated by 
social competence) of negative symptoms on outcome were confirmed in a study 
using self-reported functioning as outcome index [84]. In a paper investigating the 
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impact of specific PANSS negative symptoms on functioning in the areas of interper-
sonal functioning and everyday activities, blunted affect and passive-apathetic social 
withdrawal were found to predict outcome in the former area, while lack of sponta-
neity in the latter. These specific negative symptoms resulted stronger predictors than 
the PANSS negative total score and served as mediators between functional capacity 
and real-world functioning, suggesting that subjects may have the competence for a 
good functioning but the presence of those specific negative symptoms limits 
patient’s ability to use such competences in real life [55].

The influence of negative symptoms on functioning was confirmed in a meta-
analysis showing that they mediate the relationship between neurocognition and 
functional outcome [95]. In a more recent paper, negative symptoms, together with 
general psychopathology and insight, were associated to cognition and predicted 
functioning acting as mediators in the relationship between cognition and function-
ing [96]. These findings suggest that cognitive deficits have a negative impact on 
symptoms and insight that, in turn, exert a negative impact on functioning. Some 
other studies found a prominent role of the negative construct amotivation in influ-
encing functioning in people with schizophrenia [97, 98].

Taken together, these findings confirm that negative symptoms have an impact on 
functional outcome. However, the heterogeneity of results does not allow conclu-
sions on either the identification of specific negative symptoms associated to func-
tional outcome or on the definition of pathways of associations with other predictors 
of functioning. Actually, negative symptoms represent a complex and heteroge-
neous psychopathological dimension, including different constructs that can be 
grouped, according to studies based on factor analysis, in two main domains: the 
expressive domain (including blunted affect and alogia) and the experiential domain 
(including avolition, asociality, and anhedonia) [93, 94, 99]. The two domains seem 
to be associated with different neurobiological abnormalities and psychosocial out-
come [94, 100, 101]. Moreover, within the construct of anhedonia, two different 
aspects have been described: consummatory anhedonia (reduced experience of 
pleasure derived from ongoing enjoyable activities) and anticipatory anhedonia 
(reduced ability to anticipate future pleasure): the former one seems to be relatively 
intact in schizophrenia, while the latter one seems to be impaired [102, 103]. It has 
been hypothesized that patients with schizophrenia with persistent cognitive deficits 
may be unable to retrieve their memories of previous positive experiences, leading 
to a difficulty in anticipating pleasurable consequences of actions [35]. Therefore, 
these two aspects of anhedonia may have different patterns of association with func-
tional outcome. Finally, a valid and reliable assessment of negative symptoms is 
challenging and, as matter of fact, rating scales used in the above-reported studies 
for the assessment of negative symptoms have been criticized for the inclusion of 
items assessing neurocognition and the focus on behavioral aspects, as opposed to 
internal experience, which may lead to artifactual associations with functional out-
come measures [104, 105].

To overcome these limitations, second-generation rating scales, such as the Brief 
Negative Symptom Scale (BNSS) [104, 106] and the Clinical Assessment Interview 
for Negative Symptoms [105], should be preferred. The BNSS is a new-generation 
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rating scale for the assessment of negative symptoms that has several advantages 
with respect to the older ones: it does not include symptoms previously considered 
as part of the negative dimension but now clearly identified as aspects of other 
dimensions, such as the cognitive or depressive one [93, 104, 106–108]; it provides 
a separate assessment of the consummatory and anticipatory anhedonia, a total 
score as well as a separate score for each of the five negative symptom domains, a 
separate assessment of behavior and inner experience for items referring to experi-
ential deficits such as avolition, thus enabling a better differentiation from social 
functioning and other subjective experiences such as decreased interest or energy. 
According to several studies, the BNSS five negative symptom domains can be 
grouped in the two main domains: the Expressive domain, including blunted affect 
and alogia, and the Experiential domain consisting of anhedonia, asociality, and 
avolition.

Based on this evidence, in all studies of the Italian Network for Research on 
Psychoses aimed at identifying factors that affect real-life functioning of subjects 
with schizophrenia and defining their relative contribution, the BNSS was used to 
assess the negative psychopathological dimension. In those studies, we found a dif-
ferent impact of the two main domains of negative symptoms on functioning: the 
Experiential domain showed a direct and indirect effect on real-life functioning and 
was connected to the areas of real-life functioning “Interpersonal relationships” and 
“Work skills” in the network analysis, while the Expressive domain was only indi-
rectly and weakly related to real-life functioning and, in the network analysis, 
resulted connected to “Everyday Life Activities” [14, 15].

2.2.5	 �Other Potential Predictors or Mediators 
of Clinical Recovery

Besides the negative ones, other symptoms have been investigated as potential pre-
dictors of functioning. Depression has been found to be directly associated to some 
areas of functioning [54, 58]. However, no impact was found in other studies [14, 
109]. Several studies found that disorganization is associated with real-life func-
tioning [14, 15, 57, 63, 95, 110]. The presence of severe disorganization has a nega-
tive impact on outcome as it interferes with functioning in the acute phase of the 
illness and with the achievement of symptomatic remission [111–113]. The role of 
positive symptoms has been explored in a few studies reporting heterogeneous 
results, including lack of association with functioning [114], a direct effect on Work 
skills and Everyday life skills [58], or an association with Community activities 
only [55]. The presence of autism spectrum disorders symptoms has been found 
associated to poor functional capacity, real-life interpersonal relationships, and par-
ticipation in community-living activities [115]. Poor premorbid level of functioning 
has been also found in association with worse functional outcome [116, 117].
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Some studies also investigated the role of personal resources: patients with com-
parable severity of psychopathology present heterogeneous real-life functioning 
because of differences in coping strategies, recovery style, and resilience [118, 
119]. As to the coping strategies, those defined as “emotion-oriented,” together with 
those “avoidance oriented,” are associated with a worse real-life functioning [119, 
120]. Resilience has been found in association with patterns of patients’ engage-
ment with mental health services, which can affect real-life functioning [121].

Among personal resources, physical health status plays an important role in 
quality of life and functioning of people with schizophrenia. In these subjects, 
indeed, high medical comorbidity was reported, and attributed to several factors, 
including lifestyle and treatment with antipsychotics [122, 123]. Deficit in neuro-
cognition and functional capacity may also impair patients’ ability to choose and 
cook food and contribute to the risk of obesity and other metabolic issues in patients 
with schizophrenia [66].

Several environmental factors have been found in association to real-world func-
tioning, including poor economic status, lack of disability compensation and of sup-
port services, and living in poor neighborhoods [35]. All these factors obviously 
influence real-life functioning and should be included in studies investigating pre-
dictors of functional outcome; however, the identification of the most appropriate 
indices to capture the complexity of these variables may be difficult [14].

A higher level of internalized stigma (i.e., the incorporation of others’ prejudices 
and stereotypes about people with mental illnesses into beliefs about oneself with 
consequent anticipation of social rejection) [124] has been found in association with 
several psychosocial variables such as hope, self-esteem, and empowerment [125]. 
In addition, an indirect association mediated by resilience has been found between 
internalized stigma and real-life functioning [14]. Therefore, it is likely to influence 
real-life functioning and should be included in relevant studies.

Other demographic and clinical factors have been reported as predictors of clini-
cal recovery, including female gender, higher educational level, older age at onset, 
shorter duration of untreated psychosis, and less cannabis use [3].

2.3	 �Longitudinal Assessment of Determinants 
of Clinical Recovery

As emerged from previous paragraphs, factors most consistently reported in asso-
ciation with functional outcome are deficit of neurocognition, functional capacity 
and social cognition, as well as the severity of negative symptoms. However, the 
majority of studies investigating factors affecting functional outcome had a cross-
sectional design, which, unfortunately, prevented inferences about the direction of 
causality. Only few studies had a longitudinal design investigating pathway towards 
functional outcome. Findings arising from these studies are summarized below.
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2.3.1	 �Neurocognitive Deficits

Several studies with a longitudinal design found that deficits in cognitive domains 
were associated with later functional outcome at follow-up time points ranging 
from 6 months to 10 years (20 years in the case of a retrospective study) [16, 17, 43, 
126–128]. Lack of such an association has also been found in some studies [43, 
129]. More in detail, the review by Green et al. (2004) [43], which included 18 lon-
gitudinal studies, reported that the majority of them (N = 14) found associations 
between baseline impairment of various cognitive indices and later functional out-
come with an effect size in the medium to large range. Two studies included in the 
review did not find any relationships between baseline cognition and outcome, and 
two more studies reported not clear results (one found associations only for one out 
of two samples, and the other for one out of two types of community outcome). 
Among more recent papers not included in the review, one [126] reported that, in a 
small sample of patients with first-episode schizophrenia, the baseline cognitive 
domains attention, verbal learning, and verbal working memory were associated 
with social outcome at follow-up, while attention, verbal working memory, and 
reasoning/problem solving with role functioning at follow-up. Another paper [127] 
found that the cognitive domain processing speed predicted self-care, vocational 
outcome, and social functioning at 6-month follow-up. Baseline global cognition 
resulted a predictor of 1-year functional outcome, although at a weaker level with 
respect to avolition in a sample of 114 Chinese patients with first-episode schizo-
phrenia [128]. No associations were found between baseline neurocognition and 
everyday functioning in a paper conducted in 111 patients with chronic schizophre-
nia [129].

From the majority of longitudinal studies emerges that cognitive deficits predict 
later functional outcome; however different patterns of associations have been 
described in the abovementioned studies, involving different cognitive domains and 
indices of outcome. This is probably due to methodological problems, including the 
heterogeneity of instrument used to assess cognitive functions, mainly measured 
combining tests to evaluate different cognitive domains, and only in one study [126] 
assessed by means of the MATRICS (Measurement and Treatment Research to 
Improve Cognition in Schizophrenia) Consensus Cognitive Battery (MCCB) that is 
regarded as the state-of-the-art neuropsychological battery for research purposes in 
schizophrenia [130, 131]; the heterogeneity of indices of functional outcome; and 
the small sample size included in the majority of studies.

These points were addressed in a recent study carried out within the Italian 
Network for Research on Psychosis aimed to verify whether factors identified as 
predictors and mediators of real-life functioning at the baseline were confirmed as 
such in a 4-year longitudinal design [16, 17]: state-of-the-art instruments were 
adopted to assess psychopathology, neurocognitive functions, social cognition, per-
sonal resources, and real-life functioning in 618 patients out of the 921 recruited in 
the cross-sectional study. The study adopted three main strategies of statistical anal-
ysis. Two of them—Structural Equation Model (SEM) and Latent Change Score 
(LCS) modeling—were used to investigate, respectively, whether variables that 
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showed an impact on real-life functioning in the cross-sectional study confirmed 
their influence at follow-up and which variables affected changes at follow-up in 
real-life functioning [17]. Furthermore, also a network analysis with a longitudinal 
design was conducted to test whether the pattern of relationships among all vari-
ables investigated in the cross-sectional study was similar at follow-up and to com-
pare the network structure of patients who were classified as recovered at follow-up 
versus those who did not recover [16]. The network analysis has the advantage of 
not requiring the a priori modeling of relationships among variables needed in SEM, 
but produces spatially ordered networks in which variables are nodes and causal 
interactions between variables are connections between nodes expressing direction 
and magnitude of correlations. Strongly related nodes at the center of the graph and 
weakly related ones at the periphery. Moreover, closeness of nodes, as well as 
strength and number of their connections, provides estimates of the extent to which 
variables belong to the same construct and how different constructs are mutually 
interacting and reinforcing each other [132].

Both SEM and LCS analyses in the longitudinal study consistently confirmed 
that neurocognition is among factors predicting functional outcome at 4-year fol-
low-up. In particular, according to the SEM, better baseline neurocognition pre-
dicted better everyday life and work skills. The LCS model, used as a control 
analysis, showed that better baseline neurocognitive functioning predicted improved 
everyday life skills, work skills, social cognition, and functional capacity at follow-
up. As regard to the network analysis [16], the network structure in the longitudinal 
study did not change significantly with respect to the cross-sectional one. In fact, at 
both time points, neurocognition, together with social cognition, resilience, and 
real-life functioning, was spatially contiguous and highly interconnected, confirm-
ing the central role of these variables in impacting real-life functioning.

2.3.2	 �Deficits of Functional Capacity and Social Cognition

Very few longitudinal studies investigated the association between functional capac-
ity and/or social cognition with functional outcome [16, 17, 129, 133, 134]. It has 
been reported that worsening in measures of functional capacity and of social com-
petence predicts worsening of everyday functioning in the domains everyday life 
and working skills of the real-life functioning after 18 months [129]. In patients 
with first-episode schizophrenia, social cognition assessed with three different 
instruments was found to predict work, independent living, and social functioning 
at 1-year follow-up [133]. The study of McCleery et al. [134] found a cross-sectional 
association between social cognition and community functioning, while no associa-
tion was observed between baseline social cognition and community functioning at 
5 years follow-up, suggesting the hypothesis that social cognition may have a short-
term rather than long-term implications for outcome. In the longitudinal study of the 
Italian Network for Research on Psychosis [16, 17] SEM analysis showed that bet-
ter baseline social cognition predicted better work skills and interpersonal relation-
ships at follow-up, and LCS analysis confirmed the association between the same 
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baseline variables and interpersonal relationships. As mentioned above, network 
analysis showed that social cognition is among variables highly interconnected to 
real-life functioning and that functional capacity and everyday life skills had a high 
betweenness and closeness in the network.

Overall, although a few studies are available on this topic, findings of longitudi-
nal studies confirm the contribution of social cognition and functional capacity in 
predicting later functional outcome.

2.3.3	 �Negative Symptoms

Longitudinal studies exploring the role of negative symptoms in predicting func-
tional outcome showed positive results [16, 17, 90, 97, 128, 135–138]. Different 
domains and categories of negative symptoms have been explored in the various 
papers, given the already mentioned complexity and heterogeneity of this psycho-
pathological construct. The presence of persistent negative symptoms in two differ-
ent cohorts of patients with first-episode schizophrenia was found to be associated 
to worse psychosocial functioning after 1  year [135] and after 4  weeks [136]. 
Studies exploring the Experiential and the Expressive domain found that the former 
has a higher predictive value than the latter on functional outcome [16, 17, 90, 128, 
137]. In line with these findings, two more studies reported the role of amotivation 
in predicting functional outcome [97, 138]. Some discrepancies emerge on the func-
tional domain predicted by negative symptoms, as in one study [138] amotivation 
was found to predict poor work but not social functioning, while in another paper 
[16] more severe avolition predicted worse interpersonal relationships. The use of 
outdated instruments for the evaluation of negative symptoms is among the main 
limitations of the above-reported studies, as only two of them [16, 17] used a new-
generation rating scale (BNSS) for the assessment of this psychopathological 
domain. In spite of the above limitations, longitudinal studies confirmed that nega-
tive symptoms are among strongest predictors of later functional outcome.

2.4	 �Conclusions

Findings summarized in this chapter confirm that several variables are involved as 
predictors or mediators of clinical outcome and that their interactions and pathways 
towards functional outcome are complex.

Social and nonsocial cognition show a key role as predictors of real-life function-
ing, suggesting that rehabilitation interventions addressing their impairment should 
be routinely included in integrated treatments aimed at clinical recovery in patients 
with schizophrenia. Such interventions should be provided as early as possible 
given the fact that the above-reported impairments have been described since early 
stage of illness and even before clinical onset.

G. M. Giordano et al.
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Negative symptoms have certainly an impact on clinical outcome, although the 
complexity of this psychopathological domain leads to some heterogeneity in find-
ings regarding the most involved subdomains and their role as direct/indirect predic-
tors or mediators. The search for effective treatments for negative symptoms should 
represents a priority for research in schizophrenia.

The reported role of many other factors in influencing clinical outcome, either 
those related to personal resource—such as resilience or physical health status—or 
those related to the context, underlines the importance of personalized treatments 
based on a detailed characterization of each individual patient [139].
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3Personal Recovery in Schizophrenia: 
A Narrative Review

Rodolfo Rossi, Valentina Socci, and Alessandro Rossi

3.1	 �Introduction

Historically, schizophrenia has been considered a severe mental disorder with an 
inconstant prognosis [1].

The severity of schizophrenia depends on the interaction between the disorder 
itself and several variables, including social factors and access to proper treatment 
delivery. In this view, clinical and functional outcomes are not a predetermined 
destiny; rather, they depend on a multifactorial trajectory in which stakeholders, 
including professionals and patients, play a central role.

Beyond the medical and psychopathological domains, social factors have been 
repeatedly reported and taken into account in the pathogenesis, course, and outcome 
of schizophrenia [2, 3].

In a meta-analysis of schizophrenia or dementia praecox’s outcomes, Hegarthy 
et al. [4] concluded that … overall, less than half of patients diagnosed with schizo-
phrenia have shown substantial clinical improvement after follow-up averaging 
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nearly as 6  years. Despite considerable gains in improvement rates after mid-
century, there has been a decline since the 1970s. These historical changes probably 
reflect improved treatment, a shift in diagnostic criteria, and selection bias related 
to changes in health care.

However, literature about the long-term course of schizophrenia is mixed. While 
most cases seem to have an undulating course, characterized by remissions and 
recurrences, or a chronic, unremitting course with poor outcome, recent observa-
tions suggest that recovery with good outcome in psychoses is a possible 
achievement.

Remission and recovery in schizophrenia have received increasing attention in 
the last decades, offering new clinical practice opportunities, health services 
research, and clinical trials [5–7].

From a psychopathological perspective, symptoms reduction and social func-
tioning improvement have always been regarded as the two most important out-
comes in schizophrenia. However, the variations in these domains are not always 
closely correlated [8, 9]. In recent years a new psychiatric practice is emerging, 
aiming not merely to achieve symptoms relief and social abilities but also to a 
broader ‘recovery’ [10, 11].

Recovery, defined as ‘a way of living a satisfying, hopeful, and contributing life 
even with any limitations caused by illness’ [12], has received increasing attention 
in mental health practice. However, the term ‘recovery’ has been used in different 
ways with different meaning [10]. The recovery concept can be broken down into 
clinical, or objective, and personal, or subjective, domains. Subjective and objective 
recovery reflect different perspectives in schizophrenia outcome, not necessarily 
matching with each other, and usually representing the consumer’s or the therapist’s 
different points of view [13].

The principal purpose of this narrative review is to provide a comprehensive 
overview of personal recovery and to highlight the most relevant fields of research 
and clinical practice perspectives.

3.2	 �From Remission to Recovery

What has led, during the last 30 years, the transition from a Kraepelinian view of 
schizophrenia outcomes towards a more optimistic one, based on a remission/recov-
ery perspective?

Maybe more than one reason prompted clinicians and stakeholders to consider 
alternative views other than that rooted in the Kraepelin-Bleuler-Schneider con-
cepts [14].

Since the Hegarty work, second-generation antipsychotics renewed the interest 
of professionals and stakeholders in treatment and outcome assessment.

Growing attention into remission in psychiatry and, more recently, schizophrenia 
[5] as a critical component of recovery dominated the century’s early decade. In a 
naturalistic cohort, about 30% of patients diagnosed with schizophrenia or schizoaf-
fective disorder met the criteria for remission at the study endpoint. However, the 
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remission concept and the remission criteria [5] were rooted in the medical model 
of treatment response and underlined the need for a systematic quantitative symp-
toms rating over 6 months. The discussion of the Andreasen criteria is beyond the 
scope of this chapter. Anyway, the scientific literature reports a favourable accep-
tance of the criteria mentioned above, even though with some criticism [15].

Parallel to the development and acceptance of the ‘remission’ construct, the 
rehabilitation moved from traditional vocational rehabilitation programmes, typi-
cally involving low-level activities in sheltered workshops, to supported employ-
ment programmes, which support the consumer in finding and maintaining a job in 
the real-world marketplace [3, 10, 16].

These changes have promoted a general evolution in public opinion, as well as in 
patterns of service delivery and relationships between providers and consumers. 
Recovery is a central issue in this paradigm shift. There is increasing recognition 
that recovery is not only possible but that it may even be common. Consequently, 
increasing consumer and political pressure aims to ensure that mental health ser-
vices are recovery-oriented [16].

3.3	 �How Many Types of Recovery

While all the clinicians agree that recovery is a multidimensional and multideter-
mined concept, not all of them agree about the construct’s content.

Bert-Jan Roosenschoon et al. [17] propose three types of not mutually exclusive 
but complementary recovery: a clinical or symptomatic recovery, related to the 
degree of psychiatric symptoms; a functional recovery, also named objective recov-
ery—some authors equate this type of recovery with functional remission or con-
sider it a part of clinical recovery; and a personal recovery that underlines the 
personal nature of the recovery process, also named subjective recovery.

Subjective or personal resource domains have been shown to mediate the impact 
of symptoms and cognitive impairment on real-life functioning in subjects with 
schizophrenia [9, 18, 19], suggesting that the two recovery domains are comple-
mentary rather than incompatible [20].

The real-world functioning of people with schizophrenia depends on several 
variables related to the disorder itself, to the person’s resources, and to the person’s 
context [19]. Several studies report that patients with comparable severity of psy-
chopathology may differ in their real-life functioning because of differences in per-
sonal resources [21–23].

Resilience, coping abilities, recovery style, the relationship with services and 
therapists, and stigma are all constructs encompassing several aspects of personal 
resources. These variables can be considered within the subjective elements of 
recovery (SER) domains. Nonetheless, few studies investigated these factors from a 
recovery perspective. Several SERs, such as resilience, self-esteem, coping styles, 
internalized stigma, and happiness, have been associated with a positive outcome in 
schizophrenia [24–26].
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Research concerning the relationship between objective and subjective elements 
of recovery reported inconsistent findings. Different studies found a significant cor-
relation of subjective recovery with the severity of symptoms [27–29], a moderate 
link between symptoms and social function [30], or no direct correlation between 
symptom severity and self-reported recovery [20].

3.4	 �The Content of Personal Recovery

As many aspects of personal life and subjectivity can be included in the ‘personal 
recovery’ concept, there is a risk to enumerate several positive issues that have been 
only poorly conceptualized in relation to outcome measure of schizophrenia. Many 
of them overlap with the quality of life concept and measurements.

Hope, self-esteem, resilience, happiness, self-stigma, adult attachment style, 
social connectedness, and empowerment [13, 31, 32] have all been related to 
recovery.

‘Personal recovery’ stands for ‘a deeply personal, unique process of changing 
one’s attitudes, values, feelings, goals, skills and/or roles. It is a way of living a 
satisfying, hopeful, and contributing life even within the limitations caused by ill-
ness. Recovery involves the development of new meaning and purpose in one’s life 
as one grows beyond the catastrophic effects of mental illness’ [12]. In simple terms, 
personal recovery principles are based on the belief that a meaningful life is possi-
ble, despite symptoms’ persistence. This positive approach to mental illness is not 
limited to full symptom resolution; rather, it promotes resilience and control over 
problems and life, endorsing the idea that people with severe mental illness have 
vocational, educational, and residential needs beyond symptoms reduction. People 
suffering from schizophrenia have the right to be treated and to play an active role 
in therapeutic decisions. They are indeed able to establish independent and healthy 
lives, even in the presence of symptoms [10, 33].

Recovering from schizophrenia includes four phases: (1) feeling overwhelmed 
by the disease; (2) struggling with the disease; (3) living with disability; and (4) liv-
ing beyond the disability [34].

People with schizophrenia reported lower levels of happiness, but there was sub-
stantial heterogeneity within the schizophrenia group. Happiness in persons with 
schizophrenia correlates with higher mental health-related quality of life and sev-
eral positive psychosocial outcomes, such as lower perceived stress, higher resil-
ience, optimism and personal mastery [31].

Lysaker et al. [35] also mention the quality of the personal narrative of one’s own 
life and challenges as a meaningful aspect of recover from schizophrenia. 
Furthermore, he suggested that personal narratives might be a unique recovery 
domain relevant to wellness in daily life. Soundy et al. [36], in a systematic review, 
reported three types of psychosocial factors which promoted and influenced recov-
ery: (1) adjustment, coping and reappraisal, (2) responding to the illness, and (3) 
social support. The factors which challenged recovery included (1) negative interac-
tion and isolation, (2) internal barriers, and (3) uncertainty and hopelessness.
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It is easy to recognize that all these factors are qualitatively ‘personal’ and may 
interact with service engagement and orientation.

Other researchers tried to operationalize and measure personal recovery. Even 
though it could be challenging to operationalize and catch the personal and subjec-
tive recovery experiences, several authors attempted to develop different instru-
ments for this purpose [37–39]. It could be that no single measure of ‘personal 
recovery’ exists’, but more dimensions and tools could be necessary to assess per-
sonal experience, contextual factors, and service engagement [13].

3.5	 �Consumer Models of Recovery

Jose et al. [40] reviewed the consumer perspective of recovery from schizophrenia, 
identifying five areas: process orientation, self-orientation, family orientation, 
social interaction, and illness orientation.

Patient or client-based definition of recovery mainly involved factors related to 
personal well-being and social inclusion. These aspects were distant from the clini-
cal recovery measure. However, the scientific and consumer literature continue to 
have quite different opinions and views of the meaning (and perhaps practice) of 
‘recovery’. Bellack [16] summarized these different positions in terms of historical 
context, perspectives and practice. While the scientific definition arises from a bio-
medical perspective, the consumers’ one evolved from a civil rights perspective, 
endorsing a sociopolitical meaning towards a change in public attitude about mental 
illness and services practice. Recovery-oriented services describe mental health 
treatments and interventions aimed at the recovery model. Likewise, the recovery 
model and movement deeply informed mental health services stimulating the syn-
thesis of hope, identity, dignity and respect, partnership and communication [39, 
41]. Despite the broad consensus about these issues, several limitations, and cross-
cultural variation in dissemination and principles applications still exist [42].

3.6	 �Stigma and Resilience

Internalized stigma, also referred to as self-stigma, is characterized by a subjective 
perception of devaluation, marginalization, secrecy, shame, and withdrawal [43]. 
People with a severe mental illness, such as schizophrenia, anticipate social rejec-
tion and consider themselves devalued society members [44]. They may internalize 
negative stereotypes about mental illness and respond by self-stigma [45]. According 
to the current literature, both stigma and lack of empowerment may lead to depres-
sion [46, 47].

Resilience is a construct encompassing several aspects of personal resources. It 
is usually defined as a dynamic adaptation process to challenging life conditions 
that could be protective against mental disorders. In patients with schizophrenia, 
resilience and psychosocial functioning are tightly correlated [24, 48].
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Clinical strategies targeting resilience should be further addressed and tested 
within the recovery approach [25, 49]. Because of the complex interaction between 
subjective and objective recovery elements [28], strategies to improve resilience 
could ultimately improve recovery. This approach could be further reshaped into the 
‘subjective recovery perspective’, as suggested by Hofer et al. [25].

Several variables related to personal resources such as resilience, self-esteem, 
coping styles, internalized stigma, and happiness have been associated with a posi-
tive outcome in schizophrenia. These variables could explain the different real-life 
functioning outcomes in persons with comparable psychopathology severity [13]. 
The relationship of these variables with symptom severity and psychosocial func-
tioning was explored, suggesting that specific treatments aimed to reduce stigma, 
improve coping strategies and shape recovery styles might be effective in producing 
considerable clinical and functional improvements [9, 13].

The role of personal resources suggests that some positive features of ‘adjust-
ment to psychosis’ may reduce the burden of depression, which, in turn, could have 
a positive impact on the disorder itself.

In addition to personal resources, personal styles to cope with psychosis or to 
react to a psychotic experience have been described [50]. Integration and sealing 
over have been identified as two clinically distinct recovery styles from schizophre-
nia. Mc Glashan et al. [50] suggested that ‘sealing over’ could represent a dysfunc-
tional attitude towards psychosis while an ‘integration Style ’ could favour recovery. 
Low ‘sealing over’ and higher ‘integration’ could be conceived as a resilient per-
sonal adaptation to psychosis [51].

Within the positive psychological adjustment to psychosis, happiness has been 
suggested as an achievable goal among people with schizophrenia [31], but the 
‘wellness within illness’ issue [52] deserves further exploration.

3.7	 �From Values to Recovery

Personal recovery could be pursued through spiritual, ethical, and human rights/
social capital approaches if we scientifically characterize its conceptual framework. 
Kasai and Fukuda stated that users, caregivers, and professionals could contribute to 
the users’ personal recovery and subjective well-being if we scientifically redefine a 
person’s ‘value’ or ‘personalized value’ [11]. Values are motivational constructs 
guiding behaviour, abstract trans-situational goals that reflect what people think and 
state about themselves and regulate principles in people’s lives [53]. In the proposed 
model, living in the ‘real-world’ affects values development, which then influences 
behavioural patterns in life and induces plasticity in the brain circuit [11]. These 
interactions acquire importance, especially in adolescence. Schizophrenia research 
is a promising field for the exploration of the value-based approach since develop-
mental psychopathology, psychology and neuroscience in adolescence and func-
tional impairment are core domains of pathological pathways [11].
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Huguelet and colleagues [54] found that values mediated the association between 
symptoms and meaning. ‘Meaning’ is concerned with one’s goal in life. Spirituality, 
self-esteem and close relationship are determinants of meaning. More significantly, 
the fulfilment of values allows subjects to achieve a sense of purpose. Hence, 
depression, hopelessness, self-esteem, and the number of relationships influenced 
values in a heterogeneous clinical sample; the presence and enactment of values 
were associated with meaning that, in turn, was associated with some symptoms and 
social characteristics.

Many authors have studied the usefulness of values in influencing actions, pre-
dicting attitudes, preferences, goals, and their association with personality traits. 
Personal values predict mental health indicators in non-clinical samples [55] and 
stigmatization in clinical samples [56]. Personal values can be directly related to 
‘negative’ behaviours, such as interpersonal violence [53]. It is reasonable to assume 
that the enactment of these behaviours is related to the motivational structure of a 
given value for a given person. It can be argued that, for some people, the motiva-
tional drive could deviate from a harmonic development [53]. Differences in value 
orientation have been observed among subjects with severe mental illness compared 
to a non-clinical sample (Socci et al., 2021 unpublished data). Persons with a severe 
mental illness were characterized by a higher ‘conservation’ value compared to the 
non-clinical sample. The expression of conservation value in individuals with a 
mental disorder could reflect an orientation towards conformity underlying funda-
mental affiliative goals. It has been shown that goals related to affiliation and social 
approval are strongly activated when one’s self-esteem is threatened by the prospect 
or actual occurrence of not fitting in with the group and stigmatization.

These observations open new scenarios relevant to the recovery process. The 
type and extent of treatment could be adapted to one’s own clinical and personal 
variables. In other words, recovery-oriented practices develop person-centred tai-
lored interventions, promote resilience, personal skills, and hope, facilitate self-
determination, and enhance individual strengths, preferences, and aspirations. 
These practices support people with severe mental illness to pursue their goals and 
achieve subjective well-being in terms of health and social outcomes.

Emerging literature supports the relevance of addressing values and meaning in 
the recovery-oriented care of patients with persistent psychiatric disorders [54]. 
Since recovery is a personal and subjective experience, and values influence the 
sense of meaning in life by interacting with behaviour and mental indicators, tai-
lored interventions targeting personal values and purpose in life should be fulfilled 
[13]. Moreover, preliminary findings suggest that tailoring psychological interven-
tions according to values in clinical populations could help reduce risky behaviours 
[53], which is associated with better psychopathological outcomes and social 
functioning.

In conclusion, the integration of subjective and clinical models would yield a 
better assessment and overall understanding of recovery and contribute to design 
individualized and integrated treatment programmes aimed to help individuals to 
live a meaningful and satisfying life [13].
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3.8	 �A Pragmatic View About Personal Recovery

The pendulum of research interest into treatment and outcome in schizophrenia 
swings from scepticism and pessimism to optimism, depending on several factors 
related to the medical discipline (i.e. medical discoveries, change in diagnostic cri-
teria, new drug development) [57], socio-economic factors (i.e. urbanizations, 
migration, mental health care system changes, economic crisis, fundings), and per-
sonal attitude of the stakeholders (i.e. individuals with the disorders and their care-
giver) [58].

We will try to maintain the more pragmatic attitude explaining, supporting, and 
applying the current status of the art in psychiatry in connection to all the other 
discipline and resources within the so-called mental health arena. The conceptual-
ization of ‘positive psychiatry’ and ‘personal recovery’ could inform the develop-
ment of optimism-based mental health [39].

The construct of ‘personal recovery’ is a double-faced one, with an undoubted 
positive force moving all mental health citizens towards a more integrative, holistic, 
positive, optimistic, and right-respective practice.

On the other side, we cannot reduce the ‘medical component’ of this alliance in 
a minority role. We know how much we need medical and neuroscientific innova-
tion to cope with mental disorder’s dramatic burden [57]. A brilliant example of this 
synthesis could be traced in the field of early detection psychosis, where many 
aspects mentioned above found a proper place with an Optimism Based Practice 
[59]. We suggest that an ‘evidence-based optimism’ could better trace how to 
improve mental health outcomes and practice.

3.9	 �Conclusions

Schizophrenia recovery has long divided opinion: do it for everyone or for a minor-
ity? Is it a political statement or a reasonable hope for patients and their families? 
That controversies are not as polarized at present is perhaps a sign of increased 
knowledge. However, as should be clear from this debate, evidence-based literature 
does not support ‘recovery either symptomatic or personal’ for everyone (i.e. recov-
ery from schizophrenia). However, the process in which people can live a fulfilling 
and productive life despite disability should be a goal for all patient/user and ser-
vices (i.e. recovery in schizophrenia).

As only about 25% of patients with serious mental illness receive treatment con-
sistent with evidence-based recommendations, recovery-orientated rehabilitation 
services and person-centred care planning through assessment and formulation are 
recommended by international agencies (NICE guidelines 2020) [60].

Many debates and uncertainties remain: should we use a rating instrument to 
assess recovery? How to ameliorate the climate of our department? What type of 
training, or change in training, do we need [7]?

The different meaning and adjective of the ‘term’ recovery should not be consid-
ered a limitation [41] but a potential for enrichment and improvement with a 
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medically oriented approach better integrated with a person-centred one [58]. 
However, a new paradigm shift from symptom control to recovery is needed. As 
current underpowered services are ‘broken and demoralized’ in most even devel-
oped countries [2], mental health policies and practice changes are urgent [61].
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4Personal Recovery Within Forensic 
Settings

Andrew Shepherd 

4.1	 �Introduction

In this chapter I provide an overview argument in relation to the concept of personal 
recovery as it is enacted and may be understood within forensic institutional set-
tings—for example, prisons, secure hospitals and probation settings. This is drawn 
from the perspective of a psychiatrist working in England—with experience par-
ticularly in the North West of England. An initial limitation becomes immediately 
apparent in that this is a sole author chapter—a position that may be seen as anath-
ema to the concept of personal recovery which, by its very nature, represents a 
process of co-construction. This chapter is therefore partial in its perspective—and 
there is an inherent power assumption that comes with that situation that is particu-
larly painful and sensitively enacted within forensic settings and practice. This limi-
tation is remarked upon not to dismiss the content of this chapter—but to draw the 
reader’s attention to this partial perspective. This point is returned to at various 
stages of the argument set out below.

With this in mind the chapter begins with a brief overview of the concept of per-
sonal recovery—focusing on the core ideas of personal identity and identity work 
which will be considered in light of the particular nature of forensic environments 
and mental health practice within these institutional settings. This leads to a discus-
sion on the nature of forensic recovery before then addressing some particular 
points of consideration and finally some suggestions for future work and direction 
of travel. Contextualising remarks are provided throughout for readers unfamiliar 
with forensic mental health practice in England and Wales.
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4.2	 �Personal Recovery

The conceptualisation of personal recovery represents a profoundly political act—
building on a legacy of disability activism and the emergent field of mad studies [1]. 
Two key moves are captured in the claim of personal recovery: Firstly, the introduc-
tion of the concept of “the personal” nature of recovery ties this into a legacy of 
feminist research and argument [2]. Secondly, the word recovery itself is radical—
rejecting a historical legacy of mental illness and disorder being seen as untreat-
able—and, perhaps worse, unmanageable [3]. Moving on from its radical beginning 
the idea of personal recovery, as a goal for mental health service provision, is per-
haps best summarised by one of the most widely cited definitions:

Recovery is described as a deeply personal, unique process of changing one’s attitudes, 
values, feelings, goals, skills, and/or roles. It is a way of living a satisfying, hopeful, and 
contributing life even with limitations caused by illness. Recovery involves the develop-
ment of new meaning and purpose in one’s life as one grows beyond the catastrophic effects 
of mental illness. (Anthony, 1993, p. 527 [4])

This definition has been criticised (for example, in relation to its novelty as a claim 
[5]) but has been largely accepted and seen as a transformative introduction to the 
field. Seeking to operationalise the concept into a workable structure a significant 
piece of research was undertaken by Slade and colleagues [6]—leading to the devel-
opment of a transtheoretical framework of change in relation to personal recovery 
[7]. This is often referred to as the CHIMES framework:

•	 Connectedness
•	 Hope
•	 Identity
•	 Meaning
•	 Empowerment
•	 Spirituality

For the purpose of the argument in this chapter I would suggest that “identity” 
can be seen as the core component of this framework—from which each of the other 
components flows as a facet or emphasis. In this sense then recovery can be under-
stood as a form of “identity work”—a process of making sense of personal experi-
ence in the face of adversity [8].

4.3	 �Forensic Settings and Practice

Within England and Wales, through the Royal College of Psychiatry (the organisa-
tion responsible for the post-graduate training and certification of psychiatrists—
www.rcpsych.ac.uk), forensic psychiatry is defined as: “…work at the interface 
between the law and psychiatry, managing patients with mental disorders who have 
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been or have the potential to be, violent.” [https://www.rcpsych.ac.uk/become-a-
psychiatrist/choose-psychiatry/what-is-psychiatry/types-of-psychiatrist/forensic].

Most forensic psychiatrists will therefore practice in secure hospitals—previ-
ously known as special hospitals—these units provide multidisciplinary mental 
healthcare within a locked setting. Prison psychiatry represents an emerging field of 
practice and development focusing on the mental health of prisoners. In England 
and Wales movement between forensic institutions and disposal from court to hos-
pital are handled under a particular section of the Mental Health Act (1983, revised 
2007)—known as Part III. A further significant potential role for psychiatrists lies, 
as above, at the interface with the law—including roles where psychiatrists may be 
summoned as expert witnesses in relation to ongoing legal proceedings: While 
beyond the scope of this paper discussion of this role is significant in relation to the 
concept of recovery calling as it does into focus definitions of power and the role of 
the mental health professional in relation to a person’s experience.

Prisons represent sites of significant mental suffering—with epidemiological 
studies estimating high levels of mental disorder globally [9]. Rates of deliberate 
self-harm and suicidal behaviour are also significant [10] and such behaviours are 
easy to misunderstand or dismiss [11].

Prisons, in a sense, represent a form of community setting in forensic psychia-
try—they are chosen here as an illustrative example of a secure environment. A 
deconstruction of a prison environment would likely highlight the following fea-
tures: The perimeter wall, gates and doors impeding passage, cells, keys provid-
ing access.

The perimeter wall serves a particular function—not simply as a means of con-
tainment—but also as the defining boundary for an example of a total institution 
[12]. Total institutions serve as cultural containers—with the emergence of institu-
tional practice, that is a series of shared practices reaching towards a common goal. 
In the case of prisons in England and Wales these goals are defined by Her Majesty’s 
Prison and Probation Service (https://www.gov.uk/government/organisations/her-
majestys-prison-and-probation-service) as:

•	 Restriction [preventing escape or free movement]
•	 Retribution [enacting punishment on behalf of the State]
•	 Rehabilitation [providing education to allow reintegration into society]
•	 Restoration [facilitating acts of restorative justice, for example, community ser-

vice, where appropriate]

Although a controversial point, in England and Wales it is the loss of time through 
incarceration that acts as retribution—not the act of incarceration itself. Beyond 
containment the perimeter wall serves a wider function—drawing the attention of 
the general population to the prison, while obscuring the suffering and experience 
of prisoners within [13].

Inside the prison progress is impeded by the presence of locked doors—keys 
therefore become a symbol of power and authority within the institution.
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4.4	 �Forensic Recovery

With this context let us now return to the concept of recovery—and particularly 
recovery in forensic settings. The immediate problems of the concept can be seen 
through returning to the CHIMES framework:

•	 Connectedness: By virtue of acts of violence, or potential for violence, people 
are excluded from their home communities, often with considerable geographi-
cal distance. How can connectedness be considered with this restriction and 
when should this connection be restored?

•	 Hope: Prisons and other secure settings are often experienced as profoundly 
hopeless environments.

•	 Identity: A person introduced into a forensic setting experiences a profound act 
of personal stigmatisation being marked as a “forensic patient” or “offender”.

•	 Meaning: Within prisons and secure settings meaning becomes contested—as 
discussed in more detail below.

•	 Empowerment: Secure institutions disempower patients or other residents, for 
example, through the introduction of locks and gates to impede progress—simul-
taneously empowering professionals in relation to others.

A systematic review and meta-synthesis, focusing on qualitative research into 
the process of personal recovery in forensic mental health settings identified three 
core themes [14]: The need for a sense of safety and security, dynamics of hope 
during the course of a sentence or hospital admission, and the need for integration 
with social networks.

Building on the central concept of identity work, outlined above, is perhaps help-
ful in further illustrating the challenging situation that offenders and forensic psy-
chiatric patients experience. In a sense, offenders going through a court hearing and 
eventual conviction experienced an enforced identity shift—with the conclusion of 
a guilty verdict. Without wishing to apologise for criminal acts this represents a 
form of stigma likely to accompany the individual even after the completion of a 
prison sentence [15]. Introducing a concept of mental disorder, or substance use, 
layers on this stigmatised experience—resulting in an experience of double or even 
triple stigma [16].

Rightly or wrongly therefore the forensic patient’s identity if forced—and any 
act of recovery will have to contend with this. Recovery narratives and experiences 
in this context may be understood as acts of resistance [17]. Narratives can be 
understood as a means of expressing personal identity—both to ourselves and to 
others. Redemption narratives have been shown to have a particular resonance when 
the act of rehabilitation and “making good” in relation to criminal activity are con-
sidered [18]. Narrative understanding ties in with the concept of meaning making, 
and identity work, as outlined in the CHIMES framework and can serve as a helpful 
means of understanding the experience of offenders who experience mental disor-
der. Such narratives are, sadly, too often punctuated by acts of trauma and 
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experiences of alienation: There is a pressure therefore to avoid further alienation 
through the act of incarceration within forensic settings—this is returned to in the 
concluding section of this essay.

4.5	 �Particular Issues

Moving beyond this general conceptualisation of recovery in forensic settings we 
turn now to some of the particular issues that characterise the distress and disorder 
experienced by individuals within this space, and the challenges facing 
practitioners.

4.5.1	 �Ethics

For the past nearly 40 years [19] much of the ethical curriculum in medical educa-
tion has been dominated by the work of Beauchamp and Childress [20]: Although 
their approach has been criticised—for example, in relation to the risk of its becom-
ing common ethical understanding as opposed to being drawn from common under-
standing [21]—the work remains a bulwark for many. Forensic mental health 
practice raises some key issues in relation to these principles however (for further 
discussion see Adshead, 2000 [22])—and some of these are highlighted here with a 
focus on any overlap with the concept of personal recovery.

•	 Beneficence and Non-maleficence: Acting with the good of the patient in mind 
seems an uncontroversial aim in medical practice, and this is often held in bal-
ance with the need to minimise harm in the pursuit of benefit. In forensic practice 
there is an essential truth however that any therapeutic interaction essentially 
introduces a third party—in the form of the wronged state—which complicates 
the process substantially. How then is the balance of treatment maintained? 
When an individual, in the context of a mental health crisis, displays aggressive 
behaviour what is the role of the clinician in managing this? To whom does their 
responsibility lie? Is there a risk that treatment becomes a means of containing 
an individual simply within a toxic environment—where mediation of that envi-
ronment can seem like an impossible endeavour?

•	 Respect for autonomy: All individuals exist as autonomous agents and respect 
for that essential dignity and right is essential in all areas of medical practice. 
Within the CHIMES framework this is captured in the concept of empowerment. 
How far does this right extend however? An individual suffering from a mental 
disorder with a relapsing remitting nature may disagree with the benefit of con-
tinuous medication and may question the evidence for longitudinal treatment 
[23]. How can their right to choice in this respect be balanced against a need for 
public protection however if—in the context once more of a mental health cri-
sis—they have previously acted in a violent manner towards others?
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•	 Justice: In England and Wales the principle of “equivalence” is proposed as a 
means of understanding distribution of resources with respect to prison healthcare 
[24]. A challenge rises here in terms of interpretation however—does this mean 
equivalence of resource and treatment availability or equivalence of outcome? If 
the latter then, given the significant position of disadvantage from which prison 
populations are drawn, a far larger investment will be required.

4.5.2	 �Complexity, Co-morbidity and Personality Disruption

Complexity is the norm within forensic healthcare—with individuals often showing 
signs of distress and need across several different domains of need [25]: For exam-
ple, an individual may show signs of severe mental illness, such as acute psychosis, 
exacerbated by personality disorder with dissocial and impulsive traits, and sub-
stance misuse. Each of these factors may pose a complication with respect to the 
understanding an individual’s recovery experience and support needs—for exam-
ple, in relation to personality disorder systematic review has shown that many of the 
underpinning concepts of personal recovery become problematic [26, 27].

4.5.3	 �Offending Behaviour

Essential to the nature of experience in forensic mental healthcare is the fact that 
most patients will have carried out some form of criminal act. This in and of itself 
can pose a problem for the individual and for any mental health practitioners work-
ing to support them—raising challenging interpersonal and intrapersonal psychody-
namics [28].

4.6	 �Future Work and Directions

In this chapter I have attempted to set out the particular issues that arise in relation 
to the concept of personal recovery in forensic settings. I have argued that placing 
the concept of identity, and identity work, as central to this process is a helpful 
means of working to understand individual experience. In this lies the truth that 
additional work is required to capture the particular experience of individuals within 
forensic settings—raising them up from beyond the position of subjects to agents in 
their own rights.

Considering the individual’s identity—beyond the experience of mental disor-
der—also demands particular attention to lived experience, taking account of spe-
cific experiences and cultural influences. For example, the experiences of women 
who offend are radically different from their male counterparts in terms of social 
response [29] and in terms of their experience within therapy or contact with mental 
healthcare providers [30, 31].
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Recovery narratives are essentially social in their nature—relying as much on 
audience as performer in terms of credibility [32]—as such forensic recovery 
focused work must take account of the multiple agencies that are essentially involved 
in the individual’s narrative: For example, courts, parole, probation and wider com-
munity and potentially media interest. Building on the idea of connection as essen-
tial in recovery it is also important to consider ways in which the individual may 
wish to forge or re-forge links with their family and social networks. This sense of 
disconnection, always present for the incarcerated individual, has become more 
apparent with the atomisation of experience attendant following the emergence of a 
global viral pandemic [33].

In closing, I set out a proposal for a three-stage process for working in a recovery 
focussed fashion with individuals in forensic settings:

	1.	 Safety in security: In keeping with Maslow [34] a sense of safety is essential to 
any therapeutic endeavour and can be provided within forensic environments.

	2.	 Containment and expression: Appropriate witnessing of trauma and containment 
of this experience is essential in allowing the individual to process trauma in 
their past.

	3.	 Synthesis and re-direction: Moving beyond their current trapped state allows 
individuals to develop a new sense of purpose—a positive sense of self, or posi-
tive narcissistic construct, in comparison with older internal representations.

	4.	 Individuation and flourishing: Ultimately, as the concept of personal recovery 
suggests—the act is a personal one and personal narrative accounts and under-
standing represent a potential means of expressing this growing individuation 
and sense of eudaimonia [35].
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5Stigma and Attitude Towards Personal 
Recovery from Mental Illness Among 
Italian Mental Health Professionals
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Anna Salza , and Massimo Casacchia 

5.1	 �Introduction

In the area of mental health, “recovery” is characterized by two distinct connota-
tions used to refer to an individual personal “process” and an outcome, particularly 
following the widespread adoption of “recovery” as a target treatment for people 
affected by mental illness.

Personal recovery has been defined as “a way of living a satisfying, hopeful, and 
contributing life even in the presence of limitations caused by illness” [1]. In con-
trast to clinical or social recovery, comprising a reduction or absence of symptoms 
and a significant improvement in occupational and social functioning, personal 
recovery is a process that individuals go through to live a satisfying life and achieve 
life goals [2], a process of helping people to live a life “beyond illness”—i.e., to 
recover a meaningful life, with or without symptoms is the traditional meaning 
applied to “personal” recovery [3].

Indeed, the recent definition of “personal recovery” [4], “Recovery is defined by 
the person themself and not other people’s definition of what recovery means,” 
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seems to make it more difficult to scientifically investigate this important construct 
that has garnered considerable attention over the last two decades. Based on a recent 
systematic review and meta-analysis of factors associated with personal recovery in 
people with a psychotic disorder, meaning in life, empowerment, and hope seem to 
be the main dimensions on which to focus [5].

In Italy, the term “recovery,” borrowed from the English language, is present in 
the everyday language of mental health professionals, and is highly popular in men-
tal health services focused on becoming recovery-oriented. Numerous parallelisms 
can be identified between the relatively “new,” “recovery-orientated” approach and 
the Italian community psychiatry established by Law 180. Over the last 40 years, 
following the abolishment of mental hospitals, Italy has seen a progressive consoli-
dation of a community-based system of mental healthcare [6]; indeed, continuity of 
care provided in the context of the subject’s life domain and multi-professional care 
represent the main approach in the psychiatric care of severe mental disorders in a 
psychosocial rehabilitation setting [7].

Despite the relevant interregional variability, development of the Individual 
Treatment Plan (ITP), based on the user’s personal goals rather than those imposed 
by professionals, represents an important step not only from a clinical perspective, 
but also at a social and functional level in terms of quality of life, care needs, and 
user satisfaction for the treatments received, in what could be defined as “the recov-
ery process.”

Although not particularly frequent in Italy, qualitative research, innovative expe-
riences of peer support, accounts from a “first-person” and “evidence-based hope” 
perspective have contributed to the understanding of the paradigm of recovery in 
severe mental illness [8–10].

In an Italian context, further impetus to the recovery process was provided by 
multicentric research involving several Mental Health Services that confirmed the 
validity of the Italian version of the Recovery Assessment Scale (RAS) [11], an 
instrument developed to detect recovery among users [12]. This Italian Study on 
Recovery demonstrated the ability of RAS to identify users matching the “in recov-
ery” operational criteria and offered an outcome measure on which to base a 
recovery-oriented transformation [12, 13].

Our work will examine the “state of the art” of barriers and orientation relating 
to the recovery principles of mental health professionals in an Italian context. In 
particular, a lack of theoretical clarity over the practical provision of support recov-
ery hampers the implementation of policies aimed at addressing this ambitious goal.

5.2	 �Attitudes and Stigma Displayed by Mental Health 
Professionals Towards the Mentally Ill: Selected Studies 
Conducted in Italian Facilities

Stigmas relating to mental illness seem to be widely endorsed by the general public 
[14], with those affected being challenged by the stereotypes and prejudice resulting 
from misconceptions of mental disorders.
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Negative attitudes, such as discrimination, frustration, and lack of respect, at 
times displayed even by health professionals, may lead to poor health outcomes in 
those targeted [15, 16], thus representing a major barrier to consumer and carer 
participation and overall improvement of health [17].

An inverse relationship has been found between recovery orientation and stigma-
tizing attitudes, in the sense that recovery-oriented individuals may display less 
negative attitudes with regard to people affected by mental disorders [18]. Stigma 
represents a major barrier in preventing patients affected by mental disorders from 
seeking help or achieving personal recovery [19]. Stigmatizing attitudes may also 
be detected among mental health professionals, thus exerting negative effects on the 
quality of healthcare [20]. Several interesting Italian studies investigating the atti-
tudes and stigma displayed by mental health professionals towards the mentally ill 
will be briefly described.

Attitudes displayed by psychiatric nurses and mental health professionals 
towards patients affected by mental disorders present in a series of different care 
settings in an Italian healthcare facility were investigated by Cremonini et al. [21]. 
The authors of the study used the Italian version [22] of the Community Attitudes 
Mentally Ill inventory (CAMI-I) [23] to investigate authoritarian attitudes, benevo-
lence, and social restrictiveness, and revealed how healthcare professionals dis-
played fluctuating levels of sensitivity and positive attitudes towards mental illness. 
Varying attitudes were found to exist between psychiatric care units: healthcare 
professionals employed on the psychiatric ward displayed less positive attitudes, 
whereas staff working in the mental health daycare center held more positive views 
on mental illness. The authors hypothesized that their findings may have been influ-
enced by resource organization, staff-user interaction, care provider stress levels, 
and the high complexity of users on an acute psychiatric ward [21].

Another European study used the Community Attitudes Mentally Ill inventory 
(CAMI-I) to compare attitudes towards mental illness and investigate potential dif-
ferences based on type of professional category, setting and country across a large 
sample of professionals (1525) working in a wide range of mental health facilities 
run by a non-profit mental health organization (Sisters Hospitallers) in Spain, 
Portugal, and Italy [24]. The study included compilation of the Attribution 
Questionnaire (AQ-27) [25], validated in Italian by Pingani [26]. The AQ-27 pro-
vides a vignette about a man with schizophrenia and comprises 27 items that evalu-
ate respective assertions related to the hypothetical case. The AQ-27 evaluates nine 
factors: (1) personal responsibility; (2) anger; (3) pity; (4) help (provision of assis-
tance to people with mental illness); (5) dangerousness; (6) fear; (7) avoidance; (8) 
segregation; and (9) coercion. Psychologists and social therapists displayed the 
most positive attitudes, while nursing assistants the most negative. Community staff 
displayed more positive attitudes than hospital-based professionals [24]. Comparison 
of the three countries at AQ-27 revealed how Spanish professionals had the highest 
inference of attribution of responsibility for the illness and more coercive approaches, 
but felt more pity and less fear than the other two groups. On the other hand, Italian 
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professionals were at the lowest end of the dimensions of pity and help, and ranked 
highest in avoidant behaviors. Anger, perceived dangerousness, and segregation did 
not significantly differ throughout the three countries. On the CAMI scale, Spanish 
professionals showed more positive attitudes towards benevolence and communi-
tarian ideology, the Italians were the least supportive of community treatment and 
most supportive of social restriction, while the Portuguese ranked highest in 
authoritarianism.

Given the primary role of community care within the Italian mental health ser-
vices, these findings are surprising and confirm the data reported by Chambers et al. 
[27] from a study conducted on a sample of nurses from five European countries. At 
the CMHI subscale, Portuguese nurses were found to be significantly more positive 
about community care than Italian nurses [27].

An association between stigma and personality was observed in an Italian study 
of mental health professionals working across six Community Mental Health 
Services (CMHS) in North-East Italy [28]. The personality trait of openness to new 
experiences was seen to determine lower levels of stigma. People scoring higher on 
openness may be more prone to developing positive contact experiences and prov-
ing more willing to try to understand the feelings of individuals affected by mental 
disorders. They seem to be more prone to a positive and recovery-oriented attitude, 
which in turn has been associated with lower levels of stigma [29]. The study high-
lighted how higher levels of burnout were associated with more negative views of 
patients, in particular those displaying lower emotional stability [28]. A previous 
study had addressed a possible connection between personality traits, burnout 
dimensions, and stigmatizing attitudes in mental health professionals [30]. 
Perception of poor workplace safety was found to produce a significant negative 
effect on the burnout dimension of personal efficacy, and, indirectly, negative atti-
tudes towards users. The presence of institutional responses at CMHS to risk situa-
tions (namely, protocols for the management of aggressive or violent behaviors) 
was associated with a higher level of personal efficacy. Emotional Stability and 
Openness to new experiences were inversely correlated with burnout dimensions 
and avoidant attitudes, respectively [30].

5.3	 �Assessment of Staff Knowledge and Attitudes Towards 
Recovery Principles

For the purpose of operationalizing recovery and assessing the extent of understand-
ing and implementation of the recovery concept, a series of measures were devel-
oped to evaluate the knowledge of mental health professionals and their attitudes 
towards recovery. Studies conducted using both qualitative and quantitative mea-
surement methods have been reported in the literature. We describe below the 
widely used quantitative scales, deemed to be evidence-based by a very recently 
published review [31].
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5.3.1	 �Quantitative Methods

A frequently used tool among the quantitative methods is represented by the 
Recovery Knowledge Inventory (RKI), a questionnaire developed in the United 
States addressed to evaluating more recovery-oriented health services [32]. The 
original 36-item scale was reduced to 20 items. The RKI consists of 20 items on a 
5-point Likert scale and assesses four different domains of understanding on recov-
ery in mental health: (1) “Roles and responsibilities in recovery” (seven items; 
range score 7–35), relating to risk-taking, decision-making, and the various roles 
and responsibilities of people in recovery and behavioral health providers, respec-
tively (e.g., people with mental illness should not be burdened with the responsibili-
ties of everyday life); (2) “Non-linearity of the recovery process” (six items; range 
score 6–30), regarding the role of illness and symptom management and the non-
linear nature of recovery (e.g., recovery is characterized by a person making gradual 
steps forward with no major steps back); (3) “Roles of self-definition and peers in 
recovery” (five items; range score 5–25), focusing on the activities undertaken by 
an affected individual to define an identity for him/herself and a life that goes 
beyond that of “mental patient,” including the valuable roles that peers can play in 
this process (e.g., the pursuit of hobbies and leisure activities is important for recov-
ery); and (4) “Expectations regarding recovery” (two items; range score 2–10), 
relating to expectations (e.g., not everyone is capable of actively participating in the 
recovery process). Fifteen out of 20 items are reverse-coded. The maximum score 
for the 20 items is 100 (range 20–100). Higher scores represent a greater orientation 
to the concept of recovery (cutoff scores are not reported in the literature).

The Recovery Attitude Questionnaire (RAQ-7) is a self-administered instru-
ment developed in the United States by the Recovery Initiative Research Team, 
consisting of a group of mental health users, mental health professionals, and gradu-
ate students and researchers from Hamilton County (Ohio) intended to measure the 
attitudes displayed towards mental health recovery by a range of stakeholders, 
including consumers, health professionals, family members, or significant others, 
and community members [33].

The questionnaire contributes towards assessing feelings relating to recovery and 
monitoring adherence to the principles of recovery by mental health services. The 
original 21-item scale was reduced to 7 items, and the addition of a further two 
items to measure “somewhat unconventional attitudes about mental illness and its 
treatment but which are important to the idea of recovery.” The questionnaire identi-
fies two factors: (1) “Recovery is possible and needs faith” (e.g., recovery is pos-
sible even if the symptoms of mental illness persist; recovery from mental illness is 
possible no matter what you think may be the cause; (2) Recovery is difficult and 
differs from person to person (e.g., Stigma associated with mental illness may slow 
down the recovery process; people differ as to how they recover from a mental ill-
ness). The RAQ includes a brief introduction based on the concept of recovery 
defined by William Anthony [1]. Each item is measured on a 5-point scale ranging 
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from 1, strongly disagree, to 5, strongly agree. Concurrent validity was also found 
in that consumer respondents who identified themselves as being in recovery, and 
who were in recovery for longer periods, displayed the most favorable attitudes to 
recovery [33]. Higher total scores indicate a more positive attitude to the concept of 
recovery.

The Recovery approach staff questionnaire [34] is a structured self-report 
measure developed by the Southwark Recovery Approach Implementation Group, 
which included an ex-service user, specifically created for application in forensic 
services, although the content was guided by published work on the recovery 
approach [35, 36], where the focus is on teaching and training service users. It con-
sists of 50 closed questions investigating the individual’s knowledge and under-
standing of the principles of the recovery approach and social inclusion. Apart from 
item 2 (“I have attended a training course on the recovery approach to care,” which 
was rated either as “true” or “false” and was the key predictor in the research), the 
remaining 49 items were rated on a three-point scale: true (3), not sure (2), and false 
(1). The scoring was reversed for items requiring a negative endorsement: false (3), 
not sure (2), and true (1). The maximum score for the 49 questions was 147 (range 
49–147).

The Staff attitudes to Recovery Scale (STARS) is a self-rating instrument con-
sisting of 19 items, developed by Crowe et al. [37] to evaluate staff attitudes and 
hopefulness related to the goal striving and recovery possibilities for the mental 
health consumers with whom they work. Principles and constructs that influenced 
item construction included the interrelatedness of hope, goal setting, and recovery. 
Three of the STARS items address general hopefulness (e.g., “All of these clients 
are capable of positive change”). Eight items were adapted from the Adult 
Dispositional Hope Scale [38] (e.g., “There are lots of ways around any problem” 
became “There are lots of ways to deal with any problems that these clients have”). 
Each item was rated on a 5-point scale ranging from 1, strongly disagree, to 5, 
strongly agree. Scores range from 19 to 95, with higher scores reflecting more posi-
tive and hopeful attitudes.

The collaborative Recovery Knowledge scale, developed by Crowe et al. [37], 
consists of 13 multiple-choice items related to knowledge of the key principles and 
intervention characteristics representing components of the collaborative recovery 
model that provides an integrative framework combining (a) evidence-based prac-
tice; (b) manageable and modularized competencies relevant to case management 
and psychosocial rehabilitation contexts; and (c) recognition of the subjective expe-
riences of consumers [39]. Sample questions follow: “Research evidence demon-
strates that well-being is related to: a) achieving as many goals as possible, b) 
achieving autonomous goals, c) not having goals, or d) having only one goal” and 
“Resistance is: a) a treatment opportunity, b) always an obstacle, c) the client’s 
fault, d) proof the client is not motivated, or e) evidence that treatment is failing.” 
Each item answered correctly was scored as 1, incorrect items were scored as 0. 
Possible scores range from 0 to 13, with higher scores indicating better knowledge.

The Wellness Recovery Action Plan (WRAP) questionnaire is a self-
assessment tool administered to consumers and mental health professionals to 
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evaluate their attitudes towards and knowledge of recovery after attending a WRAP 
workshop in New Zealand [40]. The tool represents a 5-point Likert-type rating 
scale (1 =  strongly disagree, 5 =  strongly agree) consisting of 16 items (e.g., “I 
believe that for some recovery is not possible”; “People who experience mental ill-
ness should have the opportunity to choose what treatment they will receive”; “I 
understand what is meant by peer support”; “It is important that non-consumers 
know about mental health recovery concepts”; “People who experience mental ill-
ness should decide whether or not family members and significant others are to be 
consulted regarding their treatment and recovery process”).

The two items that vary to allow a negative acceptation are “I believe that for 
some recovery is not possible” and “The opinions of health professionals should be 
given more weight than a person receiving treatment,” both of which were 
reversed items.

5.4	 �Measures of Recovery Orientation in Mental 
Health Services

In addition to investigating the recovery orientation of mental health professionals, 
numerous measures have been developed to assess the recovery orientation of men-
tal health services. In their systematic review of measures relating to the recovery 
orientation of mental health services, Williams et al. [41] selected papers in a con-
ceptual framework of recovery comprising five recovery processes: connectedness; 
hope and optimism; identity; meaning and purpose; and empowerment (CHIME). 
Comparisons between the measures were hampered by the use of a series of differ-
ent models of recovery and by the lack of uniformity on the level of organization at 
which services were assessed [41].

Among the six instruments considered in their review, we selected the Recovery 
Self-Assessment (RSA) [42], which includes 4 different versions for persons in 
recovery, significant others, service providers, and service directors. The 36-item 
RSA was developed to “go beyond rhetoric into the routine” in an attempt to assess 
changes in practice. The scale was intended to reflect objective practices associated 
with the conceptual domains of recovery: indicators, such as the involvement of 
service users in management meetings and staff education, activities geared towards 
expanding social networks and social roles, degree of service user choice and self-
determination, and staff attitudes and philosophy towards recovery. Factor analysis 
revealed five factors: Life Goals, Involvement, Diversity of Treatment Options, 
Choice, and Individually-Tailored Services.

Mental health professionals, persons in recovery, and family members generally 
agreed that their agencies were providing services consistent with recovery orienta-
tion, although “providers” assigned significantly lower ratings to three of the five 
factors, e.g., Life Goals, Involvement, and Individually-Tailored Services. The 
authors highlighted their efforts to operationalize the principles of recovery into 
objective practices, offering an effective tool to contribute towards strengthening 
collaborative evaluation-stakeholder feedback loops [42].

5  Stigma and Attitude Towards Personal Recovery from Mental Illness…



72

5.5	 �Italian Study of the Knowledge of and Attitudes 
Displayed Towards Personal Recovery from Mental 
Illness by Mental Health Operators

Within the context of Italian psychiatry, the values and recovery-oriented practices 
of which stemmed largely from the Law of 1978, the authors were keen to verify 
how closely mental health professionals adhered to the model proposed by the RKI, 
an internationally recognized tool for use in the assessment of “recovery.” The aims 
of our study were (1) to examine the knowledge of and attitudes displayed towards 
the concept of personal recovery by Italian mental health professionals and students 
enrolled in the graduate studies course in psychiatric rehabilitation [43] through 
administration of a questionnaire survey based on the Recovery Knowledge 
Inventory (RKI) [44], and (2) to examine the differences among mental health pro-
fessionals and students in understanding recovery domains [45].

An extensive sample of 436 Italian mental health operators, including 349 pro-
fessionals from Italian Services and 87 students from Italian Universities, recruited 
during mental health and psychiatric rehabilitation meetings and conferences, were 
included in the study [44]. The abovementioned survey also included a specific 
schedule comprising questions relating to the respondent’s professional role, gen-
der, age, level of experience (years), work setting, and questions regarding previous 
exposure to recovery information and training.

Three groups of mental health operators were evaluated: the first group repre-
sented 23% of the total sample and consisted of 100 psychiatrists (50% women; 
mean age = 49.3, SD = 11.8); the second group of 249 mental health professionals 
represented 57% of the total sample (nurses, social workers, psychologists, psychi-
atric rehabilitation technicians, and others, 82% women; mean age = 42.5, SD = 12), 
and the third group consisting of 87 students of psychiatric rehabilitation techniques 
(79% women; mean age = 24.6, SD = 5.6) represented 20% of the total sample. The 
position of Psychiatric Rehabilitation Technician (PRT) refers to an Italian mental-
health academic and professional specifically trained in conducting psychosocial 
interventions, which was created in the wake of the Law 180 [43]. Approximately 
57% of participants were working as part of community mental health teams, while 
20% were working on acute psychiatric inpatient wards. The majority of partici-
pants had received no formal training in personal recovery principles, with those 
who had previously been exposed to this concept having gained their knowledge by 
means of informal methods rather than structured programs.

Recovery orientation was reported as “low recovery orientation” and “high 
recovery orientation.” No statistically significant differences in the level of overall 
orientation towards personal recovery were found among the three groups, as mea-
sured by RKI total score. Over the 40 years since the introduction of Law 180 in 
1978, which abolished psychiatric hospitals and sought to integrate psychiatric care 
within the social context of the community, Italian psychiatrists, mental health oper-
ators, and students of mental health have come to reflect a recovery-oriented biopsy-
chosocial perspective in their attitudes and their work. Professionals appeared to 
agree on the principles of user identity, treatment involvement based on their goals, 
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and the validity of support received from individuals affected by mental disorders. 
However, the same professionals seemed to encounter difficulty in accepting users’ 
well-being “beyond” treatment adherence, and “non-linearity” of the individual 
“journey” undertaken to achieve personal recovery, viewing psychopathological 
stability as a key factor.

With regard to gender-related differences, women seemed to be more favorable 
towards accepting the decision-making of consumers and risk-taking in planning 
their lives (“Roles and responsibilities in recovery”) compared to men. In our sam-
ple, more than two-thirds of the professionals investigated were women, with the 
highest percentage of male respondents being represented by psychiatrists. 
Compared to the other two groups, the older groups of psychiatrists with greater 
work experience comprised a higher percentage of men. The scarce propensity 
among male psychiatrists included in the study to acknowledge the issue of “thera-
peutic risk” for their users may be linked to the potential of professional liability in 
the medical profession, a highly relevant issue in modern-day Italy. Indeed, recent 
sentences issued by the Italian courts for crimes such as manslaughter have reiter-
ated the culpability of psychiatrists in view of their obligations of custody and con-
stant monitoring of users in their various care settings, thus prompting a more 
cautious attitude among mental health professionals [46–48].

Differences between less experienced (respondents with fewer than 15  years’ 
experience in the field of mental health) and more experienced professionals were 
detected with regard to “expectations of recovery.” Less-experienced staff and grad-
uate students enrolled in psychiatric rehabilitation courses displayed more positive 
attitudes and knowledge compared to the more experienced respondents with regard 
to expectations of recovery. Compared to their more experienced colleagues, 
younger mental health operators and students were characterized by a higher degree 
of cognitive openness and flexibility, in contrast therefore with the low consumer 
expectations expressed by the older professionals, which could potentially result in 
delayed recovery and encourage learned helplessness (Roberts & Wolfson, 2004).

5.6	 �Conclusions

The absence of institutional responses to situations of risk (namely, protocols for the 
management of aggressive or violent users) and the professional liability impinging 
on psychiatrists are heavily linked, the former resulting in negative attitudes towards 
users, and the latter placing limitations on acknowledging users’ rights “to take the 
risk” they choose, a “milestone” principle in the personal recovery paradigm.

An improved understanding of the concept underlying the personal recovery 
paradigm would provide an incentive for all mental health professionals to decrease 
stigmatization and improve their attitudes towards individuals with mental disorders 
in daily clinical practice. This, in turn, would contribute towards fostering a 
recovery-oriented reorganization of mental health services.

Although numerous mental health services would tend to assert their “recovery-
oriented” status, it is uncommon in everyday clinical practice to witness a focus on 
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the empowerment, identity, meaning, and resilience of facility users [49]. The jour-
ney to recovery among the users of mental health services would benefit greatly 
from an enhanced awareness of hope, empowerment, and meaning in life [5] sup-
ported by the relevant mental health professionals. The latter may indeed require 
time to gain familiarity with the model of personal recovery, but may hopefully 
already display an effective community-based psychiatry, recovery-oriented bio-
psychosocial perspective in their attitudes and work.

The principles of recovery, self-determination, and other evidence-based prac-
tices for individuals affected by psychiatric disorders should be integrated into pro-
fessional training courses and medical, social, and behavioral sciences curricula 
[50], with the aim of disseminating and adding further impetus to the “recovery 
model” underlying the existing practices envisaged by the Italian Department of 
Mental Health, with the key goal of fostering inclusion and citizenship of the men-
tally ill and duly acknowledging their rights to live satisfying lives.
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6.1	 �Background

The deinstitutionalization occurred in the second half of the twentieth century in 
Europe and high-income countries modified the Mental Health Care System 
(MHCS) and how schizophrenia is understood and treated [1]. Priority has been 
given to outpatient care and community-based services due to the reduction of psy-
chiatric beds. Not all countries have managed to develop adequate community men-
tal health programmes. Many of them continued to invest in traditional services and 
only a minority of patients received appropriate outpatients’ treatment and evidence-
based, person-centred psychiatric rehabilitation interventions [1]. At that time two 
models have challenged the Kraepelian assumption that schizophrenia is a biologi-
cal and unchangeable disease: the “Recovery Model” and the “Stress-Vulnerability 
Model” [2]. According to the latter theory, schizophrenia is determined by genetics 
and environmental insults. This suggests that the illness trajectory could be 

http://crossmark.crossref.org/dialog/?doi=10.1007/978-3-030-98301-7_6&domain=pdf
https://doi.org/10.1007/978-3-030-98301-7_6
mailto:stefano.barlati@unibs.it
mailto:cesare.turrina@unibs.it
mailto:paolo.valsecchi@unibs.it
mailto:regina.vale92@gmail.com
mailto:antonio.vita@unibs.it
mailto:giacomodeste@mac.com
mailto:alessandrogalluzzo@gmail.com


78

modified and relapses and hospitalization could be prevented by lowering biological 
vulnerability or reducing stress [2]. Psychiatric rehabilitative interventions have 
been developed on this principle. The purpose of these interventions is helping indi-
viduals suffering from severe and persistent mental disorders to develop the intel-
lectual, emotional and social skills and the conditions necessary to live, learn and 
work in the community with the minimum amount of professional support [3]. 
Recovery from mental illness is no more only the absence of symptoms, but also a 
return to normal functioning and the attainment of a meaningful and valued life for 
patients [3]. Psychosocial functioning is therefore defined as patients’ ability to 
fulfil their role in society as members of a family or as professional workers [4]. 
Functional outcome is undoubtedly impaired in severe mental ill patients [5]. A lot 
of studies investigated the factors that affect functional outcomes in psychiatric con-
sumers. Neurocognition is one of the first factors described, along with functional 
capacity and social cognition [6]. Symptoms have been associated with functional 
outcomes, with negative symptoms appearing to interfere more than positive ones 
[7]. Quality of life (QoL), occupation, family, leisure time, other elements of daily 
living, finances, physical and mental health are the variables on which to intervene 
[4]. In this scenario, psychosocial interventions—working on all these variables—
in add on drugs and psychotherapy, find an important role in improving functioning 
in patients with schizophrenia [5]. Psychosocial interventions aim to potentiate the 
effect of pharmacological treatment and are focused on specific areas of personal 
functioning, in order to improve the clinical outcome and contribute to reduce the 
number of relapses and hospitalizations [8].

6.1.1	 �Evidence-Based Psychosocial Practices

Evidence-based psychosocial practices (EBPs) refer to interventions demonstrated 
to be effective at improving the outcome of schizophrenia, based on multiple ran-
domized controlled trials (RCTs) with at least two of them conducted by different 
research groups [9]. EBPs need the standardization of interventions and require 
taking into account the most relevant symptoms of the disorder and/or its psychoso-
cial functioning as outcome measures [2, 10]. In 1992, the Agency for Health Care 
Policy and Research and the National Institute of Mental Health funded the 
Schizophrenia Patient Outcome Research Team (PORT) to spread recommenda-
tions for the treatment of schizophrenia based on scientific evidence [11]. In 2004, 
this team published a consensus list of EBPs that includes 14 pharmacological treat-
ments and six psychosocial interventions [12]. The latter enclose psychoeducation 
(PE), family interventions, supported employment (SE), social skills training (SST), 
cognitive behaviourally oriented psychotherapy for psychosis (CBTp) and cognitive 
remediation (CR). In recent years, the number of psychosocial rehabilitation inter-
ventions of proven efficacy has increased [13, 14]. Illness self-management (ISM) 
and assertive community treatment (ACT) were added to the evidence-based prac-
tices [15]. Other interventions—such as healthy lifestyle interventions, treatments 
for co-occurring substance use disorder, social cognitive and metacognitive 
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training—led to promising findings [2]. Table 6.1 summarizes the current evidence-
based psychosocial interventions and their potential benefits in schizophrenia 
patients.

6.1.2	 �Psychoeducation and Family Interventions

PE is defined as a “systematic, structured didactic information about the illness and 
its treatment, and includes integrating emotional aspects in order to enable patients 
or family to cope with the illness” [16]. The goals of this intervention are to increase 
the understanding of the disorder in order to prevent relapses and hospitalization, to 
teach strategies of coping and problem solving and to create a collaborative rela-
tionship between health professionals and patients, family members or caregivers 
[5]. Family interventions shared similarities with PE, providing information to rela-
tives. The burden of schizophrenia is often extended to the relatives and many times 
they know a little about the illness [17, 18]. Family stress often manifests as 
expressed emotion, criticism and overinvolvement. Research demonstrates that 
when levels of emotions are reduced, so are psychosis relapses [17, 18]. Family 
interventions aim to integrate patient’s family members into treatment and rehabili-
tation, improving their ability to support and their knowledge about the illness [19]. 

Table 6.1  Evidence-based psychiatric rehabilitation interventions to achieve recovery in 
schizophrenia

Evidence-based interventions Main outcomes
Psychoeducation/family 
interventions

Relapses reduction, social functioning improvement, 
increase in treatment adherence, illness knowledge, 
family coping and decrease in family burden

Cognitive behavioural therapy for 
psychosis

Positive and negative symptoms reduction; mood and 
social functioning improvement

Social skills training Negative symptoms reduction, social skills and social 
functioning improvement

Vocational rehabilitation/supported 
employment

Improvement in employment rates, hours worked and 
QoL

Cognitive remediation, including 
social cognitive and metacognitive 
training

Cognitive, social cognitive, metacognitive and 
psychosocial functioning improvement. Reduction in 
negative symptoms.

Healthy lifestyle interventions, 
including physical aerobic exercise

Positive and negative symptoms reduction; mood, 
cognition, QoL and social functioning improvement

Assertive community treatment Decrease in length hospitalization and homelessness 
rates

Illness self-management training Skills improvement to cope with the illness, relapses 
reduction and social functioning improvement

Integrated early intervention for 
psychosis

Positive and negative symptoms reduction, treatment 
adherence, QoL and social functioning improvement

Integrated intervention for 
comorbidity with SUD

Decrease in substance use and detention, improvement in 
social functioning

QoL quality of life, SUD substance use disorder
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They also have a positive impact on service engagement, resilience and stigma [5, 
20]. Several approaches to family PE have been developed and validated by RCTs: 
they are all long-term interventions, lasting for a minimum of 9 months, but also 
shorter-term family interventions have been developed [21]. More than 50 RCTs 
have demonstrated the effectiveness of family PE on reducing relapses and hospital-
izations [22]. A recent meta-analysis by Ashcroft et al. (2018) states that caregiver-
directed interventions are associated with reductions in hospitalization, relapse and 
treatment non-adherence [23]. In another study by Ivezić et al. (2017), PE in patients 
with schizophrenia decreased the level of self-stigma and improved the empower-
ment [24]. No clinically significant improvement in global functioning was found 
[25]. The guidelines by National Institute of Health and Care Excellence (NICE) 
report robust evidence on the efficacy of family intervention and PE [26]. The NICE 
recommend family intervention and good-quality information for people with com-
plex psychosis. The Scottish Intercollegiate Guidelines Network (SIGN) and the 
Royal Australian &New Zealand College of Psychiatrists (RANZCP) recommend 
them too [27, 28]. The American Psychiatric Guidelines (APA) consider PE useful 
only in the context of family intervention [29].

6.1.3	 �Cognitive Behavioural Therapy for Psychosis

CBTp was first reported in 1952 by Beck [30]. It is a talking therapy that aims to 
reduce psychotic symptoms and enhance strategies to reduce delusional beliefs with 
associated distress and interference [31]. CBTp is also used to reduce negative 
symptoms, anxiety and depression [31]. It can be provided either in individual or 
group format and the sessions are conducted weekly or biweekly over a period of 
9 months. In this intervention it is important to create a treatment alliance and the 
patient plays an active role in the therapy [32]. The main techniques used are SST 
and cognitive therapy (CT). In addition, the lack of social skills in patients with 
schizophrenia reduces their autonomy and may led to social withdrawal; through 
the acquisition of new interaction modalities, individuals learn to communicate 
their emotions and requests [33]. The approach of teaching skills includes goal set-
ting, role modelling, behavioural rehearsal, positive reinforcement, corrective feed-
back, problem solving techniques and home assignments [2]. Jumping to conclusions 
and lower belief flexibility are largely described in psychosis [34]. CT aims to mod-
ify dysfunctional beliefs by helping people to understand the link between percep-
tion and reaction and by exploring new coping-strategies [35]. In this way, CT can 
reduce functional impairment associated with symptoms. Many studies have shown 
that CBTp improves social functioning, reduces positive and negative symptoms 
and decreases mood disturbances compared with control groups [2, 36]. Other stud-
ies have not shown significant effects on outcomes such as hospitalizations, suicid-
ality and insight [37]. Current meta-analyses have found small effects on the core 
symptoms of schizophrenia [38]. However, it has been suggested that the effects of 
CBTp in areas other than psychotic symptoms are at least as important. A recent 

S. Barlati et al.



81

meta-analysis by Laws et al. (2018) investigated CBTp effectiveness in functioning, 
distress and QoL in individuals diagnosed with schizophrenia and related disorders, 
founding a small therapeutic effect on functioning and on distress, but no evidence 
in improving QoL [39]. NICE recommends CBTp for people with schizophrenia 
whose illness has not responded adequately to pharmacological treatment. The 
guideline development group noted that there was evidence to suggest that CBTp is 
effective at reducing symptoms and would likely be cost-effective [26]. CBTp is 
recommended in the first episode of psychosis (FEP), as well as among patients 
with chronic symptoms or in symptomatic remission [26]. Also, SIGN, APA and 
RANZCP report the effectiveness of CBTp on symptoms and functioning in schizo-
phrenia [27–29].

6.1.4	 �Social Skills Training

Psychosocial functioning in patients with schizophrenia is impaired by the lack of 
social skills, which often predates illness and persists over long term [40]. SST 
works on the three components necessary for social competence: receiving skills 
(social perception), processing skills (social cognition) and sending skills (behav-
ioural responding or expression) [41]. SST can have different setting, duration and 
content, but all programmes use similar approaches to teaching skills. They include 
goal setting, role modelling, behavioural rehearsal, positive reinforcement, correc-
tive feedback, problem-solving techniques, home assignment to practice skills and 
promote generalization [2]. SST usually takes place in groups led by two therapists 
and this provides opportunity for self-help and peer-support [33]. Skills group ses-
sions may focus on basic conversation and communication skills and expressive-
ness, job finding, symptoms management, medical adherence, assertiveness, and 
problem solving with peers [42]. More than 23 RCTs and several reviews have been 
published about SST, most of them supporting positive outcomes in skills acquisi-
tion, assertiveness, social functioning and negative symptoms [43, 44]. The effects 
of SST on other areas of psychopathology such as psychotic symptoms, relapse 
rates and cognitive function are not consistent [44, 45]. It has been suggested that 
deficits in cognition may hinder the effectiveness of SST [45]. Silverstein et  al. 
(2008) found that patients with schizophrenia attending SST and attention shaping 
(AS) were significantly more attentive and acquired more skills than individuals 
who receive SST alone [46]. This study supports the potential benefit of a multidis-
ciplinary and integrated approach that includes SST and CR, but further researches 
are needed. On one hand PORT [37], SIGN [27] and APA [29] agree to strongly 
recommend SST as an integrated psychosocial intervention in schizophrenia, 
remarking that it should be combined with other treatments (e.g. family interven-
tion); on the other hand, NICE guidelines report no recommendation for routine 
delivery of SST, considering this intervention not effective, neither in short nor in 
long term [26].
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6.1.5	 �Vocational Rehabilitation: Supported Employment 
and Prevocational Training

Less than 15% of people with schizophrenia are employed even temporally, although 
surveys indicate that about 60% of them are capable of employment and 70% say 
they would like to be working [47]. Furthermore, work is associated with a lot of 
benefits for patients, such as improved economic standing, modest improvement in 
self-esteem, sense of purpose, and reduction in symptoms [48]. Several factors 
make it difficult for patients with schizophrenia to find and maintain suitable 
employment; intrinsic factors include neurocognitive deficits, lack of social skills, 
vulnerability to stress, episodic nature of illness and idiosyncratic beliefs and behav-
iours. Stigma, lack of access to SE and government disability programmes that dis-
courage employment are extrinsic unfavourable factors [49]. The vocational 
rehabilitation interventions include prevocational training and SE.  The first one 
aims to teach the requisite skills for succeeding in the competitive workplace. This 
approach has been generally found to be unsuccessful in helping patients to join 
competitive employment, but it was beneficial for occupation [50]. NICE supports 
vocational rehabilitation as an effective intervention in order to obtain a competitive 
employment after a short period (less than 1 month) of preparation, even though 
evidence about earnings and being able to maintain job is inconclusive [51, 52]. SE 
was developed as an alternative model to help patients find a competitive job. Major 
advantages of this programme are helping patients make person-centred choices 
based on their preferences, abilities and strengths, and acquire skills to maintain a 
competitive employment [53]. The most validated model of SE is the Individual 
Placement and Support (IPS) model, for which the only eligibility criterion is that 
people want competitive works [2, 54]. A recent meta-analysis by Frederick et al. 
(2019) found that IPS treatment is more effective than treatment as usual, although 
subjects still work below full time and may still suffer from their underlying disor-
der [55]. However, there is some evidence demonstrating that the cost-benefit of SE/
IPS is not necessarily better than usual treatment [55].

6.1.6	 �Cognitive Remediation

Impaired cognitive functioning is a core aspect experienced by around 75% of peo-
ple with schizophrenia [56]. Cognitive deficits are strongly and consistently related 
to poor real-world outcomes including residential independence, self-care and 
social and occupational engagement [6]. Antipsychotic drugs have a small effect, if 
any, on cognitive symptoms [57]. Consequently, behavioural approaches, such as 
CR therapies, have been developed to cope with this aspect. CR has been recently 
defined as “a behavioural training-based intervention that aims to improve cognitive 
processes (attention, memory, executive function, social cognition or metacogni-
tion) with the goal of durability and generalization” [58]. Other goals of CR are 
improving everyday functioning and reducing disability [58]. The most common 
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methods include drill-and-practice of cognitive exercises, which can be computer-
based or handwritten, strategy coaching in order to improve performances on cogni-
tive exercises and teaching cognitive compensatory strategies to reduce the effects 
of impaired cognitive functioning in everyday life [59]. The evolution of CR has 
resulted in treatment programmes that use a variety of specific techniques but share 
common core principles. Generally, programmes consist of two to three sessions 
per week [60]. A group of experts in CR (2019) identified the core features for an 
effective CR therapy and made recommendations for its design, conduct, reporting, 
and implementation [61]. The experts underline the importance of a trained thera-
pist who takes an active role in facilitating discussions, addressing negative beliefs 
about the participant’s cognitive or functional abilities, and promoting activities to 
motivate behavioural changes in daily life [58]. The expert working group agreed 
that it is also important for participants to engage in multiple repetitions of an exer-
cise to sustain the activation of the associated neural networks and to practice mul-
tiple strategies [61]. It is also important to give a feedback to the participant during 
the training session. Another goal of CR programme includes procedures to facili-
tate an enhanced use of problem-solving strategies [61]. Moreover, clinicians should 
work with patients to set cognitive goals that have clear links to community func-
tioning and are suitable to the patients’ cognitive profile [61].

Two comprehensive meta-analysis on CR have been published, both reporting a 
significant effect of CR on improving cognitive and psychosocial functioning and 
smaller but significant effects on reducing symptoms [60, 62]. Moreover, in a recent 
review De Tore et al. (2019) show how participants with greater cognitive impair-
ment benefit differentially more from CR than usual services compared to less cog-
nitively impaired participants [63]. CR programmes appear to be more successful if 
they are embedded in comprehensive rehabilitation programmes where the skills 
training or CR exercises are used in combination with psychosocial groups or work 
rehabilitation programmes [62]. Studies in which benefits of CR added to a rehabili-
tation programme were compared to the psychiatric rehabilitation (PR) alone result 
in significantly stronger effect on psychosocial functioning in the first one [2]. In a 
recent meta-analysis, Van Duin and colleagues have shown that adding cognitive 
training to PR can improve vocational and social functioning in patients with 
schizophrenia more than a stand-alone PR intervention [64]. For example, CR was 
added to SE [65], SST [5], and psychosocial intervention for the early period of the 
disorder [64–67]. CR may potentiate the effect of PR by simplifying the ability to 
learn new skills [2]. Finally, since cognitive deficits occur before the onset of psy-
chosis [67] and are significantly associated with poor premorbid adjustment and 
functional outcome in ultrahigh-risk individuals and in the prodromal phase of 
schizophrenia [68], there is a clear rationale for further researches into CR in these 
populations. Given the theoretical and clinical interest of the possible role of treat-
ments for preventing the subsequent conversion to psychosis in subjects with “at-
risk mental states” [69], it would be particularly relevant to assess whether 
non-pharmacological interventions, such as CR, may have a preventive effect [70]. 
APA guidelines, together with SIGN and RANZCP, suggest that patients with 
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schizophrenia should receive CR [27–29]. NICE guidelines conclude that there is 
limited evidence about long-lasting benefits of CR if not combined to standard 
interventions [26]. PORT guidelines do not recommend CR [37].

6.1.7	 �Social Cognitive Training

Social cognition (SC) refers to the cognitive process involved in perception, inter-
pretation, and social information processing [71]. The inability of individuals with 
schizophrenia to recognize the emotional states of other people have a strong rela-
tionship with functional outcomes [72]. Additionally, social cognitive domains 
appear to be linked to community functioning, with evidence for an association 
between functioning, social and emotion perception [73], and theory of mind (ToM) 
[74]. Social cognition training programmes are based on individual sessions aimed 
at improving a specific cognitive skill (proof of concept model), multiple sessions 
focused on a specific SC process (targeted treatments) or programmes that focus on 
multiple social cognitive processes (i.e. social cognition training programme) [75]. 
SC training can be performed either alone or in combination with CR or SST (such 
as in Integrated Psychological Treatment, IPT) [76]. In a RCT study, Lindenmayer 
and colleagues (2018) showed that supplementing CR with computerized SC train-
ing produced greater benefits in neurocognition, including visual learning, memory, 
executive functions, and SC compared to cognitive training alone [77]. An increas-
ingly group of studies support the efficacy of SC training [2]. A RCT study by 
Horan and colleagues (2011) indicates that a targeted social cognitive intervention 
led to improvements in SC among outpatients with psychosis [78]. A meta-analysis 
by Kurtz and Richardson (2021) found medium-large effect on emotion recogni-
tion, ToM, community and institutional functioning [79].

6.1.8	 �Metacognitive Training

Metacognition refers to the range of mental activities that allow people to be aware 
of their own thoughts, feelings, and intentions, and those of other people, and ulti-
mately formulate connections between these events into larger complex representa-
tions of themselves and the others [80]. Recent evidence suggests that social 
dysfunction and negative symptoms in schizophrenia depend, among other things, 
on problems in metacognition [80]. Metacognitive interventions might have the 
potential to help individuals in better understanding thoughts and feelings they and 
others are having, allowing them to have an appropriate behaviour and social oppor-
tunities [81]. An example of metacognitive intervention programme is the 
Metacognition-Oriented Social Skills Training (MOSST) and takes place in a group 
therapy setting led by two metacognition-oriented psychotherapists with back-
grounds in conducting psychoeducational groups and that are versed in standard 
SST [82]. In this intervention metacognitive skill building has been incorporated 
into SST [81]. In a pilot study, Ottavi and colleagues (2014) proposed MOSST to a 
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group of patients with schizophrenia and noted improvements in evoking adaptive 
social behaviours during role playing; generalizability to the real world of the skills 
acquired; and a generally positive impact on QoL following the ability to be mindful 
of and communicate mental states [81]. In a recent RCT by Inchausti et al. (2018), 
MOSST appears to have short- and long-term beneficial effects on social function-
ing and symptoms [82]. Another example of metacognitive intervention is the 
Metacognitive Training (MCT) developed by Steffen Moritz and Todd Woodward 
[83]. It is based on the theoretical principles of CBT and focuses on the cognitive 
biases of schizophrenia [83]. MCT aims to raise patients’ insight and self-awareness 
of cognitive distortions, with the goal of attenuating the positive symptoms of psy-
chosis, particularly paranoid ideation [84]. Several meta-analyses on its effective-
ness have been published over the years. The two most recent ones show that the 
training exerts a small to medium effect on symptoms when compared to other 
interventions [85, 86].

6.1.9	 �Healthy Lifestyle Interventions and Physical Exercise

People with schizophrenia die 15–20  years earlier than general population [87]. 
This premature mortality is the result of a number of factors including poor diet, 
lack of exercise, high rates of smoking, underdiagnosis of physical illness, decreased 
access to health care, medication side effects, stigmatization, and increased risk of 
cardiovascular diseases [88]. It is normal for an individual to gain up to 5 or 6 kg in 
weight within 2  months by the starting of antipsychotic medications and this 
increases the risk of obesity, diabetes mellitus or heart diseases [88]. Smoking is a 
cardiovascular risk factor and it is very common between people with schizophrenia 
(reaching 65% of patients, compared to 33% in the general population) [89]. 
Moreover, health care professionals sometimes pay too little attention to treating 
physical illness in patients with mental illness [90]. Therefore, an increased atten-
tion has been paid to healthy lifestyle interventions in people with schizophrenia in 
order to reduce cardiovascular diseases and mortality in these patients. Studies on 
the level of fitness of these patients underline the importance of supporting people 
with severe mental illness (SMI) in maintaining an active lifestyle [91]. Several 
pilot studies of healthy lifestyle programmes have shown promising results [92–94]. 
In particular, a lot of studies have investigated the effect of physical exercise on 
patients with schizophrenia [95]. Recent meta-analyses have shown that physical 
activity, and particularly structured exercise, can improve positive symptoms, nega-
tive symptoms, and social functioning [96]. Sabe and colleagues (2020) found ben-
eficial effects on symptoms especially for aerobic exercise [95]. Furthermore, by 
increasing cardiorespiratory fitness, exercise can reduce physical health problems 
related to schizophrenia and its pharmacotherapy, such as obesity and diabetes [87]. 
Researches have demonstrated that physical activity is associated with a better cog-
nitive performance, greater grey and white matter volumes, and higher levels of 
neurotrophic factors, which induce neuroplasticity [97–99]. In a well-done meta-
analysis, Firth et  al. (2017) found that aerobic exercise is widely effective on 
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different cognitive domains, such as working memory, attention/vigilance, and 
social cognition [100]. In particular, meta-regression analyses indicated that greater 
amounts of exercise are related to larger improvements in global cognition and 
interventions supervised by physical activity professionals are more effective [100]. 
Maurus et al. (2019) suggested that physical activity should be delivered in groups, 
three sessions of 45–60 min per week, over 12 weeks [101]. NICE guidelines rec-
ommend physical activity for people with schizophrenia [26] and SIGN guidelines 
recommend exercise with a level B of evidence [27].

6.1.10	 �Assertive Community Treatment

ACT was developed to deal with the rise in relapse and rehospitalization that fol-
lowed the deinstitutionalization [2]. This approach involves a multidisciplinary 
team (including a psychiatrist, nurses, and specialists in areas such as substance use 
disorders or vocational rehabilitation) working in the community [2]. The Program 
for ACT (PACT) is characterized by a high frequency of patient contact, 24/7 staff 
availability, and a patient-to-staff ratio of 8–12 patients per worker [11]. The ser-
vices offered include medication management, practical support (i.e. securing hous-
ing, paying bills), and rehabilitation [2]. All these services require substantial health 
care resources, which not all countries have. Most studies were conducted in the 
USA and focused on patients at high risk of rehospitalization or homelessness. They 
have shown that ACT is effective at reducing hospitalization and homelessness, at 
stabilizing housing in the community and at improving symptoms [102]. ACT can 
reduce the number of hospital days by 23% and hospitalization by 60–80%, making 
this intervention cost-effective [103]. Researches have also demonstrated the effec-
tiveness at decreasing costs and at improving QoL [104]. Other studies indicate that 
PACT has a limited impact on social functioning and employment; one of the rea-
sons is that PACT did not target these areas [2], but in recent times standards of ACT 
have been upgraded [105]. APA and SIGN guidelines strongly recommend this 
approach for patients with poor adherence to treatment and residual psychotic 
symptoms [27, 29]. NICE focuses on the use of this intervention in the minority 
ethnic groups [26].

6.1.11	 �Illness Self-Management Training

According to the recovery model, ISM emphasizes the active role of patients in their 
own treatments [2]. Individuals receive information about schizophrenia and its 
treatment in order to make informed decisions about their care. They learn how to 
recognize early sign of relapse and coping strategies [106]. Mueser and colleagues 
(2002) conducted a systematic review of 40 RCTs in order to develop a programme 
to teach skills [107]. Authors found four strategies: (1) providing PE about mental 
illness and its treatment, (2) behavioural tailoring to facilitate adherence by 
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incorporating taking medication into daily routine, (3) developing a relapse preven-
tion plan, and (4) teaching coping strategies for persistent symptoms [107]. The 
Illness Management and Recovery (IMR) was developed by Gingerich and Mueser 
with the purpose of integrating the four strategies described above into a single 
package [108]. Information and skills are taught using a combination of educa-
tional, motivational, and cognitive-behavioural techniques. 40–50 individualized or 
group sessions are needed to complete the programme over 5–10 months [108]. In 
2019, Lean and colleagues conducted a systematic review of RCTs related to self-
management interventions and found that they conferred benefits in terms of reduc-
ing symptoms and length of admission, and improving functioning and QoL both at 
the end of treatment and at follow-up [109]. Overall, the effect size was small to 
medium. Self-management has been shown to have a significant effect compared 
with control on subjective measures of recovery such as hope and empowerment at 
follow-up, and self-rated recovery and self-efficacy at both time points [109]. 
Specific programmes like the Wellness Recovery Action Plan (WRAP) and IMR are 
recommended by the RANZCP guidelines [28]. NICE guidelines identify the 
importance of PE, medication and symptoms management, self-monitoring of pre-
dictors of relapse and skills to improve QoL [26]. Manualized, face-to-face inter-
ventions by service users are recommended by NICE [26].

6.1.12	 �Integrated Interventions

The combination of psychopharmacological treatments and psychosocial interven-
tions is necessary to improve functional outcome in patients with schizophrenia 
[110]. Integrative programmes (i.e. antipsychotic treatment in combination with 
CBTp, SST, CR, etc.), adapted for specific phases of the illness, seem to be the best 
approach to improve clinical and psychosocial difficulties and augment the efficacy 
of single programmes in the treatment of psychosis [110]. Integrated treatment in 
FEP reduces the risk of relapses and discontinuation and improves insight, QoL, 
and functional outcome [111]. At the same time, integrated treatment is also effec-
tive at reducing hallucinations and negative symptoms in patients with persistent 
symptoms [112]. PE seems to have a positive impact on medication adherence 
[113], while CR integrated to antipsychotic drugs improves functional and cognitive 
outcomes [114]. Moreover, treatment programmes combining CR and SST for 
patients with schizophrenia have shown promising results [46]. A recent RCT, 
investigating a treatment protocol composed of computer-assisted cognitive reme-
diation (CACR) and SST, has shown positive effects on working memory and QoL 
in schizophrenia patients [115]. In 2020, a pilot study by Nibbio and colleagues has 
shown that an integrated evidence-based treatment programme, consisting of stable 
pharmacological therapy, CACR, and SST, has good feasibility and effectiveness in 
schizophrenia [116]. A RCT examining a CBTp intervention, enhanced with CR, 
has shown a significant improvement in work performance and in neurocognition 
[117]. Recent practice guidelines have recommended a combination of treatment 
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modalities, to meet the complex health needs of people with schizophrenia. In this 
perspective, the use of multifaceted illness management programmes—different 
combinations of physical, psychological, and social interventions—seems to be 
effective to achieve recovery in this population [118].

6.1.13	 �Integrated Early Intervention for Psychosis

Poor social functioning usually starts at the onset or in the prodromal phase of 
schizophrenia, but in many cases it is already present in subjects at clinical high risk 
for psychosis (CHR) [119]. The greatest psychosocial and clinical declines seem to 
occur in the first 5 years after the onset of schizophrenia [120]. Although impair-
ment in social functioning seems to be a predictor of transition to psychosis [121], 
only few studies have developed interventions targeting social functioning in people 
with FEP or CHR [122–124]. In addiction to drugs, there are two common psycho-
social approaches to treat FEP: single element interventions (i.e. CBTp, PE) and 
multi-element interventions (i.e. community outreach, individual or family therapy, 
case management) [2]. A systematic review of RCTs of single element interventions 
has indicated that family psychoeducation was superior to standard care in reducing 
rehospitalization and relapses, while CBTp has been shown to be effective at reduc-
ing symptoms and improving QoL, but not relapses and hospitalization [125]. Also, 
multi-element interventions are more effective than standard care at improving out-
comes at 1–2 years of follow-up [125, 126], even though the enhancement may not 
be sustainable in the long term [127]. Programmes for FEP were not widely devel-
oped in the USA until 2015, when the National Institute of Mental Health has devel-
oped a new project focused on the development and evaluation of first-episode 
treatment called NAVIGATE [128]. NAVIGATE is a multi-element programme 
with particular attention to psychosocial components, such as family education 
therapy, individual resilience training (IRT), SE, and individualized medication 
treatment [128]. Evidence suggest the need of more extended and effective inter-
ventions, but it seems that early intervention programmes in psychosis, which focus 
in enhancing personal strengths and utilize integrative psychosocial therapy, 
improve social functioning and promote recovery [122]. Psychosocial interventions 
seem to be effective also for individuals at-risk for psychosis or in the prodromal 
phase [129]. Recent findings suggest the effectiveness of family-focused therapy 
(FFT), in particular for individuals at the highest levels of clinical risk for psychosis 
[130, 131].

6.1.14	 �Integrated Interventions for Co-occurring Substance 
Use Disorder

Substance abuse is common in people with schizophrenia: 50% have a substance 
use disorder (SUD) lifetime, compared with about 15% of the general population 
[132]. SUD is associated with a higher number of hospitalizations, relapses, 
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homelessness, medical problems, impaired social functioning, and death [133]. 
Therefore, treating SUD in patients with schizophrenia is of great importance. 
Ideally, the best way to treat this problem is applying an integrated model: the same 
clinician or a team of clinicians who treat both the psychiatric area and the sub-
stance abuse disorders [134]. In this way, it can be reduced dropouts, lack of follow-
up, and miscommunication between services [2]. Integrated programmes are 
characterized by a combination of pharmacological treatments, motivational 
enhancement, cognitive behaviour strategy, and minimization of stress, in order to 
facilitate substance use reduction and abstinence [2]. Residential treatment pro-
grammes have demonstrated beneficial effects [135]. Brunette and Mueser (2006) 
have supported how integrated treatment of mental health and SUD was more effec-
tive than treating each disorder separately [136].

6.2	 �Critical Issues and Future Challenges

Despite the growing scientific literature on the efficacy of psychosocial interven-
tions in improving functioning and in achieving recovery in schizophrenia, the most 
serious problem is their application in real-world practice [15]. There is a science-
to-service gap, which is between the practices knowledge effective and what is 
available and provided in mental health services [137]. Moreover, there are still 
some doubts and uncertainties regarding the feasibility in daily clinical practice of 
mental health services [15]. For many years, high-income European countries con-
tinued to invest in old and expensive not evidence-based, not recovery-oriented and 
not person-centred care services, such as acute care, hospitalization and residency 
[1]. This results in only few patients with SMI receiving suitable EB psychosocial 
rehabilitation treatments [138]. In addition, different beliefs coexist between profes-
sionals and between patients and professionals, which prevent the realization of a 
harmonic project [139]. In the USA the situation is not so different: the quality of 
rehabilitative services seems to be behind the other high-income countries and most 
of funds are addressed to hospitals, residential treatments and psychotropic drugs 
[140]. The biggest challenge in modern psychiatry is improving efficient skills at 
the organizational level, able to allocate the resources according to a clear under-
standing of the real needs of a mental health service [1]. In this contest, it is impor-
tant to invest in different dissemination strategies (training events, written materials, 
practical guidelines) and reinforcement strategies to increase skills between profes-
sionals [141]. Current psychosocial rehabilitation practices are highly variable in 
terms of methodology and contents, with relevant differences from one country to 
another, and also within the same country, according to the specific orientation and 
tradition characterizing each mental health service [15]. Adopting a recovery-
oriented approach by mental health services means to involve patients, family mem-
bers and professionals in a common effort, integrating EB psychosocial rehabilitative 
interventions in an anti-stigma context, in order to obtain not only symptoms remis-
sion, but also the increase of life skills and the improvement of psychosocial func-
tioning in people with SMI [142]. Only improving attitudes and actions of all the 
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stakeholders, with the aim to achieve empowerment, self-responsibility, hope and 
user satisfaction, a mental health service can be defined as “recovery-oriented” 
[143]. There is the need to design specific pathways with the aim to overcome per-
sonal, social, organizational and political barriers that deny evidence-based prac-
tices for patients [15]. Finally, it is also crucial to increase knowledge on psychosocial 
interventions to be able to promote a patient-centred, evidence-based and recovery-
oriented psychosocial rehabilitation [15].
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7Recovery from Psychosis: Emerging 
Definitions, Research and Select Clinical 
Application

Paul H. Lysaker, Courtney N. Wiesepape, Jay A. Hamm, 
and Bethany L. Leonhardt

7.1	 �Introduction

Contrary to what had been accepted as fact for decades, research has confirmed that 
psychosis is, by definition, not a process of continuous decline ending in chronic 
dysfunction and disability. Instead, people can recover in meaningful and measur-
able ways from psychosis regardless of the severity of the disorder they earlier expe-
rienced. While this offers new and needed optimism, it raises several questions. 
How should we define and study the boundaries of recovery, especially as it is 
revealed as a deeply subjective process, and what are the parameters of clinical 
activities and therapies that best support recovery?

To explore these issues, this chapter will first offer an overview and critical 
discussion of how outcome has been conceptualized in psychosis and the rapid 
emergence of the concept of recovery. We will then discuss how research on 

http://crossmark.crossref.org/dialog/?doi=10.1007/978-3-030-98301-7_7&domain=pdf
https://doi.org/10.1007/978-3-030-98301-7_7
mailto:plysaker@iupui.edu
mailto:cwiesepape@sycamores.indstate.edu
mailto:jay.a.hamm@gmail.com
mailto:bethany.l.leonhardt@gmail.com


100

outcome has posed the larger question of how to define recovery from psychosis 
and the potential that recovery is best seen as involving overlapping but separate 
sets of objective and subjective phenomenon. We will next focus on among the 
most subjective aspects of recovery, sense of self, and explore how research on 
metacognition offers ways to study the processes which may underpin the wan-
ing and waxing of an available sense of self for adults with psychosis. Next, we 
will discuss the implications for thinking about the general processes which are 
needed for interventions to promote recovery. Finally, we will present descrip-
tions and supporting research for four specific emerging recovery-oriented 
interventions.

7.2	 �Historical Views of Outcome from Psychosis 
and the Emergence of the Concept of Recovery

Pessimistic views of outcome from serious mental illnesses are generally tied back 
to Kraepelin’s [1] attempt to offer a definition of one form of psychosis on the basis 
of its features, course, and presumed etiology. Using the term Dementia Praecox, or 
precocious dementia, he asserted that a distinct psychiatric condition exists which is 
characterized by a progressive decline in mental functions, ultimately resulting in a 
metaphorical orchestra (the body) without a conductor (the mind). This view was 
based largely on the experience of case after case of persons with dismal outcomes 
that could not be explained by any current model or classification system (e.g., the 
negative outcomes were not the result of neurosyphilis). It was further asserted that 
this decline was fundamentally the result aberrant biological processes which were 
potentially metabolic in nature [2].

There are likely many reasons why Kraepelin’s view came to be so broadly 
embraced in the United States and elsewhere. One admittedly disturbing possibility 
is that part of its appeal may have lain in its suggestion that the already observed 
poor outcomes for a group of institutionalized persons were inevitable. At the time 
when the ideas of Dementia Praecox were being circulated, psychiatric hospitals 
and sanitoriums in the United States were, and had long been, full of persons who 
had profoundly deteriorating courses of illness that often ended in death [2]. 
Kraepelin’s view may, therefore, have provided a label that suggested terrible out-
comes were largely unavoidable no matter what services were provided until the 
underlying causes were discovered and new treatments became available. Naturally, 
however, this view neglected the possibility that the limited gains noted in hospitals 
and sanitoriums across the century before Kraepelin were a function of the quality 
of living conditions and the treatments offered in these institutions. Indeed, one seg-
ment of those treatments was worse than ineffective and included interventions that 
were imposed without real informed consent and which were likely harmful. 
Examples of these included medicinal and mechanized emetics and hydrotherapies 
which could involve simulated drowning and forced baths [3, 4]. In a difficult sense, 
Kraepelin’s view could thus be seen as a potential explanation for dismal outcomes, 
which avoided seeing whose poor outcomes may have been the result of inhumane 
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treatment, and also saved the field from the responsibility of creating alternate treat-
ments that could lead to positive outcomes.

During the same era, yet contrary to Kraepelin, Bleuler [5] proposed a more 
complex model of a singular form of psychosis. With an interest in integrating 
emerging views of the complexity of consciousness, Bleuler tried to replace the 
term dementia praecox with “schizophrenia.” Bleuler suggested that in psychosis 
there was a rudimentary fragmentation of experience, or schism of the foundations 
of persons’ sense of themselves in the world which results in a fundamental discon-
nection with the larger world [6]. While he held that these disturbances were likely 
of a biological origin, he noted that this was far from established as fact and allowed 
for the possibility, as we will discuss later, that treatment might address the psycho-
logical aspects of this condition. That is, the experience of fragmentation could be 
addressed in psychosocial treatment allowing for persons to achieve meaningful 
levels of wellness.

Though beyond the scope of this paper, the course of thought that proceeded 
Kraepelin and Bleuler has been circuitous to say the least. While there have been 
periods of interest in the unique lives of persons with psychosis [7, 8], the field has 
also largely been limited by a narrow focus on the oddness of experience or the 
otherness of persons with these conditions, a practice that has dissociated the diag-
nosed persons from their pain and assumed poor outcomes [6, 9]. Accordingly, for 
at least the first seven decades since these original formulations, the field largely 
continued to hold the idea that positive outcomes from psychosis are an anomaly 
and that the best outcomes include stability or merely a lack of worsening out-
comes [10].

Rapidly, however, this changed when researchers began to seek out people who 
had once experienced significant psychiatric challenges and interviewed them later 
in their lives [11, 12]. Taking this approach, longitudinal research across Europe and 
North America found far more variability of outcomes than previous models would 
have suggested. When conducting long-term follows-ups, it was determined that 
many, if not most, persons who experienced psychosis had become well (e.g., [13, 
14]). In addition to this work, a grassroots community based movement emerged in 
the 1980s and 1990s that began to challenge the idea that individuals with serious 
mental illness could not achieve a personally meaningful and fully acceptable qual-
ity of life. This movement, known as the recovery movement, was consistent with 
much earlier first-person accounts of recovery from serious mental illness [15], and 
argued for a broader and more individualized understanding of what represents 
recovery, and called for substantial reform to mental health services. One seminal 
expression of this can be found as Anthony [16] described recovery as: “…a deeply 
personal, unique process of changing one’s attitudes, values, feelings, goals, skills, 
and/or roles… It is a way of living a satisfying, hopeful, and contributing life even 
with the limitations caused by illness.”

As work accumulated in early part of the twenty-first century, recovery then 
moved from a controversial to a mainstream concept, with guidelines emerging for 
mental health treatment to emphasize recovery as the desired outcome [17]. Across 
varying settings, services began to be tasked with promoting recovery and 
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identifying barriers to recovery. This has in turn spurred an entirely new set of 
research endeavors which has led to the identification of barriers to wellness, which 
are not biological in origin, including community exclusion [18, 19] and both exter-
nal and internalized stigma [20].

7.2.1	 �The Challenge of Defining Recovery

The failure of the models suggesting that stability at most or decline at worst, is the 
generally expected outcome from psychosis, has engendered a far more optimistic 
outlook for persons diagnosed with psychosis. However, the idea that outcome is 
more than continuous disorder has raised a number of immediate questions. For 
one, while illness or disorder may be presumably defined by the presence of a dis-
crete set of symptoms or dysfunctional behaviors, health is not as readily definable 
by the absence of those symptoms or behaviors. A person diagnosed can be said to 
be ill and remain ill, for example, because of persistent positive or negative symp-
toms. Yet recovery is more than the disappearance of those problematic experi-
ences [21].

Decades of interviews with persons diagnosed with psychosis suggest that recov-
ery involves the repair of a life that has been interrupted by mental illness [22–24]. 
Symptom remission or the attainment of a skill could be an important part of the 
repair of that interruption, but it cannot necessarily always be the whole story. 
Tempting as it may be to describe wellness in a manner analogous to remission from 
a chronic psychiatric condition in which there is a discrete site of pathology, recov-
ery is far more complex, because it is a process that takes place in the world, involv-
ing relationships with both the world and oneself [11]. Recovery, because it is about 
a unique person’s life, should be expected to vary considerably from person to per-
son with the core of that recovery having meanings which are deeply subjective for 
each person.

Recovery for one person may mean to gain social status or a feeling of worth. For 
others recovery may be intimately tied to attaining housing and work. To recover 
from psychosis for others may involve the recapture of a sense of purpose, and that 
sense of purpose would naturally have to vary between persons. What makes up one 
person’s purpose could be meaningless or noxious to another recovering person 
[25, 26].

7.2.2	 �Objective and Subjective Domains of Recovery

One way to approach the dilemma of how to define and measure health for persons 
diagnosed with psychosis is to consider that the definition of recovery is first a mat-
ter of who is measuring or describing it. Recovery may be thought of differently 
from the vantage point of a person living with it or others who know or live with the 
person living with it [11]. Thus, recovery can be conceptualized as having different 
dimensions which may in fact be potentially unrelated [27]. Early attempts to 
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describe these different domains posited that recovery might be divided into objec-
tive and subjective forms of recovery [10, 28].

Objective domains of recovery: Objective forms of recovery include aspects of 
recovery that others might notice. These could include, for example, attaining work, 
enrolling in college, forming or renewing relationships, and other activities that 
could be definitively established and measured [29]. Other objective elements of 
recovery could include symptom remission, which can also be measured quantita-
tively [30]. An example of work that refers to a primarily objectively defined aspect 
of recovery includes Kane’s [31] suggestion that recovery occurs after insight allows 
persons to accept pharmacological treatment, leading to symptom remission and 
enhanced function.

Research exploring objective domains of recovery have to date produced 
broadly varying results. As summarized by Leonhardt and colleagues [11, 12], 
symptom remission in studies of early psychosis ranged from 37 to 91.4%, with the 
follow-up periods within these studies ranging from a half year to a decade. The 
attainment of functional milestones has been reported in early psychosis to range 
from 29 to 58%, with 14–29.5% of those studied achieving both symptom remis-
sion and regaining acceptable levels of psychosocial function. A similar pattern has 
also been observed for adults with prolonged psychosis, with the rate of symptom 
remission varying between 37 and 89%, the attainment of acceptable psychosocial 
levels of function ranging from 21 to 53%, and with both symptom remission and 
the attainment of acceptable psychosocial function occurring in 13–27% of the 
sample. In these studies of prolonged psychosis, the follow-up periods lasted up to 
20 years [11].

Subjective domains of recovery: Subjective domains of recovery in contrast to 
the objective domains involve experiences that are primarily observable only by the 
persons who have been diagnosed with psychosis. Examples of these include the 
attainment of a personally defined acceptable quality of life or the experience of 
again directing one’s own life; things that others are not in a position to determine 
on their own. Recapturing a sense of purpose or a feeling that one’s experiences and 
ideas could be valuable to others could similarly be described as subjective domains 
of recovery.

Research into the more subjective domains of recovery has had to utilize differ-
ent tactics than what were employed by studies of objective domains of recovery. 
However, this has not meant that there is not objective measurement of subjective 
experience. One commonly used questionnaire to assess subjective recovery is the 
Recovery Assessment Scale (RAS) [32]. This instrument yields an overall estimate 
of the subjective experience of recovery and five potentially interrelated aspects: 
personal confidence and hope, goal and success orientation, willingness to ask for 
help, connection with others, and not feeling dominated by symptoms. Use of this 
instrument has led to work that has linked self-reported subjective recovery to a 
range of other factors, including emotional distress and perception of community 
involvement [33, 34].

Delving more deeply into the subjective qualities of recovery, others have stud-
ied recovery using qualitative methods and first-person accounts of mental illness. 
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Qualitative studies, definitionally, are interested in the quality and not quantity of 
experience and seek to identify participants’ unique experiences of recovery from 
psychosis through formal interviews and then extract general themes. First-person 
accounts similarly are concerned with subjective experience as is unearthed in the 
personal narratives and reflections of individuals, rather than in their response to 
standard questions [35, 36].

One emerging attempt to synthesize work on the range of subjective experiences 
involved in recovery has been referred to as CHIME. This method suggests that 
there are discernable themes across subjective experiences of recovery which can be 
labeled as: connectedness, hope, identity, meaning in life, and empowerment [37]. 
In a recent thematic analysis, Ellison and colleagues [38] evaluated different reviews 
of recovery and found four of the CHIME elements commonly reoccurred: identity, 
empowerment, meaning in life, and hope. Earlier, McCarthy-Jones et al. [23] con-
ducted a meta-synthesis of qualitative studies and also found alterations in sense of 
self, purpose and connection to others were common experiences. Other attempts at 
synthesis include a thematic analysis by Soundy and colleagues [39] that found the 
subjective experience of recovery was closely tied to ability to adjust to the experi-
ence of psychosis, to respond to the illness, and find social support.

While we have considered objective and subjective recovery separately here, 
research on their interaction suggests they may not represent phenomenon that 
should only be considered in isolation. For example, Hasson-Ohayon and col-
leagues [40] have demonstrated how the impact of a recovery-oriented intervention 
on objective outcomes can only be deeply understood in the context of the subjec-
tive experiences revealed in qualitative analyses. Thomas et al. [41] reported that 
estimates of social network were related to both objective and subjective outcomes, 
while the degree of self-efficacy mediated that relationship. Further, Shadami et al. 
[42] reported that subjectively appraised quality of life was a protective factor for 
rehospitalization and the burden of symptoms. Kukla and colleagues [43] similarly 
found that the subjective experience of recovery reduced the influence of symptoms 
on quality of life.

7.2.3	 �Recovery, the Self, and Metacognition

While distinguishing recovery objectively seen through the eyes of others from the 
subjective experience of recovery has been an important step, subjective aspects of 
recovery can occur at many levels. These can include how one appraises possibili-
ties and quality of life. These can also involve a potently deeper realm of subjective, 
that is the person themselves [21]. Here we are referring to the experience of some 
diagnosed with psychosis, that to recover, is to recover a cohesive sense of them-
selves as being unique in the world. As a central part of the CHIME model, but also 
as noted broadly across very different research traditions, the loss of a coherent 
sense of self may characterize the onset of psychosis, while a return of a coherent 
sense of self may signal recovery [44]. Yet how is this most deeply subjective phe-
nomenon to be conceptualized and formally studied?
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To address this question we begin with an exploration of the processes that allow 
a sense of self to emerge within the flow of experience. In the simplest form, we do 
not know ourselves as we know other things in the world. We are not who we are 
because of our place in space or merely our appearance or even our physical proper-
ties. So how do I know myself and how could persons feel that their basic self has 
changed, been diminished, or returned?

In response to these dilemmas, William James proposed over a century and a 
quarter ago that self-experience is our instantaneous and evolving experience of 
ourselves as we experience the world [45]. Human beings, according to James, do 
not just have experiences of the world, but experience themselves experiencing the 
world. The self is not something we know through direct appraisal; we do not 
observe it like we would observe something as existing in a physical location in 
space. We interpret and respond to the world and we experience ourselves making 
those interpretations, and then responding to our experiences and ourselves 
accordingly.

Through the lens of James, recovering persons’ sense of the recapture of a cohe-
sive sense of self would be the recapturing of an experience of themselves experi-
encing the world. But how do we experience ourselves experiencing the world and 
what about that could we potentially measure? One empirical approach to both 
conceptualizing and studying how self-experience can wax and wane is rooted in 
the study of metacognition. In the integrated model of metacognition, metacognitive 
capacities are suggested to allow us to notice discrete elements or atoms of our 
experience of ourselves within the flow of life and then to reflect upon their relation-
ship to one another [46–48]. Examples of what we might notice about ourselves 
experiencing the world could include a specific thought, feeling, or bodily state that 
arises in the moment. Concerning the relationship among these experiences we 
might reflect or notice patterns in how we think and understand what feeling arose 
when it did. We then might reflect further and discern something larger about 
ourselves.

Intact metacognitive capacities thus allow awareness of not only discrete mental 
experiences but also the larger whole of which they are a part [48]. Metacognitive 
capacities make it possible to synthesize discrete experiences into a more complex 
multi-faceted sense of a self which is then available to persons [24]. Conversely, 
metacognitive deficits or reductions in metacognitive capacity could leave persons 
with only a fragmented sense of the self. With diminished metacognitive capacity 
persons would be left with awareness of discrete aspects or atoms of experience but 
with limited ability to see how those aspects or atoms relate to and influence one 
another. Persons with significant metacognitive deficits might be able to notice a 
thought, emotion, or bodily state but not see any larger patterns or ideas about them-
selves which create the structure that allows us to have access to a continuous sense 
of who we are as unique persons over time [21]. With this in mind, it has been pro-
posed that the loss of a coherent sense of self in psychosis could reflect the loss of 
metacognitive capacity, while the recovery of that sense of self could indicate a 
growth in metacognitive capacity [48, 49]. It has also been hypothesized that the 
general state of fragmentation that would ensure in the face of metacognition 
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deficits corresponds closely to Blueler’s [5] theoretical model of schizophrenia as 
rooted in the disorganization of thought, emotion, and desire [24].

Evidence supporting these hypotheses can be found in international studies 
which have compared quantitative assessments of metacognitive capacity within 
the personal narratives among groups with psychosis, other forms of mental and 
non-psychiatric adversity, and community members without any significant indica-
tion of mental illness. As expected, in these studies persons with more severe forms 
of psychosis, including schizophrenia, have tended to have the lowest levels of 
metacognitive function [24]. Other work has found that among persons with psy-
chosis greater levels of impairment in metacognitive capacity are related to poorer 
function when assessed concurrently and prospectively [50]. Objective and subjec-
tive outcomes related to metacognitive capacity and recovery include social func-
tion [51], intrinsic motivation [52], self-compassion [53], emotional expression 
[54], empathy [55], and the ability to resist stigma [56] and use social support to 
move towards recovery [43]. More recent work has reported that changes in meta-
cognitive capacity are correlated with changes in other essential features of psy-
chosis including neurocognition and social cognition [57]. Finally, interventions 
that seek to improve metacognitive functioning have been observed to result in 
concurrent increases in subjective aspects of recovery related to self-experience 
among persons with psychosis, including an enhanced sense of personal agency 
and coherence [58–60].

To be clear, metacognition is not the self. Metacognition, though, is a potentially 
measurable process by which persons’ availability to a sense of self could wax and 
wane, diminishing with onset of illness and returning with recovery. While this 
work is novel and awaiting more research, as we will see in the next section, it poses 
important implications about the possible essential elements of recovery-oriented 
treatment. For example, as has been observed, recovery does not take place in the 
theater of a single mind but is about participation in one’s community through con-
crete activities [61]. One possibility is that with enhanced metacognitive capacities, 
persons may garner a better sense of how their thoughts, wishes, emotions, strengths, 
personal history, and values are related to one another in a larger whole, as well as 
how the same is true for others. This may then enable the emergence of a sense of 
agency and context which render certain things more personally meaningful than 
others, warranting some activities worthy of our risk and effort [62]. This path from 
fragmentation towards recovery over time as ignited by the growth in metacognition 
is portrayed in Fig. 7.1.

7.3	 �General Implications for Recovery-Oriented Practice

Turning to recovery-oriented practice, the task seems almost as dizzying as defining 
recovery itself. For the purposes of this chapter we suggest that much of recovery-
oriented practice may follow from one larger insight, namely that a practice that 
promotes recovery cannot be defined by the content or delivery of a specific inter-
vention. As noted by Leonhardt et al. [12], what follows from this literature is that 
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recovery-oriented interventions must be tailored to the unique way that an individ-
ual is choosing to understand and manage their psychiatric and social challenges. 
Regardless of whether a clinical intervention, for example, might be said to come 
from cognitive behavioral, humanistic, psychodynamic, or rehabilitative frame-
works, its potential to promote recovery lies in how the recovering person is 
approached during the interventions and invited into a joint examination of the 
opportunities and dilemmas facing that person. In other words, recovery needs to be 
a matter of an overarching dialogue between the clinician and recovering person, as 
opposed to a clinician directing the recovering person or the clinician blindly going 
along with what the recovering person thinks.

Following Leonhardt and colleagues [12], such recovery-oriented interventions 
do share things in common and can be, to a degree, operationalized by their quali-
ties. The first among these might be framed as requiring clinicians and practitioners 
to acknowledge and resist factors which limit recovering persons’ ability to make 
their own sense of the opportunities and challenges they face. Factors which can 
limit recovering persons’ ability to make meaning include externalized and internal-
ized stigma which position recovering persons as unable to make their own deci-
sions or as too unreliable to make their own decisions [63]. All stigma is not 
manifestly negative in content. Benevolent, but equally stigmatizing and dangerous 
beliefs can include practitioners, failing to see the whole person before them, sani-
tizing the aggressive or complex elements of the personalities of recovering person. 
Overly optimistic, patronizing, or sentimental ways of understanding recovering 
persons would seem to offer barriers to recovery deep as any other.

We believe, however, that the steps that come after the rejection of limiting fac-
tors, such as stigma or reactionary beliefs about recovery, may be complex. For one, 
many of the decisions that persons recovering from psychosis have to make can be 
frightening, given as noted above, that they involve risk. A person diagnosed with 
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psychosis moving towards recovery must be an active participant in making deci-
sions about their life. Those persons have to direct their own recovery, but there is 
always the looming possibility things may go badly. For example, a wish to reduce 
or discontinue antipsychotic medication may come with the risk of a rehospitaliza-
tion. A decision to try to date or work may offer opportunities for failure and confir-
mation of negative thoughts about the self. There may even be deeper and less 
obvious risks. With the achievement of features of recovery, such as work and 
symptom remission, recovering persons may lose familiar features of the sick role 
they previously occupied or systems of meanings that came from positive symp-
toms [64]. Even beyond that, risk seems inevitable, since taking no risks certainly 
risks losing the potential for regaining much of what may have been lost or sus-
pended during periods of psychosis and isolation. A life of dignity would always 
seem to involve risk and certainly that is as true for a recovering person.

What is needed then in recovery-oriented work is a sharing of those risks and 
joint reflection upon them. Clinicians here must neither be the decision maker or a 
passive supportive party. Instead, a non-hierarchical relationship is needed in which 
both parties jointly and openly discuss what is at issue. The experience of anxiety 
and fear as well as excitement of possibility should be shared. We do not dispute 
that there is a power differential inherent in clinical practice. Clinicians have exper-
tise, but at issue is the use of that expertise. We suggest that in recovery-oriented 
practice that expertise is offered from the seat of a compassionate consultant willing 
to think with and share some of the risks with the consumer [65]. This is consistent 
with other work that emphasizes a continuous process in clinical work in which 
there is ongoing negotiation about the working alliance and the role of the clinician 
and recovering person within it [40].

A related thought about some processes of recovery-oriented practice is their 
focus cannot be merely on the amelioration of pain. As persons form an increasingly 
complex sense of themselves and what has transpired in their lives, distress may 
emerge and might even be expected [64]. This may present opportunities to affirm 
the resiliency of recovering persons and also to normalize deep pain as part of the 
human condition. It would seem essential for both partners in the dialogue to be able 
to accept the recovering person’s pain without alarm, and with the expectation that 
the pain we all experience can be understood and endured in the context of compas-
sionate connections with others. Echoing back to an earlier comment about the need 
to see the whole person, a clinician who is not attuned to the likelihood of the emer-
gence of grief and loss that comes with recovery risks invalidating recovering per-
sons’ experiences, and undoing any previously empowering interventions.

Finally, if, as suggested by work on metacognition, the experience of fragmenta-
tion may complicate recovering persons’ abilities to make sense of and decide what 
to do about the challenges they face, interventions may also need to be sensitive in 
some manner to the recovering person’s current level of metacognitive capacity. In 
particular, efforts to arrive at a shared understanding with recovering persons may 
be unsuccessful if clinicians form ideas which are more complex than the recover-
ing person can engage with. Indeed, interventions, regardless of their format, must 
be offered at levels that match how recovering persons integrate information and 
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form ideas about themselves for shared meaning making to occur. For example, an 
intervention that involves helping persons to form goals and make plans could 
require different approaches given their capacities for metacognition at that moment. 
The complexity of interventions also then would be expected to change as persons 
experience changes in their metacognitive capacities [49]. Of note, the Metacognition 
Assessment Scale-Abbreviated [24] has been used for this purpose in different set-
tings [60] though there is no reason to believe other approaches could not also 
be used.

7.4	 �Four Emerging Forms of Recovery Oriented Treatments

Finally, moving from general qualities of interventions we here turn to some of 
treatments currently being implemented. While there are certainly more than four 
forms of treatment that could be labeled as recovery oriented, we have chosen these 
given their fidelity to some of the core findings about recovery, because they illus-
trate how this work can range from more to less structured, and because they include 
work with individuals, families, and groups.

Open Dialogue: Predating the recovery movement, one of the most widely used 
forms of interventions focused on helping persons make sense of deciding how to 
manage the challenges of psychosis is Open Dialogue. Open dialogue calls for the 
rapid offering of group meetings involving the persons with the potential diagnosis 
and prominent members of their social network, which can include family friends 
and other key supports within the community [66, 67]. Open Dialogue is partially 
based on work suggesting human beings make meaning through dialogue and are 
indeed themselves the product of that dialogue [68]. Human beings in this model are 
complex collections of elements which may be contradictory, complimentary, and 
unrelated and dialogue requires the participation of these many different elements. 
The collapse of that dialogue is believed to result in a monologue which compro-
mises persons’ sense of agency [69] and which is believed to be common in psycho-
sis [70]. Interventions are intended to either reestablish or repair collapsed dialogue.

Open in Open Dialogue refers to directly sharing ideas. Requirements for open-
ness extend to clinicians as well, positing clinicians as joint meaning makers and not 
as experts directing the dialogue. Open dialogue is believed to allow persons in a 
social network to jointly develop a deeper and ongoing understanding of the com-
plexities of psychosis and what would constitute effective adaption [71]. Research 
on the effects of this are mixed and research methodologies supporting this work 
have been criticized [72]. However, some recent reports have noted long-term evi-
dence of effects on objective markers of recovery such as hospitalization [73]. A 
recent qualitative study also found that though some participants found the thera-
peutic dialogues to be confusing, they also felt understood by others during these 
encounters [74].

Cognitive Behavior Therapy for Psychosis (CBTp): CBTp is an adaptation of 
standard cognitive behavior therapy, which seeks to reflect with recovering persons 
about the relationship of their thoughts, feeling, and behaviors, to re-evaluate their 
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beliefs about themselves and their distress, to monitor thoughts, feeling, and behav-
iors about their distress, and to ultimately find other ways of responding to that 
distress [75]. This treatment is believed to bring symptomatic relief when beliefs 
and behaviors which prolonged or exacerbated distress and dysfunction are replaced 
with more adaptive thoughts and behaviors.

Since its original application, CBTp has been applied to both helping persons 
reduce positive symptoms and more recently to formulating goals and finding ways 
to achieve them [76]. It has also been applied to negative self-beliefs [77]. CBTp in 
comparison to Open Dialogue is generally an individual form of psychotherapy 
with a prescribed length and content (e.g., 20–30 sessions, each of a specific length). 
CBTp is readily the most broadly studied intervention presented here with results of 
metanalysis showing its strongest effects involve reductions in positive symptoms 
[78, 79].

Metacognitive Reflection and Insight Therapy (MERIT). MERIT is a form of 
individual integrative psychotherapy for adults with psychosis developed by the 
authors [49, 60]. It is based on the research presented above suggesting deficits in 
metacognitive capacity limit persons’ abilities to make sense of their challenges. In 
contrast to CBTp, it is not defined by a curriculum nor does it have a prescribed 
generic length. It is operationalized by eight core elements which should be present 
in each session. Most unique among these elements are the last two which require 
interventions match recovering persons’ metacognitive capacity so that there can 
truly be joint reflection within session. Overall, these elements act as a guide for 
therapists and should each synergistically promote the development of metacogni-
tive capacity. MERIT is believed to promote recovery by promoting the develop-
ment of metacognitive capacity which then allows recovering persons to form more 
complex and evolving ides about themselves and others, leading to empowerment 
and self-directed recovery.

MERIT is the least studied of the interventions here with results of several ran-
domized and open trials demonstrating acceptability to clinically meaningful gains 
in metacognitive capacity.[c.f. 60] Case reports have provided evidence that the 
treatment can be flexibly adapted in different setting to meet the needs of recovering 
persons with broadly varying needs [80]. Finally, qualitative analyses link MERIT 
to subjective changes in how persons think about themselves and their lives [58, 59].

Narrative Enhancement and Cognitive Therapy (NECT): NECT is a manualized 
form of group therapy, also contributed to by the authors, which seeks to reduce 
internalized stigma for adults with psychosis [81]. It consists of 20 sessions which 
can be divided into four phases: (1) introduction (1  week), (2) psychoeducation 
(3  weeks), (3) cognitive restructuring (8  weeks), and (4) narrative enhancement 
(8 weeks). The psychoeducation section introduces recovering persons to the idea 
of stigma and the cognitive restructuring section introduces participants to the ideas 
that thoughts and feelings and behavior interact. Narrative enhancement focuses on 
recovering persons telling and sharing personal narratives about themselves and the 
challenges and successes they have experienced in life. NECT is hypothesized to 
reduced self-stigma by helping recovering persons recognize stigma, see how 
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stigmatizing beliefs negatively effects their lives and then through narrative work to 
find new and non-stigmatizing stories to tell about themselves and their lives.

NECT has been delivered and studied internationally. Randomized and open tri-
als in the United States and Sweden have indicated NECT is acceptable to recover-
ing persons and linked with clinically meaningful improvements in self-stigma [82, 
83]. Findings from qualitative analyses have linked with multiple subjective aspects 
of recovery [27].

7.5	 �Reflections, Limitations, and Future Directions

In sum, recovery from psychosis is not an anomaly and is made up of a range of 
objective and subjective outcomes. Among the most subjective of these outcomes 
include the reclamation of a sense of self, which is potentially related to metacogni-
tion, or more specifically growth in persons abilities to form complex and evolving 
ideas of themselves and others. We have suggested that these insights suggest a need 
for the field to move away from thinking about isolated interventions and towards 
thinking about processes which engage with the recovering person in the processing 
of making meaning of the challenges they face. Finally, we have described four cur-
rent attempts to offer interventions which are explicitly recovery oriented.

In considering these four interventions described, we are struck at how they 
themselves, by the stark differences between them, tell us something about the 
fuzzy and complex nature of recovery. CBTp is focused and structured, as is 
NECT.  MERIT and Open Dialogue are far less structured and bound closely to 
theoretical models. In addition, MERIT and Open Dialogue explicitly seek to make 
sure meaning is made jointly. NECT and CBTp were engineered with particular end 
points, whereas MERIT and Open Dialogue were not. Each of these interventions 
also has its distinct limitations. MERIT, our own intervention, has the weakest 
research base and its method of action is notoriously difficult to measure. It also 
may be less feasible than other treatments which are shorter in duration. NECT, 
another treatment we are associated with, is focused only on one key outcome and 
its usefulness to recovering persons who do not have internalized stigma would 
seem minimal. CBTp, which has the strongest base, has focused primarily on posi-
tive symptoms, which are only a small portion of things which concern recovering 
persons. Open Dialogue, while rich theoretically does not seem to take into account 
the complexity of the barriers to dialogue which come with psychosis.

Of note, there are other broader limitations important to consider. Long-term 
longitudinal research is needed which includes both qualitative and quantitative 
assessments of various domains of recovery and other key phenomenon to under-
stand how recovery unfolds for different persons. It is also important that this work 
be done in non-industrialized nations and includes participants who are notoriously 
difficult to recruit, those who refuse treatment. Work is also needed to more care-
fully parse apart the subjective experience of recovery and understand how often 
certain elements are at play and others not. Concerning practice, we have suggested 
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overall processes, but it is unknown how these are best incorporated into practice. 
While we have explored how these processes may play a role in one form of meta-
cognitively oriented psychotherapy, Metacognitive Reflection and Insight Therapy 
(MERIT) [49], it is unclear how their incorporation might differ in other approaches.

While little is known about the potential negative consequences of recovery-
oriented treatment, it is possible that like any treatment, there could be undesirable 
consequences. If, as we have suggested, a healthy life calls for taking risks, some of 
those risks may not lead to what persons may have wanted or anticipated. Finally, 
we chose to present only four recovery-oriented treatments. Certainly, there are a 
host of newer and even some older revamped treatments which could potentially be 
called recovery oriented. Work is needed to better catalogue these and possibly even 
define different classes of such treatments according to their principals and pro-
posed means of action.
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8.1	 �Introduction

This chapter is aimed at clinical and social workers who work in mental health ser-
vices and deal with workplace inclusion for patients with schizophrenia and other 
major mental disorders. It is based on the guiding principles underlying the 2007 
UN Convention on the Rights of People with Disabilities (specifically Article 8 and 
Article 27) [1], which focuses on raising awareness of the real contribution that 
people with disabilities make to the productive economy and on promoting specific 
programmes for workplace inclusion. However, to date, access to work opportuni-
ties and the social integration of people with mental disabilities have been only 
marginally successful, as a result of stereotypes and cultural prejudices and because 
of the lack of connections between the work and health services sectors.

Encouraging dialogue between different sectors and fostering a more nuanced 
view of disabled job applicants—understood as citizens, patients and workers—can 
promote a culture of inclusion and disseminate appropriate models of intervention, 
including at the organisational level.
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Following an analytical review of the most widespread models of inclusion for 
people with mental disorders in work settings, this chapter outlines the experiences 
of the Mental Health Department of the Fatebenefratelli Sacco Hospital. Since 2006 
the department has carried out a project financed by regional funding based on a 
clinical and organisational model titled ‘The application and dissemination in the 
Metropolitan City of Milan of operational models for the inclusion of people suffer-
ing from mental disorders’.

8.2	 �How to Improve Employment Outcomes for People 
with Schizophrenia and Other Major Mental Disorders. 
A Brief Introduction to the Main Models and Issues

Vocational rehabilitation for people with severe mental illness has a history span-
ning approximately 70 years, encompassing programme innovation and informal 
experimentation by many psychiatric rehabilitation programmes all over the 
world. Over the last three decades, a limited number of vocational rehabilitation 
approaches have proved to be the most effective in Europe and the United States 
in leading people into competitive employment [2, 3]. A modern approach to 
vocational rehabilitation focuses on eligibility, based on the patient’s own 
choices, integration between mental health and employment services, competi-
tive employment, and individualised and continuous job support [4]. Many dif-
ferent types of vocational rehabilitation programmes have been developed and 
implemented, but many researchers refer to two broad categories—pre-voca-
tional training and supported employment—[5] according to expected outcomes. 
Some vocational programmes (i.e. hospital-based programmes, sheltered 
employment, psychosocial rehabilitation) consider work a means to achieving 
specific personal outcomes, such as better treatment compliance, symptom 
reduction, and improved quality of life. Vocational approaches, such as sup-
ported employment, include outcomes such as full-time competitive employ-
ment, the acquisition of job-related skills, percentage of time in paid employment 
(full-time or part-time, competitive or sheltered), total earnings, level of work 
(unskilled, skilled, etc.), job satisfaction, and job performance. Pre-vocational 
training or ‘train and place’ refers to an approach focused on training and devel-
oping individual skills prior to seeking competitive employment. Systematic 
reviews have proved that pre-vocational training is less effective than supported 
employment in helping mentally ill people obtain competitive employment [6], 
although it is not clear to what extent different pre-vocational training approaches 
can affect patients’ ability to re-enter the workforce or influence longer job ten-
ure after placement1 [6, 7]. Supported Employment, or ‘place, then train’ focuses 

1 Some research findings indicate that cognitive deficits, rather than psychiatric symptoms or other 
clinical or demographic factors, seem to be the strongest clinical predictors of a poor response to 
supported employment [3]. Could ‘pre-vocational training’ be more effective for people with cog-
nitive deficits and psychiatric conditions?
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on getting people into competitive employment first, followed by training and 
support on the job [8]. Using a community-based approach, supported employ-
ment aims to facilitate the transfer of skills into real-world settings. The best-
known model of supported employment is Individual Placement and Support 
(IPS). IPS uses a quick job search based on the patient’s choices, matching their 
interest and skills with employment opportunities. Integration between the 
employment team and a multidisciplinary mental health team is emphasised as a 
means to facilitate finding a job. The mental health team and vocational special-
ists (VS) must share the values, aims and methods of the IPS model, as the VS 
and their clients must proceed together in an intensive job search for quick 
placement.

Nevertheless, there is no shared definition of what can be considered ‘work’ in 
terms of vocational rehabilitation. Approaches to VR differ between countries [9]: 
important cultural factors influence approaches to disability [10] and consequently 
to disability services and their goals. Can only competitive employment in inte-
grated settings be considered successful? The modern job market and advanced 
welfare economies offer a great variety of opportunities (jobs in social enterprises, 
short-term placements, sheltered employment, etc.) that can hardly be defined as 
unsuccessful. Bachrach [11] asserts that the differences in interests, skills, talents, 
physical abilities and limitations of people with severe mental illnesses fit more 
appropriately within a broad definition of ‘work’.

There is broad consensus on the effectiveness of supported employment models; 
however, ratings regarding the integration of people with mental illness in the labour 
market remain unsatisfactory. In recent years, researchers have tried to understand 
why, in spite of being supported by good scientific evidence, IPS has not been 
widely implemented in clinical practice [12]. Many studies have attempted to iden-
tify the critical factors affecting the development of IPS in Mental Health Services, 
and a number of issues have emerged:

•	 Inconsistent knowledge of IPS among healthcare professionals, and inability of 
some healthcare and employment support services to work together [13].

•	 Beliefs held by medical care teams regarding the value of IPS [14], fears that it 
will lead to relapses [15], or that all symptoms need to be addressed before any 
progress can be made [14], or employment—as an outcome—not being seen as 
a priority for recovery, or not a realistic one [13].

•	 Strategy of wider psychosocial approaches in the community agreed on at the 
local level between providers and commissioners, to support vocational special-
ist teams over longer periods [16].

•	 The role of employment support specialists, who are more effective when work-
ing directly with clients, employment services and agencies, and employers, and 
indirectly with care coordinators [12].

•	 Cost issues and lack of funding, particularly with regard to supporting IPS ser-
vices over time and maintaining quality, in a context of increased demands on 
secondary services in national health systems [16].
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•	 The importance for services and clients of having direct and fast access to job 
opportunities, as local unemployment rates, work labour characteristics, local 
policies and welfare regimes impact the effectiveness of IPS [17, 18].

In conclusion, the key issues that need to be addressed to increase the effective-
ness of a supported employment service in the community seem to be (1) having an 
evidence-based vocational rehabilitation approach, (2) managing the implementa-
tion of the service at the local level, (3) sustainability over time, (4) having common 
views, beliefs and shared practices, from the vocational specialists to the medical 
teams and local stakeholders, and (5) being able to access job opportunities. 
Moreover, some studies highlight the importance of defining common inclusion 
criteria, which can influence the effectiveness of work inclusion programmes 
[17, 18].

8.3	 �Supporting Employment in an Advanced Welfare 
Context. Treatments, Recovery, Regulatory Changes 
and Methodological and Organisational Issues 
in the City of Milan

Based on observations in the city of Milan since the early 2000s, there appear to be 
widespread communication difficulties between the worlds of mental health and 
productive work, resulting in a cycle of non-cooperation. On the one hand, compa-
nies are wary of hiring individuals with mental illness and distrust care services. On 
the other hand, care services, and often the non-profit sector, give work experience 
a primary purpose of care and rehabilitation. These communication difficulties, 
combined with the economic situation in Milan over the last decade, have imposed 
a particularly complex framework of intervention on the city, characterised by the 
following critical points:

–– A confused proliferation of opportunities, in a city network not connected by a 
genuine collaborative culture.

–– Dispersal and fragmentation of resources that are not evenly accessible to 
patients.

–– Professional skills not being optimised and utilised as part of a network.
–– Lack of a method of care that would provide applicants with programmes to 

select, train for, support and maintain their jobs while respecting the health of the 
worker and the company’s needs.

–– Confusion between different types of work inclusion paths and actual employ-
ability of the person.

In addition to this complex picture, there are frequent and continuous changes in 
the legislative, administrative and organisational aspects that greatly influence the 
practices of job inclusion, and consequently the overall character of psychiatry 
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services that the wider region of Lombardy offers patients in the area of vocational 
rehabilitation.

Over the last 20 years new labour policy scenarios at the European level have had 
a significant impact in Italy both on existing legislation and on the reorganisation of 
public employment services. Specifically, Law 68 from 1999 significantly changed 
the logic according to which the employment service for disabled people was man-
aged: the concept of a disability quota was accompanied by that of ‘targeted hiring’, 
which was intended to be implemented through a set of agencies matching employ-
ers’ needs to the individual characteristics of people with disabilities or other pro-
tected groups.

This was followed by national regulations that reorganised the institutional struc-
ture of social services and labour policies, empowering regions, provinces and 
municipalities in the planning and coordination of integrated social policies.

Further legislative change was implemented through a gradual increase in the 
application at the provincial level of Article 14 of legislative decree 276/03 [19]. 
This law makes it possible to shift part of the disability quota to social cooperatives, 
which carry out productive activities aimed at inserting people with physical or 
mental disadvantages into the labour system, in an attempt to foster a virtuous circle 
of introducing disabled people into companies.

Thanks to the multiplication at the national level of projects and good practices 
designed to facilitate inclusion in the workplace, a change in how work is conceived 
in mental healthcare has been possible: it is no longer seen as a substitute for care 
but as a means of fulfilment for the individual during a process of genuine recovery 
and social inclusion.

8.4	 �The Development of Regional Innovative Programme 
TR-106 Between 2009 and 2019 and Its Impact

In June 2004, the region of Lombardy issued the new Regional Plan for Mental 
Health in order to promote ‘a community psychiatry that operates in a context rich 
in resources and opportunities, with treatment programmes based on effective and 
evaluable models, across a territory conceived as a large, functional whole—not a 
rigidly delimited area—with the possibility of integrating various services, includ-
ing health and social, public, private and non-profit services, and to collaborate with 
the informal existing network, in a real opening to civil society’.

It is within this context that the region of Lombardy financed the TR-106 
Regional Innovative Programme (PIR) in 2006. The purpose of the programme is 
‘the promotion of a permanent network for the work inclusion of psychiatric 
patients’ and to establish an innovative way of supporting, reorganising and opti-
mising the network to implement the measures taken by the ASL (Local Health 
Authority) of Milan to facilitate inclusion in the workplace. The PIR originated at 
the Sacco Hospital; since 1997 a second-level specialised service (ALA-Sacco) 
belonging to the Mental Health Department (DSM) of the Luigi Sacco Hospital has 
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dealt with the evaluation, design and delivery of sustainable pathways towards work 
inclusion for patients of psychiatric services. The ALA-Sacco intervention method-
ology considers the therapeutic value of the paths themselves as a foundation and 
the integrated management with the referents of care (health) and work (companies) 
to be fundamental. The culture within the ALA-Sacco has always been to orient 
itself towards the larger territory, involving different DSMs.2 The PIR fits into this 
experience, focusing on the study of a networked organisation system that can 
respond to some of the patients’ and their families’ essential needs on their path 
towards the workplace, as well as the needs and priorities of companies. The first 
choice was to involve all the DSMs of the city of Milan, which have thus become 
effective partners in the project, both in terms of sharing aims and in an equable use 
of resources and tools. In addition to the DSM of the Sacco Hospital, the following 
were therefore involved: DSM Niguarda Hospital, DSM Policlinico Hospital, DSM 
Fatebenefratelli Hospital, DSM San Paolo Hospital, DSM San Carlo Hospital.

At the same time, a technical committee was set up that involved DSMs as well 
as local stakeholders, including municipal and provincial labour inclusion services, 
business associations and trade unions.

The key objectives have been (and remain):

•	 To contribute to maintaining a coordinated network of services between health 
services and businesses, which responds to all the opportunities in the area for 
the person with mental illness, who is simultaneously a citizen, a patient and 
a worker.

•	 To promote efficient and effective responses capable of combining individual-
ised support and coordinated overview, translatable into evaluable outcomes.

•	 To apply problem-solving to the nodes of the network that prevent the use of 
resources.

The organisational model has therefore been created through the construction 
of operational products that can respond to different emerging needs on work 
inclusion paths, including assessment and monitoring tools and sustainable 
agreements between different agencies. These agreements were approved by all 
heads of department, giving rise to new and monitored procedures between ser-
vices. The connections between the different network actors were made possible 
thanks to the creation by the project of a specific professional role: that of the 
network coach. In the literature we find the figure of the vocational specialist, 
who supports patients in finding and keeping jobs [13]. The network coach, on 
the other hand, is a specialist trained to match the needs of the individual 

2 The Department of Mental Health (DSM) is the set of facilities and services that are responsible 
for taking charge of the demand related to the care and protection of mental health within the ter-
ritory defined by the local health authority (ASL). The DSM includes day care services (Mental 
Health Centres—CSM), semi-replacement services (Day Centres—CD), Residential services 
(separate residential facilities (SRs) in therapeutic-rehabilitation and socio-rehabilitative resi-
dences), Hospital Services (Diagnostic and Care Psychiatric Services (SPDC) and Day 
Hospitals—DH).
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candidate with the network of local opportunities. This figure actively collabo-
rates to develop the network systems in the constant process of innovation that 
the healthcare and social contexts require. The complexity of this intervention 
requires that the network coach be supported by a cross-territorial functional 
team, which has the task of being guarantor of inter-institutional agreements as 
well as of the clinical value of the intervention. The focus is therefore not on the 
coach-patient pair, but on the directing of network skills that the coach and 
patient go through and nurture together. If it were centred on the coach-patient 
pair, the quality of the relationship would be optimised but energy would be 
wasted, since the operator would have to build and rebuild a network suited to 
each candidate. Furthermore, this system does not promote equity in the usability 
of the services by candidates because it is too closely tied to each individual’s 
subjective skills. The establishment of a team of cross-territorial coaches has, 
instead, promoted:

•	 The optimisation of resources
•	 The creation of a culture of cooperation fed by constant exchanges

In the Milanese experience, the group performs a needs analysis and plans, 
designs and builds ad hoc procedural tools with managerial figures who act as guar-
antors of the process by collaborating with the network coach. The organisational 
system also enables the systematic collection of data, so that evaluation systems 
consistent with the range of indicators agreed with the region and local health 
authorities can be applied.

For these reasons, the PIR promoted by ALA-Sacco has primarily favoured cen-
tralised management, supported by the principle of subsidiarity, which was 
expressed in the creation of a technical working group that included all the subjects 
involved in the Milan ASL workplace inclusion group; the working group was sup-
ported and enhanced by the Milan ASL. The three overarching objectives of the 
working group were to:

•	 Intervene in existing relationship models
•	 Build consensus and cooperation
•	 Solve problems collaboratively [20]

In order for the network to be participatory, the following innovative organisa-
tional tools were adopted:

•	 A model (see Fig. 8.1), inspired by that of Mills [21], divided into clusters. This 
organisational structure enables networking, with regard to agreed objectives and 
actions, between services. The aim is to create targeted opportunities for job 
applicants, supported by a staff of operators who specialise in mediation between 
the different languages ​​of the social and work sectors (network coach). This 
organisation enables work centres (Poli Lavoro) to support the process and 
allows for the creation of these in the DSM, where they were not yet present. By 
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work centre we mean an agency inside the Department of Mental Health that 
specialises in evaluating, managing and maintaining patients in the department 
during the workplace inclusion process.

•	 The implementation of a method for building agreements based on mutual trust, 
between the DSM and institutions, inspired by the ORGI method [22], a problem-
solving model for organisations that includes holding meetings to express needs, 
formulate questions, construct intervention hypotheses, distribute actions 
between entities and verify interventions.

•	 Network devices: three types of network devices have been identified. They are 
characterised and differentiated according to the level of involvement of the net-
work subjects, degree of structuring of work processes and long-term expend-
ability (technical work groups, platforms and procedures).

•	 Process consultancy in order to promote and maintain organisational development.

Network platforms are the network devices that involve different agencies and 
services in a specific area that can also include multiple work processes; in the last 
8 years they have reached a good degree of structuring, with both operational and 
institutional agreements in place. They can also be supported by online IT tools. The 
programme has activated the following platforms (see Fig. 8.2):

•	 ALA-Sacco Information System (SIAL)
•	 Integralavoro [23]
•	 Informative Training Groups

SIAL is a candidate assessment tool that collects and correlates personal data and 
clinical and functional information related to the individual and their previous work 
experience, and also tracks the project phases of the patient’s career path. It is a 
web-based platform, accessible to all operators at the work centres in the city of 
Milan, built based on the DSM’s previous experience of workplace inclusion. The 
SIAL was designed to share the assessment of patients referred by their psychiatric 
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team. This tool was devised to identify homogeneous and comparable placement 
criteria that are currently shared, to guarantee both the candidate’s welfare and con-
gruity with the needs of the production context. In addition to this objective, the 
system is designed to perform data analysis, which enables epidemiological obser-
vation and an assessment of the effectiveness and efficiency of our interventions.

Closely connected to this platform is Integralavoro, which is a point of reference 
for training and employment needs and opportunities for our clients and the world 
of work. Integralavoro is also a board composed of one delegate for each work cen-
tre of the Milan ASL.

The Integralavoro platform has set itself the goal of sharing experiences, good 
practices and professionalism from all the DSM’s poles in Milan. Here, too, a web-
based platform was chosen to facilitate communication between operators working 
at the different DSMs and to make it possible to share the available workstations. 
This platform also includes resources obtained from the programmatic agreements 
and procedures made available online by all the organisations that deal with job 
placement for members of disadvantaged groups.

Integralavoro has therefore become the heart of the PIR, which over time has 
taken on the function of connecting, monitoring and therefore evaluating the func-
tioning of the operating practices agreed with the network actors. This governance, 
which is simultaneously centralised and participatory, makes it possible to collect 
and disseminate information regarding trends in opportunities found online and to 
build innovative strategies from time to time in relation to changes in the territory.

The most recently created platform is that of Informative Training Groups, 
designed to offer patients who are candidates for a work project the opportunity to 
acquire specific skills to start or stay on workplace inclusion paths. The training 
groups at work are cross-territorial interventions, built in collaboration with the 
DSM of the city of Milan based on the departments’ experiences. Admission and 
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evaluation criteria for each group were determined based on shared placement cri-
teria. Most groups intentionally carried out the activity in a location outside the 
place of treatment, allowing users to experiment in new contexts.

8.5	 �Sample Description and Outcome

Between 2012 and 2019, every year the PIR TR-106 collected the data of clients in 
the care of all the work centres of the city who, for various reasons, benefited from 
the platforms and resources made available by the programme (see Table 8.1). The 
total number of admissions to the PIR TR-106 programme of people with psychiat-
ric diagnoses between 2012 and 2019 is 2142 (60.8% males). The mean age in the 
final sample was 45 years (SD = 9.4).

Table 8.1  Client characteristics

Client characteristics (Total admissions to the programme between 2012 and 2019 = 2142)

Mean age: 45 years. (DS: +/− 9)
Distribution by age (%):
 �� –  18–24a: 3%
 �� –  25–34; 27.4%
 �� –  35–44: 36.4%
 �� –  45–54: 27.7%
 �� –  55–64: 5.5%
Sex (%):
 �� –  Female: 39.2%
 �� –  Male: 60.8%
Diagnoses (%):
 �� –  Schizophrenia and other psychotic disorders: 39.0%
 �� –  Personality disorders: 25.3%
 �� –  Mood disorders: 22.2%
 �� –  Neurotic disorders: 9.3%
 �� –  Others: 4.4%
Job hiring per year:
 �� –  2012: 7.9%
 �� –  2013: 11.6%
 �� –  2014: 15%
 �� –  2015: 17%
 �� –  2016: 10.5%
 �� –  2017: 20.3%
 �� –  2018: 22.7%
 �� –  2019: 22.8%
Hospitalisation (mean): 4.08%
Drop out (mean): 1.37%

a For the population aged 18–24 a separate project for workplace inclusion has been developed
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Although the programme is not aimed at a specific diagnostic category, our sam-
ple does contain a preponderance of clients with schizophrenia or other psychotic 
disorders (see Table 8.2).

Most of these clients have gone through the programme for many years (see 
Fig. 8.3).

Table 8.2  Clients with schizophrenia or other psychotic disorders

Total admissions with diagnoses F20-29 between 2012 and 2019 = 836

Mean age: 45 years (DS: +/− 9)
Distribution by age (%):
 �� –  18-24a: 3%
 �� –  25–34: 28.9%
 �� –  35–44: 36.8%
 �� –  45–54: 25.1%
 �� –  55–64: 6.1%
Sex (%):
 �� –  Female: 37.3%
 �� –  Male: 62.7%
Job hiring per year:
 �� –  2012: 7.4%
 �� –  2013: 9.2%
 �� –  2014: 12.1%
 �� –  2015: 11.8%
 �� –  2016: 13.1%
 �� –  2017: 21.3%
 �� –  2018: 21.4%
 �� –  2019: 28.7%
Hospitalisation (mean): 4.18%
Drop-out (mean): 1.31%
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The programme wants the evaluation of its impact to focus on the process rather 
than on outcomes. As can be seen in the two tables, the more the programme is 
rooted in the territory, the more the outcome in terms of hiring has improved, both 
for the general population and for patients with schizophrenia. The more the net-
work system has taken hold, the more hiring has increased. Drop-out and hospitali-
sations are, respectively, 1.3% and 4% in cluster F20-29.

8.6	 �Perspectives, Critical Issues and Conclusions

Work inclusion is a fundamental aspect of the care pathway for patients in the care 
of the territorial services of the Departments of Mental Health, as an integral part of 
healthcare and advanced rehabilitation that aims to promote a sense of personal self-
efficacy and subjective well-being [24–27].

The programme has promoted and supported an organisational network model 
that provides, from a cross-territorial and city perspective, central and participatory 
management, as well as a coordinated and effective overall vision shared by health 
institutions, social institutions and the world of work, which:

–– Provides access for individuals with psychic discomfort to all the resources the 
territory can offer in terms of workplace inclusion.

–– Favours the optimisation of the opportunities already available in terms of inte-
gration, homogenisation and appropriateness of interventions.

The objective of the programme, in terms of detection of outcomes, is to evaluate 
both the candidate and the system. With both aims in mind, we can say that the PIR 
had an impact on the following aspects:

–– Reduction of the fragmentation of interventions for workplace inclusion for peo-
ple with mental illness in territorial services and consequent reduction of costs.

–– Reduction of the heterogeneity of the services offered by the Mental Health 
Departments to patients in terms of usability and accessibility of the resources 
the territory has at its disposal to favour social inclusion and more appropriate 
interventions.

–– Transitioning from a culture of competition between services to a culture of shar-
ing, while prioritising the well-being of the candidate.

These results, obtained over time—due to the very nature of the programme, 
which proposes a community and participatory approach—require constant moni-
toring and review in the face of continuous changes at the organisational (new insti-
tutional arrangements at the territorial level), legislative (updates to labour policies) 
and workplace levels (characterised by rapid transformations that are often out of 
sync with treatment times).

We would like to emphasise here how difficult it is to work towards method-
ological and cultural changes with working groups that are accustomed to using 
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self-referential methodological systems, and how deeply enriching it is to eventu-
ally achieve changes, defined by the contributions of the different actors. The cul-
tural change that this perspective requires is challenging: trust must be established 
between the DSM and the world of work. However, we believe that trust must first 
be established when pooling resources and optimising skills within public services 
before it can be demanded in the world of work.

Genuine and mutual integration between the business world and the healthcare 
community can be achieved by enhancing governance and safeguarding public 
health services and promoting constant dialogue between health, social and labour 
policies.

The network system, as it has been conceptualised, can be flexibly applied to 
deal with states of discomfort that are widespread in the world of work and thus be 
supportive to companies and workers, even in connection with welfare systems.
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9Recovery-Oriented Psychopharmacological 
Interventions in Schizophrenia

Jasmina Mallet, Yann Le Strat, Caroline Dubertret, 
and Philip Gorwood

9.1	 �Introduction

9.1.1	 �Historical Aspects: From Chemical Contention 
to Remission and Recovery

During decades, schizophrenia was considered as a lifelong and debilitating illness 
with little or no hope of recovery [1]. The treatment of schizophrenia has dramati-
cally changed since the discovery of psychoactive effects of chlorpromazine in the 
1950s, giving new hopes for psychiatrists, patients, and families. The aims of cli-
nicians were then to reduce agitation and aggressiveness, and to control positive 
symptoms (delusions, hallucinations).

Indeed, until recently, the major impact of antipsychotics was the reduction of 
symptoms, not necessarily correlated with the improvement of social functioning 
[2–4]. This was not an expected outcome. However, advances in pharmacologi-
cal treatment and psychosocial interventions have heightened expectations for out-
comes. We assisted to a progression of treatment goals from chemical containment 
to remission and, more recently, even recovery [5]. Recovery can be considered as 
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both an outcome and a process. The combination of these two concepts offers the 
most complete framework to tend toward recovery [6]. It is now recognized that 
symptom reduction alone cannot be sufficient. Although rarely assessed, function-
ality, quality of life, empowerment, and reducing the internalized stigma are most 
meaningful to patients and their families and seem paramount when considering 
recovery as an outcome [7].

9.1.2	 �Clinical Recovery May Not Be Patient Recovery

Recovery is a complex entity and clinicians still debate to define it. It is more 
complex to define than remission. Recovery meaning “being cured” is maybe an 
unrealistic goal at the time of writing. It means different things to different peo-
ple: clinical recovery is not patient recovery [6, 8]. Patients describe experiencing 
personal recovery despite ongoing symptoms of psychosis [9]. Thus recovery can 
occur even when psychotic symptoms are persistent [10]. Many consumer-based 
groups conceptualize recovery as a personal journey (i.e., a subjectively evaluated 
process dealing with symptoms over time), rather than a defined outcome (com-
pletely recovered vs persistent illness) [11]. Finally, the Remission in Schizophrenia 
Working Group (RSWG) regarded recovery as a more demanding and longer-term 
phenomenon than remission, stating that remission is necessary, but not sufficient, 
step toward recovery. The group did not define operational criteria for recovery, ask-
ing for more research on the longitudinal course of domains such as cognitive and 
psychosocial functioning, and their relationship to symptoms [1].

Regardless on how to define recovery, focusing on such a high demanding out-
come helps to promote important aspects of the disease and unmet needs [12]. 
All clinicians agree that the reduction of symptoms is an important step toward 
recovery. Getting clinical remission at 6 months increased by 15 the chances to get 
functional remission 6 months later in a sample of 303 patients with schizophrenia 
followed up for a year [13]. Patients may emphasize the need for functional remis-
sion and quality of life. Reducing symptoms is easy to define, with clear cutoff at 
different assessment scales (such as for the PANSS [14]), but lacking sensitivity 
regarding the impact of co-morbidities, efficacy/efficiency, and phases of the disor-
der. Getting to symptomatic remission is a more clear-cut criteria [1] but time and 
impact are more difficult to assess. All these influences resulted in a comprehensive 
definition of recovery in schizophrenia, including remission of symptoms and func-
tional improvement. The RSWG defined remission as improvements in core signs 
and symptoms to the extent that they are of such low intensity that they no longer 
interfere significantly with behavior [1]. Patients have to fulfill the symptomatic 
severity component of the criterion over a period of 6 months. The working group 
did not define operational criteria for recovery itself, but others have tried to define 
it, with a time criteria of at least 2 years [15].

Finally, several instruments have been developed, based on the experience of 
patients, to assess personal recovery [9] more or less related to functional remis-
sion. “Efficiency studies” should include those aspects, and outcome measures that 
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mainly focus on symptom remission should ideally be extended to other compo-
nents of recovery. Various tools are now available to assess remission functional 
remission, with good psychometric properties and easiness to use [16, 17]. This led 
to the progressive incorporation of such outcome in clinical trials [18].

9.1.3	 �Psychopharmacological Interventions Among Other 
Factors of Recovery

The high heterogeneity in determinants of recovery can be explained by the inher-
ent composite nature of recovery. Recovery depends on many factors, includ-
ing domains as different as family involvement [19] and psychopharmacological 
interventions.

People with schizophrenia do not inevitably experience deterioration over time. 
A large proportion of them has the potential to achieve long-term remission and 
functional recovery. Findings suggest that sufficient focus on recovery goal set-
ting may have specific impact on motivation in schizophrenia patients, especially 
in first-episode patients [20]. The fact that some experience deterioration in func-
tioning over time may reflect poor access or adherence to treatment. The effects 
of concurrent conditions (e.g., substance use disorders) and social and financial 
impoverishment have also been mentioned [21].

Today, four psychosocial treatments are available for individuals with schizo-
phrenia: social skills training, cognitive behavioral therapy, cognitive remediation 
therapy, and social cognition training [22]. There is an impact of psychosocial thera-
pies on social functioning [23]. Integrated therapies and social skills therapy have 
been shown to enhance social functioning, whereas cognitive behavioral therapy 
(CBT), family intervention therapy, and cognitive remediation therapy would not 
be as efficient.

A 20-year follow-up study on six patients having “recovered completely” 
showed that only two remained fully recovered, one partly, and one in remission. 
One experienced a deterioration of the course of illness, the other was deceased 
[24]. According to the last meta-analysis to date, the proportion of individuals with 
schizophrenia and related psychoses who met recovery is 13.5% and appears not to 
have increased over time [25], despite recent psychosocial approaches. More tar-
geted and personalized pharmacological approaches are more than ever warranted. 
Early intervention is also paramount, observing that shorter DUP predicts recovery 
in FEP individuals followed during 2 years [26].

9.1.4	 �How to Assess Functional Remission

As mentioned in 1.2, assessing functional remission is more realistic than recovery 
when considering pharmacological interventions efficiency. In contrast to clinical 
symptoms, outcomes related to functional remission and recovery do not rely on 
reliable and simple metrics [6]. Different types of instruments enable the assessment 
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of functional remission, with different approaches and different related pros and 
cons: self-report (with poor validity in severe patients), clinicians rating (biased by 
clinical symptoms and “feelings”), informant report (difficult, long, and not always 
possible), tests (on specific skills), and naturalistic studies (long and culture spe-
cific). The list of instruments is long (e.g., Global Assessment of Functioning scale 
(GAF), the Personal and Social Performance scale (PSP), the Functional Remission 
of General Schizophrenia scale (FROGS)…) [16, 17, 27–29].

9.1.5	 �The Place of Functional Remission/Recovery 
in Pharmacological Trials

Functional remission is not the most targeted endpoint in mega-trial wherein the 
primary endpoint may be quality of life, or all cause of discontinuation [30–32]. 
This is not an unsolvable issue, as there is a gap between efficacy and effective-
ness. Efficacy is an intervention performance under highly controlled experimental 
circumstances, while effectiveness is an intervention performance in general clini-
cal usage, e.g., observational studies that are more appropriate in clinical practice. 
Consequently, interventions in clinical practice (effectiveness/efficiency) tend to be 
less robust than interventions in registration studies (efficacy) [33] but could be, on 
the other hand, highly needed.

9.2	 �The Impact of Psychopharmacological Interventions 
on Recovery

Modifiable risk factors for poor outcomes in patients with schizophrenia include 
longer duration of untreated illness, comorbid substance abuse, early nonresponse 
to an antipsychotic, and the number of relapses that are related to nonadherence 
[34]. Recommendations from experts therefore include selecting most appropriate 
medications based on a balanced risk-benefit assessment, and the consideration of 
long-acting injections (LAI) is indeed an alternative to oral medications as reducing 
hospitalization [35] and mortality [36]. Targeting symptoms or specific functions 
may also be efficient, in a personalized approach [34].

9.2.1	 �The Positive Impact of Psychopharmacological  
Interventions

–– On psychotic or affective symptoms
A recent meta-analysis showed that symptom severity only partially explained 

personal recovery [9]. Moreover, psychotic symptoms were moderately associ-
ated with personal recovery, while affective symptoms were more closely linked 
to personal recovery. This is in line with the results presented by Bobes et al. 
[37], in which thymic symptoms were correlated with recovery in a 1-year fol-
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low-up of 452 patients with RSWG remission (shorter DUP, premorbid adjust-
ment, social cognitive abilities being also associated). Negative symptoms were 
also involved in functional remission and recovery and should represent a thera-
peutic target [38–40].

Other studies underline the impact of depressive symptoms that interfere with 
the chances to get functional remission [41, 42]. Low mood is also a strong pre-
dictor of low quality of life and suicidality [38]. Therefore, clinicians should pay 
attention to affective symptoms of patients, and privilege antipsychotics with 
efficiency on these symptoms. Depression occurring in a patient with schizo-
phrenia should be treated by using an antipsychotic with antidepressant activity, 
or, after having addressed positive symptoms, by adding an antidepressant 
agent [38].

–– On cognitive functioning
Cognitive functioning is considered as the most predictive factor of functional 

outcome in terms of social, occupational, and living status, medication adher-
ence and ability to self-manage medication as well as relapse prevention [43, 44]. 
Impairments are not correlated to positive symptoms or negative symptoms, sug-
gesting different underlying physiopathological pathways which can constitute a 
therapeutical target per se [43–46]. Past studies have demonstrated that the thera-
peutic effects of conventional antipsychotics are limited to positive symptoms of 
the illness, and that they have substantially less impact on cognitive impairments, 
whereas atypical antipsychotics may improve cognitive deficits [45], although 
the cognitive profiles of different compounds are not clearly defined. FGAs are 
generally associated with deficits in working memory, processing speed, and 
motor skills, perhaps due to a higher affinity for the dopamine D2 receptor, or 
because anticholinergics are often used in combination with these drugs. A high 
affinity for the cholinergic and the histaminergic receptors is also seen in low-
potency FGAs, with antagonistic cholinergic effects being correlated with 
decreases in attention, memory, and executive functions. It has been demon-
strated that anticholinergic burden has a negative impact on the outcomes of 
psychosocial treatment. This negative effect would be mediated through impaired 
cognitive capacity [47], even if not systematically confirmed [48].

Second-generation antipsychotics (SGAs) receptor profiles are more diverse, 
and the group is more heterogeneous than FGAs. Atypical antipsychotics could 
potentially have an impact on cognitive functions through different paths. First, 
they have a differential action on gene expression in brain. Antipsychotics induce 
gene expression in many brain areas and improve neuroplasticity [49]. Atypical 
antipsychotics have a different regional expression profile and intensity of C-FOS 
compared to conventional antipsychotic drugs, in particular in brain areas such 
as the prefrontal cortex [49–51]. Neurophysiological compounds may also be 
impacted by the use of antipsychotics. The P50 is an early component of auditory-
evoked potentials and a measure of sensory gating deficits. The P50 ratio reflects 
a neurophysiological substrate associated mostly with executive functioning 
[52]. Subjects with schizophrenia (and some of their first-degree relatives) pres-
ent deficits in sensory gating, with P50 ratios being generally greater than 50%. 
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Treatment with typical neuroleptics does not reverse this deficit. However, previ-
ous studies have shown that treatment with clozapine, an atypical neuroleptic, 
ameliorates this deficit in clinically responsive patients. P50-evoked potential 
recordings were obtained from 132 patients with schizophrenia and 177 healthy 
comparison subjects. Eighty-eight patients were being treated with atypical neu-
roleptics (clozapine, olanzapine, risperidone, and quetiapine). Thirty-four 
patients were taking typical neuroleptics, and ten were unmedicated. Improvement 
in P50 gating appears to be the greatest in patients treated with clozapine [53].

The use of cognitive tests can also shed light on the differential impact of vari-
ous medications. Findings suggest that neurocognition affects social cognition 
and that poorer social cognition leads to social discomfort at work, which in turn 
leads to poorer rehabilitation outcomes [54]. There is a scarcity of data concern-
ing the impact of medications on social cognition (emotion recognition, theory 
of mind, attribution style, social perception), and at the time of writing it is not 
possible to draw any conclusions on the impact of current medication (antipsy-
chotics) or other recent treatment (e.g., oxytocin) [55, 56]. However, among the 
social cognitive functions, the theory of mind (ToM), the ability to infer the men-
tal states of others, shows the strongest link with everyday functioning in schizo-
phrenia [57], and is a mediator between neurocognition and functioning. ToM is 
thus an important treatment target to promote functional recovery. A recent meta-
analysis suggests that a deficit in any neurocognitive function could be associ-
ated with a negative impact on ToM performance [58].

Two meta-analyses converge toward a superiority of SGA against FGA when 
considering global cognition [59, 60], while a more recent one only detected 
trends when considering cognitive subtests [61]. An early study showed that 
treatment with risperidone appears to exert a more favorable effect on verbal 
working memory than treatment with a conventional neuroleptic (haloperidol) 
[62]. This beneficial effect appeared to be partially mediated by the antagonism 
of the 5-HT2A receptor. Verbal working memory is a component of theoretical 
interest because of its link to prefrontal activity and, of practical interest, because 
of its link to psychosocial rehabilitation toward recovery. Verbal memory also 
predicted functional recovery in two recent naturalistic studies on FEP patients 
[48, 63], and was also the mediator of the negative effect of dopaminergic recep-
tor blockade burden on functioning [48]. In the latter study, the 2-year dopami-
nergic receptor blockade burden of antipsychotic drugs significantly correlated 
to a poorer psychosocial functioning, in contrast to O’Reilly et al. [47]. Recent 
studies all support the idea of maintaining low doses in the early stages of the 
disease in terms of the benefit-to-risk ratio [48].

More specifically, partial agonists could represent a more valuable option to 
improve cognition than other SGAs [64]. A recent study demonstrated a relation-
ship between the D2/3 receptor occupancy by aripiprazole and working-memory 
performance in patients with schizophrenia [65], which suggest the same cogni-
tive profile for other partial agonists [66]. RCTs and prospective studies are defi-
nitely warranted to conclude on the potential superiority of partial agonists over 
other atypical antipsychotics in preserving and improving cognitive functions.
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9.2.2	 �The Problem of Adherence

Despite new antipsychotics’ discovery in the past decades, the proportion of 
patients who achieve remission is still low. Moreover, the average time to obtain 
remission increases with the number of successive episodes [67]. Non-adherence is 
common in schizophrenia whereas adherence is a paramount key to symptomatic 
and functional recovery [68], as increasing rate of relapses prevents recovery [69]. 
Discontinuation rates are ranging from 44% within 1 year after first episode [70] 
to as high as 74% over longer periods [71, 72]. Afterward, relapse rates are high 
following cessation of oral antipsychotics or partial adherence [73]. The lack of 
treatment adherence increased healthcare costs and is responsible of considerable 
disease exacerbation [74].

On the one hand, one way to increase adherence when observance is an issue is 
to propose long-acting antipsychotics.

9.2.2.1	 �The Impact of Side Effects on Adherence and Well-Being
On the other hand, another evident way to increase adherence is to diminish the 
impact of side effects on well-being. Antipsychotics are responsible for many 
side effects with different impact on patients’ well-being. These side effects are 
correlated with adherence levels. Around 80% of patients will relapse within the 
first 5  years of onset, partly due to medication discontinuation. When patients 
are asked what impairs their quality of life the most, they rank the following 
side effects from most to least impairing: weight gain, somnolence or insom-
nia, concentration difficulties, memory loss, and disordered thoughts [75]. The 
potential for these side effects should be kept in mind when choosing medication, 
especially early in the illness, and clinicians should always employ a “first do not 
harm” approach [38]. Knowing that relapses are correlated with persistent cogni-
tive deficits and severe impairment of social functioning [76], diminishing side 
effects is an objective per se.

A study reported the impact of each side effect on complete adherence in a 
sample of 876 schizophrenia patients, of whom 86.2% reported a side effect [77]. 
Participants who reported complete adherence were approximately half as likely 
to report a hospitalization for mental health reasons or other reasons, compared 
with participants reporting poor adherence. Specific side effects were found to be 
associated with reduced adherence; EPS or agitation reduced adherence by approxi-
mately 43%. Weight gain and metabolic side effects reduced adherence by 36%. 
Prolactin elevation and endocrine dysfunction reduced adherence by 31%. Sexual 
side effects also reduced adherence by 31%. Sexuality is an important dimension 
and can impact quality of life and patient’s defined recovery. A recent review has 
highlighted the neurobiology of schizophrenia in the context of the understanding 
of sexuality functioning [78]. Data are scarce but converge toward the preferential 
use of atypical antipsychotics as first-line treatments, both in drug naive patients and 
in patients under FGAs. This sexual side effect is largely underpinned by hyperp-
rolactinemia, which can cause long-term complications (e.g., osteoporosis, cardio-
vascular diseases) [79] impacting patient well-being. Finally, sedation and cognitive 
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impairment reduced adherence by 30%, and gastrointestinal side effects by 21%. 
Sedation also interferes with cognition, social and vocational functioning [80].

In a sample of 1825 patients diagnosed with a psychotic disorder, 77% reported 
medication side effects, 61% reported impairment in their daily life as a result of 
medication side effects, and 30% reported moderate or severe impairment in their 
daily life as a result of medication side effects [81].

Side effects affect quality of life through small shifts in functional status and, 
if not addressed early, can cause long-term subjective distress and contribute to 
chronic health complications [82, 83]. When considering international guide-
lines, APA guidelines recommend choosing a medication that offers good clini-
cal response without intolerable side effects, while NICE guidelines recommend 
regular monitoring of side effects based on the side-effect profile of the prescribed 
antipsychotic [84, 85]. Patients who experience serious side effects may decide that 
the adverse effects outweigh the benefits of medication.

9.2.2.2	 �Using Different Pharmacological Approaches to Diminish 
Side Effects

The best-known mechanism for antipsychotics is the D2 receptor blockade. Howes 
and colleagues reviewed the evidence for the major implication of dopamine in the 
emergence of schizophrenia [86, 87]. They proposed a “dopamine hypothesis” with 
a framework that links risk factors, including pregnancy and obstetric complications, 
stress and trauma, drug use, and genetic vulnerability, to increased presynaptic striatal 
dopaminergic function. It explains how a complex array of pathological conditions 
may converge neurochemically to cause psychosis through aberrant salience and lead 
to the occurrence of schizophrenia. However, it is important to remember that second-
generation antipsychotics, and particularly partial agonists, also bind a range of other 
receptors, contributing to their efficacy [66]. Conversely, the blockade of such recep-
tors can also lead to specific side effects. Determining the optimal level of intrinsic 
activity at the receptor is crucial to avoid an activity close to agonism (potential lack 
of efficacy, side effects such as nausea, vomiting, insomnia, and motor effects) or, 
on the contrary, closer to antagonism (and potential increased risk of extrapyrami-
dal symptoms and raised prolactin levels) [88]. Few studies explore if using atypical 
antipsychotics increases adherence. Significantly greater adherence to atypical anti-
psychotics at 6 months was observed compared with conventional antipsychotics, but 
difference at the end of 1 year is not significant [89].

9.2.2.3	 �Using Long-Acting Injectable Antipsychotics to Enhance 
the Potential for Recovery

Tiihonen et al. [35] have demonstrated in a large nationwide cohort that the use of 
LAI antipsychotics in the early stages of schizophrenia was associated with a sig-
nificantly lower risk of rehospitalization than use of oral formulations of the same 
compounds. It is not surprising when adherence with oral antipsychotics would be 
around 70% according a meta-analysis computing data from Electronic Adherence 
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Monitoring, lower than the 80% threshold used widely to define satisfactory adher-
ence [90].

In a more recent cohort study, the authors showed that long-acting injectable 
antipsychotic medications (along with clozapine) were the pharmacologic treat-
ments with the highest rates of prevention of relapse in schizophrenia (all stages 
included). The risk of rehospitalization was about 20–30% lower during long-acting 
injectable treatments compared with equivalent oral formulations [91].

In a naturalistic study following 13,087 subjects with schizophrenia, in the 1 year 
following discharge, patients in the LAIs group had a significantly lower rehospi-
talization rate and a significantly lengthened time to rehospitalization than those in 
the oral antipsychotics group. Rehospitalization rate and time to rehospitalization 
were not significantly different in patients receiving FGA-LAIs or SGA-LAIs. A 
significantly higher percentage of patients treated with FGA-LAIs received anticho-
linergic agents than those treated with SGA-LAIs [92].

There would be no relevant difference when comparing LAI between them (for 
the review of recent RCT, see Peters et al. [93]).

When focusing on recovery, in a recent meta-analysis of 26 RCT, long-acting 
injectable atypical antipsychotics were beneficial for recovery of psychosocial 
function in comparison with placebo [94]. The magnitude of superiority over oral 
antipsychotic treatment was small but psychosocial function was not included as 
primary outcome a priori. Severe psychopathology (including cognitive impair-
ment) at baseline predicted poor psychosocial function and suggest that clinicians 
may stratify patients who may benefit from more intensive psychosocial therapies 
in adjunction to pharmacological treatment.

9.2.3	 �Using Antipsychotic Polypharmacy to Diminish the Risk 
of Hospitalization

Against current guidelines, the use of antipsychotic polypharmacy may represent a 
valuable option to decrease the risk of hospitalization and improve recovery. The 
use of antipsychotic polypharmacy raises concern due to the lack of evidence for its 
efficacy and safety. This question has been addressed in a large observational study 
using within-individual analyses, in a nationwide cohort including all patients with 
schizophrenia [95]. Patients had the lowest risk of psychiatric or all-cause hospital-
ization (i.e., relapses) when they received combination therapy with clozapine plus 
aripiprazole, which was significantly superior to clozapine, which was the mono-
therapy associated with the best outcomes. The authors suggest that rational anti-
psychotic polypharmacy seems to be feasible by using two particular antipsychotics 
with different types of receptor profiles, and that antipsychotic polypharmacy may 
be superior to monotherapy for maintenance treatment (which has not been exam-
ined with RCTs).
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9.2.4	 �Shared Decision-Making to Improve Adherence 
and Empowerment

In recent years, clinical decision-making has evolved toward a more patient-inclusive 
approach and the concept of empowerment. Shared decision-making (SDM) could 
improve adherence, self-efficacy, and empowerment for patients, leading to a virtu-
ous circle toward recovery [96]. It is also an increasingly ethical imperative that 
may reinforce therapeutic alliance, treatment satisfaction, and adherence. More than 
half of the patients who use mental health services say they are not involved in deci-
sions about their treatment [97]. Using patient-reported adverse effect reporting is 
one way to improve adherence and minimize adverse effects via more appropriate 
medication selection and adjustment [98]. SDM also requires a specific training for 
clinicians, based on motivational approaches, and is rarely implemented in mental 
health settings whereas a recent study showed encouraging results in an acute psy-
chiatric ward [99]. However, in this study, the effects of the intervention diminished 
after discharge, probably because the psychiatrists were not trained in the SDM. In a 
meta-analysis of 11 RCT, the implementation of SDM appeared to have small ben-
eficial effects on indices of treatment-related empowerment [97]. Involving patients 
in the choice of therapy is not sufficient to increase pharmacological adherence if, 
at the same time, there is no constant work of comparison and communication with 
the reference psychiatric team. SDM can be particularly effective for LAI prescrip-
tion, since patient can have prejudices and unjustified fears related to the LAI for-
mulation, which the doctor must help resolving. Recommendations and positional 
statements in proposing LAI antipsychotics using SDM style have been proposed 
in Fiorillo et al. [96].

9.2.5	 �Recent Pharmacological Advances

9.2.5.1	 �Partial Agonists at the D2 Receptor

–– Pharmacology
As previously mentioned, clinicians should prefer an antipsychotic with anti-

depressant activity when confronted to a depressive dimension in patients (that 
interfere with the chance to achieve recovery). There are several mechanisms 
that might, at least in part, explain antidepressant efficacy of SGAs: blockade of 
neurotransmitter receptors other than dopamine, blockade of monoamine trans-
porters, effects on sleep, decrease in cortisol levels, and increase in neurotrophic 
growth factors [100].

However, many side effects reported with SGAs could lead to diminished 
treatment adhesion and also inhibit the clinician from prescribing such treatment 
[101]. D2 partial agonism became a new approach, stabilizing dopamine function 
while mitigating side effects [66]. Aripiprazole was the first D2 partial agonist to 
be approved for the treatment of schizophrenia and as an augmenting agent in 
major depression. However, some side effects (such as activation, agitation, and 
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akathisia) have been ascribed to its high level of intrinsic activity at the D2 
receptor [102]. This led to the development of other molecules such as brexpip-
razole and cariprazine.

Concerning pharmacologic properties, aripiprazole, brexpiprazole, and carip-
razine all exhibit D2 receptor partial agonism, but each displays a distinct recep-
tor profile. Aripiprazole preferentially binds to D2 receptors over D3 receptors 
[103]. Cariprazine has an approximately tenfold higher affinity for human D3 
compared with human D2 (S or L) receptors [104]. Brexpiprazole, a serotonin-
dopamine activity modulator, is a partial agonist at 5-HT1A and dopamine D2 
receptors and antagonist at 5-HT2A and noradrenaline α1B and α2C receptors, all at 
similar potency. Brexpiprazole shows a lower intrinsic activity at the D2 receptor 
compared with aripiprazole, and a greater affinity at the 5-HT2A receptor com-
pared with aripiprazole [105]. These properties would result in less akathisia and 
extrapyramidal symptoms. Finally, brexpiprazole and cariprazine bind less 
strongly to H1 receptors than aripiprazole, suggesting a lower antihistaminic 
activity resulting in less sedation, somnolence, and weight gain.

Finally, several properties of aripiprazole are probably not yet known for 
brexpiprazole and cariprazine: possible absence of long-term dopamine-related 
neurochemical adaptations (involving a lack of dopamine super sensitivity and 
treatment resistance) and specific changes of the neuronal transcriptome in rele-
vant biological functions (for review, see de Bartolomeis et al. [106]).

–– Summary of the efficacy and efficiency of D2 partial agonists on functional 
outcomes

Using the various scales briefly presented in the first part of this chapter, some 
longitudinal studies have addressed the impact of pharmacological strategies 
using D2 partial agonists on functional outcomes (for more information on side 
effects, efficacy, and other outcomes please refer to Mallet et al. [66]). The PSP 
mean score increased over 12 weeks of treatment with oral aripiprazole, and this 
effect was maintained over an additional 38 weeks with the same oral antipsy-
chotic [107]. A 26 weeks, double-blind study compared the PSP mean score with 
cariprazine (n = 227) vs risperidone (n = 227) and found better improvement 
with cariprazine (P < 0.001 at week 26) [108]. Another long-term study (20 weeks 
open-label, 26–72  weeks double-blind) compared cariprazine with placebo 
[109]. PSP total score improved during open-label cariprazine treatment. 
Subsequent double-blind cariprazine treatment exhibited no PSP score change 
(mean change: 0.0), whereas patients switched to placebo showed worsening 
(mean change: −7.2).

Studies concerning brexpiprazole also demonstrate encouraging results con-
cerning short- and long-term functioning. The pooled results of two short-term 
studies showed better improvement at week 6 in PSP total score with brexpipra-
zole 2 mg (n = 343) and 4 mg (n = 342) vs placebo (n = 333) (P < 0.01 and 
P < 0.001, respectively) [110]. The long-term efficacy of brexpiprazole has been 
tested in two recent studies. The first evaluated mean change from baseline in 
GAF score with brexpiprazole 1–4 mg (n = 95) vs placebo (n = 102) [111]. In 
this double-blind maintenance phase, patients with brexpiprazole showed an 
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increasing functioning score, whereas patients with placebo showed worsening 
from week 12 to week 52 (P < 0.001). The other study was an open-label design 
in 1015 patients with PSP score as a secondary outcome. Patients with brexpip-
razole (n = 410) at week 52 showed a mean improvement in PSP score of 7.7 
points over the course of treatment to a total of 68.3 points. This is above the 
threshold for potentially clinically meaningful response in stabilized patients 
with schizophrenia (an increase of four to seven points) and close to functional 
remission (a total score of 70 points) [112].

Further studies are needed to more directly attribute the benefit of partial ago-
nists on functioning.

9.2.5.2	 �Anti-inflammatory Strategies
Some subgroups of patients with schizophrenia have been associated with immune 
dysregulations and could lead to a stratification model that better reflects the indi-
vidual’s immune state [113]. These subgroups are based on the following relatively 
easy to determine clinical entry points: genetic liability to immune dysregulation, 
childhood maltreatment, metabolic syndrome, cognitive dysfunction, negative 
symptoms, and treatment resistance. For patients presenting cognitive dysfunction 
and/or negative symptoms, immune biomarkers seem relevant as treatment targets. 
Indeed, these two domains are relatively resistant to common antipsychotic strate-
gies. Add-on strategies with minocycline or N-acetyl cysteine showed mixed results 
on cognition [113]. On the contrary, two recent meta-analysis of RCT showed 
positive results on negative symptoms with various agents: minocycline, N-acetyl-
cysteine, and estrogens [113, 114]. Knowing that anti-inflammatory drugs also have 
an action on depressive dimension, particularly on anhedonia, their use could be 
useful in a recovery-oriented strategy. Indeed anhedonia is one of the strongest pre-
dictors of poor psychosocial functioning in depressive disorder [115] and, even if 
it has been poorly investigated in schizophrenia, it is at least related to quality of 
life [116]. Using specific anti-inflammatory agents may represent an important step 
toward personalized treatment, as they may be efficient on depression dimensions, 
cognitive dysfunctions and negative symptoms, three aspects of schizophrenia that 
interfere with the recovery process [9, 38, 39, 46].

9.2.5.3	 �Other Promising Pharmacological Agents
Recent encouraging data suggest potential efficacy for a variety of new agents for 
the treatment of total symptoms and/or specific symptom domains. There are cur-
rently no data on functional outcomes, but new pharmacological targets seem prom-
ising. Mechanisms of action under investigation were recently reviewed in Correll 
[117] and include dopamine D3 antagonism/serotonin 5-HT1A partial agonism; 
combined dopamine, serotonin, and glutamate modulation; phosphodiesterase 10A 
inhibition; trace amine-associated receptor-1 (TAAR1) agonism plus 5-HT1A ago-
nism; 5-HT2A inverse agonism; sigma-2/5-HT2A antagonism; D-amino acid oxi-
dase (DAAO) inhibition; glycine transporter-1 inhibition; vesicular monoamine 
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transporter-2 antagonism; mu opioid antagonism added to olanzapine; and novel 
long-acting injectable antipsychotic formulations.

Other strategies could be useful to target specific domains involved in function-
ing. Among them cannabidiol and intranasal oxytocin have been the focus of recent 
studies. Cannabidiol (CBD) is a constituent of the Cannabis plant and, oversimpli-
fying, may have opposite effects to THC, the primary psychoactive component of 
cannabis (which is a risk factor for schizophrenia, at least in vulnerable individuals 
[118, 119]). The pharmacological profile of CBD is very different and still under 
investigation. CBD has drawn increased attention of public health services and 
researchers as a potential treatment, existing data suggesting that it is safe, well tol-
erated, and with few adverse effects [120]. However, to date there is no evidence to 
conclude that CBD can improve cognition or functioning in schizophrenia patients 
(for a review of recent trials or observational studies, see Ghabrash et al. [121]).

Regarding intranasal oxytocin, findings have been inconsistent. A recent meta-
analysis of double-blind RCTs examined the efficacy and tolerability of adjunctive 
intranasal oxytocin in the treatment of schizophrenia but focused on psychotic 
symptoms [122]. Although the meta-analysis in general did not show signifi-
cant symptomatic improvement, high doses appeared to be efficacious and safe 
in improving total psychopathology and positive symptom scores. Based on cur-
rent literature, the authors postulate that the improvement of positive symptoms 
may be partly attributed to the effects of oxytocin on decreasing paranoid ideation 
and fear, enhancing social interaction. Oxytocin could also significantly increase 
facial expressivity [123] and improve cognitive function (results of a small study 
by Ota et al. [124]). Further studies using objective outcome measures and proper 
designs are warranted to determine if oxytocin can improve functional impairment 
in schizophrenia.

9.3	 �Conclusion

Objectives of psychiatrists have moved from “immediate response of acute symp-
toms” to “stable recovery of functioning.” Much more is expected (also by patients, 
carers, and relatives) than symptoms reduction, but defining relevant outcomes is a 
largely more complex task. In addition to providing the best possible clinical assess-
ment and pharmacological treatment, psychiatrists could function as an effective 
leader of a treatment team, ideally in a coordinated specialty framework. Measuring 
progress on multiple effectiveness domains will help to evaluate the effectiveness 
of providing optimal individualized treatment. Changing treatment aims also has 
advantages: increase psychiatrists’ duties, getting closer to political and patient’s 
request and focus on new aspects of the disorder. Recovery means optimizing indi-
vidual outcomes. Recent advances on pharmacotherapy that targets cognitive func-
tions (including social component) and negative symptoms are promising, among 
them second-generation antipsychotics. Increasing adherence through diminishing 
side effect and preferring long-acting medications, using shared decision-making, 
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can be helpful. Novel agents are needed to better address the multidimensional syn-
drome of schizophrenia.

In combination with pharmacotherapy, psychosocial interventions that target 
cognition, family environment, social skills, and vocational rehabilitation are likely 
to have the best outcome.
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10Predictors of Clinical Recovery in Bipolar 
Disorders

Giovanna Fico, Gerard Anmella, Andrea Murru, 
and Eduard Vieta

10.1	 �Introduction

Bipolar disorder is a clinical syndrome characterized by recurring acute mood 
episodes of depression, alternated with mania and/or hypomania alternating with 
depressive episodes with a prevalence in the general population of 2% [1]. The 
Diagnostic and Statistical Manual of Mental Disorders, fifth edition (DSM-5) [2], 
includes the category ‘bipolar and related disorders’, which encompasses bipolar I, 
bipolar II, and cyclothymic disorders [2]. Bipolar disorder is considered the second 
leading cause of disability-adjusted life-years in the WHO European Region [3], 
mainly because of its early onset and chronicity across the lifespan [4].

When untreated, bipolar disorders are characterized by recurrence rates of 
50–90% and progressive increases in the frequency and severity of affective epi-
sodes [1]. It is estimated that more than 90% of individuals who experience a manic 
episode will have subsequent episodes [5].

Affective relapses have been linked to chronic disability and poorer-than-
premorbid functioning, in many cases with a progressive deteriorating course [6]. 
Hence, for a long time, the primary clinical goal in the management of bipolar disor-
ders was to treat affective acute episodes and avoid re-hospitalizations. As a result, 
treatment typically focused on symptom reduction and relapse prevention, without 
considering further problems. Later on, the presence of neurocognitive impairment 
during phases of euthymia came to light [7, 8], along with cognitive deficiencies 
during subsyndromal depressive phases [9]. These deficiencies showed a great 
impact on functioning, which includes other fundamental issues such as living 
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environment, relationships, work, and education [10]. Previous studies showed that 
the majority of patients achieve symptomatic recovery but less than half achieve 
functional recovery within 24 months of a first manic/mixed episode [11].

Currently, given the fact that bipolar disorder can have an impact on everyday life 
activities, work productivity, interpersonal relationships, and quality of life [12–14], 
treating bipolar disorders implies a more comprehensive and integrative approach 
to control acute episodes and prevent relapses, as well as improving inter-episodic 
residual symptoms, in order to improve global functioning [15]. Thus, in the last 
decade, the treatment target in clinical and research settings has focused not only on 
clinical remission, but also on functional recovery and, more recently, in personal 
recovery, by also integrating patients’ well-being and quality of life [15].

In this respect, the conceptualization of recovery as a new medical model for 
psychiatry came forward [16], including symptomatic recovery (resolution of 
symptoms), also called remission, and functional recovery, the ability to return to 
an adequate level of functioning [16].

This chapter will review the definition of recovery, correlates and predictors of 
recovery, both symptomatic and functional, in bipolar disorder. In addition, we will 
briefly discuss the latest strategies to promote full functional recovery in patients 
with bipolar disorders, which is equivalent to resuming the life quality and ability 
that they had before the onset of illness.

10.2	 �Remission in Bipolar Disorders

10.2.1	 �Definition of Remission

The Diagnostic and Statistical Manual of Mental Disorders, 4th edition (DSM 
IV-TR) defined full remission as the absence of significant signs and symptoms 
of bipolar disorder for at least 2 months and partial remission as the persistence of 
some signs or symptoms in a patient who previously fulfilled all criteria for bipolar 
disorder [17].

In research, operationalized criteria for remission have been defined based on 
expert clinical consensus. For manic episodes, remission is defined as an endpoint 
scores of ≤16 on the Young Mania Rating Scale (YMRS) [18]. For bipolar depres-
sion, remission is defined as scores of ≤7 on the Hamilton Depression rating Scale 
(HAM-D), or ≤8 on the Montgomery-Åsberg Depression Rating Scale (MADRS) 
[18]. It should be underlined that conventional scales measure remission only from 
a specific affective pole. Hereby, a reduction of symptoms of depression or mania/
hypomania might be viewed as a trend towards remission, while it may be related to 
a shift towards the opposite affective pole.

In this respect, previous evidence proposed the CGI-BP [19], a non-symptom-
based instrument providing global measures of disease severity and improvement, 
as better candidate than symptom-based scales to capture clinical remission [20]. In 
particular, a score of 1 on its severity scale (CGI-S) has been used to indicate clini-
cal remission [21].
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Moreover, there is an intrinsic complexity in defining remission for bipolar dis-
order due to its pleomorphic clinical presentation, its frequent comorbidity with 
other psychiatric or medical disorders, and its functional impairment across multiple 
domains. When comorbidities are present, they increase the burden of illness and 
worsen the prognosis of bipolar disorder, preventing remission and overall recovery.

10.2.2	 �Treatment Strategies for Remission

Over the past decades the expanding pharmacopoeia and the development of psy-
chosocial treatment strategies for bipolar disorder have provided clinicians with a 
large spectrum of opportunities to treat bipolar disorders.

There are a variety of pharmacological options available for management of acute 
affective episodes and preventing relapses, with polypharmacy being increasingly 
used [22]. Despite the variety of pharmacological and additional psychological ther-
apies available to alleviate symptoms, only 62.1% of patients with bipolar disorder 
achieve symptomatic recovery within 1 year after the first episode of mania [23].

Several factors may influence the selection of a specific treatment in bipolar 
disorder, including patients’ preference, medical or psychiatric comorbidities, spe-
cific key symptoms, such as thoughts of death, feelings of worthlessness, and/or 
aggressiveness [24], and previous response to treatments. During an acute affective 
episode, besides choosing the best treatment option among pharmacological and 
non-pharmacological ones, it is mandatory to evaluate the risk of suicide or aggres-
sive behaviours, both self and hetero-directed.

Despite the remarkable increase in treatments for bipolar disorder, some patients 
still show inadequate response in acute manic or depressive episodes or in long-term 
preventive maintenance treatment. The definition itself of treatment-resistant bipolar 
disorder is still on debate, with no consensual definitions in the literature [25]. In some 
studies, treatment resistance in acute affective episodes is considered as the failure to 
respond to a specified number of treatments that are generally considered effective, 
while treatment resistance in maintenance treatment is typically defined as continued 
cycling despite adequate trials of previously demonstrated effective treatments [25]. A 
recent evidence-based expert panel defined treatment-resistant bipolar depression as 
the failure to reach sustained symptomatic remission for 8 consecutive weeks after two 
different treatment trials, at adequate therapeutic doses, with at least two recommended 
monotherapy treatments or at least one monotherapy treatment and another combina-
tion treatment [26]. Additionally, multi-therapy-resistant bipolar depression included 
to the previous definitions, the failure of at least one trial with an antidepressant, a 
psychological treatment and a course of electroconvulsive therapy [26]. Treatment-
resistant patients show a clinical course that is characterized by frequent relapses and 
residual symptoms, causing significant disability and functional impairment [27].

Several evidence-based clinical guidelines for treating bipolar disorder [22, 28], 
including treatment-resistant bipolar disorder [29], provide detailed strategies for 
treating acute affective episodes of different polarities, and for maintenance treat-
ment, as exposed below.
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10.2.2.1	 �Acute Mania
Antipsychotic agents or mood stabilizers are the mainstream treatment for acute 
mania and hypomania [22]. Non-pharmacological strategies, such as electroconvul-
sive therapy, may also be used for patients with treatment-resistant or severe mania 
[30]. Treatment options for acute mania include lithium, valproate, others mood sta-
bilizers, and atypical antipsychotics [31]. To date, there is no clear evidence that any 
of these categories of treatments is superior compared with the others. A network 
meta-analysis has shown that risperidone was more effective than aripiprazole and 
more effective than valproate in acute mania [32]. For patients with acute mania, if 
there is no response to a medication after 1–2 weeks, a different medication may be 
considered. When choosing between mono- or polytherapy, it should be noted that 
the best evidence comes from placebo-controlled trials in which patients’ condi-
tion is milder than in clinical practice. Therefore, several considerations should be 
made for this clinical decision, such as the patient’s previous history of response to 
treatment, the rapidity of response needed (polytherapy usually works faster), the 
severity of mania (better response rates with polytherapy), tolerability history (usu-
ally worse with polytherapy), the patient’s preferences, and the long-term adherence 
(worse with polytherapy) [30]. The combination of an antipsychotic agent and a 
mood stabilizer, especially for severe mania, appears to be more efficacious than 
either medication alone.

Electroconvulsive therapy, as monotherapy or as an adjunctive treatment, has 
been reported to be effective for patients with treatment-resistant mania, aggressive 
behaviour or psychotic symptoms [33].

Although there is no clear consensus on the use of benzodiazepines in acute 
mania, they are usually prescribed to treat residual symptoms (e.g., anxiety, agita-
tion, and insomnia). The long-term use of benzodiazepines is generally discouraged 
and is associated with several tolerability and safety concerns [34].

In sum, a personalized treatment is needed for acute mania, according to the 
different clinical presentations and clinical scenarios within the manic episode, and 
considering a long-term view with the objective of not only a symptomatic but also 
functional recovery. After remission from acute mania. Psychotherapy may be hard 
to provide during manic episodes; indeed, evidence has shown that psychosocial 
interventions have better outcomes when used after remission from acute mania, as 
well as psychoeducation strategies to ensure adherence to treatment [35].

10.2.2.2	 �Acute Bipolar Depression
Patients with bipolar disorder will spend at least half their lives with some degree of 
depressive symptomatology [36], with 20 years of follow-up studies showing a 3:1 
predominance of depressive over (hypo)manic symptoms in bipolar disorder type 
I [37]. Although depressive episodes dominate the course of bipolar disorder, few 
studies have focused on the treatment of depression, with a little number of drugs 
currently approved by the FDA for the management of acute bipolar depressive 
episodes.

For this reason, other treatments, usually in combination (olanzapine with fluox-
etine, lithium with lamotrigine, quetiapine with lamotrigine), are often used off 
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label in clinical practice. Among the drugs approved by FDA for bipolar depression, 
lurasidone was effective in a randomized controlled in patients from 10 to 17 years 
of age [38].

In a meta-analysis, cariprazine was effective as monotherapy for the treat-
ment of acute episodes of bipolar depression [39]. Furthermore, recent evidence 
suggests possible, mild efficacy of dopamine-agonists [40] and non-steroidal 
anti-inflammatory drugs [41], and ketamine [42, 43] for the treatment of bipolar 
depression.

Conventional unimodal antidepressant medications have been limited in situa-
tions in which patients are nonresponsive to and/or intolerant of previous medica-
tions. This positioning reflects the concern that antidepressants may carry a higher 
risk of switches to the opposite polarity or acceleration of the cycling between them 
[44]. Thus, antidepressants are generally avoided in patients with bipolar disorder, 
especially type I, but they may be prescribed in addition to mood stabilizers [45]. 
Electroconvulsive therapy has proven effective for patients with treatment-resis-
tant bipolar depression [46]. Among non-pharmacological treatments, evidence 
shows utility of using adjuvant psychotherapeutic approaches, such as psychoedu-
cation, cognitive behavioural therapy (CBT), family-focused therapy, dialectical 
behavioural therapy, and mindfulness-based CBT [47]. Also, physical activity has 
been addressed as a possible beneficial factor for patients with bipolar depression 
even if evidence is still scarce [48]. Although, research on bipolar depression has 
increased over the last decade, its treatment and management is still an unmet need. 
Future studies will need to establish treatment efficacy in bipolar depression, to 
help develop personalized predictors or biomarkers of response, to finally optimize 
interventions for bipolar depression.

10.2.2.3	 �Mixed States
Mixed affective states in bipolar disorder are defined by co-occurrence of manic and 
depressive symptoms. While in DSM-IV-TR it was possible to diagnose a mixed 
episode if a patient presented with symptoms of depressive and manic/hypomanic 
episodes simultaneously, in DSM-5, instead, a ‘mixed feature’ specifier can be 
added to manic/hypomanic episodes or depressive episode in bipolar disorder, when 
at least three depressive symptoms are present in a manic episode or at least three 
manic symptoms occur during a depressive episode [49].

Mixed affective states are associated with a more severe course of illness, higher 
rates of suicide, more psychiatric comorbidities, such as personality disorders, and 
a greater risk of presenting with rapid cycling [50].

Even though more specific clinical definitions of mixed affective states have been 
developed, no drug treatment has been approved for their management. Recently, 
several guidelines were published: the World Federation of Societies of Biological 
Psychiatry (WFSBP) guidelines for the acute and long-term treatment of mixed 
episodes in bipolar disorder [51] and guidelines for recognition and treatment of 
mixed depression [52].

The vast majority of clinical trials have investigated the efficacy of atypical anti-
psychotics in monotherapy or in combination with mood stabilizers in manic and 
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mixed bipolar patients, without reaching a clear consensus. Despite their heteroge-
neity, all guidelines agreed in interrupting an antidepressant monotherapy or adding 
mood-stabilizing medications. Indeed, evidence showed that antidepressant treat-
ment in monotherapy may worsen mixed affective states [53].

A recent systematic review providing a critical synthesis and a comprehensive 
overview of guidelines on the treatment of mixed affective states showed that olan-
zapine seemed to have the best evidence for acute mixed hypo/manic/depressive 
states and maintenance treatment. Furthermore, in the same study it is reported 
that aripiprazole and paliperidone were possible alternatives for acute hypo/manic 
mixed states, while lurasidone and ziprasidone were useful in acute mixed depres-
sion. Valproic acid was recommended for the prevention of new mixed episodes, 
while clozapine and electroconvulsive therapy seemed to be effective in refractory 
mixed episodes [54, 55].

To date, there is no study in which the effect of psychotherapy specifically on 
mixed states has been investigated.

10.3	 �From Symptomatic to Functional Recovery

10.3.1	 �Maintenance Treatment of Bipolar Disorder

The maintenance treatment of bipolar disorder represents a major clinical challenge. 
Ideally, when the treatment of an acute affective episode is effective, the patient 
experiences symptomatic remission. Unfortunately, the intermediate and long-term 
prognosis of patients with bipolar disorder remains rather disappointing, being 
characterized by lifelong recurrent episodes and residual intra-episodic symptom-
atology, with almost half of patients experiencing a recurrence within 2 years and 
70–90% within 5 years, while the lifetime recurrence rate is 95% [56–58]. Indeed, 
results from the Systematic Treatment Enhancement Program for Bipolar Disorder 
(STEP-BD), which combined psychosocial interventions with pharmacotherapy, 
indicated that about half of the patients with bipolar disorder who recovered from 
an index episode experienced a recurrence within 18 months of prospective follow-
up [59]. Patients who do not achieve mood stabilization experience more frequent 
treatment changes, consult more frequently to emergencies units, and present sig-
nificantly increased risks of life-threatening events as suicide attempts, as well as 
unwanted legal and interpersonal consequences such as hetero-aggressive acts [60].

The aims of maintenance treatment in bipolar disorders are preventing relapses, 
reducing subsyndromal symptoms, preventing cognitive decline and increase psy-
chosocial functioning, ideally prolonging inter-episodic well-being [61]. Thus, 
maintenance treatment should be started immediately after the onset of illness, to 
improve the prognosis and assure a long-term clinical stability.

The current first-line pharmacological treatments used as maintenance treatment 
for bipolar disorder are mood stabilizers such as lithium, lamotrigine, valproate, and 
atypical antipsychotics such as olanzapine, quetiapine, aripiprazole, risperidone, 
and ziprasidone.
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Lithium has 70  years of established clinical practice in preventing affective 
relapses [62]. Still today, lithium represents the first choice among the maintenance 
treatments in bipolar disorder [63, 64]. A network meta-analysis on the compara-
tive efficacy and tolerability of different pharmacological treatments in the main-
tenance treatment of bipolar disorder showed that lithium was more efficacious 
than placebo in prevention of both manic and depressive relapses [65]. Also, in a 
multicentre, randomized, open-label trial including patients with bipolar disorder 
type I, both combination therapy with lithium plus valproate and lithium mono-
therapy were more likely to prevent relapse than is valproate monotherapy [66]. 
Moreover, lithium was also shown to reduce risk of suicide in patients with bipolar 
disorder [67].

A good clinical long-term management of bipolar disorder includes the moni-
toring of possibly emerging side effects during lithium treatment including renal 
failure, hypothyroidism, polydipsia, polyuria, tremors, and an increase in peripheral 
calcium and parathyroid hormone levels [68]. Clinicians should educate the patients 
to regular follow-ups, to avoid the risk of toxicity or its adverse effects [69].

Studies suggest that valproate has some efficacy in preventing affective relapses. 
However, valproate in combination was more effective/efficacious to prevent affec-
tive relapses than valproate monotherapy. Also, valproate was more acceptable than 
lithium, as it was associated with a lower risk for participants to treatment withdraw 
[70]. Carbamazepine, lamotrigine, olanzapine, quetiapine, paliperidone, asenapine, 
and cariprazine have also shown to be effective maintenance treatments for bipolar 
disorder.

Despite the growing evidence, unlike treatment trials for acute mood episodes, 
still few studies have been conducted on maintenance treatments for bipolar dis-
order. From a purely clinical point of view, when several treatment options are 
available, clinicians should evaluate not only the efficacy of the treatment in pre-
venting mood episodes, but also the tolerability and long-term compliance, based 
on patient’s characteristics and preferences. In this respect, monotherapy is initially 
recommended in order to enhance adherence and minimize side effects, but combi-
nation therapy is often necessary.

The inter-individual variability and precise characterization of bipolar disorder 
have led to the establishment of course specifiers in bipolar disorders, as the pre-
dominant polarity, defined as ≥ 2/3 of lifetime episodes of a given polarity [71]. 
The marked clinical differences between predominantly manic and depressive bipo-
lar patients justify that pharmacological maintenance treatment should be aligned 
according to the patient’s polarity [72]. The polarity index (PI) is a useful metric to 
classify maintenance therapies and categorizes therapies as those with a predomi-
nant antimanic prophylactic profile and those with an antidepressant prophylac-
tic profile [73]. International guidelines take into consideration the presence of a 
specific predominant polarity for maintenance drug choice in patients with bipolar 
disorder [22, 28, 29, 74, 75].

Despite pharmacological treatments remain the cornerstone to prevent relapses, 
they alone lead only a minority of patients to symptoms remission, with 40% of 
individuals typically experiencing recurrences at 1  year of follow-up [76, 77]. 
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Furthermore, non-adherence to pharmacotherapy or drug-related adverse effects 
increase the probability of recurrence in mood episodes [78, 79]. Thus, adjunctive, 
evidence-based psychosocial treatments have been proposed and used effectively 
during the maintenance phase of treatment.

Adjunct psychosocial interventions have been shown to improve outcomes in 
bipolar disorder because they teach patients strategies to manage their mood insta-
bility. Evidence supporting the utility of psychotherapy to reduce the risk of relapse 
(as opposed to relieving acute affective episodes) in people with bipolar disorder 
has been particularly robust [47]. Available psychological interventions include 
psychoeducation, cognitive behavioural therapy, interpersonal and social rhythm 
therapy, dialectical behaviour therapy, mindfulness-based cognitive therapy, and 
family therapies such as family-focused therapy [35]. The choice of the psycho-
logical intervention may derive from the specific need to address illness courses 
characterized by predominance of relapse into either poles [80].

In the long-term management of bipolar disorder, other areas of future research 
include managing the leading cause of mortality, such as cardiovascular disease. 
The Nutrition, Exercise, and Wellness Treatment (NEW Tx) for overweight bipolar 
patients, is an 18-session, 20-week CBT-based treatment for lifestyle changes that 
also includes Motivational Interviewing techniques [81].

Clinicians should collect comprehensive information about patients’ illness his-
tory, type of relapses, response to treatment, and medical comorbidities to develop 
a personalized treatment that should be re-adapted during the time, based on 
patients’ needs.

10.3.2	 �Residual Symptoms

In the classical view, patients during inter-episodic periods are euthymic—that is 
to say in symptomatic remission. However, a large number of studies reported that 
patients who have suffered an acute affective episode continue presenting subsyn-
dromal symptoms during remission periods [14, 21, 82]. These persistent symptoms 
can be defined as residual symptoms. Among residual symptoms, cognitive symp-
toms are reported to be the most common, with mood symptoms of both polarities, 
usually subsyndromal, being the second most common.

Other residual symptoms include sleep disorders, emotional dysregulation, and 
sexual dysfunction. The presence of residual symptoms has been linked to an over-
all negative impact on functional outcomes of patients with bipolar disorder [83, 
84]. Residual symptoms appear to impact the natural course of bipolar disorder 
and represent potential predictors of long-term outcome and recovery. Depressive 
residual symptoms are associated with an increased risk of recurrence [85] and 
lower adherence to medication in bipolar patients [86] and, together with persis-
tent cognitive deficits, are important predictors of functional impairment [9, 87, 
88]. Moreover, residual depressive symptoms may worsen cognitive deficits, fur-
ther affecting global functioning [89]. Residual manic symptoms may have a nega-
tive impact on financial issues, family stigma, interpersonal relationships, sexual 
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functioning, and occupational stigma [90]. Also, the intensity of residual symptoms 
and functional impairment in patients in remission is negatively related to the dura-
tion of euthymia [91].

Despite residual symptoms are consistently identified as predictors of worse 
functioning, in accordance with clinical practice and research evidence, there is still 
an open debate on finding a definition of residual symptoms in bipolar disorder. As 
for defining remission, given the heterogeneous nature of bipolar disorder, it is not 
surprising that previous studies tried to provide cut-offs to easily identify patients 
with residual symptoms: the International Task Force for bipolar disorder suggests 
that a Young Mania Rating Scale (YMRS) score of <8 or <5 should be used to define 
residual manic symptoms [18], while other studies have employed a threshold of 
YMRS score <7 [92, 93]. Similarly, remission for bipolar depression has been pro-
posed as either a Hamilton Depression Rating Scale score (HAMD-17) of ≤7 or ≤5 
[18], MADRS score of ≤7 or ≤5 or Bipolar Depression Rating Scale (BDRS) of 
≤8 [94, 95].

In conclusion, it is mandatory to consider and implement the treatment of residual 
symptoms during euthymic phases of patients with bipolar disorder. Mood residual 
symptoms will require pharmacological treatments, but the role of other residuals 
symptoms, such as cognitive or sleep symptoms, should be not overlooked, since it 
can affect functioning and prevent full recovery.

10.4	 �Functional Recovery

A significant proportion of patients continue to experience substantial difficulties in 
different life aspects, even after clinical remission.

Patients do not search for only absence of symptoms, but rather for regain the 
quality of life and ability that they had before the illness onset, in their daily life, at 
work, with their family and friends. Thus, the focus in the management of bipolar 
disorder has moved from clinical remission to functional recovery [96]. Functional 
recovery has been defined as a deeply personal, unique process of changing one’s 
attitudes, values, feelings, goals, skills, and/or roles, even with limitations caused 
by illness [97].

Most specifically, given the complexity and the multifaced nature of functional 
recovery, involving different aspects including the capacity to live independently, to 
enjoy leisure time, and to share life with a partner, it is often viewed as a process and 
not an outcome. Previous studies have indicated that the majority of patients with 
bipolar disorder achieve symptomatic recovery but less than half achieve functional 
recovery within 24 months of a first manic/mixed episode [11].

Indeed, bipolar disorder is associated with difficulties in psychosocial function-
ing—e.g. difficulties in occupational performance and social integration. Previous 
studies showed that less than half of the patients admitted for bipolar disorder 
returned to work after discharge; at 2 years, one-third of the patients demonstrated 
difficulties in work performance, and at 5 years even patients with 2-years clinical 
remission presented alterations in social functioning [98].
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However, recovery rates are dependent on the criteria used to define recovery, the 
scales used to measure outcome, and the patient population studied [99].

Indeed, one of the major issues associated with functional recovery is the lack 
of consensus on the terminology and standards used to measure it [100]. Among 
the instruments used in psychiatry to address functional impairment, there are 
the global activity (GAF), the WHO Disability Assessment Schedule (WHODAS 
2.0) [101], the Range of Impaired Functioning Tool (LIFE-RIFT) [102] or the 
Multidimensional Scale of Independent Functioning (MSIF) [103]. Most of these 
scales require quite a long time for administration and are not designed specifically 
to evaluate functional alterations in bipolar disorder or are self-reported question-
naires and their validity remains unclear. To this end, the Functioning Assessment 
Short Test (FAST) was developed for the clinical evaluation of functional impair-
ment presented by patients suffering from mental disorders including bipolar disor-
der [104]. It is a highly reliable tool to evaluate the objective difficulties presented 
by patients in psychosocial functioning, an area which has also demonstrated sensi-
tivity to changes in both the short and the long term.

In this line, a recent study has classified the patients into different groups 
according to the impairment shown in different domains of functioning in the 
FAST scale by using an exploratory cluster analysis [105]. In a study including 
143 euthymic patients with bipolar disorder, only 30% showed in all the FAST 
areas (autonomy, occupational, cognitive, financial, interpersonal, and leisure), 
with almost 70% showing some kind of functional impairment. Three differ-
ent patterns were observed: one group with no significant impairment in any of 
the assessed domains, a second one with mild impairment in different domains 
but severe impairment in occupational functioning, and the last one with severe 
impairment in most of the assessed domains. This study suggests a significant 
functional heterogeneity in patients with bipolar disorder regarding their func-
tional profile, and proposes that they can be classified accordingly, ranging from 
patients showing a completely good functional performance, patients showing 
an intermediate functional performance, to patients with a severe impairment in 
multiple functional domains.

These data are consistent with other studies showing that around 60% of patients 
with bipolar disorder have functional impairments [106]. Furthermore, both func-
tionally impaired groups in this study showed some kind of impairment which 
was associated with residual symptoms, including subsyndromal mood symptoms 
(depressive and manic) and cognitive performance, which seem to play an important 
role in psychosocial functioning. These patterns should be taken into consideration 
to develop more individualized interventions to restore, or improve, psychosocial 
outcomes.

Although among functional outcome affected in bipolar patients cognitive func-
tion has been considered a core feature of the illness, currently there is no Food 
and Drug Administration-approved pharmacological agent for the management 
of cognitive deficits in bipolar disorder. It has therefore been suggested that non-
pharmacological interventions, such as cognitive remediation and non-invasive 
brain stimulation techniques, could also have a potential effect [107].
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Also disease progression seems to be linked to a more difficult functional recov-
ery. This goes in line with the neuroprogression theory in bipolar disorder, in which 
progressive changes in the central nervous system due to subsequent mood episodes 
are associated with cognitive dysfunction, which, in turn, seems to involve a func-
tional disability and a worse clinical course [108]. The biochemical mechanisms 
of neuroprogression appear to include illness stage-related alterations in inflam-
matory cytokines, neurotrophins, and oxidative stress [109]. This model spawned 
the concept of staging in bipolar disorders, which presented as a way to categorize 
patients integrating multiple levels of information, including the clinical presenta-
tion, course, and illness severity, and allowed to define each patient’s characteris-
tics, severity, and prognosis in a more precise and individualized way. The model 
of clinical staging in bipolar disorder might contribute to precision psychiatry by 
allowing a more personalized treatment [110]. In fact, both psychological interven-
tions and pharmacological treatments show a greater efficacy in the earlier stage of 
the disease [111].

10.4.1	 �The Pathway to Recovery in Bipolar Disorder: 
Functional Remediation

The term ‘functional remediation’ has been used to define an innovative strategy, 
developed in the Hospital Clinic of Barcelona, aimed at targeting the critical factors 
for functional recovery in bipolar disorders.

Functional remediation covers both cognition and functioning, including psy-
choeducation about cognitive deficits and their impact on daily life, providing strat-
egies to manage cognitive deficiencies, such as in attention, memory, and executive 
functions. The family is also involved in the process to facilitate the practice of these 
strategies and for reinforcement [112].

The efficacy of functional remediation has been demonstrated in a multicen-
tre, randomized, rater-blind clinical trial on euthymic bipolar patients comparing 
psychoeducation, functional remediation, and pharmacological treatment only 
(standard treatment). The primary outcome measure was improvement in global 
psychosocial functioning post-intervention and at 1 year, measured on the FAST 
from baseline to endpoint evaluation [112]. The results showed an improvement in 
the functioning of patients participating in the functional remediation group com-
pared with those who receive only pharmacological treatment or psychoeducation. 
In addition, patients undergoing the functional remediation programme achieved 
significant improvement in occupational and interpersonal or social functioning 
compared with the standard treatment group. The efficacy of the functional reme-
diation intervention programme was maintained at 1 year of follow-up.

The functional remediation programme, therefore, is a promising tool for achiev-
ing improvement in functional performance in euthymic bipolar patients.

In its current format, was developed for late-stage bipolar disorder, but with 
some modifications it could be tailored to enhance cognitive reserve [113], thus 
preventing cognitive disfunctions and functional impairment.
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In clinical practice there is a need to reduce the impact of the disability of bipo-
lar patients in order to the personal and societal burden of the disease. Functional 
remediation seems to be effective in promoting functional recovery in bipolar 
disorder.

New interventions that incorporate psychoeducation, functional remediation, 
and some content related to healthy life habits and mindfulness are being imple-
mented [114]. Further studies will have to confirm the duration of the effects of the 
intervention and to identify the predictors of functional outcome in order to provide 
the most effective treatments or to individualize interventions.

10.5	 �Conclusions

Patients with bipolar disorders may experience serious impairments in psychosocial 
functioning and quality of life, despite adequate treatment. Numerous treatments 
are available for acute affective episodes, in most cases promoting symptomatic 
remission. Symptomatic remission does not necessarily lead to an acceptable level 
of functioning, defined as full recovery. Full recovery in bipolar disorder is mostly 
hampered by cognitive impairment and subclinical depressive symptoms, defined 
as residual symptoms. Moreover, with each successive illness episode, and the neu-
robiological effects of neuroprogression, residual symptoms increase, the stages of 
the disease advance, and the possibility of a functional recovery further declines. 
Functional remediation is an intervention based on neurocognitive training and psy-
choeducation that showed efficacy in improving functioning in both euthymic and 
patients with subsyndromal bipolar disorder. However, the ideal maintenance treat-
ment for bipolar disorder is still to be found, and further studies should aim to find 
the optimal combinations of medications and psychosocial interventions for bipolar 
disorders at different stages, in the direction of a precision psychiatry and an inte-
gral holistic clinical recovery.
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11Psychosocial Recovery-Oriented 
Treatments in Bipolar Disorders
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11.1	 �Psychosocial Functioning in Bipolar Disorder

Bipolar disorder (BD) is a mood disorder characterized by recurrent episodes of 
mania, hypomania, and depression separated by periods of euthymia affecting 
around 2.4% of the global population [1]. As a lifelong and recurrent illness, BD 
is associated with functional decline, cognitive impairment, and a reduction in 
quality of life (QoL) [2–4]. Psychosocial functioning is an essential component 
of a person’s quality of life and includes social, psychological, and occupational 
domains. In 2001, a landmark review found that between 30 and 60% of adults 
with BD had significant impairments in occupational and social functioning dur-
ing periods of euthymia [5]. A possible explanation for pervasive psychosocial 
dysfunction may be the illness itself or the high prevalence of comorbid mental 
disorders in BD [6].

Mental health comorbidities in BD are more likely to be multiple than singu-
lar, with the World Mental Health Survey reporting a 62% lifetime prevalence of 
3 or more comorbidities when strict Diagnostic and Statistical Manual of Mental 
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Disorders-IV (DSM-IV) criteria were applied [1]. However, research into the psy-
chosocial effects of multiple comorbidities in BD is limited, often due to lack of 
power in subgroup analyses [7]. Bennett et al. (2019) [8] published recently the first 
report that has demonstrated the negative impact of comorbid anxiety disorders and 
ADHD on psychosocial functioning in BD.

Earlier age at onset of BD is consistently linked with poorer clinical out-
comes, including rapid cycling, greater number of mood episodes, and increased 
risk of suicide [9]. Some studies have linked psychosocial dysfunction with an 
early onset (<18 years), although this finding is not consistent [10]. The stud-
ies that have focused on patients with an early onset suggest that psychosocial 
impairment is due to earlier disruption in the development of interpersonal skills 
needed to build and maintain healthy relationships as patients grow older [11]. 
However, while younger age of onset is associated with an adverse course of ill-
ness in adulthood [9], how these may be related to psychosocial functioning has 
received little attention.

Given the complexity of this illness and its consequences, researchers and clini-
cians are not only focused on clinical remission but also functional recovery and, 
more lately, well-being too [12]. This emergent paradigm includes not only symp-
tom recovery but also return to normal functioning and attainment of a meaningful 
life. In fact, in 1988, Dion and colleagues [13] already pointed out that factors other 
than symptoms were related to functioning of patients with BD and that treatment 
should target symptom amelioration as well as reduce a patient’s disability [13]. It 
is known that even after the first manic episode, only 1 out of 3 patients regains psy-
chosocial functioning at 1-year follow-up [14], suggesting that functional outcomes 
in BD are undoubtedly impaired from the very beginning and should become a pri-
ority in therapeutic interventions. Research into BD has often overlooked the role of 
psychosocial functioning; however, in the last decade, many efforts have been made 
to improve functioning and well-being in BD.

11.2	 �Defining and Measuring Psychosocial Functioning

Despite the importance of psychosocial functioning in BD there is not a clear con-
sensus regarding its definition. In the Task Force for the International Society for 
Bipolar Disorders conducted by Tohen and colleagues in 2009 [15], different defini-
tions of psychosocial functioning were examined but without reaching a consensus. 
The experts highlighted the definition provided by the International Classification 
of Functioning, Disability and Health (ICF) in which functioning comprises three 
different components: body structures and functions; activities and participation; 
and personal environmental factors. Moreover, the authors of these guidelines 
underlined that this construct was complex to measure and that besides the ICF, 
the Functioning Assessment Short Thest (FAST) scale [16] might also constitute 
a good approach to measure functioning [15]. Before these guidelines, there were 
other attempts to define psychosocial functioning. For instance, in 2000, Zarate 
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and colleagues [17] suggested the assessment of psychosocial functioning should 
involve different behavioral domains such as the individuals’ ability to function 
socially or occupationally, to live independently, and to engage in a romantic life, 
with functional recovery typically being defined as the restoration of normal role 
functioning in the domains under scrutiny [17]. This definition represented a break-
through in the field because in that moment, psychosocial functioning was measured 
by means of the Global Assessment Functioning Scale (GAF), endorsed by several 
consecutive editions of the Diagnostic and Statistical Manual of Mental Disorders 
(DSM). GAF scale provides 1 single score without differentiating between the 
behavioral domains pointed by Zarate and colleagues [17]. Despite all, the GAF 
is still the most commonly used clinician rating scale to measure disability, at least 
in the United States [18]. In 2007, Rosa and colleagues [16] developed a tool to 
measure functioning, the already mentioned FAST scale. It was specifically created 
to measure the most common difficulties experienced by patients with BD.  The 
rationale behind this scale is in line with the definition of functioning proposed by 
Zarate and colleagues in 2000 [17], mostly focused on the assessment of differ-
ent behavioral domains. More specifically, the FAST targets the following areas: 
autonomy, occupational and cognitive functioning, financial issues, interpersonal 
functioning, and leisure time. In this regard, the FAST represented several advan-
tages over the GAF, mainly that it assesses different behavioral domains, it does not 
rate the symptomatology, and it is specific for BD.

Currently, the DSM-5 no longer encourages the use of the GAF. Instead, the use 
of the World Health Organization Disability Assessment Schedule 2.0 (WHODAS 
2.0) [19] is recommended. The WHODAS 2.0 allows the assessment of functioning 
and disability irrespective of diagnosis; that is, it can reflect difficulties due to any 
medical or psychiatric illness. In contrast, both the GAF and the FAST are limited to 
the impact of the psychiatric disease on functioning, excluding the medical or envi-
ronmental limitations. The GAF, FAST, WHODAS 2.0, or ICF core sets specific for 
BD [20, 21] are clinical tools, either rater administered (GAF, FAST, ICF core sets) 
or self-administered (WHODAS 2.0), but other approaches exist. For instance, the 
UCSD Performance-based skills Assessment (UPSA) [22] is based on task perfor-
mance and measures functional capacity, assessing the skills involved in community 
tasks such as comprehension and planning, finance, communication, mobility, and 
house management. Figure 11.1 represents an overview of some different scales 
available to measure functioning in BD during the last 40 years, starting in 1980, 
when the GAF was first endorsed by the DSM-III until the present.

The scales presented in Fig. 11.1 are just a little part of the big picture of the 
measurement of psychosocial functioning in BD. Nevertheless, it fairly represents 
the great variability that exists. It is likely that the way the researcher or clinician 
defines psychosocial functioning will determine the tool to measure it, but the 
reverse is true as well: the use of one tool or another implies how the concept of psy-
chosocial functioning is understood. To overcome this bias, it would be ideal that 
psychosocial functioning could be measured taking into account three different per-
spectives: (1) a subjective view using a self-administered scale, such as the Sheehan 
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Disability Scale for BD (SDS) [23] or the WHODAS 2.0; (2) a semi-objective scale, 
using the FAST, GAF, or LIFE-RIFT [24], which are interviewer rated based on 
patients’ answers; and finally (3) an objective scale, like the UPSA, which is per-
formance based and measures functional capacity. Combining these three different 
approaches might help to disentangle all the variables associated with functional 
impairment observed in BD.

11.3	 �Variables Related with Psychosocial Functioning

Many variables have been associated with functional outcome in BD, including 
demographic, clinical, and neurocognitive factors.

Concerning the sociodemographic factors, it seems that male patients [25, 26] 
as well as older patients [26] show poorer functional outcomes. On the other hand, 
being married could represent a protective factor against functional impairment [27, 
28]. Higher socioeconomic status, based on education and employment, has also 
been associated with better functional outcomes [28, 29].

Regarding the clinical variables, the presence of subsyndromal depressive 
symptoms has been consistently reported as the strongest factor associated with 
functional impairment [2, 25, 30–35]. Other clinical variables include history of 
psychosis, episode density, poor sleep quality, and longer illness duration [33, 34, 
36–39]. Psychiatric comorbidity, particularly with substance use disorder (e.g., can-
nabis, alcohol) and personality disorders, can also negatively influence functional 
outcomes in patients with BD [40–44].

Finally, regarding neurocognitive variables, the evidence suggests that there are 
three or four discrete and coherent profiles, one cognitively intact and compara-
ble to the general population, plus one or two subgroups presenting with selective 
moderate impairments, and a globally impaired subgroup with severe impairments 
across cognitive domains. Similar findings have been reported from studies with 

YEAR SCALE/Measurement

1980 DSM-III starts endorsing FAST

2000 LIFE-RIFT (to assess functioning in affective disorders) (Leon et al, 2000)

2001 UPSA (Petterson et al, 2000)

2007 • FAST scale (Rosa et al, 2007)
• ICF score tests for BD (Vieta et al, 2007)
• Validation of the MSFI for BD (Bernset al, 2007) 

2009 Validation of the SDS for BD (Arbuckle et al, 2009)

2013 DSM-5 starts endorsing WHODAS 2.0 and do not recommend the use of GAF anymore

2021 A measurement of functioning combining three perspectives is recommended: 

•     A subjective assessment (using a self-administered scale)
•     A semi-objective assessment (using interviewer-rated scales)
•     An objective assessment using performance-based tools

Fig. 11.1  Chronology of Functioning measures
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cross-diagnostic samples involving people with different diagnoses across the psy-
chosis spectrum [45].

Verbal memory has been found to be a good predictor of functional outcome in 
several studies [10, 35, 46–48]. However, variables related to other neurocognitive 
areas have also been reported, including executive functions, processing speed, and 
attention [28, 49, 50]. It might be hypothesized that the neurocognitive variables 
influencing functional outcome in BD may vary depending on illness progression. 
For instance, patients in early stages of the disease seem to present a more selective 
profile of cognitive impairment, with some domains capable of improving 1 year 
after the first manic episode, including improvements in processing speed and exec-
utive functions [51]. In this line, at least two studies have found that first-episode 
patients who did not relapse during 1-year follow-up could improve their neurocog-
nitive functioning [52, 53]; hence, preserving neurocognition from the very begin-
ning of the illness might guarantee better functional outcomes.

11.4	 �Restoring Psychosocial Functioning

11.4.1	 �Pharmacological Interventions

Research on pharmacological and nonpharmacological treatments to restore func-
tioning in BD is still immature. As previously mentioned, the link between func-
tional outcomes and neurocognition is well recognized, which is why in recent 
years many efforts have improved cognition, including both pharmacological and 
psychological treatments. In fact, new trends in pharmacological treatments include 
focusing on restoring cognitive functioning rather than psychosocial functioning. 
Among the most promising medical treatments to improve cognition in BD are 
mifepristone [54], lurasidone [55], and erythropoietin, this last according to dif-
ferent studies improves verbal memory and learning in mood disorders [56, 57]. 
Given the link between neurocognition and psychosocial functioning, it is likely 
that the efforts directed to improve neurocognition will also improve functional 
outcome; however, so far, no studies on pharmacological treatments have addressed 
both issues at the same time. It is worth mentioning that the methodological recom-
mendations for cognition trials by the Cognition Task Force from the International 
Society for Bipolar Disorders encourage the inclusion of a functional measure as a 
key secondary outcome [58]. In this regard, a tool to measure functional improve-
ment that allows the researchers and clinicians to classify patients into different 
categories of functional performance could be useful to assess the efficacy of these 
treatments [59]. A very promising antidepressant is vortioxetine, a structural novel 
medication, which may have therapeutic effects on cognition. In a recent study, 
vortioxetine both as monotherapy and as adjunctive treatment performed better than 
SSRI monotherapy in improving psychosocial outcomes. Since functional assess-
ments represent a broader construct, reflecting at the same time patients’ symptom-
atic as well as their cognitive status, these improvements highlight a broad effect of 
vortioxetine across symptoms domains [60].
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11.4.2	 �Psychological Interventions

In contrast to the area of pharmacological treatments, in the field of psychological 
interventions several efforts have been made lately to design therapies to restore 
psychosocial functioning in BD. Cognitive interventions have emerged as a new 
treatment option to promote functional recovery of patients with BD.  The asso-
ciation between cognition and function has been extensively explored, with most 
evidence suggesting significant contributions of cognitive impairment to reduced 
functional capacities. The first attempt was an open trial using a program named 
Cognitive Rehabilitation [61]. The authors included a total of 18 patients with sub-
syndromal depressive symptoms and after 14 sessions of cognitive rehabilitation, 
patients improved cognitive performance and functional outcome. More interest-
ingly, the findings showed that changes in executive function accounted, in part, 
for the improvements in occupational functioning. The first randomized controlled 
trial (RCT) implementing a similar therapy was conducted in 2013 by Torrent and 
colleagues [62]. The efficacy of functional remediation (FR) was proved in terms of 
improving functional outcomes in euthymic patients with moderate to severe func-
tional impairment at baseline. Moreover, improvement in psychosocial functioning 
was maintained after 6 months’ follow-up [63]. However, the impact of the inter-
vention was low in terms of cognition. Contrary to other therapies labeled as “cog-
nitive remediation,” FR is specially centered on functional recovery, focusing on the 
training of neurocognitive skills that are useful for daily functioning. Hence, this 
approach might be suitable especially for patients in late stages of the illness and 
who present moderate to severe functional impairment. Currently, this approach has 
been adapted and being validated in other populations such as first-episode patients 
to assess its impact on psychosocial functioning as main outcome likewise in other 
measures such as neurocognition, depressive symptoms, psychological well-being, 
and cognitive complaints in order to become a tool that could diminish the impact 
that the new diagnosis has in patient’s lives after the onset of psychosis, reducing 
sick leave and academic absenteeism improving their productivity and alleviating 
the academic and/or work difficulties they often experience.

Another preliminary study conducted in the Netherlands included 12 patients 
and replicated the positive results in functional outcome after receiving a shorter FR 
program [64]. However, not all the interventions targeting cognitive rehabilitation 
were found to improve functional outcome. For instance, another RCT conducted 
by Demant and colleagues (2015) [65] found no improvement on either cognition 
or functional outcome after a 12-week intervention. It is worth mentioning that 
these negative results might be explained by some methodological limitations of 
the trial, including the length of the intervention (too short) or the fact that patients 
were subsyndromic at study enrolment. Another study leaded by Lewandowski and 
colleagues (2017) [66] assessed the efficacy of an internet-based cognitive remedia-
tion program in patients with BD compared with an active control group both in 
neurocognition and community functioning. After treatment, patients who received 
the internet-based program improved cognitive performance in processing speed, 
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visual learning and memory domains, and the composite score. These results were 
maintained over 6 months after finishing the intervention; however, the interven-
tion was not associated with change in community functioning, although cognitive 
variation was associated with functional change across the sample.

Another program called action-based cognitive remediation (ABCR) is a manual-
based restorative cognitive remediation program. The treatment duration is about 
10 weeks with 2-h sessions twice a week. Each participant met with a therapist for 
a goal setting before the first session. The treatment includes computerized training, 
cognitive strategies together with practical activities to enable to transfer cognitive 
skills to everyday life. The sessions cover meta-cognition, visual and verbal working 
memory, attention, memory, and executive functions. In the first study investigating 
the effect of this program vs control treatment in patients with remitted BD, ABCR 
did not had a significant effect on the primary outcome, speed of complex cognitive 
processing. Nevertheless, there was an effect of ACBR vs control treatment on the 
secondary outcome, an executive functions measure of planning skills at treatment 
completion. Among the tertiary outcomes, there was an improvement on subjective 
functioning, and measures of verbal memory and spatial working [67].

In a naturalistic, open label non-controlled study the authors found that in patients 
with BD the global functioning improved by computerized working memory reme-
diation, which was assessed by the FAST scale [68, 69]. In contrast, in a random-
ized clinical trial 39 patients with BD were randomized to either treatment as usual 
(TAU) or Cognitive Behavior Rehabilitation (CBR), an add-on treatment delivered 
in 12 weekly group sessions; the CBR intervention showed promising results in 
improving some of the commonly impaired cognitive domains without changes in 
functional and QoL scores. A longer follow-up may be necessary to detect chances 
in these domains [70].

A proof-of-concept, single-blind randomized trial recruited participants aged 
18–65 with BD not currently experiencing an episode. Participants were assigned 
to receive Cognitive Remediation Therapy (CRT) in addition to treatment as usual 
(TAU) or TAU alone following completion of the baseline assessment. The four 
main feasibility outcomes were considered primary with equal weighting: trial 
feasibility, CRT intervention acceptability, cognitive outcomes, and functional 
outcomes. Despite a relatively small sample size (N = 60), large effects on cog-
nition (working memory and executive functions), functioning, and goal attain-
ment were observed, enduring for 3 months after the end of therapy. These results 
indicate high feasibility and acceptability of individual, therapist-led CRT using 
the established CIRCuiTS program, as a potential treatment to enhance cognition 
and functioning for BD. CIRCuiTS therapy was delivered using a combination 
of session types for all participants comprising: face-to-face and telephone ses-
sions and practice together with independent practice sessions with computerized 
system [71].

It is difficult to measure the power of these current approaches in changing func-
tioning, since very few studies have used psychosocial functioning as a primary 
outcome. The results of the first systematic review of the possible moderating effect 
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of stage of illness on the impact of psychosocial treatments on functional outcomes 
in established BD suggest that psychosocial interventions are more effective for 
targeting general or social functioning in the earlier than later stage of BD [72]. 
In this line, in a multicenter, randomized, controlled trial patients at clinical risk 
for a serious mental illness presenting subthreshold bipolar symptoms with already 
impaired psychosocial functioning benefit from early group sessions of cognitive 
behavioral psychotherapy (CBT) [73]. Furthermore, two studies have been designed 
to examine the effectiveness of group psychotherapy on global adaptative func-
tion and neuropsychological functioning in early-stage bipolar disorder [74] and in 
young people at increased risk for developing a BD [75]; the results are expected 
in the near future.

11.5	 �Preventing Functional Decline

So far, there is no strong evidence regarding the prevention of functional decline in 
BD. The following section includes some targets and treatments that could address 
this issue and deserve to be further explored.

11.5.1	 �Addressing Subthreshold Depressive Symptoms

Between 20 and 50% of patients suffer inter-episodically or chronic residual depres-
sive symptoms depending on the definition applied [76]. Subsyndromal depres-
sion interferes with role functioning in essential domains of normal life, such as 
work, duties at home, and maintaining relationships. In this regard, subthreshold 
depressive symptoms together with neurocognitive impairment might be one of the 
strongest predictors of functional outcome [2, 33, 35, 47, 77, 78]. However, the 
relationship between functional outcome and subthreshold depressive symptoms 
might not be linear and unidirectional; instead, they seem to influence one another 
[79]. Besides the implications in functional outcome, residual depressive symp-
toms are also a major cause of relapse [80, 81], consequently affecting psycho-
social functioning and QoL [2]. The treatment of residual depressive symptoms 
during euthymia is an unmet need, but fortunately, clinical research has begun to 
investigate how to tackle them. One recent RCT proved that adjunctive extended-
release quetiapine at a dose of 300 mg daily was significantly more effective than 
placebo in the treatment of subthreshold depressive symptoms [82], but no signifi-
cant improvement was detected in functional outcome. One possible explanation is 
that the sample size was not powered enough to detect significant changes in this 
secondary outcome.

Regarding psychological interventions, a limited number of therapies have 
addressed subthreshold depressive symptoms as a primary outcome. To the best 
of our knowledge, only one pilot RCT study assessed the effect of Eye Movement 
Desensitization and Reprocessing therapy on this type of symptomatology. 
Specifically, patients in the treatment group showed a statistically significant 
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improvement in depressive and hypomanic symptoms when compared with treat-
ment as usual at 12-month follow-up; however, psychosocial functioning was 
not assessed [83]. Another multicenter study of Eye Movement Desensitization 
and Reprocessing with a bigger sample is underway with the objective to reduce 
symptoms and relapses and improve psychosocial functioning [84]. Regarding FR, 
secondary analyses showed that patients with subsyndromal symptoms could also 
improve psychosocial functioning after the therapy [85].

Other therapies include an approach testing the long-term efficacy of an inter-
vention that combined cognitive behavior therapy (CBT) and psychoeducation, 
which has also been described to be effective in terms of symptoms and social-
occupational functioning improvement [86]. Positive results in social functioning 
were also found with CBT [87]. Inder and colleagues (2015) [88] randomized a 
group of patients with BD to Interpersonal and Social Rhythm Therapy or special-
ist supportive care, and both groups improved in depressive/manic symptoms and 
social functioning. Finally, an intensive psychotherapy (family-focused treatment 
[FFT], Interpersonal and Social Rhythm Therapy (IPSRT), or CBT) in patients 
with BD during an acute depressive episode also showed beneficial functional out-
comes [89]. The IPSRT Therapy contributes to reduce the levels of anxiety by help-
ing patients to address their interpersonal deficits and improving their emotional 
dysregulation, and not just by managing affective symptoms. As expected, at the 
follow-up we observed an improvement of GAF score. This result emphasizes the 
importance of the interpersonal intervention in improving all aspects of patients’ 
life, thus contributing to prevent mood shifts [90]. Another recent study shows that 
participants with recurrent mood disorders described improved functioning related 
to therapies that formulate their mood disorder in terms of a model, such as IPSRT 
with or without cognitive remediation. This supports the person in undertaking 
practical routines that can be integrated into daily life, focuses on communication 
and problem-solving skills, and engenders a sense of hope by working with the 
person to develop self-management strategies relevant to their specific symptom 
experiences [91].

Finally, positive results have also been reported on anxious and depressive symp-
toms using mindfulness-based cognitive therapy [92–94].

Although more research is needed, it might be hypothesized that treating sub-
threshold depressive symptoms could be an indirect pathway to improve psychoso-
cial functioning.

11.5.2	 �Enhancing Cognitive Reserve

Cognitive reserve (CR) is the capacity of the adult brain to endure neuropathology, 
minimizing clinical manifestations and allowing a successful accomplishment of 
cognitive tasks [95]. Genetics determine, to some extent, CR; however, environ-
mental factors such as an active lifestyle, education, and brain stimulation (men-
tal activities) can also influence it. In BD the most common ways to measure CR 
include years of education, premorbid Intelligence Quotient, and leisure activities. 
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So far, no interventions have tested whether improving CR enhances functioning, 
but some studies suggest that CR is a good predictor of both cognitive and psycho-
social outcome in euthymic patients with BD [96, 97]. In a recent publication, the 
findings show that CR may be protective against cognitive impairment in both BD 
and major depressive disorder, and these effects were observed in euthymia and 
during depressive episodes of varying severity. These findings highlight the impor-
tance of investigating such variables in the neuropsychological evaluation of mood 
disorders, which may help to understand the cognitive heterogeneity within these 
populations [98]. Further, it could also play an important role in patients with first 
psychotic episode since CR has shown to predict psychosocial functioning 2 years 
after the first episode [99]. Hence, given the role of CR both in chronic patients 
and at early stages, this might constitute an area to explore and enhance to prevent 
functional decline [100]. In this regard, there is another ongoing trial by de la Serna 
et al. (2021) [101] that aims to enhance CR in child, adolescent, and young adult 
offspring of patients diagnosed with schizophrenia or BD; however, so far, no pre-
liminary results are available.

In a study assessing cognitive impairment across four cognitive domains in 80 
participants, the results show that individuals with cognitively impaired profiles 
demonstrate more cognitive decline after illness onset. Cognitive reserve may be 
one of the factors underlying cognitive variability across people with bipolar dis-
order. Patients in the intermediate and severe subgroups may be in greater need of 
interventions targeting cognitive difficulties [45].

11.5.3	 �Diet and Physical Exercise

“Nutritional Psychiatry” is an emerging area of research that has great potential 
as an adjunctive tool for the prevention and treatment of diverse neuropsychiatric 
disorders. Several nutrition-related aspects, such as obesity, dietary patterns, gut 
microbiome composition and gut permeability, bioactive food compounds, and 
nutrients can influence pathways implicated in the pathophysiology of mood disor-
ders. A dietary pattern is composed of multiple nutrients and bioactive compounds 
that can theoretically modulate pathways associated with mood disorders. The 
Mediterranean diet, generally characterized by a higher intake of fruits, vegetables, 
legumes, nuts, whole grains, and good quality sources of protein (i.e., fish and/or 
seafood), have demonstrated benefits in cognitive performance and decreased risk 
of psychiatric disorders [102].

People with mood disorders have shown higher ratios of unhealthy lifestyle 
choices, including poor diet quality and suboptimal nutrition. Diet and nutrition 
impact on brain/mental health, but cognitive outcomes have been less researched in 
psychiatric disorders. Neurocognitive dysfunction is a major driver of social dys-
function and a therapeutic target in mood disorders, although effective cognitive-
enhancers are currently lacking [103].

Obesity can also impact cognitive functioning [104] and, in turn, cognitive 
impairment could be a predictor of weight gain [105]. Hence, it seems that weight 
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increase and cognitive impairment can influence one another. Moreover, another 
study has found that increased body mass index (BMI) was associated with a more 
chronic course of the disease, longer duration of illness, and lower psychosocial 
functioning [106]. In line with this, Bond and colleagues (2010) [107] found that 
those patients who suffered a clinically significant weight gain (defined as gaining 
≥7% of baseline weight over 12 months) had significantly poorer functional out-
comes at 12-month follow-up, and, interestingly, functional impairment was inde-
pendent from current mood symptoms.

Poor dietary habits and a sedentary lifestyle can increase physical and psychiatric 
morbidity, worsen psychosocial and cognitive functioning, and predict a poor phar-
macological response. That is why clinicians treating individuals with BD face a dual 
challenge of treating not only patients’ brains but also their bodies. Interventions tar-
geting healthy habits (including nutrition and exercise) are expected to benefit patients 
with BD. One RCT examined the effects of a 20-week CBT intervention (NEW tx) 
for BD consisting of 3 modules: nutrition, exercise, and wellness [108]; patients 
who underwent the treatment showed improvements in nutritional habits, exercise, 
depressive symptoms, and overall functioning. Hence, this study provides prelimi-
nary evidence that improving nutrition and promoting an active lifestyle is associated 
with functional improvement and mood symptoms in patients with BD. Another pre-
vious study showed the efficacy of an intervention on healthy lifestyle, nutrition, and 
physical exercise on muscle mass index, particularly in women [109]. These lifestyle 
interventions are promising since they demonstrate that people with BD can engage 
and be successful in these types of therapies. Therapeutic mechanisms of action are 
still unknown but might include different pathways, for example, by reducing mor-
bidity (i.e., depressive symptoms), which in turn would improve functional outcome 
[110], or by enhancing treatment effects, including the synergistic effects of exercise 
in combination with other treatments. For instance, in schizophrenia there is some 
preliminary evidence suggesting that cognitive remediation efficacy can be enhanced 
by aerobic exercise-induced BDNF upregulation [111, 112].

11.5.4	 �Multicomponent Programs

One advantage of this type of intervention is to tackle different areas to be improved 
at the same time, hence allowing a holistic treatment of patients, taking into account 
not only education on the illness but also how to improve healthy lifestyles and 
functional outcomes. Following the premise that no single psychosocial interven-
tion might be sufficient to address the morbidity, the functional impairment and 
the consequences associated with severe mental illnesses [113], multicomponent 
programs, and care packages are being developed for patients with BD.

An example of this kind of treatment that has proven to be effective in BD is the 
Integrated Risk Reduction Intervention developed by Frank and colleagues (2015) 
[114]. More specifically, this program consists of 17 sessions grouped in different 
modules, including psychoeducation, training to improve sleep/wake patterns and 
social rhythm regularity, nutrition, physical activity, and healthy habits (smoking 
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cessation). Results from this study showed that patients who followed the interven-
tion significantly reduce their BMI. Moreover, 3 variables (C-reactive protein, total 
cholesterol, and instability of total sleep time) contributed to a combined moderator 
of faster decrease in BMI with Integrated Risk Reduction Intervention treatment.

Recently, the Bipolar Disorder and Depression Unit in Barcelona has developed 
an integrative approach consisting of therapeutic components of broader programs 
that the Barcelona Bipolar Disorders Program had previously developed and whose 
effectiveness had been proven separately, such as psychoeducation for patients 
[115], psychoeducation for family members [116], and FR [117]. In addition, an 
important emphasis is given to the promotion of a healthy lifestyle, and a module 
focused on mindfulness-based cognitive therapy has also been included. Therefore, 
some contents of psychoeducation for patients have been combined with a session 
for family members and complemented with aspects related to health promotion, 
mindfulness training, and strategies for cognitive and functional enhancement, 
always as adjunctive to pharmacological treatment. This integrative approach com-
bines the main components of different treatments to cover broader therapeutic 
objectives, to improve the prognosis of the disease in both clinical and functional 
aspects, as well as the well-being and QoL of those who suffer from BD [118]. Due 
to the characteristics of the intervention (12 sessions of 90 min each), in case it 
shows its efficacy, it could be easily implemented in routine clinical care.

11.6	 �Personal Recovery: Well-Being and QoL

Subjective assessments and patient-reported outcomes are gaining ground in the 
field of BD [119, 120]. As in psychosocial functioning, the problem with subjective 
measures is the variability in the definitions and in the instruments to assess the 
subjective experience of these patients [119]. It is common that terms such as QoL, 
well-being, or life satisfaction are used as synonyms and interchangeable terms 
[119]. Moreover, the current lack of consensus between these construct definitions 
add uncertainty and complication to select an appropriate instrument to measure 
this dimension. Despite all, the subjective experience should always be taken into 
account since it can also impact on the course of the illness. Some studies indicate 
that the improvement in well-being provides a protective effect against recurrence 
[121], and it has also been found that low levels in QoL are associated with an 
increase in oxidative stress [122]. For this reason, it is important not only to evaluate 
objective outcomes (symptoms and functioning) but also to assess patients’ subjec-
tive experience, since they can provide valuable information and might be an essen-
tial part to ensure better outcomes in BD.

11.6.1	 �Pharmacological Interventions

Rajagopalan et  al. (2016) [123] tested the effects of lurasidone as monotherapy 
or as adjunctive to lithium/valproate on health-related QoL (HRQoL). They found 
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that patients in both conditions increased HRQoL. However, this improvement was 
not independent of changes in depression, indicating that the effect of lurasidone 
on improving patient HRQoL may act through a reduction in depressive symp-
toms associated with BD.  Similarly, Gonda and colleagues (2016) [124] found 
that patients enhanced both their work functional outcome and QoL after receiv-
ing prophylactic lamotrigine therapy at 6  months follow-up. In young patients 
(10–17 years old) with an acute episode of bipolar depression, it was found that 
those who received olanzapine/fluoxetine combination presented better QoL scores 
compared with those receiving placebo [125].

11.6.2	 �Psychological Interventions

Even though physical activity is not a psychological intervention itself, it is well 
known for increasing well-being and QoL; however, the impact of this kind of 
interventions has been less studied in the field of BD. Vancampfort and colleagues 
(2017) [126] proved the effect of 150 min/week of physical activity on physical, 
psychological, social, and environmental QoL; those patients who did not meet the 
established minimum (150 min) showed lower QoL outcomes.

Involving the family, O’Donnell and colleagues (2017) [127] tested the effect 
of 2 psychological interventions on QoL scores in a sample of adolescents with 
BD. They compared the efficacy of a FFT plus pharmacotherapy vs brief psycho-
education plus pharmacotherapy on self-related QoL over 2 years. They found the 
2 groups did not differ in overall QoL scores at 24 months follow-up. However, 
adolescents who received the FFT had greater improvements in quality of fam-
ily relationships and physical well-being compared with the brief psychoeducation 
program. Besides, internet-based approaches using smartphones are gaining trac-
tion [128, 129], a useful and attractive tool especially for the young population with 
BD [130]. So far, some preliminary studies using a mobile application (SIMPLe) 
have reported an improvement of biological rhythms [131] and increased QoL and 
well-being [129]. An important finding is that patients with BD and mild cognitive 
deficits do not present any limitation in using mental health apps [132].

There is much room for improvement in the field of subjective well-being and 
QoL. These abovementioned interventions may shed some light regarding the path 
to follow. Nevertheless, it is important to keep in mind that those patients who suffer 
from more depressive symptoms, irritability, and psychiatric comorbid conditions 
present lower QoL and functional outcomes [133, 134]; hence, all the strategies 
directed to reduce medical and psychiatric burdens might also be useful to increase 
patients’ well-being and QoL. It is also worth mentioning that some authors defend 
that QoL not only depends on clinical remission but also relies on functional recov-
ery [12]. In this line, poor QoL is also associated with poor occupational outcome, 
reduced academic attainment [135], and difficulties in activities of daily life [136]. 
Future studies should include subjective measures (such as QoL, well-being) to bet-
ter understand the relationship with these clinical variables. Figure 11.2 represents a 
brief summary of the main interventions targeting cognition and functioning.
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11.7	 �Conclusions

Different findings highlight that improvement in functioning depends on a set of 
influential factors that start with cognition. Neuropsychological assessment may 
help specify individual prognoses. Improving cognitive impairment for BD would 
alleviate long-term functional disability [137]. Regardless of the great variabil-
ity in the assessment of psychosocial functioning, many efforts have successfully 
improved functional outcomes in BD. Currently, the interventions that have proven 
to be effective at enhancing functioning and/or QoL include lurasidone, lamotrigine, 
FR, some programs of cognitive remediation, ISPRT, and FFT, among others. These 
therapies have set the stage for developing further interventions to prevent func-
tional decline and ensure well-being, because this is where we go. Ideally, future 
therapies should focus not only on restoring functional outcomes but also prevent-
ing functional decline and enhancing QoL and well-being. In this regard, those pro-
grams that target cognitive enhancement and promote healthy lifestyles (including 
healthy nutrition patterns and physical activity) are urgently needed, since they con-
stitute a preventive tool for cognitive and functional decline. Although more studies 
are still needed, multicomponent therapies might be also a good option since they 
include different approaches to cover several areas at a time (symptoms, function-
ing, cognition, well-being, etc.). Finally, it is likely that the future will also include 
personalized treatments focusing on tailored interventions that may differ from one 
patient to another [138]; in this sense, the type and duration of interventions might 
differ from patients recently diagnosed, patients with a complex course of the illness 
and population at risk to develop a psychiatric disorder.
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12Psychopharmacological 
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Disorders
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Despoina Koukouna, Arianna Goracci, Simone Bolognesi, 
and Andrea Fagiolini

12.1	 �Introduction

Most people with a mental health disease can recover from their acute symptoms 
and live a fulfilling life. Ideally, all patients with a mental disease would become 
and remain symptom free, discontinue all treatments, and be able to function at the 
highest levels, for the rest of their life. For most patients, this is a reasonable hope 
for the future, as new treatment will optimistically be discovered. The bad news 
is that, at present, this goal is unrealistic for the majority of patients with severe 
mental illnesses. The good news is that, if recovery means achieving a good quality 
of life, functioning at the best, being socially included, reaching and maintaining 
remission, the goal is realizable and we can succeed. Indeed, assisting the personal 
recovery of people with mental illness has become a high-value target for mental 
health services, and this process has been integrated into all the mental health poli-
cies [1–3]. Mental health systems based on recovery orientation encourage coop-
eration between patients and their caregivers for the accomplishment of patients’ 
personal goals, purposes, and ambitions so that they can realize their abilities and 
disabilities, facilitate their social inclusion, and achieve independence and auton-
omy. A recovery-oriented approach aims to reduce the incidence, prevalence, and 
recurrence of mental health disorders and their associated disabilities (prevention), 
thereby restraining the risk exposure before the onset of symptoms and intensify-
ing the coping and social support mechanisms of the individual [4]. Finally, the 
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recovery-oriented health care model emphasizes the early detection of mental ill-
nesses and their treatment systems based on shared decision-making for the stabili-
zation and remission of symptoms while aiming to improve the general functioning 
of patients [5, 6].

Recovery in the mental health research literature can be differentiated according 
to the following three types:

•	 Clinical or symptomatic recovery: defined as a decrease or remission of symp-
toms and revitalization of the social functioning.

•	 Functional or objective recovery: described as the degree of social and occupa-
tional functioning, independence, and autonomy.

•	 Personal or subjective recovery: conceptualized as attaining hope and self-
esteem while prevailing over stigma and discrimination via the activation of all 
accessible resources [7–9].

Even over the past decades, mental disease was considered chronic and degen-
erative condition with a poor prospect of improvement. However, studies have 
reported that 20–25% patients experiencing mental illness recovered completely to 
a premorbid state, and 50–60% patients recovered to a state of substantial decrease 
in symptoms and achieved high functioning levels. Considering that the medica-
tion’s efficacy, tolerability, safety, and acceptability; the symptom management 
strategies; and the access to mental health services play a key role in patient’s recov-
ery, the mental health care team has a huge responsibility to recognize the decisive 
impact of social inclusion, personal relationships, lifestyle, job, education, eco-
nomic conditions, and the key role of local community [10–15]. Currently, one of 
the most pivotal problems in the public mental health system is the chasm between 
the availability of evidence-based, person-centered, and recovery-oriented rehabili-
tative procedures and the real capacity of mental health professionals to provide 
them to the patients. Actually, there is a plethora of quality improvement strate-
gies for the optimization of the mental health care system, but the most effective 
ones are the remodeling services supported by the concept of recovery (personal 
orientation, involvement, choice, and development along with self-determination) 
[16] and organizing services that facilitate strategies and interventions based on 
scientific evidence [17]. Furthermore, it is very crucial to expand our knowledge on 
the distinct forms of strategies, their distribution methods, evaluation instruments, 
assessment impact of endpoints, predictors of therapy’s reactions, and the combi-
nation of psychopharmacological treatments and other psychosocial rehabilitation 
processes [18].

12.2	 �Psychopharmacological Treatment of Bipolar Phases

The past half-century has witnessed breakthrough innovation in the mental health 
methods and pharmacological treatments. Nevertheless, an approach that focuses on 
the complexity of the individual patient is always essential, wherein psychotropic 
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drugs positively affect cognition, mood, and behavior, but do not change the under-
lying illness process. Favorable results can be achieved by lessening the symptoms 
and encouraging the patients’ ability to adapt to the requirements of their lives [19].

In this extremely heterogeneous scenario in which each patient is a changing and 
independent entity, the main objective of treatment must be a complete remission 
of the symptoms that allows the patient to return to full functionality. Therefore, 
the mission of psychiatry is to eliminate symptoms, alleviate suffering, and restore 
patients to their maximum functioning levels. The success of drug therapy in the 
field of mental health is based on understanding exactly where, how, and when to 
use the most appropriate drugs for each patient. Although there is no certainty in 
medicine, it is well known that a more long-term treatment is required with the 
progression and persistence of a disease. For this reason, the psychiatrist has the 
intense task of educating the patient on the symptoms of relapse or recurrence and 
explaining that the symptoms are the results of biopsychosocial factors.

The drugs belonging to the class of so-called “mood stabilizers” are character-
ized by the presence of antimanic and antidepressant actions, which establishes 
their ability to act on both polarities [20, 21] and in all the phases of the disease 
including the maintenance phase and prophylaxis [22, 23].

Cognitive behavioral therapy (CBT) is frequently considered as an adjuvant to 
pharmacotherapy in the treatment of bipolar disorder (BD). CBT focuses on iden-
tifying, challenging, and correcting the automatic, negative, distorted, and dys-
functional thinking. Interpersonal and social rhythm therapy are also useful for the 
patients to help them understand the importance of stabilizing the disruptions in 
the circadian rhythm and maintaining a proper routine for performing their daily 
activities.

12.2.1	 �Acute Mania in Bipolar Disorder

Pharmacotherapy is the cornerstone of the treatment of manic and mixed acute epi-
sodes in BD.  The mainstay of treatment for manic states is the rapid reduction 
of symptoms, followed by a complete remission of symptoms and restoration of 
psychosocial functioning [24]. First-line medications for manic episodes include 
lithium (it is necessary to ensure that the dosage is adequate, and its blood con-
centrations are in the upper therapeutic range of 1.0–1.4 mmol/L), valproate, or a 
second-generation antipsychotic (SGA) [25].

The common side effects associated with acute lithium treatment are nausea, 
diarrhea, vomiting, tremor, drowsiness, weight gain, and cognitive decline. Lithium 
can also interfere with thyroid and parathyroid functions and exacerbate renal 
impairment; therefore, the assessment of both thyroid and kidney functions can 
ensure the efficacy of treatment and patient’s safety. A careful monitoring of lithium 
blood concentrations is recommended at the beginning of treatment and whenever 
there is a change in its dosage to avoid its excessive concentrations that can cause 
even severe toxicity with the manifestations of encephalopathy and potentially fatal 
cardiac arrhythmias [26].
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Antiepileptics. Various guidelines have indicated valproate as a first-line agent 
for the treatment of manic episodes. Carbamazepine is considered as a second-line 
agent, whereas lamotrigine is approved for the treatment of both acute and main-
tenance phases. For the treatment of bipolar depression, the mental team considers 
lamotrigine as the first-line agent.

The effectiveness of valproate in the manic phases, as well as for lithium, is 
related to its concentrations in the blood (50–125 mg/L). Valproate exerts a greater 
response when it is administered in the upper limit [27, 28]. It does not interact 
directly with postsynaptic gamma aminobutyric acid (GABA) receptors. In fact, 
valproate increases the regional neuronal concentrations of GABA by inhibiting its 
metabolism and synthesis. The association of valproate with antipsychotics causes a 
reduction in the dosages of the latter and higher response rates as compared to pla-
cebo added with antipsychotics in the patients with acute mania. Valproate is, gener-
ally, a well-tolerated drug during the treatment of the manic phase; its commonly 
reported side effects, usually transient, are drowsiness, fatigue, nausea, vomiting, 
tremors, weight gain, cognitive decline, and dizziness. Although extremely safe, it 
is important to report some possible serious, rare, and adverse events such as pan-
creatitis, thrombocytopenia, a significant increase in liver transaminases, hyperam-
monemic encephalopathy in the patients with urea cycle disorders, and liver failure. 
Carbamazepine’s mechanism of action is believed to occur because of the inactiva-
tion of sodium ion channels or potentiation of GABA, which is the main inhibitory 
neurotransmitter in the central nervous system [29].

The most frequently encountered side effects of carbamazepine are sedation, 
dizziness, drowsiness, blurred vision, difficulty in motor coordination, nausea, 
vomiting, diarrhea, and abdominal pain (often related to dose, these side effects 
can be minimized by slowly increasing the dosage of the drug or taking the drug 
on a full stomach). Additionally, dermatological side effects (red, itchy, or hives 
rash) may also manifest, thus necessitating the discontinuation of treatment [30]. 
Carbamazepine must be used with caution in the patients with hepatic or renal 
impairment and cardiac abnormalities. Moreover, it may induce blood dyscrasias 
such as agranulocytosis and thrombocytopenia necessitating hematological moni-
toring in the first month of therapy. A periodic monitoring of serum carbamazepine 
concentrations may be useful in dose selection and avoiding toxicity.

The molecular structure of oxcarbazepine is the foundation of its peculiar phar-
macokinetic and pharmacodynamic properties, which ensure a better tolerability 
profile, thereby leading to a fewer adverse reactions (less frequency of blood dys-
crasias) and drug interactions [24].

Lamotrigine inhibits the action of glutamate, which is an excitatory neurotrans-
mitter, establishing its effectiveness in the treatment of BD. Although the US Food 
and Drug Administration (FDA) has not authorized the use of lamotrigine for the 
acute treatment of bipolar depression, it is indicated as maintenance therapy in the 
prevention of depressive, manic, and hypomanic episodes. Lamotrigine can help 
prevent manic phases; however, the results are not as strong as those of lithium [31]. 
Other studies have suggested the possibility of combining lamotrigine with lithium 
to achieve synergistic results in the prevention of relapse [32].
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Lamotrigine is generally a well-tolerated drug; its most common side effects 
were influencing the central nervous system (dizziness, headache, ataxia, drowsi-
ness, and tremors) and the gastrointestinal apparatus (nausea and vomiting), along 
with dermatological conditions (Stevens-Johnson syndrome). Stevens-Johnson syn-
drome is more likely to affect high-risk groups such as slow acetylators, immu-
nosuppressed population, patients with human leukocyte antigen associations, and 
people in therapy with valproate [33]. In the latter case, we know that valproate, 
by inhibiting UDP-glucuronosyltransferase (UGT) which metabolizes lamotrigine, 
increases the blood levels of this drug, raising the risk for serious adverse skin 
events: we must therefore be very careful using initial, titration and maintenance 
dosages of lamotrigine at half of the usual ones.

There is scientific evidence that a rapid increase of lamotrigine levels may 
increase the occurrence of lamotrigine-related skin lesions and rashes [34]; there-
fore, the lower starting dose of lamotrigine and slower dose escalations are rec-
ommended. Titration of the drug usually takes place according to the following 
scheme: 25 mg for 2 weeks, then 50 mg for 2 weeks, before increasing to 100 mg 
and, if necessary, 1 week later to 200 mg. In addition, lamotrigine is also potentially 
able to bind with the ocular tissue containing melanin.

Gabapentin was one of the first third-generation antiepileptic drugs to be studied 
for BD, particularly for the treatment of mania. Although gabapentin does not have 
an important stabilizing power in monotherapy, it can be used in combination with 
other mood stabilizers to enhance its effectiveness and in patients with a high anxi-
ety component [35, 36].

Atypical (Second-Generation) Antipsychotics. The class of atypical antipsy-
chotic drugs called SGAs has demonstrated efficacy in the treatment of the acute 
manic phase. These drugs are considered as primary agents in the treatment of the 
manic phase or mixed states [37]. This category of drugs has a huge advantage of 
generating fewer extrapyramidal side effects such as tardive dyskinesia and depres-
sion [38]; however, the possibility of other side effects such as seizures, cardiac 
arrhythmias, hypertension, and metabolic syndrome (weight gain, Type 2 diabetes 
mellitus, and hyperlipidemia) should also be considered.

Olanzapine was the first FDA-approved SGA for treating the manic episodes in 
BD in 2000 [39, 40], that today is licensed also for prophylaxis. Various studies have 
shown that the add-on treatment with olanzapine is superior to placebo in patients 
whose symptoms were inadequately responsive to lithium or valproate monother-
apy [41–43]. Further data suggest that olanzapine may offer long-term treatment 
benefits [44, 45] and can be more effective than lithium [46–48]. Olanzapine has 
demonstrated its effectiveness to be, at least, on a par with valproate [49, 50] and 
risperidone [51]. The most common side effects associated with olanzapine in the 
short-term studies were somnolence, constipation, dry mouth, increased appetite, 
weight gain, and orthostatic hypotension.

Several studies lasting 3–4  weeks on an average have demonstrated that ris-
peridone is superior to placebo [52, 53] and comparable to olanzapine [54], halo-
peridol [55], and lithium [33] in the reduction of manic and mixed symptoms in 
monotherapy. The rates of side effects, predominantly extrapyramidal symptoms 
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(EPS), associated with risperidone were low when the drug was administered at the 
medium doses of up to 4 mg/day [22, 52, 56], but not when administered at the aver-
age doses of 6 mg/day or higher [33, 53]. Other commonly occurring side effects 
reported in the short-term studies were high prolactin levels, akathisia, drowsiness, 
dyspepsia, and nausea.

The use of quetiapine for 12 weeks in monotherapy was superior to placebo [57, 
58] and comparable to the use of lithium in the treatment at 4 weeks of adult age 
[59]. Most studies suggest approximately 600 mg/day as an antimanic dose of que-
tiapine [60]. Headache, xerostomia, weight gain, sedation, dizziness, and constipa-
tion are some of the commonly reported side effects of quetiapine.

Ziprasidone was superior to placebo (average dosage = 120–130 mg/day) in two 
3-week monotherapy studies in the adult patients and comparable to haloperidol in a 
12-week study. The recorded side effects of ziprasidone were headache, drowsiness, 
EPS, akathisia, and dizziness [61, 62].

Aripiprazole had a significantly greater efficacy in the reduction of manic symp-
toms as compared to placebo in three different 3-week trials [63, 64]. It showed 
equivalent efficacy as compared with haloperidol and lithium in the adequately 
powered 12-week comparison trials [63]. Aripiprazole is initiated at the doses of 15 
or 30 mg/day and its most frequently encountered adverse reactions are headache, 
nausea, vomiting, constipation, insomnia, and akathisia.

Asenapine was superior to placebo in the mean reduction of the manic symptoms 
in two different 3-week studies [65, 66]. It is a sublingually administered drug, 
which is effective in mania. Asenapine has a less sedative effect than olanzapine 
with a similar propensity, albeit low, to the possible development of akathisia and 
other movement disorders [67]; however, it has a less likely sedative and antihista-
minic effect than olanzapine that generates the metabolic syndrome. The efficacy of 
this drug appears to be maintained even in the long term [68].

Cariprazine is a partial agonist of dopamine D3 and D2 receptors, which was 
approved for the treatment of mania [69–71]. The most common side effects associ-
ated with cariprazine (occurring in about 10% of subjects and twice as frequently 
as placebo) were akathisia, extrapyramidal symptoms (EPS), tremors, dyspepsia, 
and vomiting, but it has the advantage of having a low propensity to deteriorate the 
weight gain and metabolic profile of the patients.

Overall, the response rate for mood stabilizers and SGAs is around 50%, where 
the response to treatment is defined as a reduction of 50% in manic symptoms 
as compared to a response rate of around 25% in the placebo group. A patient 
who does not respond or tolerate the first prescribed drug must switch to another 
agent, which can be another mood stabilizer or a SGA. The association of lithium 
or valproate with a SGA has proven to be the most used combination in clinical 
practice as well as the most effective one in all the stages of BD. These are the 
reasons why FDA approved so many SGAs as an adjunct treatment to mood sta-
bilizers in the treatment of manic phases or in the mixed states. In an aggregate 
analysis of five of the largest controlled trials of SGAs used in association with 
lithium or valproate in patients with mania, Ketter and colleagues concluded that 
there was an approximate 20% advantage of combination treatment as compared 

A. Cuomo et al.



205

to the use of a single mood stabilizer. This is roughly equivalent to the advantage 
of using a single mood stabilizer or SGAs over placebo in the treatment of acute 
mania. Therefore, the authors concluded the combination of SGA and lithium or 
valproate appears to have a distinct advantage in acute mania [69]. Similarly, an 
added antipsychotic is more effective than a single use of mood stabilizer in the 
acute manic episodes that present significant psychomotor agitation and delusions 
or hallucinations.

Combining antipsychotics could be a treatment choice when the benefits out-
weigh the risks of ineffective therapy by considering the eventual development 
of neuroleptic malignant syndrome (NMS), which is a life-threatening reaction 
in response to an antipsychotic drug. In fact, it paints a very serious clinical pic-
ture, rare but potentially fatal, characterized by muscle stiffness, fever, altered 
mental state, irregular pulse or blood pressure, high pulse rate, sweating, and 
arrhythmia, which are associated with the laboratory abnormalities that indicate 
muscle, kidney, and heart problems, including increased creatine phosphokinase, 
myoglobinuria, and acute renal failure, requiring urgent and intensive medical 
treatment.

12.2.2	 �Rapid Cycling Bipolar Disorder

The fundamental aspects of this disorder are the lower responsiveness to drug 
treatment as compared to the non-rapid-cycling BD [72, 73] and the considerable 
depressive morbidity as well as a high risk of suicide [74]. Table 12.1 outlines the 
steps for the treatment of rapid cycling BD.

Anti-kindling agents are the drugs of choice for treatment, whereas it has been 
suggested that valproate is more effective than lithium for this disorder; however, 
controlled studies have not necessarily supported this idea [75]. The addition of 
valproate to lithium may not be better than the single administration of lithium in 
the management of rapid cycling in BD [76]. There is also evidence that the com-
bination of lithium and carbamazepine can be particularly useful. Lamotrigine is 
considered as a second-line agent, but it has demonstrated superiority over placebo 
in improving the depressive symptoms in patients with bipolar I or II rapid-cycle 
refractory treatment [77, 78].

Table 12.1  Possible therapeutic intervention strategies for increasing degrees of intervention in 
rapid cycling bipolar disorder

Treatment strategies for rapid cycling bipolar disorder

First step Stop treatment with antidepressants
Second 
step

Consider the possible precipitating factors

Third step Optimize treatment with mood stabilizer drugs
Evaluate possible associations: lithium + valproate/lamotrigine

Fourth 
step

Consider using the combination of olanzapine, quetiapine, aripiprazole, 
risperidone, lamotrigine, and topiramate
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Furthermore, the addition of high doses of T4, T3, or the combination of these 
two would be a second- or third-level option in the patients with bipolar or rapid 
cycling depression.

12.2.3	 �Bipolar Depression

In the treatment of an acute depressive episode, lithium and/or lamotrigine are 
widely considered as first-line treatments. The FDA had also approved the use of 
some SGAs in BD. If the antidepressant therapy needs to be initiated, then a recom-
mended selective serotonin reuptake inhibitor (SSRI) or bupropion would be pre-
ferred over a tricyclic antidepressant (TCA) or serotonin–norepinephrine reuptake 
inhibitor (SNRI) by focusing on the signs of dysphoria, mixed symptoms, hypoma-
nia, mania, and rapid cycles.

Young et al. conducted a short trial in 2000, wherein they assigned 27 patients 
with bipolar depression to either paroxetine or an additional mood stabilizer (either 
lithium or valproate). Over the 6-week trial, both the strategies improved depres-
sion, but the patients were more likely to benefit from the paroxetine than they were 
from the mood stabilizer [79].

It has been observed that most cases of rapid cycling in BD induction can occur 
with the use of TCA and SNRI, but it can also occur with monoamine oxidase inhib-
itor (MAOI), SSRI, and other classes of drugs. Bupropion was initially believed to 
less likely induce rapid cycles or mixed states, but some cases of the same have 
been reported in literature. Researchers have concluded that it is preferable for 
patients with depression in the context of a BD to try bupropion or SSRI before 
a noradrenergic antidepressant, including a TCA or SNRI. This observation was 
confirmed when the conversion rates associated with new antidepressants in the 
short-term studies generally appear to be lower than those associated with TCAs 
[80]. The greatest efficacy has been observed with tranylcypromine (MAOI) [81], 
but the safety problems associated with it do not make it a first-line treatment [82]. 
Bupropion and SSRIs are the common first-line agents administered in combination 
with mood stabilizers [83, 84].

The Systematic Treatment Enhancement Program for Bipolar Disorder study 
examined how the duration of treatment with an antidepressant affects the possi-
bility to develop further depressive, manic, or hypomanic episodes. The collected 
data revealed that 23% of patients with bipolar depression treated with an anti-
depressant in combination with a mood stabilizer reached euthymia in at least 8 
consecutive weeks as compared to the 27% of patients who received placebo added 
to a mood stabilizer [85]. Likewise, Nemeroff and colleagues (2001) did not find 
any advantage for adding imipramine or paroxetine to lithium over adding placebo 
for the patients with bipolar depression [84]. However, patients with lower serum 
lithium levels (<0.8 mEq/L) performed better with the addition of an antidepressant 
than those with the addition of placebo. This observation suggests that patients with 
bipolar depression who cannot tolerate a higher lithium level could benefit from the 
addition of an antidepressant.
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The first SGA to obtain approval from the FDA for the treatment of bipolar 
depression in monotherapy was quetiapine in 2008. At the doses of 300 mg/day and 
600 mg/day, quetiapine proved to be superior to placebo in reducing the depressive 
symptoms in four large multi-center and 8-week-long studies of outpatients with 
bipolar I and II depression [86–88]. From a pharmacological point of view, norque-
tiapine, which is an active metabolite of quetiapine, helps in serotonergic transmis-
sion by acting as a partial agonist of 5-HT1A receptors and a powerful inhibitor of 
the norepinephrine transporter that consequently increases the noradrenergic func-
tion [89, 90].

Lurasidone is effective in the treatment of type I bipolar depressive episodes 
and approved for monotherapy and for the additional use with lithium or valpro-
ate in bipolar depression [61]. Various clinical trials found that it has a significant 
lower probability than other atypical agents for producing metabolic side effects. 
The recording study of adding lurasidone to valproate or lithium at the therapeutic 
levels found that the combination of lurasidone and a mood stabilizer at the dosages 
of 20–120 mg/day was significantly more effective than one of the mood stabilizers 
in the acute treatment of bipolar depression [91]. Lurasidone is one of the first SGAs 
whose efficacy in BD has been studied exclusively in the treatment of depressive 
phase. The decision to conduct the clinical pharmacological trials of lurasidone in 
the patients with depressive episodes in BD was affected by three relevant factors 
[92]: the peculiar pharmacological profile of receptor affinity (mainly as a 5-HT1A 
receptor agonist and a 5-HT7 receptor) [93], efficacy in the animal models of acute 
and chronic depression [94], and a favorable improvement in the depressive mood 
in the previous efficacy studies of schizophrenia [95].

The olanzapine-fluoxetine combination (OFC) was approved in 2003 by the FDA 
for the acute treatment of depressive episodes associated with bipolar I disorder. 
The effectiveness of this original drug combination was demonstrated in a double-
blind, 8-week, randomized controlled trial that compared the efficacy of OFC in 
the treatment of bipolar depressive phases versus olanzapine alone and placebo. 
The results showed that OFC was superior in terms of depressive symptomatology 
reduction compared to the olanzapine and placebo groups without increased risk of 
developing manic symptoms. In particular, remission criteria were met by 24.5% of 
the placebo group, 32.8% of the olanzapine group, and 48.8% of the olanzapine-
fluoxetine group [96].

A later study evaluated the risk of manic switch in bipolar patients from using 
OFC versus using olanzapine alone and placebo in the treatment of bipolar depres-
sion. Incidence of treatment-emergent mania (defined as a YMRS score < 15 at 
baseline and > or = 15 at any subsequent visit) did not differ significantly among the 
groups (olanzapine 5.7%, placebo 6.7%, olanzapine/fluoxetine combination 6.4%; 
p  =  0.861). The results indicate that olanzapine/fluoxetine combination does not 
present a greater risk of treatment-emergent mania compared to olanzapine or pla-
cebo over 8 weeks of acute treatment for bipolar I depression [97].

Lamotrigine is effective in preventing the depressive episodes in the patients 
with BD. Its combination with other mood stabilizers can be even more effective in 
preventing bipolar depression. In a controlled study, Bowden and colleagues found 
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that the combination of lamotrigine and valproate was significantly more effective 
than the single administration of lamotrigine in preventing the bipolar depressive 
episodes [98]. The use of lamotrigine in combination with lithium in the treatment 
of bipolar depression has proven effective at the dosages between 50 and 200 mg/
day. Lamotrigine proved to be superior to placebo in the treatment of patients 
with type I bipolar depression in a large randomized controlled trial (RCT) [99]. 
A double-blind crossover study found lamotrigine to be superior to placebo when 
it was added to lithium treatment in an 8-week study in the patients with recurrent 
depressive episodes [100].

12.2.4	 �Mixed States in Bipolar Disorder

The concept of mixed states has widened with the Diagnostic and Statistical Manual 
of Mental Disorders’ mixed specifier, but there are yet very few studies that have 
used this concept. Mixed states are also common and present an increased risk of 
suicide [101]. Iloperidone may be effective in the mixed episodes, but there are 
scarce data on its efficacy [102]. For mixed episodes, valproate is recommended as 
one of the first-line agents, whereas carbamazepine is generally considered a first- 
or second-line agent for mixed episodes.

12.3	 �Treatment-Resistant Bipolar Disorder 
(Augmentation Strategies)

Despite the progress made over the years in the field of BD treatment, there are still 
four main shortcomings: many patients are resistant to the conventional treatments; 
a significant proportion of patients has tolerability problems; the used drugs deter-
mine significant adverse effects; and the depressive phase constitutes a clinical prob-
lem that relates to the frequency, duration, and intensity of the phases [103–105].

For these reasons, many patients require polypharmacological therapy with the 
different classes of drugs to obtain an adequate response. There are various motiva-
tions that push the clinician to combine several medications, such as increasing the 
effect of an agent with a synergistic mechanism, treating a particular aspect of the 
disease (e.g., adding a hypnotic to an antidepressant to help with sleep or a stimulant 
is added to combat residual fatigue), and reducing the side effects that could be cre-
ated by the treatment.

Lithium can be used in combination with anticonvulsants in the treatment of 
patients with refractory mania. A few number of reports have indicated that the 
combined administration of carbamazepine and lithium is more effective in patients 
who have not responded to the separate single administration of these two agents. 
Retrospective reviews have generally evidenced that the combination of lithium and 
carbamazepine is useful and synergistic [106, 107], and this association appears to 
be well tolerated by patients. However, among the adverse reactions, an increased 
risk of sinus node dysfunction with this combination should be noted, but this effect 
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appears to be rare [108]. Furthermore, the combination of lithium and carbamaze-
pine may have a cumulative antithyroid effect, but there is no evidence of increased 
neurotoxicity or blood dyscrasias with respect to this combination. This action 
indicates that the combination of lithium and carbamazepine appears to be well 
tolerated [109]. A prospective randomized study showed the effectiveness of both 
carbamazepine and oxcarbazepine in treating the residual BD symptoms that had 
not responded to the single administration of lithium [110].

Lithium is usually combined with valproate in the treatment of BD; however, 
valproate and carbamazepine compete for liver metabolism, which can increase 
the risk of carbamazepine toxicity. For this reason, some researchers have sug-
gested that the combination of valproate and carbamazepine is contraindicated. 
Our experience suggests that the combination can be safely used if the serum 
levels of both drugs are carefully monitored and are administered with adequate 
doses. Other anticonvulsants that have sometimes been associated with lithium 
and valproate in the patients with treatment-resistant DB are gabapentin, topira-
mate, and lamotrigine.

The only double-blind augmentation study to date has found that gabapentin 
added to a conventional mood stabilizer may have a modest role in the prevention of 
relapse [111]. This combination appears to be well tolerated and seems to be useful 
with the symptoms of anxiety and agitation in the patients with BD even if it does 
not seem to be very effective in the treatment of mania or depression. We typically 
use 900–1200 mg/day as an adjuvant dose and do not recommend gabapentin as 
monotherapy for BD.

Topiramate may be more useful as an adjuvant drug than as an augmenting agent. 
Adding 50–200 mg of topiramate to a standard mood stabilizer regimen can play an 
important role in mitigating weight gain.

The prototypical atypical agent clozapine was reported to have substantial effi-
cacy in several large case series of patients with treatment refractory mania but 
has not been studied in placebo-controlled trials in mania [112, 113]. Clozapine 
tends to underlie the treatment algorithm for treatment-resistant DB because of its 
complex use and possible side effects. The combination of lithium and clozapine 
can be synergistic: additionally, lithium can mitigate leukopenia associated with 
clozapine [114]. In contrast, most of the known cases of clozapine-associated NMS 
have been associated with the concomitant use of lithium. However, for the patient 
with treatment-resistant BD, adding or replacing clozapine in the regimen remains 
an important option if other mood stabilizers and antipsychotics have failed.

12.4	 �Special Populations

12.4.1	 �Pregnancy

Depression has been shown to adversely affect fetal development (low weight 
infants, small for gestational age infants, preterm birth, and lower APGAR scores). 
Although the direct effect of mania on fetal development is unknown, we know 
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that it is associated with poor self-care, an increased risk of suicide, poor nutrition, 
impaired sleep, and a tendency to use drugs, alcohol, and tobacco.

Valproate should not be used to treat a woman during pregnancy because it is 
associated with a significant risk of birth defects, such as heart defects and neural 
tube defects, and combined with the development of polycystic ovary syndrome.

Another anticonvulsant that should not be used during pregnancy is topiramate 
that has recently been placed in category D because of an increased risk of cleft 
lip and/or cleft palate. Lithium is correlated with the development of Ebstein’s 
anomaly of the cardiac tricuspid valve. The preferred mood stabilizer during preg-
nancy is lamotrigine, which does not appear to have an increased risk of serious 
birth defects. All SGAs belong to pregnancy category C except for lurasidone and 
Clozapine which belong to category B.

12.4.2	 �Breastfeeding

All psychotropic drugs are fat-soluble and dissolve easily in the adipose tissues, 
which is why they pass easily into the breast milk through passive diffusion in 
the cell membranes. The American Academy of Pediatrics (AAP) Drug Safety 
Committee has expressed concerns about the use of lithium during breastfeed-
ing because it is passed in the breast milk at a rate of 50% of maternal serum 
levels. Some clinical cases have indicated adverse outcomes in children who have 
been exposed to lithium during breastfeeding. Carbamazepine levels were around 
25–50% of maternal serum levels, and lamotrigine levels were around 30% of 
maternal serum levels, but the AAP Drug Safety Committee classified lamotrigine 
as “unknown but could be a concern.” To date, however, there have been no cases 
of significant adverse events in newborns, including cases of Stevens-Johnson syn-
drome in infants. Valproate levels in infants were approximately 5% of maternal 
serum concentration; however, a case of anemia was reported in a child exposed to 
valproate while breastfeeding.

12.5	 �Maintenance of Bipolar Disorder

There are many reasons why patients abandon treatment along with some following 
risk factors for non-adherence:

•	 Age, with a higher frequency among the young and the elderly.
•	 Substance abuse and other associated psychiatric and medical conditions.
•	 Socio-economic barriers including lower income and lower education.

There have been two most effective strategies: evaluating the patient on the 
nature of his/her disorders and the benefits of treatment and motivational interview 
strategies. Successful treatment recognizes the importance of basing the clinical 
decisions on the available research and evidence-based medicine in this activity. 
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Therapeutic decisions must be based on a combination of available research, clini-
cal judgment, and the therapist’s acumen.

Unfortunately, patients with BD are at a very high risk of therapeutic non-
compliance; in fact, almost two-thirds of patients do not respect drug treatment in 
the entire first year of treatment. Effective BD treatment requires patients’ participa-
tion in agreeing to treatment goals, monitoring of response and possible side effects, 
evaluating their functioning levels, and recognizing and managing stressors in their 
lives. Effective treatment BD requires flexibility for all these reasons.

BD is a chronic disease with a high morbidity that tends to recur in the subject’s 
life with a high frequency (about 90%) [115]. For this reason, maintenance therapy 
is indicated and recommended only after a single manic episode [24]. Further objec-
tives of maintenance therapy include the prevention of recurrence, the optimization 
of biopsychosocial functioning for obtaining a complete recovery and mostly the 
prevention of suicide. It is a fact that the best way to treat an acute episode is to pre-
vent it. Numerous medications have received the FDA’s approval for monotherapy 
maintenance treatment, including lithium, lamotrigine, aripiprazole, olanzapine, 
and risperidone. The FDA has also approved quetiapine, ziprasidone, and asenapine 
for maintenance as an additional treatment with lithium or valproate. Some patients 
responded very well with monotherapy, but combination treatment is required in 
most cases. Patients should generally start monotherapy with a mood stabilizer. 
Those who do not undergo a complete remission of symptoms but only a partial 
response with monotherapy at the maximum tolerated dosage, or in the case of 
lithium or valproate, at the doses that guarantee a level within the therapeutic range, 
must receive combined treatment to keep the possible side effects under control.

Patients who experience breakthrough manic or hypomanic episodes while on 
maintenance treatment should receive effective medications, which should essen-
tially contain all the antipsychotics and/or effective mood stabilizers. The break-
through episodes of depression should be treated with medications that have 
demonstrated a higher efficiency for BD.

Quetiapine, approved in 2008 in combination with valproate or lithium for the 
maintenance treatment of BD-I, can be also associated with valproate or carbamaze-
pine but poses greater risks of interaction [32]. The most common pharmacological 
association is of a mood stabilizer and an antipsychotic. There are few reasons to 
combine two antipsychotics: this solution can be considered only in the cases of 
patients who are ultra-resistant to treatment while paying close attention on moni-
toring the side effects that could also be serious, especially at the cardiovascular 
level. In the latter case, the risk-benefit ratio must be carefully considered along 
with the assessment of all the possible advantages and disadvantages.

Lithium is certainly the most widely studied drug in the maintenance treatment 
of BD.  Serum lithium concentrations in the maintenance therapy are generally 
lower than those needed to produce efficacy in an acute manic episode. The opti-
mal level of lithium for many patients will be considered as the level that balances 
the prevention of relapses and suppresses the subsyndromal symptoms as com-
pared to the minimization of annoying everyday side effects. The lithium dose in 
maintenance treatment is controversial. Studies have shown that low levels such as 
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0.4–0.6 mEq/L are effective for maintenance; instead a controlled study found that 
patients who presented low lithium level (0.4–0.6 mEq/L) experienced more illness 
episodes than patients who presented standard lithium level (0.8–1 mEq/L), show-
ing a higher rate of relapse (38% vs. 13%)” [116].

Two large 18-month placebo-controlled maintenance trials comparing lamotrig-
ine (200–400  mg/day) and lithium (0.8–1.1  mEq/L) found lamotrigine, but not 
lithium, superior to placebo in preventing the depressive episodes [31, 32]. In con-
trast, lithium, but not lamotrigine, was superior to placebo in preventing the manic 
episodes.

The only randomized, placebo-controlled maintenance study of valproate in 
BD-I found no significant difference in time for the development of any mood epi-
sode among the patients receiving valproate, lithium, or placebo [117]. Calabrese 
et al. compared valproate and lithium in a 20-month study of patients with rapid 
cycling in BD and found comparable relapse rates in both the treatment groups 
[86]. To date, there are no clear data regarding the optimal concentration of valproic 
acid in maintenance therapy in BD. Usually, the current practice consists of titrating 
the therapeutic serum concentrations (50–125 μg/mL) and, as in lithium, balancing 
relapse and preventing subsyndromal symptoms against the minimization of side 
effects [24].

Among the BD maintenance treatments, the use of olanzapine is indicated to be 
superior to placebo in the prevention of manic and depressive episodes [118]. The 
combination of olanzapine with lithium or valproate has also shown to be more 
effective in preventing relapses than placebo, lithium, or valproate [41, 42].

Aripiprazole was superior to placebo in preventing the manic relapse over a 
6-month follow-up period in the patients with BD who were initially stabilized on 
the aripiprazole monotherapy for an acute manic or mixed episode [33, 119]. In 
contrast, there was no significant difference between aripiprazole and placebo for 
the rates of depressive relapse.

A 6-month maintenance study found ziprasidone to be superior in prolonging the 
intervention time for a mood episode than placebo when it was used in combination 
with lithium or valproate and also in the proportion of patients who needed inter-
vention during the study’s duration [120].

Risperidone (long-acting injectable formulation) was encountered to be supe-
rior to placebo in the prevention of relapse, both as monotherapy and as adjunctive 
therapy [121, 122].

The extended release of paliperidone may be efficacious as a maintenance treat-
ment in the patients with BD [123].

12.6	 �Prophylaxis of Bipolar Disorder

Although the use of antidepressants and antipsychotics is limited to the specific 
disease stages, the use of a mood stabilizer is considered as a standard mainte-
nance therapy for most patients. Table 12.2 outlines the stepwise recommendations. 
Recent studies propose the combination of antidepressants and mood stabilizers as a 
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maintenance strategy, and it may be important to prevent depressive relapse in some 
patients. The median duration of mood episodes in people with BD has reported 
to be 13 weeks, with a quarter of patients remaining ill for 1 year [124]. Residual 
symptoms after an acute episode are a strong predictor of recurrence [125].

Most of the evidence supports the application of lithium in the prevention of epi-
sodes of mania and depression [126–130]. Although lithium has the disadvantage of 
producing worsening results after its sudden interruption compared to other mood 
stabilizers [131–134], it has the advantage of a proven anti-suicide effect [135–
138]. Among antiepileptics, carbamazepine is considered as the third-line approach 
and appears to be the least effective [139].

The long-term use of valproate appears uncertain [140]. The BALANCE study 
found that the individual use of valproate was less effective than lithium or the com-
bination of lithium and valproate [141]. A large observational study, in fact, has 
shown that lithium is much more effective than valproate in preventing relapse in any 
condition and in preventing re-hospitalization [142]. Some SGAs such as olanzap-
ine [129], quetiapine [143], aripiprazole [144, 145], and risperidone [146] have also 
proven to be more effective than valproate. It is no coincidence, in fact, that among 
these SGAs, the first three have received approval for the prophylaxis of BD. The 
use of long-acting injection (LAI) of FGAs and SGAs probably plays an important 
role in the prevention of mania, especially in the subjects who are not compliant with 
drug therapy but can have a negative effect on depressive symptoms [147].

The use of polypharmacy must always be calibrated with the possible increase 
in adverse effects. The National Institute for Health and Care Excellence and the 
most recent British Association for Psychopharmacology guidelines recommend 
the combinations of olanzapine, risperidone, quetiapine, or haloperidol with lithium 
or valproate. Antipsychotics such as aripiprazole are also viable options when com-
bined with lithium or valproate, particularly if they have been proven effective dur-
ing the treatment of an acute episode of mania or depression [31, 131]. Lurasidone 
may have a substantially similar long-term efficacy, both in monotherapy and in 
combination with a mood stabilizer [148] (Table 12.3).

Table 12.2  Description of the main recommendations for the prophylaxis of patients with bipolar 
disorder both in pharmacological and psychoeducational terms

Recommendation for the prophylaxis of Bipolar Disorder

• � In long-term treatment, it is necessary to use antimanic and antidepressant drugs to prevent 
the repetition of the disease phase. Lithium is considered as the gold standard drug.

• � If lithium is not effective, then evaluate the association with valproate.
• � If lithium is not tolerated, then evaluate valproate or olanzapine. Quetiapine should also be 

evaluated if it was effective during an episode of mania or bipolar depression.
• � Avoid the use of valproate in the women of childbearing age.
• � The efficacy and tolerability of antipsychotic drugs must be assessed until the clinical 

picture stabilizes.
• � Perform psychoeducation on the importance of continuing treatment and self-monitoring on 

the possible prodromal symptoms of a relapse.
• � Never stop a drug suddenly but only gradually and under medical supervision.
• � Monitor symptoms for at least 2 years after stopping treatment.
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12.6.1	 �Antipsychotic Long-Acting Injections in Bipolar Disorder

LAIs are widely used in BD; however, none of them are formally authorized for 
this indication. LAIs of risperidone and aripiprazole are strongly associated with a 
reduced risk of high mood recurrence as compared to placebo but have a little effect 
on the risk of depressive recurrence; however, risperidone may be less effective than 
the oral administration of olanzapine [149]. It can be effective as a single treatment 
or as an adjuvant, but it only provides protection against manic, hypomanic, and 
mixed episodes, and does not decrease or increase the risk of depressive recurrence.

The LAI of aripiprazole has proven effective in reducing the frequency and recur-
rence of manic episodes, but it is also extremely useful for BD-I prophylaxis with an 
effect mainly on the prevention of manic episodes [150]. Moreover, it is generally 
safe and well tolerated, and does not adversely affect the risk of depression.

The support for using FGA-LAIs in BD is currently weak, and very limited evi-
dence suggests that FGA-LAIs may be effective in reducing the recurrence of high 
mood but do not prevent the recurrence of depression and may indeed increase the 
risk. The largest (open) study (n = 85) suggested that flupentixol decanoate (20 mg 
every 2–3 weeks) reduces the risk of recurrence of manic episodes and there are also 
other reports that describe similar effects for other LAIs of FGA. However, the only 
RCT conducted with the LAI form of flupentixol showed no effect and superiority 
over lithium [151].

Oral paliperidone is useful in the prevention of manic phases as well as its LAI 
formulation. It could be assumed that the LAI of paliperidone has similar effects as 
the LAI of risperidone [152, 153].

12.7	 �Conclusions

The introduction of the first psychotropic drugs in the 1950s had numerous direct 
and future consequences. Moreover, lithium salts have played a fundamental role 
in producing these results [154–158]. On a purely scientific level, they favored 
the postulate of the first biological hypotheses on the genesis of mental illnesses, 

Table 12.3  First-, second-, and third-line treatments in the prevention of relapses in the patient 
with bipolar disorder

Prophylaxis in 
bipolar disorder

First 
line

Lithium

Second 
line

Valproate (not in women of childbearing potential), 
olanzapine, aripiprazole, risperidone, or quetiapine

Third 
line

Alternative antipsychotics that have been effective during 
an acute episode: carbamazepine, lurasidone, and 
lamotrigine

• � Always maintain successful acute treatment regimens (e.g., mood 
stabilizer + antipsychotic) as prophylaxis

• � Avoid long-term antidepressants if possible

A. Cuomo et al.



215

thus giving rise to the so-called “biological psychiatry.” From the historical point 
of view, another important contribution of the clinical introduction of lithium and 
FGAs resides at the level of health care, giving rise to the progressive phenomenon 
of “deinstitutionalization” in psychiatry. This fact mitigated the component of the 
stigma that had accompanied psychiatric care. In this sense, the FGAs not only 
allowed patients to leave psychiatric hospitals, but also helped their socialization.
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13Dimensions and Predictors of Personal 
Recovery in Major Depression

Mario Luciano, Claudia Carmassi, and Umberto Albert

13.1	 �Introduction

Symptomatic remission has long been the only treatment goal of severe mental dis-
orders (SMD) [1]. It can be defined as “a period during which an improvement of 
sufficient magnitude is observed that the individual is asymptomatic (i.e. no longer 
meets syndrome criteria for the disorder and has no more than minimal symptoms)” 
[2]. However, current treatment guidelines suggest that symptomatic remission can-
not be considered any longer the only goal of treatment, but rather the first step 
towards the more challenging goal of recovery. In fact, in the last decades treatment 
outcome in SMD has evolved from the symptomatic remission to the broader con-
cept of recovery [3].

Recovery has been defined as “a deeply personal, unique process of changing 
one’s attitudes, values, feelings, goals, skills, and/or roles” and “a way of living 
a satisfying, hopeful, and contributing life even within the limitations caused by 
illness” [4]. The first definition of recovery was used in the thirteenth century 
and referred to the act of “regaining consciousness” [5]. In the early fourteenth 
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century, the term recovery was used with the meaning of “regaining health or 
strength”, and more recently of “returning to a normal or healthy status”, referring 
mainly to physical illnesses rather than to mental disorders. In the past, recovery 
was traditionally understood as a sustained remission, or as the absence of symp-
toms and signs, accompanied by functional improvement (e.g. cognitive, social, 
and vocational functioning); this concept underlined the idea that recovery could 
be considered as the return to a former state of health [6]. This definition refers 
to “clinical recovery”, usually defined by a set of criteria to be met and mainly 
assessed by mental health professionals. Various definitions of clinical recovery 
have been provided. One of the most adopted and recognized definitions of clini-
cal recovery includes full remission of symptoms, full or part-time engagement in 
work activities or education, independent living and the presence of friends with 
whom sharing pleasant activities, all sustained for a period of 2 years [7]. Clinical 
recovery is conceptualized as a dichotomous objective outcome (in recovery ver-
sus not in recovery) that can be rated by an expert clinician with standardized 
assessment instruments. The definition of clinical recovery does not vary among 
individuals with a given diagnosis, as the concept emerged from professional-led 
research and practice [8].

Despite clinical recovery can be defined as an initial attempt to assess the out-
come of mental disorders beyond treatment response and remission from psy-
chopathological symptoms, it has to be considered only a part of the process of 
recovery. In fact, also based on suggestions coming from individuals who have 
had personal experience of a severe mental illness, the term “personal recovery” 
came up. This definition implies that recovery can be achieved despite the pres-
ence of symptoms of a given mental disorder. The concept of personal recovery is 
of particular importance since it involves the process by which a person attempts 
to develop new goals and meaning in life, beyond the catastrophic event of having 
a mental illness [9]. Individuals’ skills to cope with symptoms are one of the most 
important elements of personal recovery. They refer to the ability of an individual 
to overcome the negative personal and social consequences of mental disorder and 
regain a self-determined and meaningful life. Thus, personal recovery is not simply 
the acquisition of a healthy status as it was before the onset of the mental disorder, 
but rather the growth beyond the premorbid status [10].

Contrary to the concept of “clinical recovery”, then, personal recovery is consid-
ered as a process or a continuum, and not as an outcome, founded on the concept of 
an individual’s journey of growth and personal development [11]. It is subjectively 
defined by the persons with a mental disorder, and individually rated by themselves 
[12]. Moreover, personal recovery is a heterogeneous concept, which assumes dif-
ferent meanings for different people, although many aspects are shared among indi-
viduals [8, 13].

However, a widely accepted definition of personal recovery has not been achieved 
yet. Law et al. [14] carried out a study involving 381 patients with psychosis, in 
order to find a common definition of personal recovery. The highest number of par-
ticipants agreed that “recovery is the achievement of a personally acceptable quality 
of life” and that “recovery is feeling better about yourself”.
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Patients’ clinical and personal recovery has been extensively assessed in people 
with lived experience of severe mental illnesses such as schizophrenia spectrum 
disorders or bipolar disorders, while little is known about the process of personal 
recovery in patients with other severe mental disorders, including major depressive 
disorders (MDD) [3, 15].

The focus on recovery from depression comes from recent studies on the effi-
cacy of antidepressants, when it became apparent that standard treatments were not 
sufficient for achieving clinical recovery in many patients with MDD [10]. Indeed, 
several clinical features associated with the naturalistic course of MDD, such as 
its chronicity, the associated high relapse rates, the increasing probability of recur-
rences with every new episode [16–18], the frequent persistence and deleterious 
impact of residual symptoms [19–21], and the high comorbidity with physical ill-
nesses, with long-term damaging effects on health and well-being greater than those 
associated with angina, arthritis, asthma or diabetes [22], justify the recent interest 
in applying the concept of personal recovery to MDD. Moreover, the lack of syn-
chronicity between symptomatic and functional improvement often seen in recov-
ering from MDD adds interest to the study of personal recovery in mood disorders 
[23]. Another clinical issue that stresses the importance of considering personal 
recovery in MDD is the evidence that the quality of remission is different according 
to the number of previous episodes; past depressive episodes seem to have a nega-
tive cumulative impact on psychomotor retardation, for example [24], or on other 
dimensions of cognitive functioning (e.g. memory) [25], supporting the scar effect 
hypothesis. Living well despite the illness or the long-term negative and persistent 
consequences of the disorder becomes an essential goal of the treatment of MDD.

The aim of the present overview is to provide readers with a description of the 
components of personal recovery and report available data on personal recov-
ery in MDD.

13.2	 �From Response to Full Functional Recovery in MDD: 
History of Outcome Definitions 
in the Treatment for MDD

MDD is a common mental condition ranked by the World Health Organization 
among one of the leading causes of health-related disability worldwide. Globally, 
MDD affects more than 300 million people of all ages representing one of the major 
contributors to the overall global burden of disease. Moreover, depression causes 
not only relevant economic costs due to disability, healthcare system utilization and 
absenteeism, but is also associated with premature loss of life, especially by suicide 
[26]. MDD has a high lifetime prevalence (16.2%), and two thirds of cases have 
an episodic recurrent course [27, 28]. More than 50% of MDD patients report not 
satisfying outcomes from available treatments, with a high relapse rate after 2 years 
from the onset of the disorder [29–31].

The magnitude of this public health problem has led researchers and clinicians on 
one hand to look for better treatments for this condition and, on the other, to define 
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more specific treatment goals such as response, remission and recovery. These terms, 
in fact, have evolved as the study of novel therapeutic treatment strategies [32]. 
Lacking a reliable physical marker of depression, clinicians must judge wellness 
based on levels of symptoms and functional impairment, with the outcomes of such 
assessment driving the choice of therapeutic interventions [33]. Since the 1950s, 
after the introduction of antidepressant pharmacotherapy, the most common out-
come criterion used for evaluating MDD treatment was simply symptoms improve-
ment, and until the early 1990s, outcome terms, definitions and criteria showed 
inconsistencies in the literature. The introduction of standardized rating scales such 
as the Hamilton Rating Scale for Depression (HAM-D) or the Montgomery-Asberg 
Depression Rating Scale (MADRS) for evaluating treatment outcomes in the early 
1980s led to some consistency in the definition of response (i.e. percentage change 
from baseline or reduction to a predefined cut-off score) [33]. In 1991, Frank and 
colleagues [2] proposed a uniform terminology for treatment outcomes aiming at 
allowing consistent comparisons of different clinical trials.

Response was defined as a ≥50% decrease from baseline in the total score on 
a standardized symptom scale (e.g. HAM-D, MADRS) and maybe represents the 
most consistently defined term, widely used as the acute treatment goal. How a 
≥50%, instead of 40 or 60%, decrease from baseline measurements became 
the standard definition of symptoms improvement remains unclear [34]. In the 
Sequential Treatment Alternative to Relieve Depression (STAR-D), response rates 
were reported to range between 39 and 56.6% [35]. Response has proven useful in 
research settings but it is of less utility to the clinical practice. This definition does 
not consider symptoms severity at the end of the treatment period so that subjects in 
the response group might still have clinically significant depression at the end of the 
protocol. Treatment responders might, in fact, still meet MDD diagnostic criteria 
and paradoxically even meet inclusion criteria for the clinical trial in which they 
had just participated. Moreover, in clinical practice, responding to antidepressant 
therapy but failing to achieve symptomatic remission implies a negative prognosis. 
Residual depressive symptoms, in fact, predispose to relapse/recurrence, chronicity, 
and suicidality in depressed patients [19–21, 36].

Remission is considered a more rigorous definition of a positive endpoint, identi-
fied since the end of the 1990s as the treatment goal for MDD [37–39]. In clinical 
trials, a score reduction under a specific cut-off score on rating scales represents 
remission and operationalized criteria have been proposed depending on the spe-
cific rating scales adopted (e.g. HAM-D score ≤7; MADRS score ≤10). As com-
pared to response, achieving remission provides a greater opportunity for improving 
long-term prognosis and preventing relapses and recurrences. Unfortunately, only 
30–40% of individuals with MDD reach symptomatic remission after an adequate 
treatment with first-line antidepressants. Furthermore, since the definition published 
by Frank et al. [2], alternative thresholds continue to be utilized determining dif-
ficulties in comparing different results [40–42]. This definition of remission is, in 
fact, theoretical vague and directly depends on the psychometric characteristics of 
the instrument used [43, 44]: a HAM-D score of 7 cannot be considered a priori a 
sign of true remission, and, for example, a lower score (<5) appears to be in some 
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studies a more objective cut-off point [45]. Another controversial issue is the dura-
tion threshold for remission and recovery [46]; in the original proposal of opera-
tional criteria by Frank and colleagues [2], full remission required ≥2 weeks and 
less than 6 months asymptomatic, while recovery ≥6 months asymptomatic. Other 
authors considered a threshold of ≥8 weeks to define symptomatic remission [33, 
47]. These duration thresholds have been found not to be empirically supported 
[48], so that the duration criteria for declaring remission and recovery seem unnec-
essary to date.

Moreover, results showing that a significant proportion of patients do not reach 
full psychosocial recovery even when they reach symptomatic “affective” remis-
sion indicate how non-affective symptoms are relevant for functional outcome [10, 
49, 50].

Considering that cognitive dysfunctions (i.e. impairments in psychomotor speed, 
attention, verbal memory, executive functions) are among the most frequently 
encountered residual symptoms [51, 52], constitute a substantial risk for relapse 
in depression [53] and are strongly related to impaired psychosocial functioning, 
some authors have proposed the term cognitive remission as a new main objective 
in the treatment of MDD [54–56]. Cognitive dysfunctions may constitute a different 
dimension of major depressive symptomatology, responding differently (to differ-
ent strategies) and in a non-synchronous way with respect to affective symptoms 
[56, 57]; thus, evaluating cognitive remission may be of clinical utility. Although 
different instruments have been proposed for evaluating cognitive dysfunctions in 
MDD and proved to be sensitive to changes during treatment (e.g. Digit Symbol 
Substitution Test—DSST; Trails Making Test B—TMT-B; or the THINC-it tool, a 
freely available, patient-administered, computerized screening tool integrating sub-
jective and objective measures of cognitive function in adults with major depres-
sive disorder) [58–60], no operationalized criteria for cognitive remission have been 
proposed.

Other authors pointed out that remission from depression as it is currently con-
ceptualized (and defined with the HAM-D or MADRS cut-offs) is probably ade-
quate for remitting negative mood, but not good enough for recovering positive 
mood, hedonic tone, functioning, or meaningfulness of life [61]; the focus is too 
much on the decrease of negative affect (i.e. depressive and anxiety symptoms) 
instead of on restoring positive affect or hedonic tone, despite the fact that loss of 
interest and pleasure is a core criterion for the diagnosis of MDD.

In this regard, remission is substantially different from recovery, also con-
sidering that even subthreshold depressive symptoms may be associated with 
substantial psychosocial impairment and that the number of residual symptoms 
correlates to the likelihood of subsequent relapse [47, 62]. Depressed individu-
als experience not only mood symptoms, but impairments in physical, occu-
pational, and social functioning too [63, 64]. It is also worth mentioning that 
impaired functioning is a predictor of subsequent relapse of MDD; moreover, 
although measures of psychosocial functioning generally move in parallel with 
depressive symptoms (as depressive symptoms increase in severity, psychoso-
cial disability worsen), improvements in affective symptoms and functionality 
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do not always resolve in tandem [23]. In light of this, some authors have pro-
posed functional recovery as a more adequate endpoint/outcome for the MDD 
treatment [10]. Research shows, in fact, that the prioritized therapeutic objective 
in MDD is the return to premorbid functioning, positive mental health, over the 
extinction of depressive symptomatology. Several functional outcome assess-
ment tools have been proposed, such as the Global Assessment of Functioning 
(GAF) scale, the Quality of Life Enjoyment and Satisfaction Questionnaire 
(Q-LES-Q), the Sheehan Disability Scale (SDS), the Social Adjustment Scale-
Self Report (SAS-SR), the WHO Disability Assessment Schedule (DAS 2.0), 
the Work and Social Adjustment Scale (WSAS), among others. Most of these 
instruments represent patient-reported outcomes that measure subjective per-
ception of functioning, quality of life enjoyment and satisfaction, adjustment. 
Functional capacity is a more objective outcome; it may be measured with 
the University of California San Diego Performance-based Skills Assessment 
(UPSA), which assesses the capacity of an individual to perform specific skills 
required for independent living in a controlled situation. Functional remission 
or recovery in MDD has been proposed to be operationalized as having a GAF 
disability score ≥61, or a Sheehan Disability Scale score <5 on the three sub-
scales, or as having an improvement on the University of California San Diego 
Performance-based Skills Assessment (UPSA) ≥7 or ≥9 points [65, 66].

Ongoing functional impairment may negatively impact on return back into 
daily life and in turn delay full functional recovery. Full functional recovery can 
be defined as a condition in which the patient starts to enjoy his/her usual activities 
again, returns to work and is able to take care of him/herself [3, 58]. Although full 
functional recovery has not been operationalized, it may be conceptualized as made 
of both clinical/symptomatic remission and functional remission/recovery.

Despite the evidence-based effective treatments available to date for MDD (both 
pharmacological and psychosocial), the achievement of full symptomatic and func-
tional recovery persists to be an open challenge in psychiatry. The return to previous 
functioning levels may also have a slower trajectory with respect to symptomatic 
response or remission [67–70]. Among several clinical trials, rates of remission are 
low for any antidepressant drug (approximately 33%) [71, 72] and may be worse in 
clinical practice [73, 74]. Even more challenging is the achievement of both symp-
toms remission and functional recovery after a trial of an antidepressant treatment 
[75]; moreover, functional remission does not always move in tandem with symp-
toms remission and it may take longer to reach functional recovery [23]. In a pooled 
analysis of three randomized, double blind, short-term (8-weeks) treatment studies 
in MDD Sheehan et al. [76] reported that only 23% of subjects achieved combined 
symptomatic remission and functional recovery. Full functional recovery (symp-
tomatic remission + functional recovery) remains a difficult-to-reach target of the 
long-term treatment of MDD: post hoc analysis from a 24-week prospective, obser-
vational study that involved 1549 MDD patients found that clinical and functional 
remission was achieved in 70.6% and 56.1% of the MDD patients, respectively, 
but only 52.1% of them reached full functional recovery at the end of the 6-month 
trial [77].
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This historical shift from symptomatic remission to full functional recovery as 
the treatment target in clinical trials is reflected by a similar trend in identifying 
more holistic objectives of mood disorders management by recent practice guide-
lines for mood disorders. The CANMAT 2016 clinical guidelines for the man-
agement of the adults with MDD, for example, state that the goals of the acute 
treatment (8–12 weeks) are the remission of symptoms and the restoration of func-
tioning, while the goals of the maintenance phase (6–24 months) are the return to 
full functioning and quality of life and the prevention of recurrence [78]. The more 
recent 2020 Royal Australian and New Zealand College of Psychiatrists clinical 
practice guidelines for mood disorders [79] explicitly recommend that “the aims of 
mood disorder treatment should go beyond symptom relief to include resilience and 
improve well-being”; this is particularly recommended in the context of chronic and 
relapsing mood disorders, where an episode of care is viewed also as an opportu-
nity to develop the patient’s resilience against the future illness. Resilience is here 
defined as the “ability to adapt to, and recover from, stress; not simply the absence 
of vulnerability”. Guidelines identify personal recovery as the ultimate goal of 
treatment, as the “process of adaptation to serious mental illness”, and encourage 
clinicians to have a more active engagement with patients [79]. The development 
of resilience “focuses on instituting new strategies, embedding new resources and 
addressing vulnerabilities”.

As one can see, the term personal recovery appears for the first time as the goal 
of treatment in MDD.

13.3	 �Dimensions of Personal Recovery in Severe 
Mental Disorders

Different definitions of personal recovery in SMD have been proposed and several 
determinants of personal recovery identified. However, all definitions of personal 
recovery include components such as accepting mental illness, finding hope for the 
future, re-establishing a positive identity, developing meaning in life, taking control 
of one’s life through individual responsibility, spirituality, empowerment, overcom-
ing stigma, and having supportive relationships [6]. Probably, a higher consensus 
definition of personal recovery has not been achieved yet due to the complexity of 
the recovery construct. The complexity is increased by the evidence that there are 
at least five stages of recovery [12]: (1) moratorium (i.e. denial, confusion, hope-
lessness, identity confusion and self-protective withdrawal); (2) awareness (i.e. the 
initial appraisal that recovery is possible, with the possibility of a better life, includ-
ing the development of the awareness of a possible self, other than that of being 
a patient with a SMD); (3) preparation (i.e. person start to working on recovery, 
by learning about mental illness and available services, by becoming involved in 
groups, and connecting with others who are in other stage of recovery); (4) rebuild-
ing (the hardest phase of the recovery process, which involves a change to a more 
positive identity, by reassessing old values and moving towards a new way of liv-
ing, taking responsibility for managing illness and for control of life, and showing 
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tenacity by takings risks and suffering setbacks); (5) growth (i.e. gaining new skills 
on how to manage symptoms and disabilities).

One of the most comprehensive definitions of personal recovery has been pro-
vided by Leamy et  al. [80], who developed a framework to understand the con-
cept of personal recovery, through a systematic review and narrative synthesis: the 
CHIME Framework. It consists of three interlinked superordinate categories of 
recovery, including the characteristics of recovery journey, the recovery processes 
and recovery stages. The acronym CHIME derives from the recovery process iden-
tified by the framework: Connectedness (i.e. peer support and support from social 
groups, good social relationships, supports from others, being part of the commu-
nity), Hope and optimism (i.e. belief in the possibility to recover, motivation to 
change, hope-inspiring relationships, positive thinking and valuing success, having 
dreams and aspirations), Identity (i.e. dimensions of identity, ability to rebuild or 
redefining a positive sense of identity and to overcome stigma), Meaning in life 
(i.e. meaning of mental illness experiences, spirituality, quality of life, meaning-
ful life and social roles and goals, ability to rebuilding life), Empowerment (i.e. 
personal responsibility, control over life, focusing upon strengths). In particular, 
empowerment is a core concept of the World Health Organization vision of mental 
health promotion [81] and it plays a key role in the concept of personal recovery. 
Empowerment is the core component of the UK movement “no decision about me 
without me”, a user-led movement which aimed to transform the English National 
Health System to a recovery-oriented service system [82]. Empowerment refers to 
people’s ability to become stronger and more confident, particularly in controlling 
their own life and claiming for their rights. Empowerment helps to adopt autonomy 
and self-determination and to influence the decision-making process, thus impact-
ing self-esteem and self-efficacy [83].

The process of personal recovery is defined by three main dimensions: the inner 
experience, the contribution from others and the participation in social activities [5]. 
The first category refers to patients’ inner experiences of the disease and to their 
ability to accept themselves as persons rather than as patients, and to identify them-
selves as responsible to build up an independent life. In this sense, recovery refers 
to the ability to accept the disability. Acceptance, which should not be considered a 
synonym of giving up and surrendering to symptoms, is the most difficult stage of 
the whole recovery process, but also the most essential [84]. Acceptance includes 
hope, spirituality, empowerment, connection, purpose, self-identity, symptom man-
agement and stigma [85].

The second category refers to the support from relevant others in the recovery 
process, including professionals, family members and other caregivers, friends, 
other patients. As regards the professional support, several therapeutic approaches 
have shown to be effective in fostering the process of personal recovery, including 
cognitive remediation, psychoeducational interventions, and cognitive-behavioural 
approaches [86]. Independently from the therapeutic approach, a key element of 
professional support, strongly linked with personal recovery, is the provision of 
a guide to patients through symptoms, and of instruments to help them to over-
come the crises. Mental health professionals’ characteristics associated with a better 
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personal recovery are empathy and respect, being active and carefully listening and 
showing interest to patients’ problems [5, 87]. The role of mental health profes-
sionals and of the organization of mental health services has become a key topic in 
the promotion of personal recovery in the last years. In fact, many countries have 
adopted national mental health policies shifting towards recovery-oriented mental 
health services and interventions [88]. The recovery-oriented approaches offer a 
transformative conceptual framework for practice, culture and service delivery in 
mental health service provision [89]. Several studies have highlighted that spiritu-
ality is a relevant factor in the personal recovery, since religion can motivate and 
inspire patients to live their lives with greater acceptance [90]. Moreover, being 
part of a faith community and having a religious affiliation is seen as an important 
component of an individual’s recovery [80].

The third component of personal recovery includes patients’ participation 
in social activities. Being active on a daily basis and staying in contact with the 
real world allows patients to avoid isolation and reduces detachment from reality 
[91]. Moreover, having a stable employment helps keeping the feeling of being 
able to give something back to the society, feeling competent and appreciated by 
colleagues [87], while reducing at the same time the stigma and building a sense 
of independence from others. Moreover, the participation in leisure activities is a 
major contributing factor to the recovery process. Participating in leisure activities 
allows people to being distracted from mental health problems, to meet new people 
and to create social networks, thus enriching their social life [5].

An integrated dimensional model of recovery has been proposed by Whitley and 
Drake [92]. It defines recovery on the basis of five dimensions: (1) clinical—reduc-
tion in symptoms; (2) existential—better sense of hope, empowerment, and spiritual 
well-being; (3) functional—recovering meaningful role; (4) physical—promoting 
physical health; and (5) social—consolidating relationships with others and feeling 
that one is part of society. One of the advantages of this framework is to provide an 
integrated approach with both a focus on clinical and personal aspects of recovery 
(including a focus on physical health—and thus strategies implementing physical 
health) and may provide clinicians with a useful framework for identifying and 
promoting strategies to foster recovery.

13.4	 �Personal Recovery in Major Depression

The recovery process from MDD is still understudied. In fact, recovery has been 
mainly investigated in patients with schizophrenia, other psychoses and/or bipo-
lar disorders. Patients with major depression are underrepresented in the consum-
ers’ movements, where the concept of personal recovery has been developed and 
conceptualized [10, 15]. Despite personal recovery is conceptualized as a process 
which can occur independently from patients’ symptoms, several studies have high-
lighted that the type and the severity of psychiatric symptoms can have a different 
impact on personal recovery [93]. In fact, the core symptoms of schizophrenia, such 
as delusions and hallucinations, have a reduced influence on patient’s experience of 
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recovery, while affective symptoms are considered a barrier in the process of recov-
ery of patients with schizophrenia [94]. In particular, authors reported that personal 
recovery was predicted mainly by affective symptoms, while the negative and posi-
tive ones were not associated with personal recovery in a sample of 105 patients 
with schizophrenia and bipolar disorder. Moreover, the severity of affective symp-
toms was more strongly related to personal recovery in patients with non-psychotic 
disorders than in those with schizophrenia.

Only a few studies have assessed personal recovery in major depression. 
Available evidence suggests that the recovery journey in MDD can be considered 
a complex, personalized and multifaceted process. Complexity arises from the fact 
that several social, clinical and contextual factors are potentially implicated in the 
process of recovery [15].

Social support, measured as the size of social network, subjective feeling to be 
supported by relatives or friends and the number of close relationships and satisfac-
tion with received support, is one of the most influential factors that can impede or 
foster the process of recovery in MDD [95, 96]. In particular, Gladstone et al. [97] 
reported that more than 50% of patients with MDD feel that recovery is made diffi-
cult by lack of perceived social support. Interventions targeting the development and 
maintenance of supportive relationships may then prove to be effective approaches 
to foster personal recovery. The relationship between perceived poor social support 
and depression, leading to a delay in the recovery process is, however, complex: it 
is possible that the depressive state is associated with a negative perception of social 
support while this is not true, but also that chronicity of depression or multiple 
recurrences of depression trigger erosion of social support networks over time (a 
sort of social scar of recurrent or chronic MDD).

It is then essential to carefully assess this dimension in the real life of the patient. 
This also implies that clinicians should promptly recognize, diagnose and appro-
priately treat MDD since its onset; an early personalized and optimized treatment 
is essential in terms of a) pharmacologic compound or psychotherapeutic interven-
tion, b) appropriate dose (drug) or frequency (psychotherapeutic intervention), c) 
right choice of the specific intervention according to the clinical subtype/predomi-
nant symptom dimension of MDD, and d) quick adoption of alternative strategies 
when at least a partial response is not evident within the first weeks of treatment 
[3, 98]. The duration of untreated illness and the lack of an early improvement in 
depressive symptoms (e.g. ≥20% decrease in HAM-D score after 2 weeks) have 
been consistently found to be associated with non-remission and/or relapses/recur-
rences, thus interfering with the personal recovery journey [99–101].

It is also imperative, in order to promote recovery from depression, to aggres-
sively treat the full spectrum of symptoms accompanying the episode, including 
residual symptoms and dysfunctions eventually associated with drug side effects 
(e.g. sexual dysfunctions). Integrating multiple treatment approaches (sequentially) 
may prove to be the optimal way of fostering personal recovery.

If we refer to the integrated model of recovery proposed by Whitley and Drake 
[92], these may be conceptualized as strategies fostering clinical recovery and 
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contributing, at a later time, to personal recovery. Other strategies that patients 
themselves can implement together with healthcare providers include, for example, 
analysing and changing dysfunctional beliefs (cognitive-behavioural treatments) 
and/or learning how to pay attention to mood changes (e.g. regularly taking notes 
on mood changes) in order to recognize early signs of a relapse and thus implement 
appropriate strategies as soon as they became aware that symptoms are becoming 
more intense [102].

As regards contextual factors, it should be noted that patients and clinicians hold 
different perspectives regarding what constitutes recovery from major depression 
and what they consider important for recovery from MDD [103–105]. In fact, most 
physicians consider the reduction of the number and severity of depressive symp-
toms, as well as the improvement of patients’ functioning, the focus of their treat-
ment goals, while patients focus mainly on restoration of positive affect, including 
having a meaningful life, satisfaction with personal relationships, improving their 
ability to concentrate and their personal strengths [106]. Moreover, perceptions of 
MDD symptoms and the associations between these symptoms and functioning dif-
fer significantly between patients and healthcare providers across all phases of the 
disorder (acute, post-acute and remission) [107]. The findings of this latter study 
highlight the need for improved communication between patients and healthcare 
providers in order to set appropriate treatment goals. Different priorities in treat-
ment outcomes between patients and clinicians can lead clinicians to systematically 
ignore all the components of personal recovery as an outcome to be achieved, thus 
reducing the possibility that patients will recover.

An interesting study found that discordance between what patients and physi-
cians consider important in the definition of cure from depression significantly influ-
ences clinical outcomes at 6 months: the subgroup with a poor physician–patient 
agreement on expectations had a worse clinical outcome than the subgroup with an 
excellent physician–patient agreement, with differences in response rate between 
these groups ranging from 9 to 27% [108].

Again, the clinical complexity and heterogeneity of MDD in terms of pre-
dominant symptom dimensions, perceived different relevance of each symptom 
dimension according to patients and healthcare providers perspectives, subtype, 
chronicity, etc. highlights the need of a personalized, individually tailored approach 
to the person living with MDD [109].

MDD patients consider four elements as the main factors that can impede their 
recovery journey; the first one is the lack of consensus on the nature of depression: 
having no personalized treatment, receiving insufficient information about pro-
posed treatments and lack of discussion concerning medications (e.g. mechanisms 
of action, potential side effects, time to response) are reported as major impeding 
elements in the patient-clinician relationship [30]. In this regard, psychoeducational 
consensus checklists may be used by practitioners in order to promote a better rela-
tionship and improve shared decision-making in MDD [110]. Other elements that 
are seen by patients with MDD as potentially interfering with the recovery jour-
ney are: (1) a precarious relationship with the clinician, including lack of trust in 

13  Dimensions and Predictors of Personal Recovery in Major Depression



236

clinicians’ abilities to treat depression, lack of continuity in treatment due to fre-
quent changes in treating clinicians, inappropriate professional attitudes, and lack 
of professional guidance; (2) the unavailability of mental healthcare when needed, 
particularly in case of emergencies (long waiting lists, unavailability of treating 
clinician and lack of care after symptom resolution are the most relevant factors in 
this category), and (3) insufficient involvement of significant others, preventing full 
use of support networks [30].

In order to promote recovery from depression, several approaches have 
been proposed in the last few years [111]. One of the most promising is the 
self-management approach, which increases individualism, empowerment, and 
participation in social activities [102]. Self-management includes both profes-
sional- and user-led strategies. Among the former, booklets, books and e-health 
programmes have been proposed [112, 113]. Promising suggestions come from 
patients’ perspectives on how they recovered from depression; an interesting 
study [102] explored strategies used by people recovering from depressive and 
anxiety disorders, classifying them according to the model proposed by Whitley 
and Drake [92]: these strategies may be implemented in clinical practice to fos-
ter recovery. Having a proactive role towards depression and its treatments (e.g. 
seeking information from mental health professionals about depressive symp-
toms and gaining insight into illness, taking your medication), managing daily 
symptoms (e.g. analysing and changing your thoughts/emotions and behaviours) 
and remaining vigilant to signs and symptoms of potential relapses are among 
the self-management strategies used to foster clinical recovery. Among strategies 
fostering existential recovery, patients reported having a positive outlook, e.g. 
taking inspiration from someone who has previously recovered—well-known 
public personalities with the same disorder, or people in a support groups, hav-
ing spiritual beliefs, using humour, developing a balanced sense of self (e.g. 
distinguishing the illness from your personality), finding meaning (e.g. finding a 
project, a goal, a dream), among others. Self-managed strategies fostering func-
tional recovery included creating a routine (e.g. following a schedule, having 
and respecting regular rhythms—going to bed at a regular time) and proactively 
taking activities (e.g. engaging in pleasant activities and engaging in activities in 
which you can feel competent); again, the usefulness of this approach is that psy-
chosocial interventions (led by healthcare providers but also led by peers) may 
be implemented in order to train patients to adopt these strategies. Regaining and 
promoting physical health is another important dimension of recovery; strate-
gies fostering physical recovery include engaging in sport activities, adopting 
sleep hygiene, eating at regular times and well, reducing consumption of alcohol, 
smoking and other substances. In this regard, it has to be borne in mind that phys-
ical health is compromised in mood disorders because of different contributors, 
some of them not modifiable such as genetic predisposition, other modifiable 
such as dysregulations in social rhythms, substance abuse, poor sleep hygiene, 
or side-effects of medications. Both individuals living with the disorder and 
their healthcare providers can intervene to prevent physical complications and 
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foster physical recovery. Lastly but not least, self-management strategies foster-
ing social recovery reported by patients with depressive disorders consisted of 
surrounding myself with people who make me feel better and avoiding negative 
people, and taking care of others such as family members or friends [102].

13.5	 �The Way Forward

Despite the recent interest of the scientific community, much work has still to be 
done in order to define a clear and internationally recognized conceptualization 
of personal recovery for individuals living with major depression and its dimen-
sions. There are still too many unanswered questions, such as whether the process 
of personal recovery from depression is similar or distinct from that of personal 
recovery from other severe mental disorders. The methodology adopted in the dif-
ferent studies is very heterogeneous, and different instruments have been used to 
assess personal recovery, hindering cross-studies’ comparisons. Differently from 
what happened in studies on personal recovery of patients with schizophrenia or 
bipolar disorders, the paucity of data does not allow to identify which aspects 
should be considered as the most important in recovery from major depression. 
This information is essential in order to provide clinicians with useful information 
to guide patients in their “journey to recovery”. It is not a case that one of the most 
important factors slowing the process of recovery is the lack of professional sup-
port perceived by patients. Patients with major depression often perceive the clini-
cian as an authority who makes decisions about treatments on their behalf with a 
low level of encouragement to obtain autonomy, motivation and self-management 
[30]. Several authors have highlighted that the way in which decisions are made 
during the clinical encounter affect patients’ recovery, and that the identification of 
treatment priorities should be always shared with patients, according to the shared 
decision-making model, which is associated with better outcomes in terms of symp-
tom reduction and improvement of psychosocial functioning, empowerment and 
satisfaction with received care [83, 114].

Different views have been reported between clinicians and patients about dimen-
sions of personal recovery for patients with major depression, but only a few studies 
exploring the impact of these differences have been carried out [103–106].

Lastly, available studies on recovery from depression, and from other severe 
mental disorders, show that a shift in the provision of psychiatric care is needed 
[115]. In fact, there is the need to move away from a “treat-and-recover” approach, 
in which priority is given to the provision of treatments with the aim to make people 
re-engage with their life [116]. For decades, mental health services have been orga-
nized around a clinical version of recovery, where professionals diagnose and treat 
patients, with the aim of reducing their symptoms, and where they do not consider 
the possibility to recover from severe mental disorders beyond symptoms’ reduction 
[117]. Many interventions are now available to promote users’ personal recovery, 
including the “Wellness Recovery Action Planning (WRAP)” [118], the “Illness 
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Management and Recovery Program (IMR)” [119], and the “REFOCUS” interven-
tion [120]. All these approaches have shown their efficacy in promoting personal 
recovery in patients with severe mental disorders in randomized controlled trials.

13.6	 �Conclusions

Over the course of recent years, the focus of interest of clinicians and individuals 
living with MDD shifted from just achieving symptomatic remission to clinical 
recovery, functional recovery and ultimately personal recovery. Personal recov-
ery is an idiographic process, that is each persons’ recovery is unique. Personal 
recovery is not a dichotomous outcome of interventions but rather a journey, a 
dynamic process, that requires a shared decision-making approach. Living well 
despite depressive residual symptoms and despite the scars of an often chronic, 
recurrent, long-lasting condition such as MDD (e.g. cognitive scars, social scars, 
physical scars) is not only possible, but should become the main objective of 
the management of MDD, as recently acknowledged by international clinical 
guidelines [79].

The journey towards personal recovery in MDD may be viewed as a sequential, 
multi-dimensional route where several individuals contribute to the final outcome; 
it starts with strategies aimed at fostering clinical recovery in order to quickly move 
at implementing strategies to promote existential, functional, physical and social 
recovery. Healthcare providers, individuals living with the condition, peers and 
family members/caregivers can contribute each in its own way to this final outcome.

Personal recovery in MDD is still understudied as compared to personal recov-
ery as an outcome in other severe mental disorders; it is necessary and urgent that 
future studies can be funded and performed in order to achieve a better understand-
ing of dimensions and predictors of clinical and personal recovery in MDD.
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14.1	 �Toward a Recovery-Oriented Model 
of Major Depression

Major depressive disorder (MDD) is a common, often chronic, and recurring severe 
mental disorder affecting more than 264 million people worldwide [1, 2]. By the year 
2030, MDD is expected to be the leading cause of diseases burden around the world, 
accounting now for 2.5% of global disability-adjusted life years lost (DALYs). It is 
estimated that about 30 million of people suffer from MDD in Europe, and that one 
in five US adults reports symptoms of depression in the lifetime [3]. MDD is asso-
ciated with a very high mortality risk, mainly due to suicide and physical diseases 
such as cardiovascular diseases (CVD).

Historically, major depression has been considered an affective syndrome only, 
and until 1980s no attention was paid to other symptom clusters. At that time, cli-
nicians had to distinguish between endogenous vs. exogenous depression, with 
the former being basically considered a biological disorder (and therefore being 
responsive to pharmacological treatment) and the latter being due to external causes 
(and therefore being sensible to psychotherapies). The reality is much different, 
and several biological, clinical, and social studies have found that MDD should 
be conceptualized as a systemic syndrome characterized by different affective, 
physical, and cognitive symptom domains, and that immune, neuroendocrine, and 
inflammatory systems are involved in the pathogenesis of the disorder [4, 5]. This 
theory has led to the discovery of a third generation of antidepressant agents that 
act at different levels, and to the conceptualization of full functional recovery as 
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the final aim of treatment of MDD patients. In fact, while in the past the aim of 
therapy was response (i.e., reduction of symptoms’ severity by, e.g., ≥50% assessed 
by Montgomery–Åsberg Depression Rating Scale - MADRS or Hamilton Rating 
Scale for Depression - HAM-D scale) or remission (i.e., defined as MADRS score 
of ≤10 or HAM-D17 score ≤7), more recently it became clear that this goal was not 
satisfying anymore, and that the patients’ perspective should be taken into account 
[6, 7]. All this has led to the recovery-oriented movement, according to which MDD 
treatment should be personalized, individualized, and shared with the patient [8]. 
This new paradigm of care for major depression is described and discussed in the 
next paragraphs.

14.2	 �Toward Full Functional Recovery: How to Improve 
Patients’ Outcome with Personalized 
and Precision Interventions

Full functional recovery can be defined as a condition in which the patient starts to 
enjoy again his/her usual activities, returns to work, and is able to take care of him/
herself [9, 10]. This is a continuing and evolving clinical process, and several patient, 
illness, and contextual factors can influence it. The response rate for an initial antide-
pressant treatment is between 50 and 75% [8]. This will lead to treatment failure, mul-
tiple trials, poor treatment response, and patient frustration. Therefore, when choosing 
a treatment for MDD, clinicians should do it according to a series of factors, including 
patient’s age, pre-morbid level of functioning, educational level, working condition, 
social network, cognitive schemas, presence of comorbidities, severity and type of 
symptoms, duration of illness, clinical staging, previous treatments, time to remission, 
patient’s social network, family ties, and environmental exposures (Table 14.1). This 
process is now known as personalized medicine, which can help to identify a priori 
which patients will best respond to the different therapeutic approaches.

In fact, the current symptoms of MDD are not predictive of response to any 
antidepressant or psychotherapy or psychosocial intervention. We still choose the 

Table 14.1  Factors predicting recovery in patients with MDD

Patient-related factors Illness-related factors
Contextual-related 
factors

Age Symptoms Access to care
Personal history Neurocognition Neighborhoods
Family history Severity Social network
Antecedent environmental 
factors

Clinical staging Therapeutic 
relationship

Recent environmental factors Physical comorbidities
Personality traits and coping 
strategies

Duration of illness and duration of 
untreated illness

Cognitive schemas Number of episodes
Social functioning
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“best” treatment on the basis of a clinical diagnosis, and not taking into account the 
different clinical and personal characteristics of the patient. We still rely on clinical 
algorithms and guidelines, while in many cases they have proved to be far away 
from clinical practice [11]. What we really need now is an individualized approach 
aiming to treat the “person” with depression and not the “depressive illness” [2].

All the abovementioned factors should be taken into account by clinicians when 
selecting the appropriate treatment in order to fulfill the goal of full functional 
recovery.

In fact, a systematic review on 21 antidepressants showed that these drugs have 
a similar efficacy and tolerability [12], and the same happens with psychotherapies 
and psychosocial interventions [13]. Therefore, what is most important in the selec-
tion of the “right” treatment is the assessment of patients’ individual characteris-
tics, needs, and desires. For example, a young patient affected by MDD will most 
probably benefit from an antidepressant which is different from the one effective 
in a person with a late-life depression. Unfortunately, the basic general assumption 
is that the illness “depression” can be treated with the same “antidepressant” and 
that all antidepressants are equally effective. This has led to an increased use of 
antidepressants of 5% in the last decade [14], with about 25% of individuals taking 
antidepressants for more than 10 years.

However, clinicians are unable to predict what drug works more or less in a given 
patient for the treatment of MDD symptoms. In the absence of validated biomark-
ers and genetic data, the personalized approach of major depression will include 
patients’ personal account and the shared decision-making approach [15–17]. In 
some patients, the adoption of the shared clinical decision-making approach is ham-
pered by anhedonia, lethargy, amotivation, physical and cognitive symptoms, as 
well as by patient’s feelings of vulnerability and self-stigma [18, 19], thus making 
more difficult a personalized approach.

14.3	 �Recovery-Oriented Pharmacological Treatments

When antidepressant agents had been developed in the late 1950s, the only aim of cli-
nicians was symptoms’ remission. And in fact, the discovery of antidepressants along 
the years has followed three different lines. The first antidepressants were discovered 
by “serendipity” searching for the treatment of tuberculosis. These drugs include the 
tricyclic and I-MAO antidepressants [20], which have been used as first-line treatment 
for patients with major depression, regardless of their side effect profile [21].

Following the introduction of the Selective Serotonin Reuptake Inhibitors (SSRIs) 
in 1974, with the fluoxetine being the first antidepressant of that class, the paradigm 
of care started to change. Clinicians began to consider the profile of side effects 
when choosing the “appropriate” medication, and the “refinement” era started [22, 
23]. In the last 20 years, with the introduction of several other antidepressants with 
very different pharmacological profiles, clinicians can finally “tailor” their treat-
ment approach. Although the new antidepressants have less side effects compared 
to I-MAOs and tricyclics, the tolerability of these compounds remains an unsolved 
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issue, with many patients still reporting side effects such as headache, gastroin-
testinal problems, obesity, insomnia, nausea, and sexual dysfunctions. Therefore, 
many patients have a low treatment adherence and remission rates are still not sat-
isfying, being approximately ≤50% for any given drug in clinical trials [24], and 
even lower in everyday clinical practice. This may be due to the fact that the choice 
of antidepressants in clinical practice is largely based on clinicians’ preferences, 
drugs’ availability, and costs. In fact, antidepressants are frequently chosen through 
“trial-and-error” steps, paying little or no attention to the individual characteristics 
of the patient and to his/her clinical history [2]. This may be one of the reasons why 
the majority of patients with a diagnosis of major depression do not achieve a full 
remission after the first treatment, and at least 30% of them do not respond to two 
consecutive evidence-based treatments and are classified as treatment-resistant.

Therefore, since the profile of efficacy of antidepressant drugs varies signifi-
cantly, a personalized approach in drug selection can help in identifying a priori 
which group of patients will respond better to the different medications [25].

Moreover, in order to have a better response, the treatment should be initiated 
as soon as possible, since inadequate or delayed interventions are correlated with 
brain damage and altered morphometry, in terms of hippocampal loss of volume, 
probably due to chronic neuronal losses, suppressed neurogenesis and disruption of 
neural connections in mood-related circuits [26, 27].

Finally, even those patients who have responded well to antidepressants may 
present persistent residual symptoms, such as lack of energy, sleep disturbances, 
and cognitive deficits. Recently, new drugs targeting the altered domains in MDD 
have been developed. In particular, since cognitive deficits represent the missing 
link between symptomatic remission and functional recovery, drugs addressing 
cognitive symptoms are welcome.

These novel targets for pharmacological drugs have a focus on the glutama-
tergic, GABAergic, opioidergic, and inflammatory systems, which are implicated 
in the pathophysiology of MDD.  In particular, among the new drugs, ketamine, 
esketamine, and rapastinel are effective on the glutamatergic system; brexanolone 
and SAGE-217 act through the GABAergic system; minocycline influences the 
inflammatory system; the combinatory agent buprenorphine + samidorphan works 
through the opioidergic system.

The glutamate represents the main excitatory neurotransmitter in the central 
nervous system; it binds the presynaptic and postsynaptic receptors, and those on 
astrocytes. Ketamine, a non-competitive  N-methyl-D-aspartate (NMDA) antago-
nist (channel blocker), gives rapid and prolonged antidepressant effects [28]. 
Ketamine is a dissociative anesthetic drug with hallucinogenic features, approved 
by the U.S. Food and Drug Administration (FDA) in 1970 as short-acting anes-
thetic. During mid-1990s, it became a drug of recreational abuse, also known as 
“Special K”. At subanesthetic or emergency use from anesthetic doses, ketamine 
may produce altered perceptions, depersonalization and derealization lasting from 
30 to 60  min. The use of ketamine as antidepressant has been tested in several 
preclinical and clinical studies, supporting the idea of a complex and multistep 
cascade of events on different targets: antagonism of NMDA receptors, reduction 
of nitric-oxide production, increase of glutamate release, increased activation of 
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α-Ammino-3-idrossi-5-Metil-4-isossazol-Propionic Acid (AMPA) receptors, acti-
vation of mTOR, and increased signaling of neurotrophic factors [29]. Due to 
the potential risk of addiction, ketamine has not been approved for use in clini-
cal practice as antidepressant, but in 2019, the U.S.  FDA approved esketamine, 
the s-enantiomer of ketamine, for the treatment of adults with treatment-resistant 
depression, i.e., patients who have not responded adequately to at least two different 
trials with antidepressants at adequate dose and duration [30]. This innovative drug 
provides a rapid response, with reduction of depressive symptoms within 24 h, as 
opposed to weeks noted with conventional antidepressants.

14.4	 �Psychotherapies and the Role of Combination Therapies

The individual response to treatments depends on biological, clinical, psychologi-
cal, and environmental factors. Therefore, interventions addressing the different 
factors implicated in the etiopathogenesis of MDD should be used and coordinated. 
For the most severe cases of depression, psychotherapy is recommended as add-on 
treatment in combination with pharmacotherapy, while for the less severe cases 
it may be provided alone [31]. Cognitive behavioral therapy (CBT), interpersonal 
therapy (IPT), psychodynamic therapy, and Internet-based therapy are among the 
most effective psychotherapeutic approaches in MDD (Table 14.2).

However, other psychotherapeutic approaches are being studied and look prom-
ising, such as mindfulness and problem-solving therapy.

Patients receiving psychotherapies consistently show brain activation changes 
with a decreased activation in specific brain areas, with peak coordinates in the left 
anterior cingulate cortex, inferior frontal gyrus (bilaterally), and in left insula [32–
34]. These changes seem to be independent from the type of psychotherapy and out-
line the importance of nonspecific factors in psychiatric treatments. Combination 
therapy is more effective than psychotherapy or pharmacotherapy alone in achieving 
full recovery [13]. Moreover, acceptability is significantly better in patients treated 
with a combined therapy compared with those receiving pharmacotherapy alone.

Psychotherapeutic approaches have been recently adapted to be provided through 
tele-medicine. Most of Internet-delivered treatments are based on the cognitive 
behavior therapy (CBT). iCBT is now considered a valid option for the treatment of 
patients with major depression at a distance [35–38].

Table 14.2  Psychotherapies in patients with major depressive disorder

Type of intervention Acronym Description
Cognitive 
behavioral therapy

CBT It is focused on cognitive distortions and behaviors, aims to 
improve emotional regulation, and to develop personal 
coping strategies

Internet-based CBT i-CBT CBT delivered through Internet
Interpersonal 
therapy

IPT A brief, attachment-focused psychotherapy focusing on 
solving interpersonal problems and symptomatic recovery

Psychodynamic 
therapy

PT It focuses on the interpretation of individual’s mental and 
emotional processes rather than on behavior
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14.5	 �Psychosocial Interventions

In the last 20 years, several studies have highlighted the role of psychosocial inter-
ventions in the treatment of patients with MDD (Table 14.3).

Individual, group, or family psychoeducation aims to: (a) increase the levels of 
knowledge of patients and families about the illness; (b) improve the recognition of 
early warning signs of relapses and the identification of patient’s dysfunctional cog-
nitive schemas; and (c) improve communication skills and problem-solving strate-
gies [39, 40].

The cognitive remediation techniques are effective in the treatment of cognitive 
impairments in verbal fluence, visual-spatial ability, verbal learning, and executive 
functioning in patients with MDD [41–43].

Stress, fatigue, unbalanced diet, heavy tobacco smoking, disturbed sleep hygiene, 
and low physical activity are among the altered lifestyle behaviors in patients with 
MDD.  Recently, psychosocial interventions aimed to improve patients’ lifestyle 
have been developed and found to be effective [44]. Most international guidelines 
suggest including these interventions in the recovery-oriented management plan of 
MDD patients [45–47]. Physical activity and healthy diet have in fact a protective 
factor by increasing the neurogenesis in the hippocampus. Exercise interventions 
are the ones with the most robust evidence from clinical trials.

Some psychosocial interventions can be provided through the Internet [35–38]. 
These approaches have demonstrated their efficacy as an initial intervention for 
mild depression in the stepped managed care of mood disorders in primary care 
[46]. Many models of online delivery have been explored, from simple informa-
tion to self-help strategies and supported time-limited structured therapies. Another 
opportunity to improve the recovery process of patients with depression is the use 
of smartphone apps. Other psychosocial interventions successfully used in MDD 
include art therapies and behavioral activation (Table 14.3).

Table 14.3  Psychosocial interventions for patients with major depressive disorder

Type of intervention Main features
Psychoeducation A structured intervention to be delivered in an individual, group or 

family format; trained professionals provide participants with 
information on the illness, possible causes and risk factors, possible 
treatments

Lifestyle intervention A structured intervention aiming to provide information on healthy 
lifestyle behaviors, physical activity and treatment adherence

Cognitive remediation A computerized or paper-and-pencil intervention aiming to improve 
patient’s cognitive functioning (verbal fluence, visual-spatial ability, 
verbal learning, and executive functioning)

Internet-based/
smartphone-based 
intervention

A variety of interventions provided through Internet or using 
dedicated applications for smartphones aiming to provide practical 
strategies on how to deal with (mild) depressive symptoms
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14.6	 �Conclusions

Depression is a heterogeneous, complex, and multidimensional syndrome, repre-
senting the leading cause of disability worldwide. The final aim of the management 
plan of MDD patients has shifted from symptom remission to full recovery. The 
need for personalized recovery-oriented interventions is confirmed. The treatment 
plan for MDD patients should be tailored on patients’ preferences according to the 
shared decision-making approach. An active involvement of patients in their thera-
peutic plan is associated with an improvement in long-term outcome [48–50].

The recovery-oriented management of patients with MDD starts with the clini-
cal characterization of the individual patient, even considering that there is “no one 
size that fits for all,” and that the concept of interchangeability of treatments is 
very far from clinical reality. The comparisons between antidepressant medications 
and psychotherapies, and between different psychotherapeutic techniques, have suf-
fered from this limitation, supporting the idea that all treatments for depression are 
“equivalent” and interchangeable. Of course, this paradigm has proven to be false, 
and it has had detrimental effects on education, research, and clinical practice. We 
do believe that all patients with major depression are treatable, but the treatment 
will have to be differentiated on the basis of several clinical, personal, and contex-
tual factors.
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