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EDITORIALS

The causal structure of psychopathology and why it matters

Psychiatry is blessed or cursed with theoretical questions that
never go away. They mostly take the form of dichotomous opposi-
tions. Nature versus nurture is the most familiar!, but there is also
mind versus brain, medication versus talk therapy, conscious ver-
sus unconscious, diseases versus problems in living, and categori-
cal versus continuous. These chestnuts have been around so long
and debated so many times that by now they are usually dismissed
as either settled or irresolvable, yet to everyone’s frustration they
refuse to go away. This essay proposes that they are tied together,
and could eventually be resolved by consideration of the ways in
which behavioral entities are recognized, defined and caused.

The universe is organized hierarchically, with big things made
out oflittle ones. Organisms - to which I'will limit myself here - are
no different. Atoms make molecules, molecules make chemical
processes, which make cells, organs, and eventually individuals.
Individuals go on to make families, groups and societies. As a hi-
erarchically organized entity changes - that is as it behaves - the
changes are manifest at all levels. The tiniest gears turn as a clock
tells time, and the hands of the clock move along with motion in
the gears. The whole thing churns together. Once again, organisms
- now limiting myself further to people - are no different. An in-
dividual lapsing into a depressive episode is churning in the cells
and genes and neurons, in a marriage and on a therapeutic couch,
as part of a history that is personal, cultural and evolutionary.

An observer of this multi-level developmental churning is faced
with avastly complex, chaotic system that does not come with ready-
made edges to make sense of it. Human observers of human behav-
ior have evolved the ability to create linguistic categories that im-
pose edges on the chaos. Entities created by language regularize de-
velopmental chaos by simplifying it. By regularizing it, they make it
possible to talk about behavior in systematic ways. Geneticists, neu-
roscientists, psychiatrists and sociologists create entities at different
scales. The parable about the blind men and the elephant misses
the point: it is not one scientist holding the trunk and another the
tail; it is one with a microscope and another with an aerial camera.

Any entity that is created by human observers depends on char-
acteristics that exist at some scale. If we say that an individual is
suffering from anaclitic depression, we are referring to edges that
are imposed on behavior in personal relationships and in therapy.
Observing that a person is a non-responder to selective serotonin
reuptake inhibitors (SSRIs) finds edges in pharmacological metab-
olism and responses on the Beck Depression Inventory. Observing
that a person is in a high-risk group based on a polygenic score for
depression does not refer to behavior, but rather to the DNA that
he/she has inherited. These different entities are to some extent in-
dependent of each other, but it is not the case that an entity speci-
fied at one scale does not exist at another: it is just less well defined.
It becomes blurry?. People diagnosed by their analyst with anaclitic
depression may have detectable differences in their SSRIresponses
or polygenic scores, but psychoanalysts cannot predict drug re-
sponse, and one cannot identify anaclitic depression in the genes.

Except that, sometimes, one can. It occasionally turns out that
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what appears to be an entity defined at one scale is actually a blur-
ry version of another entity more sharply defined at a different,
usually smaller, scale. Chorea is a term from descriptive neurology
thatrefers to a variety of abnormal movements that occur for many
different reasons, including phenomena such as hysterical conta-
gion among groups of young people at a school. But in 1872 (i.e.,
before Mendel), G. Huntington3 noticed that a subset of chorei-
form movements appeared in families in a structured way, along
with a variety of other devastating symptoms. The now eponymous
chorea that Huntington called “hereditary” is a large-scale mani-
festation of a crisply defined entity on a genetic scale. This kind of
cross-level reduction is powerful when it occurs, but it must be re-
membered that it is not inevitable. You could study bankruptcy for
the rest of time and never discover a sub-syndrome that is crisply
explained by its relation to genetic or neurological processes, de-
spite the fact that bankrupt individuals certainly show blurry ge-
netic and neurological differences from the financially solvent.

Behavioral entities are composed of molecules, neurons and
genes, but they are caused by other behavioral entities defined
on the same scale. This is true even for Huntington’s disease. It is
tempting to say that the choreiform movements of the patient with
Huntington’s disease are caused by the HTT gene on chromosome
4, but doing so risks explaining the cause of an entity’s behavior
with its own structure on a different scale. The turning of gears in
a clock does not cause it to tell time: it is the clock telling time. Al-
though it does not much matter in something as well-understood
as Huntington’s disease, it is better to say that the cause of the dis-
ease is the inheritance of the HTT gene from an exogenous parent;
the motor and cognitive symptoms that ensue are a larger-scale re-
presentation of the smaller-scale biological consequences of car-
rying the gene.

The distinction between causal and compositional explanation
is more important in entities that lack the well-understood struc-
ture of Huntington’s disease. Let’s say that an individual’s bank-
ruptcy is caused by redlining practices in the local real estate mar-
ket. The physical and behavioral entities that might make someone
a target of redlining, such as socially defined race, economic class,
and personal budget practices, all have blurry representations at
smaller scales. So when redlining = bankruptcy, the whole blurry
structure of the neurology of home ownership gets crossed with
the equally blurry genetics of savings plans. That guarantees that
the geneticist who conducts a genome-wide association study
(GWAS) of bankruptcy will find something, but what is found will
not be causal, and it will not explain anything. It will just be a blur-
ry genetic representation of a process that can only be meaning-
fully analyzed at a larger scale.

These examples illustrate why psychiatry’s old dichotomies
are so persistent: they are not merely empirical puzzles waiting
for better data, but reflections of the difficulty of drawing stable,
meaningful boundaries around behavioral entities across multi-
ple explanatory scales. Understanding the causal structure of com-
plex behavioral entities requires a different skillset than the techni-



cal tools that are applied under the assumption that everything
will eventuallyyield to biogenetic reduction. It requires philosophi-
cal discourse (this essay owes much to the philosopher of science
W. Wimsatt*), advanced statistical methods (the clinical psycholo-
gistand philosopher P. Meehl devoted the second half of his career
to the problem®), and (hardest of all), if recent history is any guide,
attention to the null hypothesis. One must ask questions such as:
“Are candidate gene studies of depression working, and what does
it mean if they are not?“®, What it means is that the causal structure
of depression may be more like the causal structure of bankruptcy
than it is like Huntington’s disease.

Ifthat turns out to be the case, depression will fall more in the do-
main of clinical and social science as opposed to GWAS and brain
imaging. The so-called biopsychosocial model is tautologically true
in a hierarchical universe, but it obscures something important:
entities are better defined, discussed and explained at some scales
than they are at others. Determination of that optimal scale is prior
to specification of causes. It must be understood what depression is
before it can be understood what causes it. When we debate nature
versus nurture, or mind versusbrain, we are really debating how best

Stigma is on the rise

Over the last 30 years, stigma research - particularly research ad-
dressing mental illness stigma - has been quite successful in shed-
ding light on mechanisms and circumstances of stigma, and how
it affects people at multiple levels, from societal structures to inter-
nalization in self-stigma.

However, to our astonishment, many of the features of stigma
that we identified as targets to eliminate are now being used pur-
posefully in populist rhetoric against marginalized groups. This
rhetoric applies an “us” vs. “them” assignment to other vulnerable
groups, openly labeling, stereotyping and devaluing them in an ef-
fort to control and exclude “them” It thus follows the stigma pro-
cess laid out by Link and Phelan in 2001" as if it was a playbook,
rather than something we need to overcome. A massive societal
change seems to unfold, where devaluation and discrimination of
entire groups are no longer taboo. As stigma researchers, we can-
not help but wonder what the consequences of these changes for
people with mental illness will be.

At first glance, we look back at palpable improvements. The
stigma concept has helped developing and evaluating successful
interventions to reduce discrimination®. Mental health problems
have to some extent been normalized, and attitudes toward peo-
ple with mental health problems in general, and with depression
in particular, have softened™”.

However, these past positive trends do not show the entire pic-
ture. People with schizophrenia, for example, have not seen any
reduction in stigma. On the contrary, over the last 30 years, per-
ceived differentness of people with schizophrenia has increased®,
willingness to help these people has declined®, and several studies
show a long-term trend of increasing desire for social distance to-

to impose conceptual order on a system that resists tidy partitions.
There may be no final resolution to these tensions, but there can
be progress if we remain vigilant about the scales at which expla-
nations operate, and maintain a distinction between genuine ex-
planatory reduction, which is rare but powerful when it occurs, and
simple compositional analysis, which is universally possible but
generally uninformative.
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ward these people™®. The severe stigma toward substance use dis-
orders has proven remarkably stable®. So, while common mental
health problems, including depression, are now more often recog-
nized and normalized, mental disorders that appear to be disturb-
ing, strange or unpredictable such as psychosis, or morally loaded
such as substance use disorders’, are subject to constant or even
rising stigma.

On abroader political stage, stigma is clearly on the rise. People
at the intersection of race/ethnic discrimination and mental ill-
ness stigma are at particular danger of being targeted, as shown
for example by political campaigns in Germany. Following deadly
attacks committed by people with both a migration background
and psychotic mental illness, there were general demands of
“shuttingthe borders” and “creating registers for people with men-
tal illness”

Groups that have made progress in their legal and societal eman-
cipation, such as People of Color, or members of the lesbian, gay,
bisexual and transgender community, have reason to fear that any
achievements they fought for are being taken away. Election cam-
paigns by populist parties in Europe and the US encourage openly
hostile and hateful messages that now resonate with a growing
proportion of the population. Stigma research consistently shows
that authoritarian values are associated with more stigma towards
people with mental disorders®.

While a focus on single stigmatized conditions is important and
informative, it also carries the risk of missing the “big picture’, since
broader trends affect more than one vulnerable group. If race/eth-
nic discrimination and mental illness stigma converge, we need
to examine the overarching mechanisms that are pushing these
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linked processes forward, to arrive at useful interventions at mul-
tiple levels.

Ithasbeen hypothesized, for example, that economic competi-
tion and growing inequality foster a climate of violence, exclusion
and toxic masculinity within society, all to the disadvantage of vul-
nerable groups’. These trends could also endanger any progress
that has been made with regard to attitudes towards depression
and other common mental disorders.

Both as psychiatrists and as stigma researchers, we cannot ig-
nore these developments. To keep up with our understanding of
a changing situation for people with mental illness in a changing
societal context, we need to re-enforce the traditionally strong ties
between psychiatry and social sciences. This seems even more ur-
gent since the funding of science itself, and social science in par-
ticular, has also become a contested political battlefield in some
countries.

The question arises of how the current societal developments
are affecting the stigma experienced by people with mental illness.
Does an overall sense of insecurity and crisis increase the readi-
ness to discriminate against perceived outgroups, including peo-
ple with severe mental illness? Questions like this need sound sci-
entific answers to inform both psychiatry and the political sphere.

We believe that, in order to answer these questions, we need al-
liances. We need to connect across countries to see similarities and
differences in societal trends that affect people with mental illness.
Notably, trend studies on public attitudes are mostly conducted in
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few high-income countries, and the trends we see might be differ-
ent in other countries. We also need to broaden our perspective
by looking at more than one vulnerable group, since overarch-
ing trends likely shape stigma experiences. Finally, and probably
most importantly, we need to work more closely with people with
lived experience. This reflects the advocate’s research imperative:
stigma research is valued to the extent that it informs and activates
efforts to reduce stigma.

Georg Schomerus', Sven Speerforck', Matthias C. Angermeyer?,
Patrick W. Corrigan3, Bruce G. Link*

'Department of Psychiatry, Leipzig University Medical Center, Leipzig, Germany; “Center
for Public Mental Health, Gésing am Wagram, Austria; *Center for Health Equity, Edu-
cation, and Research, llinois Institute of Technology, Chicago, IL, USA; *Department of
Sociology, University of California Riverside, Riverside, CA, USA

Link BG, Phelan JC. Annu Rev Sociol 2001;27:363-85.

Morgan AJ, Reavley NJ, Ross A et al. ] Psychiatr Res 2018;103:120-33.
Henderson C, Potts L, Robinson EJ. Eur ] Public Health 2020;30:526-32.
Pescosolido BA, Halpern-Manners A, Luo L et al. JAMA Netw Open 2021;4:
€2140202.

Schomerus G, Schindler S, Baumann E et al. Soc Psychiatry Psychiatr Epidemiol
2023;58:17-23.

Schomerus G, Schindler S, Sander C et al. Eur Psychiatry 2022;65:e78.
Corrigan P, Schomerus G, Smelson D. Br ] Psychiatry 2017;210:180-1.
SpahlholzJ, Baumann E, Speerforck S et al. Front Psychiatry 2024;15:1501194.
Heitmeyer W. Authoritarian temptations and right-wing threat alliance. Cham:
Springer, 2024.

L

@

© 2 NP

DOI:10.1002/wps.70001



SPECIAL ARTICLE

Innovations to improve outcomes and uptake of psychotherapies for
mental disorders: a state-of-the-art review
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Psychotherapies have been found effective in the treatment of most mental disorders. However, substantial improvements are still much needed, and many
innovations of therapies are currently being developed. We review the current status of promising innovations to improve the outcomes and uptake of psycho-
therapies for mental disorders, discussing the largest and most recent meta-analyses. Innovations are categorized into four domains: a) the digital field (including
Internet-based interventions in general; mobile interventions; serious games; virtual and augmented reality; prescription digital therapeutics; blended therapy;
avatar therapy; and chatbots/artificial intelligence-generated conversational agents); b) personalized treatments (research on predictors and moderators in
large randomized controlled trials; use of individual patient data meta-analyses in personalization; machine learning approaches; personalized and modular
therapies; and matching therapists to patients); c) new and improved therapies (cognitive bias modification; cognitive remediation; psychedelic-assisted psy-
chotherapies; transdiagnostic therapies; research on effective components through factorial trials and component network meta-analyses; innovations in
the understanding of the processes involved in psychotherapies, including research on common factors and the therapeutic alliance, and on the fidelity vs.
[flexibility question; research on prevention of adverse effects of therapies, the impact of increased session frequency or progress feedback on outcomes, and meth-
odological innovations in trial designs); and d) dissemination and simplification of therapies (task sharing, digital interventions in low- and middle-income
countries; and single-session interventions). These innovations vary in their maturity, from dozens of supporting trials to few or none. Methods to assess the
strength of innovations suggest that no innovation will be a paradigm-shifiing “silver bullet” that dramatically increases treatment outcomes, but that progress
will only be possible through multiple, incremental improvements.

Key words: Psychotherapies, innovations, digital interventions, personalized treatments, cognitive bias modification, cognitive remediation, psy-

chedelic-assisted psychotherapies, transdiagnostic therapies, factorial trials, therapeutic alliance, adverse effects, task sharing

(World Psychiatry 2026;25:4-33)

Almost one billion people suffer from a mental health condition
worldwide'. Although evidence-based treatments are available for
most disorders, the burden of disease, economic costs, and person-
al suffering caused by mental disorders are still enormous.

Psychotherapy is a first-line treatment for most mental disorders,
and is one of the main instruments to treat these disorders. Hun-
dreds of randomized trials and meta-analyses have shown that
various psychotherapies are effective across a broad range of men-
tal disorders, including major depressive disorder®?, anxiety dis-
orders*®, post-traumatic stress disorder (PTSD)Q’IO, obsessive-com-
pulsive disorder (OCD)“’IZ; insomnia'®, borderline personality dis-
order'!®, psychotic disorders'®, and bipolar disorder'”'®,

Effect sizes of treatments of mental disorders (including psycho-
therapies) have been found to be comparable to those found in gen-
eral medical care'®. Moreover, in the past few decades, evidence-
based treatments (including psychotherapies) have become avail-
able for large populations, especially in high-income countries, and
are often included in national health services at no or relatively low
Costs.

Yet, significant improvements are still needed. It has been esti-
mated that current treatments can only reduce by 40% the disease
burden of mental disorders in populations under optimal con-
ditions in which all patients with a disorder receive an evidence-
based treatment®. Furthermore, the actual number of patients
who recover under treatment is modest. We found that the re-
sponse rates (defined as 50% symptom reductions) for psycho-
therapies were 42% for major depressive disorder, 38% for PTSD
and OCD, between 32% and 38% for anxiety disorders, and 24% for

borderline personality disorder”. This means that a large group of
patients - according to our estimates, even more than half - do not
respond to psychotherapies. There are also indications that mental
health care has not improved over the past decades®. We recently
found, for example, that the outcomes of mental health care for
depression have been stable since the 1990s, without any improve-
ment despite the availability of more effective treatments®.

Treatment uptake remains limited. Even in high-income coun-
tries, only a minority of patients receive adequate care**. Fewer than
40% of individuals with depression, anxiety, or substance use disor-
dersreceive any form of treatment®, and, among those who do, less
than half receive care that meets minimal quality standards®. Up-
take is even lower in specific age and target groups in high-income
countries, such as adolescents, young adults, older adults, minority
groups, and groups with lower socioeconomic status® .

It has also been estimated that more than 80% of the almost
one billion people with mental health conditions live in low- and
middle-income countries (LMICs), where evidence-based treat-
ments are only sporadically available'. For example, only one in 27
people with depression receives adequate treatments in LMICs.
In many LMICs, there is less than one psychiatrist for every 100,000
individuals®".

Thus, the need for more effective and widely accessible treat-
ments is urgent. Fortunately, many innovative psychotherapies are
currently being developed and tested. In this paper, we focus on
these advancements, broadly defining innovations as “new ideas,
methods or devices”*>*?, Specifically, we examine innovations in
psychotherapies that aim to enhance effectiveness, improve effi-
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ciency, or increase uptake. We do not address innovations in pre-
vention, diagnostics, or the fundamental understanding of mental
disorders.

Psychotherapy can be defined as “the informed and intentional
application of clinical methods and interpersonal stances derived
from established psychological principles for the purpose of assist-
ing people to modify their behaviors, cognitions, emotions, and/
or other personal characteristics in directions that the participants
deem desirable”*. We do not use this definition in a very strict way
and include also psychological treatments in general, for example
unguided digital interventions.

This paper is divided in four sections, each of which describes a
broad category of innovations: advances in the digital field, stratifi-
cation and personalized psychotherapy, new and improved thera-
pies, and dissemination and simplification of therapies. These four
categories are not mutually exclusive, and some innovations could
be positioned in more than one category.

For each of the innovations, we present an overview of what the
innovation is, and a summary of what the evidence tells us about
the effects (if possible, based on core meta-analyses).

INNOVATIONS IN THE DIGITAL FIELD
Internet-based interventions

One area in which many promising innovations of psychologi-
cal treatments take place is the digital field. Research on Internet-
based interventions for mental health problems started in the early
2000s*%®, but most trials have been conducted in the last decade.
These studies build on the earlier literature on (guided) self-help
that already started several decades earlier®®, with clinical trials on
anxiety beginning in the 1960s and 1970s*>*!, on problem drinking
in the 1970s*, and on depression in the 1980s*44,

A self-help intervention can be defined as a psychological treat-
ment in which the patient works through a standardized protocol

more or less independently®. The treatment protocol can be pro-
vided in a book, as an audio file, or in a digital format through the
Internet. Self-help can be unguided, when the patient works through
the protocol without any support, or guided, when a human sup-
ports the patient to work through the protocol. Internet-based in-
terventions can be considered as (guided) self-help interventions
which are administered through the Internet.

Most Internet-based interventions examined in randomized
trials in the last twenty years draw on existing psychotherapies,
usually cognitive behavioral therapy (CBT), which are then trans-
formed into digital platforms. The platforms are not fundamental-
ly different from books or other media, although they are usually
complemented with automated tests, brief videos, or some other
multimedia content.

There is considerable evidence that these Internet-based inter-
ventions are effective in the treatment of several mental disorders,
although many of the trials and meta-analyses suffer from several
types of bias*. In Table 1, we provide the effect sizes for Internet
interventions compared to control conditions in major mental dis-
orders, based on recent meta-analyseslz’47’53. As can be seen from
this table, most of the trials have been conducted in depression, but
there are also many trials in anxiety disorders, PTSD, OCD, sub-
stance use disorders and suicidal ideation, and some trials in bor-
derline personality disorder. There is also evidence that Internet-
based interventions for depression and anxiety are acceptable and
effective in routine care™.

It is well established that there are no important differences
between Internet-based and face-to-face treatments of mental
disorders. Meta-analytic research has consistently shown that ran-
domized trials across multiple mental health conditions directly
comparing these two formats do not result in significant differ-
ences between them®®®. In addition, there are several network me-
ta-analyses showing that there is no significant difference between
individual therapy, group therapy and (digital) guided self-help.
Such network meta-analyses have been conducted on CBT for de-
pression57, panic disorder®, eating disorders® and OCD®.

Table 1 Core meta-analyses of randomized trials examining the effects of Internet-based interventions compared to control conditions in adult

mental disorders

n N SMD 95% CI I 95% CI
Depression?’ 125 32,733 0.43 NR NR NR
GAD* 9 1,203 0.62 0.31-0.93 81 61-88
Panic disorder with or without agoraphobia®® 15 837 1.08 0.77-1.39 76 57-84
SAD* 20 1,960 0.76 0.62-0.91 53 11-71
PTSD* 27 5,421 0.36 0.19-53 82 NR
0OCD" 12 769 0.42 0.14-0.69 59 23-78
Suicidal ideation® 8 NR 0.23 0.11-0.35 18 0-59
Substance use disorder’" 18 NR 0.24 0.13-0.35 27 NR
Gambling disorder™ 13 2,183 0.73 0.43-1.03 94 NR
Borderline personality disorder™ 3 NR 0.17 -0.10 to 42 0 0-90

SMD - standardized mean difference, GAD — generalized anxiety disorder, SAD — social anxiety disorder, PTSD — post-traumatic stress disorder, OCD —

obsessive-compulsive disorder, NR — not reported
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Most research suggests that Internet interventions with human
support are more effective than those without any support®>">*%,
However, the superiority of guided over unguided interventions is
likely more nuanced, due to several factors. First, comparisons be-
tween “guided” vs. “unguided” interventions could be confounded
by other factors, if the former tend to spend more time on complex
and possibly effective skills such as cognitive restructuring, while
the latter tend to include simple but ineffective skills such as relax-
ation, or if the former tend to be compared more often to waitlist
than the latter. Second, guidance comes in various levels. Some
guidance may mean 15 min per week by telephone from clinical
psychologists, while other may mean e-mails from trained but lay
coaches. When additional support was decomposed into “automat-
ed encouragement’, “human encouragement” and “therapeutic
guidance’, there was evidence that only the first two could contrib-
ute to effectiveness and adherence, while the last was not neces-
sary®.

A recent meta-analysis of 23 trials on depression in LMICs
found comparable effect sizes (0.90 and 0.87) and no significant
difference (p=0.88) between guided and unguided Internet inter-
ventions™. This suggests that the difference may not be true in all
contexts or populations. Another recent meta-analysis of 154 con-
trolled trials examining the long-term effects of Internet-delivered
CBT in depression, anxiety, PTSD and OCD did not find a signi-
ficant difference between guided and unguided interventions at
12-month follow-up®. In an individual patient data network meta-
analysis of 39 trials comparing guided and unguided digital inter-
ventions for depression with control groups or with each other, it
was found that both interventions were effective compared to con-
trols®’. Guided interventions were more effective than unguided
ones, but not at follow-up. Baseline severity was the mostimportant
predictor of outcome: in mild depression, there was no difference
between guided and unguided interventions; guided interventions
were only more effective than unguided ones in more severe de-
pression.

One important element of digital interventions is the level of
support that needs to be provided®. It is clear that the support in
guided self-help interventions can be provided by people who do
not need to have an extensive clinical training. In the Improving
Access to Psychological Therapies (IAPT) program in the UK,
guided self-help (digital or otherwise) is part of a stepped care
approach, and the first step (guided self-help) is provided by “psy-
chological well-being practitioners, who received a relatively brief
training and do not have extensive clinical experience or training.
This relatively low level of training required is an important ele-
ment that may help to disseminate evidence-based treatments of
mental disorders across populations who currently have no or only
limited access to such treatments.

Most Internet-based interventions are based on CBT or third-
wave therapies, because it is relatively easy to transform these in-
terventions into self-help materials, and there is a strong empirical
basis of the effects of CBT across mental disorders. However, digital
interventions based on other therapeutical approaches have also
been found to be effective. For example, there are several random-
ized trials showing that psychodynamic interventions®®®’, and in-

terventions based on interpersonal psychotherapy (IPT)®*™ a

also effective.

re

The mobile revolution

Internet-based interventions were originally designed for pa-
tients using a computer, completing weekly sessions and home-
work assignments. However, Internet usage has changed in recent
years. Most people now rely on smartphones or, when necessary,
tablets. Phones are not ideal for reading long texts or completing
assignments. Instead of setting aside dedicated time, users check
their phones briefly throughout the day”. As a result, conventional
self-help materials, which require extensive reading and struc-
tured homework, are often unsuited for smartphones.

Itis not surprising that more and more research has shifted from
“conventional” Internet interventions towards smartphone apps.
A recent meta-analysis including 176 randomized trials examined
the effects of smartphone interventions for depression and anxi-
ety, of which more than two-thirds (67%) were conducted between
2020 and 20232 The rapid increase in number of randomized tri-
als may be further enhanced by the development of prescription
digital therapeutics and investments from the industry”. Overall,
the effects of smartphone apps are somewhat smaller than what is
usually found for face-to-face treatments or conventional Internet
interventions: the standardized mean difference (SMD) is 0.28 for
depression and 0.26 for generalized anxiety’>. While trials of smart-
phone apps are increasing, only a small fraction of the thousands
of mental health apps available today has been tested in random-
ized trials.

Smartphones are different from conventional digital devices not
only because they are used in a very different way, but also in that
they make it possible to measure human behavior from sensors,
keyboard interaction, and various features of voice and speech74.
Sensors in smartphones that are often used for this purpose include
GPS, bluetooth, accelerometer, microphone, illuminance, gyro-
scope, and Wi-Fi™", In addition to these passive measures, smart-
phones also allow the use of “ecological momentary assessment”
(EMA), which is a self-report method that involves intensive longi-
tudinal assessment of behavior and environmental conditions dur-
ing everyday activities’”’. EMA has been used extensively in mental
health research to investigate a variety of health behaviors, includ-
ing substance use, eating, medication adherence, sleep, and physi-
cal activity.

What are the consequences of this different use of smartphones
and of these additional possibilities of measuring behavior? The
hope is that “digital phenotyping” will contribute to measurement-
based care, allowing care managers to monitor remission and re-
lapse™, and to develop better precision treatments. However, this
is not yet the reality, and research in these areas is still in its early
stages.

More direct applications of the potential of smartphones and
other mobile devices include “ecological momentary interven-
tions” (EMIs) and “just-in-time adaptive interventions” (JITAIS).
EMIs can be defined as treatments that are provided to people dur-
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ing their everyday lives and in natural settings, and are delivered
using mobile technology™®”. They can be implemented as stand-
alone interventions or as a supplement to existing treatments.
These interventions have also been described as “therapist in your
pocket” approaches, and have been claimed to have the potential
to revolutionize clinical treatment %,

Many EMIs are also JITAIs. These latter interventions are aimed
at providing the right type and amount of support, at the right time,
by adapting to an individual’s changing internal and contextual
state®. Because of the availability of increasingly powerful mobile
and sensing technologies, the expectations for such interventions
are high®'.

Although there is broad agreement on the potential of EMIs
and JITAIs to improve treatments - including in the fields of sui-
cide prevention®®*, depression®, and substance use problems®
- there are not yet many randomized trials testing their effects on
mental health problems. A recent systematic review of JITAIs iden-
tified only six randomized trials aimed at different mental health
problems®”. Because of the differences in target groups, methods
and outcomes in these trials, it is not yet possible to estimate the
actual clinical utility of these approaches. In contrast to many phys-
ical conditions (e.g., diabetes mellitus), most mental disorders are
not associated with one clearly identifiable disease mechanism. In
addition, the outcome in JITAIs needs to be obtainable in short in-
tervals (e.g., steps taken within 2 hours) for the interventions to be
properly adapted. By contrast, the outcomes of interest in mental
disorders tend to be assessable on longer terms. Thus, the potential
of JITAIs in mental health care could be inherently limited.

Serious games for the treatment of mental disorders

Another significant development is represented by serious
games. These are games devised with a primary purpose other
than just recreation, which are applied in health care, but also in
education, engineering and defense®*. An important point in
this area is the potential to enhance people’s motivation to engage
in interventions®. Although there are worries that serious games
may encourage excessive gaming and gaming disorder™, it is im-
portant to examine whether these games may be beneficial in in-
creasing uptake, improving outcomes and reducing dropout from
mental health treatments.

A considerable number of randomized trials has focused on
the effects of serious gaming on physical health and mental health
promotion and prevention®®. However, the number of randomized
trials aimed at people with existing health problems is limited. In a
recent meta-analysis of randomized and open trials of gamified in-
terventions, only six of 42 studies were randomized trials in people
with mental health problems®. In another meta-analytic review of
randomized controlled trials (RCTs) of serious games with depres-
sion as an outcome, only four (out of 22) trials were explicitly aimed
at people with depression at baseline™. In another meta-analysis
examining the effects of serious games with anxiety as an outcome,
only five trials (out of 22) were aimed at generalized anxiety, one at
social phobia and two at specific phobias®. In a meta-analysis of
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the effects of serious games on depression in older adults, only one
of the 17 included trials was actually aimed at older people with
depression™.

There are indications that serious games can have effects on
depression and anxiety”™**, when compared to inactive controls.
However, there is too little research in clinical populations to state
whether they are effective in these groups. It is also not yet clear
whether these interventions really improve uptake and reduce
dropout.

Virtual and augmented reality

Immersive virtual reality (VR) can be defined as a three-dimen-
sional interactive computer-generated environment, which allows
the user to experience real-time sensory and auditory perceptions
and helps create the sensation of being present in that environ-
ment™,

The first trials examining the effects of VR-based treatments
were already conducted more than 25 years ago’”*®, and since then
dozens of RCTs have shown that VR interventions are effective in
the treatment of specific phobias, social anxiety disorder, and
panic disorder with agoraphobia, when compared with passive
control conditions such as waitlist, with effect sizes that are com-
parable to those of face-to-face treatments”. There is also some
support for the effects of VR in the treatment of PTSD when com-
pared to passive controls'*”'”", and there are promising results in
the treatment of eating disorders, substance use disorders, schizo-
phrenia, and attention-deficit/hyperactivity disorder (ADHD)**'%2,

Most meta-analyses show that, when VR-based treatments of
mental health conditions are compared with regular face-to-face
interventions, there are no significant differences'®*'®. This means
that the additional clinical benefit of VR-based treatments for men-
tal health conditions is probably limited.

There are some promising new applications in the VR field
that may have additional clinical value. One trial examined a self-
guided intervention for acrophobia, enhanced with VR through the
smartphone, and found considerable effects'®. The self-guided
nature of this approach may increase the uptake of evidence-based
treatments for acrophobia and possibly other mental disorders.

Another interesting development is represented by multi-modal
motion-assisted memory desensitization and reconsolidation
(3MDR), a novel VR and motion-assisted exposure therapy which
provides treatment in an immersive, personalized and activating
context. This intervention has been tested in veterans with PTSD
with a history of unsuccessful treatments'”, showing significant
and large effects when compared to a non-trauma-focused treat-
ment addressing daily stressors and symptoms. More research is
needed to verify whether this treatment has additional benefits
compared to a full conventional treatment of PTSD.

Another relatively new development is the use of “augmented
reality” in intervention research. This is a technology that blends
virtual and physical environments, enhancing one’s perception of
reality'®'%, Most research has been done in anxiety and phobias,
as well as in neurodevelopmental disorders. Although a few RCTs



have been conducted'”’, it is too early to say whether augmented
reality can contribute to better treatments or an increased uptake
of evidence-based treatments.

More emerging trends in digital interventions

There are several more important emerging trends in the field
of digital interventions. One important emerging development
with considerable potential are so-called “prescription digital
therapeutics”'*''2, These are digital interventions which are rig-
orously evaluated for safety and effectiveness and are authorized
by national regulatory agencies, such as the US Food and Drug
Administration (FDA). They can be prescribed by health profes-
sionals to people with mental disorders.

There are several prescription digital therapeutics that have
been approved by the FDA, including apps for ADHD, PTSD and
substance use disorders'®®, but also for depression, anxiety and
insomnia. It is possible that an extension of regulatory pathways
for prescription digital therapeutics could lead to an increase in
industry-sponsored trials and further speed up research in this
area'”,

There is also more and more research on “blended therapy’
which combines digital with face-to-face psychological interven-
tions. The face-to-face component is delivered by a mental health
professional, such as a psychologist, while the digital component
is patient driven''*. Although the effects of Internet interventions
have been well established, the uptake and adherence are low,
especially when they are delivered in routine care''>''®, Further-
more, many patients prefer face-to-face therapies''*''", and clini-
cians often raise concerns about the use of digital therapies alone,
feeling that patients are not suitable due to symptom severity, lack
of digital access and literacy, and perception of digital treatment as
less engaging than face-to-face treatments'", From this perspec-
tive, blended therapy can be seen as a midpoint option between
digital and face-to-face therapy"'*"'%.

A recent meta-analysis of 29 randomized trials showed that
most trials of blended therapy were conducted in depression and
anxiety, almost all were based on CBT, and blended treatments were
more effective or non-inferior to treatment as usual'**. Whether
blended therapy indeed results in higher levels of uptake and/or
higher efficiency is not yet well established.

Another interesting development is the Avatar therapy for re-
ducing severity and frequency of auditory hallucinations in people
with psychotic disorders". In this therapy, patients create an ava-
tar with the help of a therapist. The avatar is an audio-visual entity
created with a computer program. Participants give a face to their
auditory verbal hallucinations, and the therapist gradually gives
control over the avatar to the patient. A growing number of RCTs
shows that this is indeed an effective intervention for reducing the
severity of persistent verbal auditory hallucinations'**%,

With the recent rise of large language models (LLMs), such as
ChatGPT or OpenLLaMA, many new studies have focused on
chatbots and conversational agents, introducing LLM programs
for people seeking mental health support. For example, platforms

have been developed as personal digital companions, on-demand
online counseling, and to provide emotional support'**'%, Al-
though the number of publications in this field has increased
rapidly, recent systematic reviews have identified only few RCTs
examining the effect of these interventions or comparing them to
face-to-face therapies'®* %%,

One meta-analysis of trials on artificial intelligence (AI)-based
conversational agents for promoting mental health and well-being
included 15 randomized trials'®’, but most were aimed at non-
clinical populations or groups with subclinical symptoms, and
only one trial was aimed at adolescents with a diagnosis of depres-
sion or anxietym. It can be expected, however, that this area will
develop into a large new research field soon.

STRATIFICATION AND PERSONALIZED
PSYCHOTHERAPY

Who benefits from which psychotherapy?

In the field of psychotherapy, it has been recognized for a long
time that outcome research should not only focus on the effects of
treatments, but also on “which treatment, by whom, is most effec-
tive for this individual with that specific problem, and under which
set of circumstances”'?. Most research on psychological treat-
ments in the past five decades has focused on whether therapies
are effective on average. RCTs comparing a psychological inter-
vention to a control condition in a group of patients with a mental
health condition can show if this intervention is effective in that
population of patients. This approach has resulted in many hun-
dreds of such trials, and we know quite a lot on the average effects
of psychotherapies on most mental health problems.

Personalized medicine, including personalized psychotherapy,
promises to move beyond data regarding the average effectiveness
of treatments, to determine the best treatment for each individu-
al'**** This approach aims to identify subgroups of individuals
within a heterogenous population, based upon unique charac-
teristics such as underlying mechanisms, risk factors, course of
disease, or treatment responses. There is not, however, one single
research strategy that can directly lead to evidence on who benefits
more from one treatment compared to another.

One approach to personalized psychotherapy is to identify and
test potential predictors and moderators. Predictors, sometimes
referred to as “prognostic factors’, can be defined as characteristics
that predict the overall course of a condition regardless of treat-
ments. Moderators, also known as “effect modifiers” or “prescrip-
tive factors’, can be defined as characteristics that predict differen-
tial response to alternative treatments.

Early research to identify moderators of outcome

Much research in this area has focused on treatment of depres-
sion, probably because this is such a heterogeneous condition'®.

In an earlier systematic review, fifteen models for subtyping de-
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pression were identified"**. These were divided into five catego-
ries: a) symptom-based subtypes, such as melancholia, psychotic
depression, atypical depression, and anxious depression; b)
etiology-based subtypes, exemplified by adjustment disorders,
early trauma depression, perinatal depression, organic depres-
sion, and drug-induced depression; c) time of onset-based sub-
types, as illustrated by early and late onset depression, as well as
seasonal affective disorder; d) gender-based (e.g., female) depres-
sion; and e) treatment-resistant depressionm. The authors con-
cluded that none of these subtypes is absolutely distinct from the
others, with substantial overlaps across symptoms, etiologies and
time of onset, and that there is no strong evidence for treatments
resulting in better outcomes in specific subtypes.

However, it is currently generally accepted that bipolar and
psychotic depression are two subtypes that do need specific treat-
ments. For seasonal depression, specific treatments have been de-
veloped'®. It is also generally accepted that psychotherapy is the
preferred treatment in mild depression, while severe depression
may be treated with psychotherapy and/or pharmacotherapy.

A more recent and comprehensive review identified the key do-
mains that should be considered when developing personalized
treatments of depression'*®. These domains include clinical sub-
types of depression, symptom profiles, severity, neurocognition,
clinical staging, personality traits, comorbidities, family history,
early childhood trauma, recent environmental exposures, resil-
ience, and dysfunctional cognitive schemas. In this extensive re-
view, only a few indications were found for specific effects of treat-
ments in some of these domains. For instance, some preliminary
evidence from an individual patient data meta-analysis was found
that some specific symptoms of depression (i.e., depressed mood,
feelings of guilt, suicidal thoughts, psychic anxiety, and general so-
matic symptoms) improve more with antidepressant medication
compared to CBT*".

An earlier suggestion that patients with melancholic depres-
sion respond less well to psychotherapy'*® was not confirmed in
an individual patient data meta-analysis'*’. There is also not strong
evidence that baseline severity moderates the effects of psycho-
therapies'*, or their effects compared to antidepressants'*'. It has
been suggested that combined treatment is more effective than
pharmacotherapy alone in people with depression and a comor-
bid personality disorder'*?, but that is based on limited research.
Furthermore, combined treatment is also superior to pharmaco-
therapy alone in the general group of people with depression.

A somewhat different and more pragmatic approach'*® was
aimed at identifying moderators of differential treatment response
in the literature. These moderators - i.e., symptoms and other eas-
ily assessed clinical features - could then be used to develop mul-
tivariate prediction equations of treatment outcomes. Again, very
few significant moderators were found that could help to identify
who would benefit more from one treatment compared to another.
Three studies found that CBT is more effective than IPT in people
with comorbid personality disorders'**'*®, One study reported
that behavioral activation treatment is more effective than CBT
when depression is more severe'*’. Another study found that CBT
is more effective than IPT in the presence of a non-secure attach-
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ment style'*, One more study reported that IPT is more effective

than CBT in more severe depression“g, while another found the
opposite'®. Individual studies reported that CBT is more effective
than pharmacotherapy in people who are not full-time employed,
in married people, in the presence of high levels of stress'*', and in
patients with a history of childhood trauma'*®. Further individual
studies found that selective serotonin reuptake inhibitors (SSRIs)
are more effective than CBT in depression with comorbid per-
sonality disorders'>, and when levels of negative affect and neu-
roticism are high154; that SSRIs are more effective than IPT when
psychomotor symptoms are pronounced'*’; and that IPT is more
effective than SSRIs in the presence of high somatic anxiety>".

Based on the above three extensive reviews, we can conclude
that until now there is very little knowledge on personalizing psy-
chotherapies for depression. These therapies work on average, but
knowledge on who benefits from which treatments is almost com-
pletely absent.

The major problem with earlier studies summarized in the
above three reviews is that they did not have sufficient statistical
power and focused on single variables. RCTs are typically designed
to show that an intervention works, and that its average effect is
significantly larger than the control or comparison condition.
However, in order to establish a significant moderating variable,
the number of included patients has to be increased considerably
compared to establishing whether an intervention is effective'.
According to a simulation study'”’, the required sample size in-
creases by four-fold to find an interaction of the same magnitude
as the main effect, and exponentially to a factor of more than 100
for more subtle interactions of <20% of the overall effect. This
means that a single trial should include hundreds of participants
per arm to be able to identify a predictor or moderator. Such tri-
als have hardly been carried out in the field of psychotherapy. For
example, in a recent meta-analysis of randomized trials compar-
ing psychotherapies for depression with control conditions, we
included 669 comparisons, with an average of only 50 participants
per condition'®.

Some larger trials with substantial numbers of participants have
been conducted in the past decades, for example on CBT for de-
pression in mothers in Pakistan (N=903)"*°, and on collaborative
care for depression and anxiety in India (N:2,796)16°. However,
these trials were not designed to identify predictors or modera-
tors. In recent years, some large trials have been conducted that
were aimed at developing personalized treatments, and others are
planned.

For example, one trial examined the effects of guided and un-
guided Internet-based CBT for depression and anxiety in 1,319
university students in Colombia and Mexico'®"%?, and included
a substantial number of potential predictors and moderators of
outcome. Overall, it was found that guided CBT was optimal in
terms of remission from depression and anxiety for 81% of all par-
ticipants, self-guided CBT for another 8%, and treatment as usual
for the remaining 11%. The most important predictors of outcome
were physical health, comorbid mental disorders, and exposure to
recent and lifetime stressors. In another trial of unguided Internet-
based CBT for subthreshold depression among Japanese univer-



sity students (N=1,093), it was found that higher baseline severity
was associated with better outcomes, and that several other pre-
dictors and moderators were potentially associated with the out-

comes, including for example age'®.

New approaches: individual patient data (network)
meta-analyses

One innovative approach to identify moderators and predictors
is represented by individual patient data meta-analyses. In these
meta-analyses, the primary data of multiple trials are collected,
combined into a large, merged dataset, and subsequently ana-
lyzed jointly'>®'**, This integrated dataset can be used to examine
whether baseline patient characteristics are associated with the
outcomes of therapies. Because data from multiple trials are com-
bined, the statistical power to examine predictors and moderators
of outcome is substantially increased.

An overview of recently published individual patient data meta-
analysesllu'lss”180 is presented in Table 2. As can be seen, most meta-
analyses of psychological treatments have been conducted in de-
pression. Several studies found that higher baseline severity is as-
sociated with worse outcomes as prognostic factor and greater im-
pactas effect modifier!®>167169170172174 1y, thatwas not confirmed
in all studies, although they did have considerable statistical power
to find such an association. Two studies found that older age was
associated with greater effects'®”'”, Other meta-analyses identi-
fied some other predictors and moderators, but none was consis-
tent across studies.

Most individual patient data meta-analyses on depression sum-
marized in Table 2 included trials comparing psychological treat-
ments with control conditions. These studies do not indicate
whether one treatment is better than another in a specific group of
patients. Only one meta-analysis compared two active treatments,
CBT and pharmacotherapy for depression'*'. In this meta-analysis,
no significant moderators were found indicating which patients
benefit more from one of the two treatments, including baseline
severity.

A different approach is represented by individual patient data
network meta-analyses (not included in Table 2). In these studies,
in contrast to “conventional” individual patient data meta-analyses,
more than one active treatment is compared to control conditions.
This makes it possible to identify characteristics of participants who
benefit more from one treatment compared to one or more other
treatments or control conditions.

In one individual patient data network meta-analysis of 39 RCTs
(9,751 participants) on digital CBT for depression, several impor-
tant variables were found to be associated with differential out-
comes, including gender, relationship status, and employment
status®’. However, the most important moderator was baseline
severity of depression. Both guided and unguided interventions
had better outcomes than the control conditions, but no signifi-
cant difference between these interventions was found among
participants with mild depression, while guided CBT was superior
to unguided CBT among participants with more severe depres-

sion. In another meta-analysis, data from three trials comparing
cognitive-behavioral analysis system of psychotherapy (CBASP)
with pharmacotherapy and combined treatment for depression
were integrated (1,036 participants)'®". It was found that baseline
depression, anxiety, prior pharmacotherapy, age, and depression
subtypes moderated the relative efficacy of the three treatments.
Both the above meta-analyses generated web-based apps that
allow to predict the outcome of each treatment for a specific indi-
vidual with specific characteristics.

Although individual patient data meta-analyses are relatively
new in the field of psychotherapies for mental health conditions,
several have been conducted in recent years in areas other than de-
pression. Some studies have focused on PTSD'">'7 (see Table 2),
but only few significant and consistent predictors and moderators
were identified. The same was true for meta-analyses on Internet

interventions for alcohol problems178 and for suicidal ideation'”,

and on VR for anxiety'®.

When reviewing this area of research, it becomes clear that in-
dividual patient data meta-analyses have shown some evidence
that treatment outcomes are linked to specific patient charac-
teristics. Individual patient data network meta-analyses, in par-
ticular, show great promise in identifying which patients benefit
from which treatments. However, despite the growing number of
meta-analyses, little knowledge is yet available that can be directly
applied in clinical practice. A general limitation is that only a small
number of variables are typically available as potential predictors
or moderators'®. Included trials often assess different predic-
tors and moderators, making it difficult to analyze a broad set of
common variables. Paradoxically, the more trials are included,
the fewer shared covariates can be examined. Establishing a con-
sensus on core outcome sets'®2, as well as standard predictors and
moderators, for all new randomized trials would greatly enhance
the value of these meta-analyses. Until then, their contribution will
remain valuable but constrained.

Another important limitation of individual patient data (net-
work) meta-analyses in the development of personalized treat-
ments is that they can only generate correlational and not causal
evidence, because patients are not randomized according to base-
line characteristics. Whether the data come from large RCTs or
from individual patient data meta-analyses, the constructed per-
sonalization algorithms are in essence prediction models. That
means that, when a significant predictor or moderator is identified,
anew randomized trial is needed to confirm that this predictor or
moderator or their combinations can indeed improve outcomes
for a specific group of patients. Such randomized trials should as-
sign patients to an intervention according to the constructed model,
which is then compared with a group of patients who are assigned
to a certain intervention without using the model'*.

Machine learning approaches to personalized
psychotherapies
One important innovative methodological approach is ma-

chine learning (ML). Broadly speaking, ML involves the use of
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Table 2 Significant predictors and moderators of outcomes identified in individual patient data meta-analyses of randomized trials comparing

psychotherapies for mental disorders with control conditions

Comparison n (N) Predictors/moderators
Depression
Bower et al'®® Low intensity CBT vs. controls 16 (2,470) Better outcomes associated with higher baseline
severity
Weitz et al'! CBT vs. antidepressants 16 (1,700) None
Furukawa et al'® CBT vs. pill placebo 5(509) None
Karyotaki et al'®’ Guided iCBT vs. controls 24 (4,889) Better outcomes associated with older age, higher
baseline severity, and being native-born
Karyotaki et al'® Unguided iCBT vs. controls 13 (3,876) None
Kuyken et al'® Mindfulness-based CBT vs. controls 9(1,258) Better outcomes associated with higher baseline
severity
Reins et al'” Digital interventions for subclinical depression vs. 7(2,186) Better outcomes associated with older age and
controls higher baseline severity
Wienicke et al'”! Psychodynamic therapy vs. controls 11 (771) Larger effect associated with longer current episode
duration and earlier onset
Driessen et al'’? Combined psychodynamic therapy + antidepressants 7 (482) Effects for combined therapy associated with higher
vs. antidepressants alone baseline severity and longer episode duration
Karyotaki et al'’® Task-sharing interventions for depression vs. controls 11 (4,145) Better outcomes associated with presence of
psychomotor symptoms
Buntrock et al'™* Any intervention in subthreshold depression vs. 30(7,201) Better effects in people who never had treatment
controls before; better outcomes associated with higher
baseline severity
PTSD
Wright et al'” EMDR vs. other therapies for PTSD 8 (346) Worse outcomes for EMDR in unemployed people;
males dropped out of EMDR more often
De Haan et al'’® CBT with trauma focus in young people vs. controls 25 (1,686) Larger effects associated with more severe
symptoms at baseline
Hien et al'”’ Behavioral and pharmacological therapies for PTSD + 34 (3,938) None
substance use vs. controls
Other disorders
Riper et al'”® Internet interventions for alcohol problems vs. 19 (14,198) Higher response in people >55 years of age
controls
Sander et al'”® Internet interventions for suicidal ideation vs. controls 8 (1,980) None
Fernandez-Alvarez et al'® VR for anxiety vs. controls 15 (810) Married people had lower chance of deterioration

CBT - cognitive behavioral therapy, iCBT — Internet-based CBT, PTSD — post-traumatic stress disorder, EMDR — eye movement desensitization and reprocess-

ing, VR — virtual reality

advanced statistical and probabilistic techniques to construct
systems with an ability to automatically learn from data'®*'%!, ML
techniques include various non- and semi-parametric algorithms
that can “learn” complex multivariate interactions from datasets,
while conventional (parametric) models are more restricted in the
number and complexity of patterns they can capture.

Although there are many potential pitfalls when applying these
techniques, they do afford many opportunities for psychiatric re-
search when applied correctly'®'®, The use of ML techniques is
increasing rapidly in mental health research, not only in predicting
and improving treatment outcomes, but also for example in detec-
tion and diagnosis'®*'®, and clinical administration'®.

Several of the studies previously discussed in this paper used
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ML techniques. For example, EMIs and JITAIs often use ML, as
do prediction models built from large trials'®"'%%, and individual
patient data (network) meta-analyses®”'®, However, there is also
a growing body of research specifically aimed at the development
of algorithms to predict who benefits from treatments in RCTs.
Although most of this research has been conducted in pharmaco-
therapy and neurobiological treatments'®’, there are also several
studies in psychotherapy.

One influential method, called the “personalized advantage
index” (PAI), has been used extensively in psychotherapy re-
search'®%! The first demonstration study on PAI used data from
an RCT comparing psychotherapy with pharmacotherapy for de-
pression'"". Five baseline characteristics of patients were found



to predict differential response (marital status, employment sta-
tus, life events, comorbid personality disorder, prior medication).
These characteristics were used to calculate the PAI for each pa-
tient. For 60% of the participants, a clinically meaningful advantage
was predicted for one of the treatments relative to the other. When
these patients were divided into those randomly assigned to their
optimal treatment and those receiving the other treatment, out-
comes in the former group were superior, with a moderate effect
size (SMD=0.58). A recent systematic review identified 19 compar-
ative outcome trials in which the PAI was examined'*. The results
suggested that the PAI has the potential to improve outcomes with
an SMD of 0.32, although this may be an overestimation due to the
considerable methodological problems with the studies, such as
overfitting/model optimism.

It has also been argued that, in addition to large RCTs and in-
dividual patient data meta-analyses, large observational treatment
samples - such as electronic health record databases - can be used
to develop precision treatment rules'**'%, For example, a proof-of-
concept study, using electronic health records to develop an indi-
vidualized treatment rule for veterans with major depressive disor-
der, found a considerable improvement in outcomes with minimal
additional costs'®.

There are also several other types of studies using ML techniques
to improve outcomes of psychotherapies. For example, some
studies predict whether patients need high- or low-intensity thera-
pies' 1%, Others have developed personalized modular treatment
plans on a person-by-person basis'*, or have developed a system
for optimal treatment strategy selection and personalized adap-
tive recommendations during treatment®™, or have used natural
language processing techniques to discover patterns of therapist-
patient interactions that predict treatment responsezm’zoz. However,
despite the quickly growing number of studies in the field, most ML
approaches to predict responses to psychotherapies are still in the
early stages of development and are not yet ready for implementa-
tion in routine care'®*%,

It is increasingly recognized that, regarding the prediction of
therapy outcomes, ML techniques have limitations. Over the past
decade, the development of ML-driven prediction models has
surged across all fields of medicine, with statistical experts warning
that most models are too unreliable, impractical, or both, to in-
form practice?® 2%, All prediction models face the so-called bias-
variance trade-off'®®, where a model’s data adaptivity must be bal-
anced against the risk of overfitting. ML techniques offer great flex-
ibility in detecting complex interactions, but also increase the risk
of identifying spurious associations - particularly in psychological
treatment research, where even large trials (>1,000 patients) can be
considered “small data”

A related issue is that training data are often restricted and
noisy, resulting in an unfavorable signal-to-noise ratio®”. Consis-
tent with this, even in very large samples, simple regression models
have not been outperformed by more complex ML approaches®®,
including in the prediction of psychotherapy outcomes®”. Psy-
chological interventions also depend heavily on contextual and
setting-specific factors, which further limits the generalizability of

ML-based prediction models*'’.

To demonstrate that ML-driven treatment recommendations
are effective in routine care, new randomized trials are needed, in
which patients are assigned either to treatment based on the pre-
diction model or to “ordinary” treatment (as we already noted for
predictors and moderators found in individual patient data meta-
analyses). Only if such trials show better outcomes for patients re-
ceiving model-based treatment, we can assume that these models
truly improve patient care.

Matching therapists to patients

Up to now, we have discussed research using ML techniques
to determine patient characteristics that could predict outcome.
A different approach is to develop methods to match patients
better with therapists. It is well established that the outcomes of
treatments vary considerably across therapists'®®*'", It has been
estimated that about 5 to 8% of outcome variance is attributable to
systematic differences between therapists®'2. There are also sever-
al studies showing that some therapists are more effective in some
problem domains than others, while almost all therapists are at
least effective in one specific domain®".

In arecent study with a large sample of patients, ML techniques
were used to identify subgroups of therapists that were differen-
tially effective for highly specific subgroups of patients'®, This re-
sulted in 17 classes of patient-to-therapist matches with varying
outcomes per class, but the predicted outcome in patients was
60% higher if they had been matched with the therapist using this
method.

This matching of patients to therapists is also supported by re-
sults from an RCT of 218 patients treated by 48 therapists®'*. Before
the trial, therapists were classified as effective, neutral or ineffective
across 12 problem domains, based on their historical cases. In the
trial, patients were either randomized to a therapist who was effec-
tive in their problem domain (matched care), or pragmatically to
any therapist (care as usual). The matched care was significantly
more effective than care as usual in terms of symptom reduc-
tion and functional impairment (SMD=0.75), and global distress
(SMD=0.50), with no adverse events. To the best of our knowledge,
this is the only trial which examined matching of therapists to pa-
tients, but the approach is certainly promising and may improve
outcomes of therapies substantially*'>,

Randomized controlled trials of personalized and
modular psychotherapies

There is a growing number of RCTs examining the effects of
personalized psychotherapies. These studies go beyond predicting
the outcomes of therapy. They have already developed a personal-
ized treatment, and compare it to ordinary therapy. The person-
alized therapies are tailored to specific characteristics of patients.

Some personalized treatments are developed using ML tech-
niques. For example, in one of these studies, patients received ei-
ther ordinary stepped care, or stratified care in which they were
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assigned to low- or high-intensity CBT according to a ML algo-
rithm?'®, It was found that stratified care was more effective than
ordinary stepped care, although the costs were also somewhat
higher.

Other personalized treatments tested in RCTs are based on
clinical factors that are assumed to be associated with differential
outcomes. For example, the Trier Treatment Navigator is a system
that combines prediction and outcome tracking tools, providing
feedback to clinicians and supporting them to apply targeted clini-
cal problem-solving strategies when poor treatment response is
likely*"”. A randomized trial comparing this system with ordinary
therapy found significant effects of the former (SMD=0.30)*"".

One recent meta-analysis included nine RCTs comparing per-
sonalized psychotherapies with standard therapies®'®. This meta-
analysis did find a small but significant effect of the personalized
psychotherapies (SMD=0.22), although only one of the studies had
a low risk of bias. Furthermore, few of the included personalized
psychotherapies were based on empirically derived recommen-
dations models, being instead only expert-opinion based. This
meta-analysis cannot, therefore, be considered as strong evidence
that personalized psychotherapies are indeed more effective than
standard therapies.

A specific type of personalized therapy is represented by “mod-
ular psychotherapies” In these therapies, the clinicians are pro-
vided with an evidence-based toolbox, which includes treatment
modules that can be used depending on the clinical problems of
the patient at baseline, and decision tools that guide the selection
of the different modules****!, Probably the best-known modular
therapy is MATCH (Modular Approach to Therapy for Children
with Anxiety, Depression, or Conduct Problems)m. This contains
treatment modules aimed at the treatment of depression, anxiety
and conduct problems in youth, which form a menu for clinicians
from which they can select modules for the treatment of an individ-
ual patient. MATCH is tailored to fit each youth’s specific needs at
intake. Decision flow charts guide the selection and sequencing of
modules, with a default module sequence suggested, but changes
in the sequence specified to address treatment difficulties®".

There are several RCTs that have compared the effects of MATCH
to standard care. Some of these trials have found that MATCH
had superior results when compared to standard treatment
of depression, anxiety and conduct problems in youthm’m, but
that was not confirmed in other trials******, Meta-analytic evi-
dence integrating these results is not yet available.

Apart from MATCH, there are several other modular therapies
that have been tested in RCTs. For example, in one study, it was
found that modular CBT for children with autism-related symp-
toms was significantly more effective than standard treatment in
reducing these symptoms®’. Two other trials examined the effects
of modular therapy in children with anxiety disorders, and found
significant effects when compared with usual care?® and wait-
list*.

Not all trials have found superior effects of modular psycho-
therapies. In one trial in adults with alcohol use disorders, pa-
tients were randomized to either usual care or a targeted modular
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treatment™’. Patients in this latter arm were allocated to one of
three treatment modules focusing on craving, positive expectancy,
or impulsivity, based on an assessment at baseline. No significant
difference was found between modular psychotherapy and usual
care. Another study compared a standard CBT self-help program
with a tailored program in which the content of the sessions dif-
fered depending on the anxiety symptoms at baseline'. Again,
no significant difference at post-test or follow-up was found. An
earlier trial on modular psychotherapy for anxiety in older primary
care patients also did not find a significant benefit when compared
with routine care®”,

In a recent proof-of-concept trial*?’, patients with depression
and psychiatric comorbidity were either randomized to standard
CBT or to CBT plus transdiagnostic modules, depending on early
trauma-related mechanisms. There was a non-significant superi-
ority of the modular therapy over standard CBT, but patients ran-
domized to the former were nearly three times as likely to experi-
ence remission at the end of therapy.

These results are conflicting and do not allow to state whether
modular psychotherapies are more effective than standardized or-
dinary treatments. A meta-analysis or systematic review could shed
some more light on this issue, but to the best of our knowledge no
such review has yet integrated the results of trials in this specific
field.

NEW AND IMPROVED PSYCHOTHERAPIES
The development of new psychotherapies

In the past decades, several hundreds of psychotherapies for
mental health problems have been developed. The Wikipedia list
of psychotherapies currently includes 218 separate therapies®>.
Although it is not clear how this list was composed, it is prob-
ably only a selection of all therapies that have been developed
over the years. The development of new therapies is a continuing
processe'g" 234—238‘

Many new therapies claim to have better outcomes than “con-
ventional” psychotherapies or to be based on better theoretical
or clinical frameworks. However, most research does not support
these claims. Network meta-analyses are well-suited to examine
the comparative effects of psychotherapies for specific mental dis-
orders, because they include not only RCTs directly comparing dif-
ferent therapies, but also indirect comparisons. For example, when
two therapies are not compared directly in RCTs, their effects can
still be estimated when both therapies have been compared with a
waitlist control group or a third therapy.

Most network meta-analyses do not indicate superior effects
of one therapy over another. For example, a large network meta-
analysis of 331 RCTs with more than 34,000 patients on eight types
of psychotherapy for depression found no significant differences
between the effects of these therapies®. Only non-directive sup-
portive counseling was found to be less effective than other psy-
chotherapies, but that was probably an artefact, because this



therapy is also often used as control condition”*. Other network

meta-analyses for other disorders have also not found significant
differences between the effects of psychotherapies. One network
meta-analysis on generalized anxiety disorder found no significant
difference between eight major types of psychotherapy**’, and an-
other on seven types of therapy for PTSD also found no significant
differences*.

However, not all research supports the notion that all psycho-
therapies have comparable effects. A network meta-analysis ex-
amining the relative efficacy of therapies for social anxiety** found
that most therapies had comparable effects, but also that individual
CBT was more effective than psychodynamic therapy, while there
was no significant difference between individual CBT, group CBT,
and exposure and social skills. Another network meta-analysis ex-
amining eight psychotherapies for panic disorder found compara-
ble effects for most therapies, but did find that behavioral therapy
and CBT were more effective than third-wave CBT".

Conventional meta-analyses are also not consistent. In a review
of 15 meta-analyses of RCTs directly comparing 23 psychotherapies
for different disorders with other psychotherapies, only five found
significant differences**®, and all significant differential effect sizes
were small.

Thus, most evidence suggests that psychotherapies for mental
disorders either have comparable effects, or in some cases can have
small differential effects. This implies that many new psychother-
apies are not so innovative, and may not contribute much to im-
proving relevant outcomes. Therefore, it goes beyond the current
overview to discuss all new psychotherapies that have been devel-
oped.

An important category of psychological interventions that is new
is represented by the so-called “bottom-up” therapies®**. Tradition-
ally, almost all psychological interventions have been developed
top-down, with clinicians designing treatments based on their ex-
perience and knowledge of the literature. Although the rationale of
these therapies typically sounds intuitive and credible to patients,
the methods to develop them are not systematic or reproducible,
and the processes to select, combine and weigh the evidence are
entirely subjective. These methods are also heavily influenced by
the founder’s unique sociocultural background, values and per-
spectives, and the manuals are developed by the founder, based on
subjective principles. As we saw earlier, many of these top-down
therapies have been found to be effective in the treatment of men-
tal disorders, but the exact mechanisms through which they work
remain unclear and are based on clinical experience and selective
reading of the literature.

Bottom-up interventions start with psychological theories of
factors that cause or maintain symptoms of mental health prob-
lems***. Based on these theories, targets for experimental manip-
ulation are selected, and interventions focusing on these targets
are developed. Probably the best-known example of a bottom-up
intervention is exposure, that goes back to the theoretical work on
systematic desensitization in the 1950s***. Most therapies devel-
oped since then were top-down?**. In the past years, however, sev-
eral new bottom-up interventions have been developed and tested

in RCTs.

We will discuss here the two most important categories of bot-
tom-up therapies: cognitive bias modification (CBM) and cogni-
tive remediation (CR). There are several other bottom-up inter-
ventions, such as consolidation/reconsolidation therapie5246, and
memory specificity training?”**, but these have been examined
in only a few trials.

In this section, we will subsequently consider some other recent
developments concerning new psychotherapies or new approach-
es aimed to improve the outcomes of psychotherapies.

Cognitive bias modification

CBM is based on a large body of research showing that biases in
attention, interpretation and memory are associated with mental
health problems and may contribute to them. This has been con-
firmed for depression249’251, anxietyzm’zsz, eating disorders®***,
substance use disorders>**, and psychotic experiences®’. CBM
is a psychological intervention aimed at correcting such biases.
Participants engage in structured, computer-based repetitive tasks
that train them to modify their automatic responses. These tasks
can be gamified to maintain engagement, and immediate feedback
is usually provided to reinforce the desired cognitive patterns®®.

CBM and related interventions - such as attention bias modifi-
cation (ABM), interpretation bias modification, and “approach and
avoidance” training - have been examined in dozens of RCTs and
a considerable number of meta-analyses. Overall, these interven-
tions seem to have a moderate and significant effect on the biases
they are aimed at*®. The effects on symptoms of mental health
problems are less clear.

A large network meta-analysis of 75 trials on CBM for anxiety
and depressive disorders®® differentiated between four types of
CBM: ABM; CBM aimed at interpretation bias (CBM-I); the combi-
nation of ABM and CBM-]; and approach and avoidance training.
For anxiety, only CBM-I had a significant effect when compared
with waitlist (SMD=-0.55) and sham training (SMD=-0.30). In de-
pression, CBM-I also had a significant effect when compared with
waitlist (SMD=-0.63).

A meta-analysis of 14 trials on CBM for alcohol and smoking
addiction did not find a significant effect on substance use, but did
find a significant effect on relapse®. A meta-analysis of 23 trials
in children and adolescents with or without mental health prob-
lems found small and non-significant effects on mental health®®,
A meta-analysis of 29 RCTs in anger and aggression found small
but significant effects on both variables*®.

Overall, the evidence suggests that CBM and related interven-
tions can have an effect on cognitive biases, and some types may
also have small effects on mental health problems. It is not clear,
however, if such interventions can improve clinical practice. A
meta-analysis of trials comparing the combination of CBM and
CBT with CBT alone in people with anxiety disorders did not find
that CBM significantly improved the outcome of CBT?**, More re-
search is therefore needed to examine if and how CBM can be used
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in routine care, and if it actually improves outcomes in real life set-
tings.

Cognitive remediation

CR targets cognitive deficits (of attention, memory, executive
function, social cognition, or metacognition) using scientific prin-
ciples of learning, with the ultimate goal of improving functional
outcomes”®. Cognitive impairments have been well established
in several mental disorders, including schizophrenia, bipolar dis-
order, depression, ADHD, PTSD and 0CD*>%¢ CR can include
many different techniques to improve these impairments, but
should contain at least four core elements: facilitation by a ther-
apist, cognitive exercises, procedures to develop problem-solving
strategies, and procedures to facilitate transfer to real-world func-
tioning®®".

The ideas underlying CR go back several decades®*®**’, Howev-
er, in the last years the number of trials examining CR has increased
exponentially, including a growing number of computerized CR
interventions>"**"!, For example, in a recent meta-analysis of 67
randomized trials of CR in schizophrenia, it was found that more
than 80% were conducted after 2010?”. This increase in research
on CRis undoubtedly also related to its growing use through digital
technologies®™*™,

Arecent meta-analysis of 67 trials on CR in schizophrenia found
small but significant and durable effects on cognition (SMD=0.23)
and global functioning (SMD=0.26)*"%. Another meta-analysis of
73 trials investigating more detailed outcomes®” also found small-
to-moderate size improvements in all domains of cognition stud-
ied (SMD range: 0.19 to 0.33), as well as a small significant effect
on negative symptoms (SMD=0.16), but not positive symptoms or
overall levels of symptomatology. A meta-analysis of 21 trials on CR
in depression resulted in a small significant effect on depression
(SMD=0.28) and daily functioning (SMD=0.22), and a moderate
effect on cognitive functioning (SMD=0.60)*"°. This is comparable
to the results of other meta-analyses of trials on CR in depression
277,278

The outcomes of CR in other mental disorders are not consis-
tent. A meta-analysis of seven trials in bipolar disorder resulted in
small significant effects on working memory, planning and ver-
bal learning, but not on functional outcomes®”. Another meta-
analysis of 11 trials on CR for adolescents with mixed mental dis-
orders also showed small but significant effects on cognition, but
not on clinical symptoms or social functioning”®. In a small meta-
analysis of eight trials on CR in anorexia nervosa, no significant
effects were found on cognitive functioning or symptomatology".
These meta-analyses on CR in disorders other than schizophre-
nia or depression should be considered with caution, because the
number of included trials was small, and results may not be signifi-
cant because of low statistical power.

Overall, CR seems to have small but significant effects on nega-
tive symptoms in schizophrenia, and on symptoms of depression.
Considering these outcomes, more research could be focused on
how these interventions can be implemented in routine care, and
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if the effects are retained in real-life settings.

Psychedelic-assisted psychotherapies

An increasing number of studies is focusing on the effects of
psychedelic-assisted psychotherapies in mental disorders***?%3,
Psychedelics are powerful psychoactive substances that alter per-
ception and mood, and affect numerous cognitive processes***.
Combining them with psychotherapies has the potential to en-
hance the effects of the latter.

Most research in this area has focused on the use of psyche-
delics - psilocybin, lysergic acid diethylamide (LSD) or ayahuasca
- for depression®?, and to a lesser extent of methylene-dioxy-
methamphetamine (MDMA) for PTSD**>?%, There are also trials
exploring the use of psychedelics in other disorders®®?, including
borderline personality disorder®, body dysmorphic disorder®®,
0CD?, and alcohol use disorder™.

Although the effects of psychedelic-assisted psychotherapies
have been examined most extensively in depression, the num-
ber of trials is still small (the largest meta-analysis, focusing on
psilocybin-assisted psychotherapy, includes nine RCTs**"). It is
also remarkable that the number of meta-analyses in this small
area of research is almost as large as the number of primary trials.
The above-mentioned meta-analysis®®' indicated a large effect size
of psilocybin-assisted psychotherapy (SMD=0.78; N=596) when
compared to placebo or waitlist control conditions.

MDMA-assisted psychotherapy for PTSD has also been ex-
amined in several trials and meta-analyses. The largest meta-
analysis”®, including nine RCTs (N=297), found a large effect of
MDMA-assisted therapy on symptoms of PTSD (SMD=-1.10),
when compared with placebo or low-dose MDMA.

Although these effects seem rather positive, and these treat-
ments have been claimed to represent a new paradigm for mental
health care?®, the number of studies and of participants in these
studies is too small to draw strong conclusions. The potential im-
pact of conflicts of interests of researchers, and the potential selec-
tion bias in the trials** are further problems. Moreover, partici-
pants in the trials can be expected to be positive about the effects of
psychedelic-assisted therapies. Many of them hope to be assigned
to the treatment condition and will be disappointed when they
end up in the control group®®***, Since it is not possible to mask
participants, they are typically aware if they are in the treatment or
control group, which may have an impact on the outcomes. Fur-
thermore, psychedelics can be expected to have short-term effects,
while from a clinical perspective it is much more important to
achieve long-term effects, when the direct impact of psychedelics
has passed. Unfortunately, hardly any research on the long-term
effects of these therapies has been conducted.

Another important problem is that the psychotherapies that
are actually implemented are not described clearly in the reports
of the trials*”. This means that psychedelic-assisted therapies
consist of two components of which the effects are not clear: the
psychedelic and the psychotherapy. It is unclear to what extent
each of these components is responsible for the assumed effects



of the therapies®***, The conclusion is that psychedelic-assisted
psychotherapies may have the potential to increase the effects
of treatments of mental disorders, but this is still uncertain. The
current evidence is insufficient to reach a final conclusion about
their potential.

Transdiagnostic psychotherapies

Most psychotherapies focus on specific disorders, and RCTs ex-
amining the effects of these treatments usually focus on one spe-
cific disorder?"*"*% However, comorbidity between mental dis-
orders is very high. For example, comorbidity between depression
and anxiety has been estimated to be as high as 60% for case-level
disorders**, and is probably even higher when subthreshold cases
are considered®®. It has also been argued that depression and
anxiety in fact constitute one cluster of internalizing disorders and
share similar psychological and biological mechanisms*"*. Analo-
gously, it has been suggested that the same underlying processes
are involved in different eating disorders®”®. Psychological treat-
ments of different mental disorders also often share the same core
elements. For example, cognitive restructuring has been found to
be effective in most major mental disorders>”.

Transdiagnostic psychotherapies are treatments that apply the
same underlying principles across different mental disorders, with-
out tailoring the protocol to specific diagnoses******, These ap-
proaches focus on identifying common and core maladaptive tem-
peramental, psychological, cognitive, emotional, interpersonal and
behavioral processes that can be targeted in treatment. People with
different disorders can be treated with the same protocol, which
makes it easier for them to access care without needing multiple,
disorder-specific therapies, and has the potential to spare time and
resources, without reducing the effects of therapies.

Transdiagnostic approaches have been claimed to offer more
flexible, inclusive and effective treatment optionsSOS. Most of them
have been developed for depression and anxiety disorders (some-
times also including PTSD, OCD and somatoform disorders), and
are based on CBT principles®****3!°, However, transdiagnostic
treatments have also been developed in the field of eating disor-
ders. Enhanced CBT was specifically designed to target the un-
derlying processes that are assumed to maintain different types of
eating disorders®®.

Several dozens of RCTs have examined the effects of transdiag-
nostic psychotherapies, most of which were conducted after 2010.
A handful of trials have examined enhanced CBT for eating disor-
ders®"!, but most research has focused on transdiagnostic treat-
ments of various anxiety disorders or depression and anxiety. One
large, recent meta-analysis of transdiagnostic treatments in emo-
tional disorders included 53 trials and found that the treatments
had considerable effects on depression (SMD=0.74) and anxiety
(SMD=0.77)*". However, the nine comparisons between transdi-
agnostic and disease-specific treatments resulted in a small, non-
significant difference (SMD=0.09).

The best example of a transdiagnostic psychotherapy is the
unified protocol (UP) for emotional disorders®'?, which was the

first and is the most examined transdiagnostic treatment of depres-
sion and anxiety. One recent meta-analysis examining the effects
of the UP included 19 randomized trials®"®. This study found mod-
erate effects for depression and anxiety when compared to waitlist
control conditions (SMD=0.59), but also small significant effects
when compared to other active treatments (SMD=0.38).

Many transdiagnostic psychotherapies that are examined in
RCTs are conducted through the Internet, and include guided and
unguided versions. One recent meta-analysis included 57 trials and
found moderate effects for depression (SMD=0.52) and anxiety
(SMD=0.45) when compared to passive controls®”’. Only three trials
compared transdiagnostic interventions with other treatments, so
that a comparison of the relative effects is not yet possible.

Overall, this body of research shows that transdiagnostic psy-
chotherapies are effective in the treatment of depression and anxi-
ety, but it is unclear if they have better effects than disease-specific
treatments. One could argue, however, that transdiagnostic treat-
ments have several advantages when compared to disease-specific
treatments, which makes them more useful even when the effects
are comparable.

A new generation of dismantling studies

A considerable body of research within the psychotherapy field
has focused on identifying the core elements or components of
these treatments. This research can clarify how therapies work,
remove inactive or irrelevant components, and potentially make
therapies more effective and cost-effective®'**'*. Understanding
how therapies work may also make it easier to train therapists and
disseminate therapies more widely*"*,

Traditionally, components of therapies are examined in RCTs
in which a full therapy is compared with the same therapy with or
without a specific component. Although many of such disman-
tling trials have been conducted, they rarely have enough statistical
power to examine if adding or removing a component is related to
larger or smaller effects of the intervention. The dismantling trials
covered in systematic reviews and meta-analyses rarely included
more than 100 participants, while much larger trials are needed to
find differential effects®'®*'%, For example, based on the assump-
tion that a minimally clinically important difference for depression
is SMD=0.24, a dismantling trial would need 274 participants in
each condition®®.

There are two important new developments in this area of re-
search that could generate more knowledge on effective compo-
nents of psychotherapies. The first is the introduction of the so-
called “factorial design”*'**'*, This design allows to examine mul-
tiple components in one study and to explore the main effects of
these components as well as the interactions among them. The ba-
sic idea is that participants are randomized to any combination of
components in the intervention. Because the number of potential
experimental conditions increases exponentially as the number of
components of the intervention increases, some studies make use
of the so-called “fractional factorial design”*'*. This is a variation on
the factorial design in which only a pre-specified selection of the
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possible conditions is examined to make the study more manage-
able.

Although (fractional) factorial designs have been used in other
areas of the biomedical field*'*?', their use in psychotherapy re-
search has started only recently*?. Table 3 presents an overview of
recent factorial trials on psychotherapies and the most important
outcomes’ **23%"_ Ag can be seen, the results have been somewhat
disappointing, but future research may help to shed more light on
effective components for specific disorders.

The other recent important development that can help with the
finding of effective components of psychotherapies is represented
by component network meta-analyses. This is an extension of
standard network meta-analyses that can be used to disentangle
the associations with outcomes of different components of an in-
tervention®”****, Several such meta-analyses have been carried out
in recent years, including one conducted with the individual par-
ticipant data of the included trials®".

Table 4 gives an overview of the most important component
network meta-analyses and a summary of their outcomes''"%"
330332 One interesting finding is that relaxation, often included
in packages of CBT because it is considered to be easy to practice,

has been found to be possibly harmful across several disorders, in-
cluding panic disorder*®, depression®" and insomnia*?. Although
the results of these studies certainly provide some directions for po-
tentially effective and non-effective components, further research

is needed to detect more clear outcomes.

Innovations in understanding processes involved in
psychotherapies

Apart from dismantling studies, there are large research areas
focusing on the processes involved in psychotherapies that can
explain how they work. The hope is that this research will increase
our understanding of psychotherapies and will make it possible to
strengthen their effects or make them more efficient. Here we de-
scribe where this field currently is. We first explain why it is difficult
to examine the change processes in psychotherapies. Then we fo-
cus on the current state of knowledge on three core topics: specific
versus common factors in therapy, the therapeutic alliance, and fi-

delity versus flexibility.

Although RCTs provide an excellent design for examining if a

Table 3 Selected factorial trials aimed at examining components of psychotherapies for mental health problems

Disorder N Intervention Components Main findings

Andersson et al’? Depression 197 Internet-based CBT Self-tailored vs. clinician-tailored Only self-tailored treatment was a little
treatment; scheduled therapist more effective than clinician-tailored
support vs. support on demand, treatment.
clients in supervision vs. not in
supervision

Bur et al*?* Depression 316 Problem-solving Human support vs. not; diagnostic Human support resulted in better

therapy with CBT interview vs. not; motivational outcomes at post-test, but not at
interviewing vs. not; automated follow-up. The other three factors were
e-mails vs. not not associated with better or worse
outcomes.
Furukawa et al’* Depression 3,936 Unguided Behavioral activation; cognitive All included skills and their
smartphone CBT restructuring; problem solving; combinations were superior to all
assertion training; behavior therapy control conditions.
for insomnia
Kelders et al®® Depression 239 Acceptance and Human vs. automated feedback; Human support was associated with
commitment text message coaching (present or better outcomes; no significant
therapy absent); interaction (high or low); differences for any of the other
tailoring of success stories (high or components was found.
low); personalization (high or low)
Sakata et al’?? Depression 1,093 Unguided Self-monitoring; behavioral activation; = Depression reduction was not
smartphone CBT cognitive restructuring; assertiveness significantly associated with any
training; problem solving component.

Sipka et al*%® Social anxiety 464 Internet-based CBT Psychoeducation; cognitive All components were associated with
restructuring; attention training; improvement when compared to
exposure waitlist, but psychoeducation and

exposure brought more improvement
than the other two components.

Watkins et al*?’ Depression 767 Internet-based CBT Activity scheduling; functional None of the components was associated

analysis; thought challenging;
relaxation; concreteness training;
absorption training; self-compassion
training

with better outcomes at post-test
or 6-month follow-up, except for
absorption training that had better
outcomes at 6-month follow-up.

CBT - cognitive behavioral therapy
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Table 4 Selected component network meta-analyses of psychotherapies for mental disorders

Disorder n N Intervention Components Main findings
Coventry et al** PTSD 18 933 Psychological 14 combinations of the following 11 Interventions that took a
treatments components: active control; cognitive multicomponent approach were
restructuring; imaginal exposure; in vivo more effective than those that did
exposure; mindfulness; multidimensional; not. None of the other individual
psychoeducation; relaxation; support; components or examined
virtual reality exposure; waitlist combinations differed significantly
from waitlist.

Furukawa et al®! Depression 48 11,704  Guided and Waiting; conventional drug treatment; non- There was suggestive evidence that
unguided specific treatment effect; psychoeducation; behavioral activation might be
digital CBT cognitive restructuring; behavioral beneficial and that relaxation might

activation; interpersonal skills training; be harmful.
problem solving; relaxation; third-wave

components; behavior therapy for

insomnia; relapse prevention; homework

required; initial face-to-face contact;

automated encouragement; human

encouragement; therapeutic guidance

Furukawa et al'® Insomnia 241 31,452 CBT Educational (sleep hygiene, sleep diary); Cognitive restructuring, third-wave
cognitive (cognitive restructuring; third- components, sleep restriction
wave components; constructive worry); and stimulus control are critical
behavioral (sleep restriction; stimulus components of CBT; sleep hygiene
control; relaxation; paradoxical intention; education was not essential and
other (nonspecific treatment effect; relaxation is potentially harmful; in-
waiting; conventional drug treatment); person therapist-led programs were
delivery (individual, group, in-person; most beneficial.
online guidance; human encouragement;
automated encouragement)

Miklowitz et al'’ Bipolar 39 3,863  Psychological Psychoeducation; psychoeducation including Cognitive restructuring and regulating

disorder treatments skills training; self-monitoring; self- daily rhythms were the most potent
management; cognitive restructuring; components for reducing severity of
maintaining daily rhythms; behavioral depression and manic symptoms;
activation; interpersonal problem solving; the least potent component was
communication training; group format; behavioral activation (and for
family format; individual format depression also the individual
therapy format).

Pompoli et al**! Panic disorder 72 4,064 CBT ‘Waiting; placebo effect; support; Interoceptive exposure and face-to-
psychoeducation; breathing retraining; face setting were associated with
relaxation; cognitive restructuring; better treatment outcomes. Muscle
interoceptive exposure; in vivo exposure; relaxation and virtual-reality
virtual reality exposure, third-wave exposure were associated with
components; face-to-face setting significantly lower efficacy.

Williams et al**? Early psychosis 37 4,599  Various early Pharmacotherapy; case management; The addition of psychological

interventions

psychological treatment; family
intervention; social intervention

interventions reduced negative
psychotic symptoms at 3-month
follow-up. No other significant
finding at 3-month follow-up was
found.

PTSD - post-traumatic stress disorder, CBT — cognitive behavioral therapy

treatment works and how large the effects are, they do not directly
provide information on how treatments work. Much research has
been done on mediators, but, when these are examined in trials,
the findings are always correlational rather than causal*****, This
means that, when a mediator is significantly associated with the
outcome of therapy in a trial, this can be explained in three differ-
ent ways: a) the change in the mediator causes the outcome; b) the
improvement in the outcome causes the improvement in the me-
diator; or c) a third variable causes the improvement in both the

outcome and the mediator.

This issue of causality cannot be settled completely. But there
are several factors that can help to make the causal relationship
between a mediator and an outcome more plausible: a temporal
relationship between mediator and outcome (change in the me-
diator comes before change in the outcome); a dose-response as-
sociation; evidence that no third variable causes changes in the
mediator and the outcome (usually by including many potential
third variables in the study); supportive experimental research;
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and a strong theoretical framework that can explain why the me-
diator is probably indeed a causal factor. There are also improve-
ments in the methodology, such as the so-called “causal inference
framework” that provide logical foundations for research in this
area®*5%, Working mechanisms, however, remain extremely dif-
ficult to examine.

This complexity of examining mechanisms of change in psycho-
therapies has resulted in many discussions about how they actu-
ally work. One important discussion is about common versus spe-
cific factors as key mechanisms of change***. The common factors
model assumes that all therapies work through factors such as the
alliance between therapist and patient, a rationale for causes of the
problems and how to solve them, modeling, and catharsis, which
are present in all therapies® >’ The specific factors model assumes
that therapies work through specific mechanisms, such as changing
maladaptive thoughts, changing actual behavior, or learning how to
stop avoiding fearful situations.

Proponents of the common factors model often point to meta-
analyses of outcome studies, which show that all therapies have
comparable effects***. However, this does not necessarily prove
that they work through common mechanisms. Component net-
work meta-analyses can provide some insight on whether specific
components have independent effects, which would support the
specific factor model. Table 4 provides an overview of these meta-
analyses, and several of them do suggest that some components
contribute independently to the effects of therapies.

The most important common factor is undoubtedly the thera-
peutic alliance, i.e. the relationship between therapist and patient.
This alliance has three components: the bond between the ther-
apist and the patient, the agreement about the goals of therapy,
and the agreement about the tasks of therapy®”. The largest meta-
analysis examining the association between the therapeutic alli-
ance and outcome at one time point included almost 300 studies
in adults®*®. There was a strong and significant association be-
tween the outcome and the alliance (correlation r=0.28, which cor-
responds to an SMD of 0.58), and this was true for face-to-face as
well as for Internet-based therapies. A meta-analysis of studies in
children and adolescents found a somewhat smaller, but still sig-
nificant and substantial effect size (r=0.18, which corresponds to
SMD=0.37).

As stated previously, an association between alliance and out-
come cannot be considered as causal evidence showing that the
alliance causes change. However, the above-mentioned meta-
analysis in adults®® also included a number of studies that ex-
amined the temporal association (change in the alliance pre-
cedes change in outcome), as well as an adjustment for baseline
characteristics of patients that could explain the association. This
supports the hypothesis that the alliance is a causal factor in gen-
erating change in patients, although the empirical evidence in this
respect cannot be considered very strong®®.

Two different components of the alliance have been recently
differentiated®®. The “trait-like” component refers to the general
ability of patients to form satisfying relationships with others, which
also affects their capacity to form a satisfactory relationship with
the therapist and to benefit from treatment. This trait-like compo-
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nent does not make alliance sufficient to generate change by itself,
but can enable the use of other aspects of treatment that may in-
duce change, such as effective techniques. The “state-like” compo-
nent refers to changes in alliance that occur during treatment,
which can be assumed to be the result of in-session work between
patient and therapist. This component may contribute to trait-like
changes in patients, which in turn enables the use of other aspects
of treatment. This distinction between “trait-like” and “state-like”
components of the alliance should be examined in more depth, but
it does provide a new perspective, and may generate new knowl-
edge on the mechanisms of change in therapy.

Another important issue in the process of therapy is the so-
called “fidelity versus flexibility” question. This refers to whether a
therapist should adhere strictly to the manual of a therapy, or can
be more flexible in its application depending on the needs of the
patient****?, In RCTs, fidelity is an important element to strength-
en the internal and external validity of the trial, and protocols with
strong adherence of therapists are also those that are typically con-
sidered for implementation in routine care®"'. Fidelity also helps
in limiting the number of sessions and facilitates training of ther-
apists. In the IAPT program in the UK, aimed at increasing uptake
of psychological treatments, fidelity to the protocols has been sug-
gested to enhance efficacy considerably®. However, there are also
several criticisms of treatment protocols. They have been called
“cookbooks) they have been claimed to detract from the therapeu-
tic alliance, and to be narrow and not broadly applicable®"". It has
been suggested that broader therapies, such as transdiagnostic ap-
proaches, offer more flexibility while retaining fidelity**’.

It remains unclear if more fidelity is associated with better out-
comes. One earlier meta-analysis of 32 studies did not find that
fidelity was significantly associated with outcome®*. However, a
more recent and extensive meta-analysis of 62 studies differenti-
ated between adherence (prescribed methods are actually imple-
mented in therapy), competence (knowledge, skills and appropri-
ateness with which the methods are delivered), and integrity (that
should include adherence, competence and treatment differen-
tiation)**. This meta-analysis did find a significant association
between integrity and outcome in two different groups of studies
(r=0.15 and r=0.23).

It should be kept in mind that all this research is correlational,
and cannot provide a definite answer to the “fidelity versus flex-
ibility” question. To answer this question, new trials are needed in
which patients are randomized to a fidelity or a flexibility condi-
tion, and to the best of our knowledge such trials have not been
conducted. At this moment, it is not clear whether increasing or
reducing fidelity can strengthen the outcomes of therapies.

Other innovations aimed to improve outcomes

One further innovation with the potential to improve outcomes
of psychotherapies is the frequency of sessions. Meta-analytic re-
search on psychotherapies for depression has suggested that, in
individual therapy, the effects are not associated with the number
of sessions, the contact time between patient and therapist, and



the length of treatment®*****. However, meta-regression analyses
did indicate that the frequency of sessions is significantly associ-
ated with the outcomes. Sessions twice per week are more effica-
cious than sessions once per week (SMD=0.60)*%.

Because meta-regression analyses do not provide causal, but
only correlational evidence, more direct evidence is needed to con-
firm this finding. One RCT was conducted in which 200 outpatients
with depression were randomized to once or twice weekly sessions
of CBT or IPT**. It was found that those having sessions twice a
week had better outcomes than those receiving sessions once a
week (SMD at month 6: 0.55). Although these are preliminary find-
ings that need to be confirmed in further research, this may be a
promising innovation to improve the effects of psychotherapies.

Another innovation with the potential to improve outcomes is
progress feedback. Outcome instruments are administered regu-
larly throughout therapy®*” and monitored by the therapist. This
allows the clinician to adjust treatment when there is too little prog-
ress, so that poor outcomes might be prevented***>*, The results
of meta-analyses of RCTs that compare treatments with or with-
out progress feedback have been mixed, with most of them find-
ing small significant effects®'**, but others finding no significant
effects®**°, These meta-analyses, however, included subsets of
studies aimed at specific target groups or using a specific feedback
instrument, and all covered less than 20 trials. The largest meta-
analysis in all target groups and any instrument included 58 tri-
als®*, and found a small but significant overall effect of progress
feedback (SMD=0.15). More research is needed to verify the effects
of progress feedback, but this seems to be a promising method to
improve outcomes.

Preventing and reducing adverse effects of
psychotherapies

One important way to improve the outcomes of psychotherapies
is to prevent or reduce their adverse effects. This is now widely rec-
ognized as a major priority for research and practice of psychother-
apy¥53%,

For along time, it has been assumed that adverse effects are not
relevant in psychological interventions. The belief that psychother-
apy, being “just talking’, could not cause harm has led to patients
rarely reporting these effects. Adverse effects are also not well re-
ported in RCTs. For example, a meta-analysis of deterioration rates
in psychotherapies for depression®*® found that only 6% of trials
reported these rates.

One major problem in this area is the lack of consensus on what
constitutes an adverse effectin psychotherapy. Clinically significant
deterioration and suicide attempts are clearly important adverse
effects. However, there is less clarity on what other events should be
considered adverse effects. For instance, non-response and drop-
out could also be viewed as adverse outcomes, as they might pre-
vent patients from receiving adequate care or experiencing sponta-
neous remission®®. Other adverse effects that are often mentioned
include treatment dissatisfaction, lack of therapeutic alliance,
anxiety or rumination about therapy, emergence of new symptoms,
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stigmatization, and perceived negative effects of treatment on fam-
ily/friends**0357361362_ A systematic review of tools used to assess
negative effects of psychotherapy included nine instruments®,
They covered 17 domains of negative effects, but none of them cov-
ered all these domains.

One cluster of negative outcomes that has been examined exten-
sively is represented by deterioration rates. Table 5 gives an overview
of the results of meta-analyses providing data on deterioration rates
in psychotherapies compared to control conditions!8"**935%363-369,
Mostresearch has been done in depression, but there are also some
studies in anxiety disorders and PTSD. The deterioration rate in psy-
chotherapies varied between 1 and 6%, while in the control condi-
tions was between 5 and 17%. In almost all meta-analyses, the de-
terioration rate was significantly lower in psychotherapy compared
to the control group.

Although there is now more attention to adverse effects of psy-
chotherapies, and deterioration has been examined extensively in
recent years, there is still a long way to go before methods to re-
duce adverse effects can improve clinical practice. More consensus
on what adverse effects are is very much needed, and then more
research should make clear how prevalent the different adverse
effects are, and what methods can be used to prevent or reduce
them.

Other methodological innovations in research on
psychotherapies

In the past years, several new methodologies (in addition to
those already described) have been developed that can help to
speed up innovations in research on psychotherapies.

One important new design is the so-called “stepped wedge de-
sign’, which is especially useful in research on the implementation
of interventions in clinical practice®”. This is a cluster-randomized
trial in which all clusters (such as clinics or communities) start in
the control condition. At regular intervals (the “steps”), a randomly
selected subset of clusters moves from the control to the interven-
tion condition. This continues until all clusters have received the
intervention. This design makes it possible to examine the impact
of the implementation of the intervention in routine care, and is in-
creasingly used in mental health research®" ",

Another important methodological innovation is represented
by “platform trials”*"® which have transformed other areas of med-
icine, including oncology and infectivology, but are only now be-
ginning to be used in mental health research®®*”’. In platform
trials, an infrastructure with a master protocol is developed, allow-
ing to compare multiple interventions against a single control group
3% toadd newtreatments as theybecome available, or to drop some
when they turn out to be not useful.

Several platform trials on pharmacological interventions have
been developed recently for PTSD, depression and psychosis®™.
In the field of psychological treatments, a recent study”" tested the
differential efficacy of five CBT skills (behavioral activation, cogni-
tive restructuring, problem solving, assertion training, and behav-
ior therapy for insomnia) on a smartphone app among people with
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subthreshold depression. The CBT skills were examined in four 2x2
factorial trials embedded in a large master protocol. This design, to-
gether with the digital infrastructure, enabled recruitment of 5,361
participants with or without subthreshold depression. The five skills
were found to be differentially superior to three control conditions
(delayed treatment, health information, and self-checks), not only
on depression but also on anxiety, insomnia and well-being.

New methodologies are also being developed in the field of meta-
analyses, such as the meta-analytic research domains (MARDs)*™.
These are living systematic reviews that cover a whole research do-
main, regardless of age, target group, or comparator, providing an
overview of everything that can be known about the field from RCTs.
MARD:s have been developed for psychological treatments of de-
pressionsgo, mental health problems in children and adolescents®,
suicidal behavior*®, and anxiety disorders”. They can be expected to
bring meta-analytic research to a newlevel.

DISSEMINATION AND SIMPLIFICATION OF
PSYCHOTHERAPIES

Conventional psychotherapies are in fact beneficial only to a
tiny minority of those who could benefit from them*#38¥3% since
more than 80% of the almost one billion people with mental disor-
ders live in LMICs, with little access to them, and only a small pro-
portion of patients in high-income countries receive these thera-
pies. Here we focus on innovations in psychological interventions
which can make them more scalable and easier to implement in
large populations.

Task sharing

One major problem in the implementation of psychological
treatments in LMIC:s is that the task force to deliver them does not
or hardly exist. One solution to this problem is the so-called “task
sharing’) the delegation of tasks to community or primary care-
based non-specialist workers with no formal degree or training
in implementing mental health care'”**, Task sharing is indeed
considered to be one of the main innovations to improve access
to evidence-based psychological therapies in low-resource set-
{ings®3%,

Task-sharing interventions have involved a wide variety of non-
specialist health workers, such as community health workers, mid-
wives, nurses, primary care providers, village health workers, com-
plementary alternative health providers, teachers, religious and
traditional healers, and community members**. Task sharing is
firmly established in the delivery of care for maternal-child health
and for human immunodeficiency virus (HIV) infection in low-in-
come settings, but is also growing in global mental health care®**
38 Although task-sharing interventions are especially important
in low-resourced settings, they are also increasingly considered in
higher-income contexts**" 3%,

A considerable number of trials examining the effects of task-
sharing interventions has been conducted. The largest meta-anal-
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ysis was aimed at perinatal mental health®®’. It included 44 RCTs
(18,101 participants), and found small but significant effects on
depression (SMD=0.24) and anxiety (SMD=0.30). Some smaller
meta-analyses estimated the effects of task sharing in LMICs com-
pared to control groups, focusing on transdiagnostic behavioral ac-
tivation interventions for common mental disorders (20 trials; SMD
=0.59 for depression; SMD=0.61 for anxiety; SMD=0.38 for PTSD/
trauma)’®, and for depression (11 trials, SMD=0.32)" ",

A systematic review of 19 trials on task-sharing interventions
for substance use and substance use disorder in LMICs suggested
positive effects, but, because no meta-analysis was conducted, this

finding should be considered with caution®".

Digital interventions in LMICs

Guided Internet-based interventions can be delivered by trained
lay counsellors without extensive training. Self-guided interventions
do not require any human contact with patients. These interven-
tions have, therefore, much potential from the perspective of global
mental health, especially since the majority of the world population
now owns a smartphone and has access to the Internet**.

The largest meta-analysis of digital interventions for depression
and anxiety in LMICs included 80 randomized trials (12,070 par-
ticipants), most of which were conducted in 2020 or later®, This
meta-analysis was very liberal in its inclusion criteria (physical ex-
ercise interventions were also included, as well as studies in high-
risk groups without depression or anxiety at baseline), but it did
find substantial and significant effects for depression (SMD=0.61)
and anxiety (SMD=0.73).

Another meta-analysis of RCTs in LMICs focused exclusively on
digital psychological interventions for people with depression and/
or anxiety, and included 21 trials (5,296 participants)ﬁz. The inter-
ventions resulted in substantial effects on depression (SMD=0.77)
and anxiety (SMD=1.02), and small but significant effects on qual-
ity of life (SMD=0.32), when compared with control conditions.
Over the longer term, the effects were smaller, but remained sig-
nificant for all examined outcomes.

An important finding of this meta-analysis was that no significant
difference (p=0.93) was found between interventions with human
support (SMD=0.90 against controls; 15 studies) and unguided in-
terventions (SMD=0.87 against controls; 8 studies). Most previous
research suggested that interventions without human support have
significantly smaller effects than those with support™”. This may not
be true, however, in LMICs, for example because usual care differs
considerably from high-income countries. This is a highly impor-
tant finding from a dissemination point of view, because delivery
of unguided interventions is much cheaper than that of guided in-
terventions.

Single-session interventions
Another method to make treatments more scalable and easier

to implement is to make them shorter. Meta-analytic research on
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Table 6 Summary of innovations in psychotherapies for mental disorders and their main supporting evidence

Description of innovation

Core studies on outcomes

Innovations in the digital field

Internet-based therapies

Smartphone apps

Ecological momentary
interventions

Just-in-time adaptive
interventions

Serious games

Virtual reality

Augmented reality

Prescription digital
therapeutics

Blended therapy

Avatar therapy

Chatbots/conversational
agents
Personalized treatments

Predictors/moderators in
large RCTs

Individual patient data
(network) meta-analyses

Machine learning
approaches

Matching therapists to
patients

Personalized/modular
therapies

Guided and unguided self-help interventions applied digitally

Apps on mobile phones

“Therapist in your pocket” approaches; use of sensors from
smartphones/devices to intervene during everyday life

Interventions providing the right type and amount of support,
at the right time, by adapting to an individual’s internal and
contextual state

Games that are not devised just for recreation, but also to
address mental health problems

Three-dimensional interactive computer-generated
environments creating the sensation of being present in the
environment

Technology that blends virtual and physical environments,
enhancing one’s perception of reality

Digital treatments rigorously evaluated for safety and
effectiveness, and authorized by national regulatory agencies

Combined face-to-face and digital treatments

Patients with psychosis create an avatar aimed at reducing
auditory hallucinations

Chatbots that operate through artificial intelligence

Research on characteristics of people who respond better to
specific treatments

Meta-analyses in which the primary data of RCTs are
combined into one dataset

Techniques allowing researchers to evaluate many predictors/
moderators at the same time, in large datasets

Patients are assigned to therapists that have been shown to be
effective for their problem area

Personalized therapies are tailored to specific characteristics
of patients; modular therapies are toolboxes from which the
clinician selects modules that are relevant for a patient

New and improved therapies

Cognitive bias
modification

Cognitive remediation

Psychedelic-assisted
psychotherapy

Transdiagnostic therapies

Therapy aimed at changing cognitive biases through structured,
computer-based training to modify automatic responses

Therapy targeting cognitive deficits (attention, memory,
executive function, social cognition, metacognition)

Therapies in which psychedelics are used to augment
psychotherapy effects

Treatments that apply the same underlying principles across
disorders, without tailoring the protocol to specific diagnoses

>250 RCTs in multiple disorders and several meta-analyses
have shown effects (see Table 1)

A meta-analysis of 176 RCTs’? showed small significant
effects for common mental disorders

Potential to improve treatment for a broad range of problems,
but too few RCTs available to make a final judgment; no
meta-analysis yet available

Potential to improve treatment for a broad range of problems,
but too few RCTs available to make a final judgment; no
meta-analysis yet available

Few RCTs in people with mental disorders; some potential
effects on depression/anxiety”>"*

>50 RCTs in multiple disorders; overall positive effects, but not
more effective than ordinary treatments'%?

Too few RCTs available to assess if it has additional value over
ordinary treatments'%”1%

Several treatments approved by FDA in ADHD, PTSD,
depression, substance use'®

Nine RCTs showed positive effects, but not yet clear if it
results in better effects and/or uptake

A growing number of RCTs shows effectiveness in reducing
severity of persistent verbal auditory hallucinations'*"'?°

Only few RCTs; not yet possible to examine effects or compare
with ordinary therapies!'2%'%’

Very large RCTs are needed to examine predictors/moderators;
a few have been done, but no clear outcomes yet

Growing number of published meta-analyses, especially
in depression, but until now only limited evidence for
significant predictors/moderators (see Table 2)

Growing number of studies, but until now only limited
evidence for significant predictors/moderators

This may increase outcomes, which is confirmed by a well-
designed RCT?

Growing number of studies; no consensus yet on what
relevant characteristics are; some studies are positive, other
negative; MATCH is the best examined modular therapy for
youth, but its outcomes are mixed

Some types have small but significant effects on depression
and anxiety; effects on alcohol problems are unclear?®?¢!

Effects on some cognitive deficits in schizophrenia®’'; small

significant effects on negative symptoms in schizophrenia®”
and on symptoms of depression®’®

Small number of trials; effects are positive and strong??, but
there are many methodological problems

A meta-analysis of 53 RCTs in emotional disorders found
large effects on depression and anxiety®'’; unclear if they
are more effective than disorder-specific therapies
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Table 6 Summary of innovations in psychotherapies for mental disorders and their main supporting evidence (continued)

Description of innovation

Core studies on outcomes

Factorial trials
intervention

Component network

meta-analyses interventions with outcomes

Focus on common factors
and therapeutic alliance
common factor

Focus on adverse effects

Increased session

frequency outcomes

Progress feedback
therapy and monitored by the therapist

Dissemination and simplification of therapies

Task sharing
degree or training in mental health

Digital interventions in

LMICs developed mostly for depression and anxiety

Single-session

interventions encounter with a clinic, provider or program

Trials can examine the effects of multiple components of an

These can disentangle associations of components of

Unclear whether effects of therapy are mostly caused by
common or specific factors; alliance is the most important

It is not clear what adverse effects of psychotherapy exactly are,
but deterioration rates are relatively well examined

Higher frequency of sessions may be associated with better

Outcome instruments are administered regularly throughout

Tasks are delegated to non-specialist workers with no formal

Guided and unguided self-help interventions applied digitally,

Structured programs that intentionally involve only one visit or

Growing number of trials, but too little research yet to draw
definite conclusions (see Table 3)

Growing number of meta-analyses, but too little research yet
to draw definite conclusions (see Table 4)

A meta-analysis of 295 studies found a strong correlation
between alliance and outcome®®

Multiple meta-analyses show that clinical deterioration rates
vary between 1 and 6% in therapy and between 5 and 17%
in control conditions (see Table 5)

Indirect evidence from meta—analysess‘“’; more RCTs needed to
confirm the findings

Meta-analyses show small, but significant effects>*

Meta-analyses find positive effects in depression and
anxiety #5%

Meta-analyses show positive results in depression and
anxiety>®; no significant difference between guided and
unguided interventions®

Review of 16 meta-analyses found overall positive effects on
anxiety and depression®**

RCT - randomized controlled trial, FDA — US Food and Drug Administration, ADHD - attention-deficit/hyperactivity disorder, PTSD — post-traumatic stress
disorder, MATCH — Modular Approach to Therapy for Children with Anxiety, Depression, or Conduct Problems, LMICs — low- and middle-income countries

psychological treatments for depression has shown that the num-
ber of sessions in individual therapy are not associated with the
outcome®****, This suggests that it may be possible to reduce the
number of sessions without reducing the effectiveness of thera-
pies. It has also been found that dropout rates are very high in psy-
chotherapies, and that many patients who start therapy often do
not receive more than one session®****, This is in stark contrast
with the design of most therapies, which typically include 6 to 60
sessions®****,

Single-session interventions can be defined as “structured pro-
grams that intentionally involve only one visit or encounter with a
clinic, provider, or program”****%”, Other names that have been used
include “one-session treatment”>%, “ultra briefintervention”*°, and
“one-at-a-time therapy”*”’. Research on these interventions is not
new, going back to the 1980s°%%! However, since the need for scal-
ing up interventions has been emphasized in recent years>*>***, re-
search on single-session interventions has increased considerably.

Arecentumbrella review covered 24 systematic reviews of single-
session interventions®”, including 16 meta-analyses encompass-
ing 322 RCTs (40,629 participants). Most included meta-analyses
reported positive outcomes for anxiety (significant effects in 8 of
9 meta-analyses), depression (5 of 6), substance use (8 of 10) and
externalizing problems in children (2 of 2). Outcomes were less cer-
tain in eating problems (one meta-analysis with positive effects and
one without) and suicidal behavior (one meta-analysis with positive
outcomes in adults, but not in youth). Four meta-analyses included
trials directly comparing single-session with multi-session inter-
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ventions, with two indicating no significant differences >, one

better outcomes for single-session interventions'®, and one better
outcomes for multi-session interventions*”. A second-order meta-
analysis of the trials from 12 meta-analyses resulted in a pooled
effect of SMD=0.25 in favor of single-session interventions®*.

Overall, it seems that single-session interventions can have pos-
itive effects on mental health problems. Because they are much
more scalable than longer interventions, their potential is consid-
erable. However, not all research on these interventions is positive.
An earlier meta-analysis of single-session debriefing after psycho-
logical traumas (not included in the above-mentioned umbrella
review) did not find that these interventions were effective in this
population®®. This suggests that single-session interventions have
the potential to be effective, but research on the type of interven-
tions, the population and the setting is needed, before dissemina-
tion can be considered.

CONCLUSIONS

We reviewed the current state of innovations that may improve
outcomes and uptake of psychotherapies for mental disorders (see
Table 6 for a summary). We categorized the innovations into the
domains of the digital field, stratification and personalization, new
and improved therapies, and the dissemination and simplifica-
tion of treatments. We also touched upon methodological innova-
tions, such as new methods to personalize therapies, and new trial
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designs that can improve or speed up clinically relevant outcome
research.

We recently developed a simple method to assess the strength
of innovations in the treatment of depressive disorders, based on
the total number of treatments needed to achieve a response in
100% of patients*””. This method indicates that none of the current
innovations is likely to serve as a “silver bullet” that will dramati-
cally improve outcomes. Although obtained for depression, simi-
lar results can be expected for other mental disorders. Rather than
expecting a paradigm-shifting breakthrough, we should therefore
focus on innovating the practice of psychotherapies incrementally,
through various small-scale improvements. This path is more la-
borious, and it may often yield solutions that remain imperfect,
context-dependent, or elusive. Yet, this approach aligns with mod-
ern theories of how science progresses in medicine and beyond
408411 and it has the potential to meaningfully enhance outcomes
in the future.

In this paper, we have specifically focused on innovations that
have the potential to improve outcomes and uptake of psycho-
therapies for mental disorders. There are many other innovations
in relevant areas that we did not focus on, such as for example the
rapidly developing field of digital phenotyping®'?, and alternative
systems for diagnosing mental disorders**?.

We did not conduct pre-planned, systematic searches for each
of the innovations, because that was not feasible, considering the
number of innovations and the width of such searches. This means
that we may have missed relevant studies that support some in-
novations. We also had no way of systematically identifying the
innovations, so we relied on our knowledge and reading of the lit-
erature. Because of the large number of studies that we included in
this paper, it was also not possible to assess the quality and risk of
bias in the included trials and meta-analyses.

We can conclude that there are currently many innovations in
the field of psychotherapies in different stages of development and
with varying levels of empirical support. None of these innovations
will be a silver bullet that dramatically improves the outcomes and
uptake of treatments, and only the joint implementation of several
of them may produce tangible improvements.
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This is the first bottom-up review of the lived experience of persons who attempt suicide. The study has been co-designed, co-conducted and co-written by
experts by experience and academics, focusing on first-person narratives within and outside the medical field. The lived world of individuals who attempt
suicide is characterized by experiences related to the attempt itself (“contemplating suicide as a deliberate death, ‘contemplating suicide as an ‘escape
route; “looking for online answers about suicide; “planning suicide, “finding rest between the suicidal decision and the final act, “changing one’s mind
during the suicide attempt; “acting on suicidal impulses”); experiences related to the self and time (“feeling unworthy; “feeling detached from oneself or the
world and lacking a sense of agency, “splitting the self between the decision to live or die; “perceiving an abortive and doomed future”); and experience
of emotions and the body (“feeling overwhelmed by hopelessness and despair, “feeling empty and drained of energy; “feeling alone”). The lived experi-
ence of individuals who attempt suicide is also described in terms of the social and cultural context, including the experience of others (“feeling that no
one cares, “feeling like a burden to others, “facing others’ difficulty in understanding”); cultural, gender and age differences (‘“experiencing geographical,

cultural and religious taboos about suicide; “feeling inadequate in relation to gender stereotypes, “feeling abandoned in old age”); and the perception of
stigma (“facing social stigma, “experiencing a stigmatized self; “silencing suicidal behaviors”). The lived experience of persons after an attempted suicide is
characterized as a complex process of self-acceptance and rediscovery (“living with suicidal thoughts, “navigating the challenges of recovery, “gaining new
perspectives during recovery, “restoring interpersonal relationships to recover”). Finally, the lived experience of individuals who attempt suicide is described
with respect to their access to general health care (“seeking help before the suicide attempt, “feeling abandoned after a suicide attempt”) and mental health
care (“experiencing shame as a barrier to care; “fearing mental disorder label; “feeling accepted and listened to; “facing economic difficulties in accessing
support, “coping with distress during hospitalization”). The experiences described in this paper hold educational and social value, informing medical
and psychological practices and research, public health approaches, and promotion of social change. This research overcomes embarrassment, fear and

stigma, and helps us to understand the fragile nature of our emotions and feelings, our immersion in the social world, and our sense of meaning in life.

Key words: Suicide, suicide attempts, lived experience, first-person accounts, stigma, mental health care, recovery, public health approaches

(World Psychiatry 2026;25:34-49)

Suicide, defined as “the act of deliberately killing oneself”", is
a complex, multidimensional phenomenon that has been stud-
ied from philosophical, sociological and medical perspectives.
Suicidal behavior can be conceptualized as a continuum ranging
from suicidal ideation to suicide attempts and completed sui-
cide. Attempted suicide is defined as a potentially self-injurious
act with a non-fatal outcome in which there is evidence that the
individual deliberately intended to kill him/herself*. Attempted
and completed suicide are associated with a complex interplay
of clinical, biological, psychological, social, spiritual and cultural
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factors™*, leading to distorted beliefs, painful emotions and unmet
needs>®

Suicide is a global public health issue, accounting for more
than 700,000 deaths annually (about one every 40 seconds)’. It
is the fourth leading cause of mortality among individuals aged
15-29 years®. Rates of completed suicide are not evenly distrib-
uted around the world, being higher in high-income countries
than in low- and middle-income ones (although there are issues
concerning the reliability of data from some countries)”’. Rates of
completed suicide also differ by gender, being three times higher

World Psychiatry 25:1 - February 2026



in men than in women. On the other hand, suicide attempts are
more common in women'®, The number of suicide attempts is es-
timated to be 10-30 times higher than that of completed suicides'.

From a historical perspective, suicide is a human behavior that
has been interpreted primarily within moral, religious, legal and
existential frameworks, while it has been considered in medical
terms only from the 19th century'"'2. Suicide itselfis not coded as a
formal diagnosis and is not regarded as a symptom"*. Notably, al-
though the majority (about 90%) of completed suicides are associ-
ated with a mental disorder'*'®, and mental disorders are associ-
ated with a 16-fold increase in the suicide risk'’, suicide does not
equate to having amental disorder. K. Jaspers first observed that sui-
cide is not always associated with mental disorders'®, and there are
instances of completed suicide resulting from personal or existen-
tial circumstances without pre-existing mental health difficulties".

Completed or attempted suicide poses numerous complex em-
pirical challenges. For the general population, it often emerges as
a silent tragedy. For the media, it is either a treacherous taboo or
a sensationalized event®’. For mental health professionals, it is a
deeply disturbing occupational hazard and the most common
psychiatric emergencyZI. Any attempt to interpret, explain, pre-
dict, and ultimately prevent suicide requires a deep understand-
ing of what suicidal thoughts and feelings mean to those who live
them, essentially asking the phenomenological question: “What
is this kind of experience like?”>.

In addressing this question, academics have typically proposed
top-down (i.e., from theory to lived experience) accounts, driven
by the historical context of psychiatry****, However, this approach
encounters the limitations of a theoretical interpretative frame-
work and of a technical language that may obscure the whole
subjective nature of the lived experience. On the other hand, first-
person experiences are described in contributions from almost
every time and place in the world®*°, However, these take several
different forms, reflect a variety of contexts, and are challenging to
integrate into a broader understanding of suicidality.

In the present study, experts with lived experience and aca-
demics collaborated to create a shared narrative. To our knowl-
edge, this is the first study to address the lived experience of those
who attempt suicide by adopting a collaborative, bottom-up ap-
proach based on co-design, co-production, co-writing and even-
tually co-authorship®". The methodological process expanded
upon earlier studies conducted by our group to explore the lived
experience of psychosis, depression, mental disorders in adoles-
cents, and postpartum depression and psychosis*'**, and is brief-
ly detailed below.

In the first step, we established a collaborative core writing
team of experts with lived, learned or laboured experience (pa-
tients, families and caregivers) and academics (psychiatrists, psy-
chologists, philosophers and social researchers). Notably, several
experts by experience were academics themselves (or interna-
tional activists). This team conducted a search of Web of Science,
PubMed and SciELO from inception until March 15, 2024, to
identify an initial set of qualitative studies providing first-person
accounts published in English, Spanish or Italian. The search
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terms were: (“suicide attempt*” OR “suicidal*” OR “suicid*”)
AND (qualitative OR “focus group” OR “grounded theory” OR
interviews OR “content analysis” OR etnograph* OR phenom-
enol* OR “in depth interview” OR hermeneut* OR autobiogra-
phy OR biograph*) AND (“lived experience” OR “first person”
OR first-person OR “user experience” OR “patient experience”
OR meaning OR beliefs OR narrative OR self-narrative OR “illness
experience”). Additional sources, such as autobiographical books
written by individuals with lived experience, were included®*®
(see Table 1).

We excluded the narratives of individuals with non-suicidal
self-harm, given its distinct psychopathology and phenomenolo-
gy**. We did not include psychological autopsies of individuals af-
ter completing suicide (as these typically do not reflect first-person
accounts)*. We sought to capture the broader phenomenological
characteristics of suicide attempts, not limiting ourselves to men-
tal disorders*®. We did not address suicide attempts in individuals
with terminal illnesses or end-of-life conditions, where distinctive
circumstances apply that are potentially associated with different
forms of experience*’. We did not focus on young individuals, as
this was discussed in a previous publication®.

In the second step, first-person narratives were extracted from
included papers. A thematic synthesis of the selected reports was
undertaken by three independent researchers, using line-by-line
coding of the text*®*°. This process produced a preliminary list
of descriptive themes and sub-themes. The material was then
shared with the core writing team and initially grouped into four
overarching descriptive themes: “The lived world of individuals
who attempt suicide’} “The experience of individuals who attempt
suicide in the social and cultural context’, “The lived experience
after an attempted suicide’, and “The lived experience of accessing
health care services in individuals who attempt suicide’, each with
several sub-themes.

In the third step, the preliminary themes and sub-themes were
discussed in a collaborative workshop involving a wider global
network of experts by experience across different age groups,
genders, and ethnic and cultural backgrounds. Individuals were
recruited from the Global Mental Health Peer Network (www.
gmhpn.org), which includes people with lived experience from

Table 1 Selection of complementary sources considered for the review

Artaud A. Van Gogh, the man suicided by society™

Améry J. On suicide: a discourse on voluntary death®®

Kane S. 4.48 Psychosis’’

Plath S. The bell jar*®

Pavese C. This business of living”

Morselli G. Dissipatio H.G.*°

Webb D. Thinking about suicide: contemplating and comprehending the urge to die*!

Woolf W. “Dearest, I feel certain I am going mad again”: the suicide note of
Virginia Woolf

Linehan M. Building a life worth living: a memoir™
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over 40 countries, and the South London and Maudsley NHS Re-
covery College (www.slamrecoverycollege.co.uk), which includes
experts by experience of recovering after a suicide attempt. Ex-
perts by experience were invited to share their lived experiences
in their narrative style, without a prescribed framework® 34051

In the fourth step, the final selection of themes and sub-themes
was enriched using phenomenologically informed perspec-
tives®*, as suggested by the broader group of experts by experi-
ence and academics, who collaborated in the drafting of the man-
uscript through a shared Google Drive platform. All experts by ex-
perience who actively participated in the manuscript were invited
to become co-authors. They were offered reimbursement for their
time in accordance with guidelines for participatory research.

In this paper, written or spoken quotes from experts by experi-
ence are reproduced verbatim in italics. We have followed clinical
and ethical guidelines for writing about suicidality (e.g., www.sa
maritans.org). There is no expectation that the described experi-
ences are exhaustive or applicable to all individuals.

THE LIVED WORLD OF INDIVIDUALS WHO
ATTEMPT SUICIDE

In this section, we will describe the lived world of individuals
who attempt suicide across the following domains: a) the experi-
ence of attempting suicide; b) the experience of the self, agency
and time in individuals who attempt suicide; and c) the experi-
ence of emotions and the body in these individuals.

The experience of attempting suicide
Contemplating suicide as a deliberate death

Individuals who attempt suicide often describe an all-envel-
oping, primary intention for death, which distinguishes their ex-
perience from that of non-suicidal self-harm. A drive towards
suicide may be reported: “I felt the appetite for non-being”>. Ref-
erence may be made to the futility of seeking a purpose in life (“I
wanted to die and end all these useless attempts to find purpose”,
personal communication) or to the worthlessness of one’s own life
or human life in general (“No one ever lacks a good reason to kill
himself’ ’39). In some cases, suicidal intention is described as a des-
tiny, as an inexorable call from which one cannot escape: “Suicide,
that's programmed in my brain”>. However, in other cases, con-
templating suicide is not described in terms of an intention to die,
but as an automatic response to an altered world: “It was like [ was
a robot and suicide was the automatic response”™.

Some individuals imagine their own death: “I've gotten used to
imagining my death: I visualize the final decision, the physical pain,
the moment when you understand that it's over... sometimes it gives
me relief, as I had really done it” (personal communication). Others
imagine the consequences of their suicide attempt, such as their
own funeral, with great vividness: “I could feel it, that cold, damp
feeling and being in a coffin”*" . Self-imagining suicide attempt may
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be perceived as a way of creating a meaningful narrative: “You're
creating a narrative that's special and meaningful to you... And like
making it... a spectacle and theatrical”™®.

Contemplating suicide as an escape route

Individuals who attempt suicide may often experience their
will to die as an escape route from the struggle of living: “There was
no other option even though I didn’t even want to die, but the pain
was just too overwhelming, and it seemed like the only way to es-
cape” (personal communication). Life is experienced as hard work
and suffering (“Every day costs me so much effort... why should T
live? Why should I continue to suffer like this?’, personal commu-
nication), while they describe a comparative easiness in the state
of being dead (“My pain would go away because either I would be
dead or 1 would be in so much physical pain that I didn’t have to
think about the emotional pain I was experiencing”>®).

Suicide is often contemplated in the context of hopelessness,
despair and a sense of purposelessness: “Why keep going on in life
with all these thoughts”®". Individuals want to escape from the in-
surmountable challenges that they face in life and the psychologi-
cal pain they experience: “I's not about succeeding to die. That's
not the primary thing. That's to... somehow... get on... from what
you can’t get out of”*"; “It's not so much you want to die. It's more
that you want to get away from the pain that you're dealing with”®.

Death is seen as the only possible way to escape problems and
personal suffering (“I didn't want to feel that way anymore”®), the
only solution left when all the other sources of hope have been ex-
hausted. An individual with a history of multiple suicide attempts
said: “When I feel I can’t cope any more, then I have to take that way
out”™. Suicide may thus appear as the only solution within an inner
dialogue in which the subject analyzes various options for escaping
suffering: “There was no other alternative except killing myself’®.

Suicide can be constructed as an escape route akin to drugs or
alcohol, which are frequently used by individuals who attempted
suicide: “The feeling of wanting to escape my world was there all the
time. I was escaping via substance abuse’; “In many ways, drugs or
alcohol saved my life as  would lean into that to get away from the
suicidal thoughts” (personal communications).

Looking for online answers about suicide

Individuals who attempt suicide may search the Internet while
contemplating the idea of ending their life. According to their ac-
counts, the online digital world, which may include websites, mo-
bile apps and social media, is ubiquitous and intricately interwo-
ven with the lived experience of people contemplating suicide®”.

On one side, online resources can provide supportive advice
to people who contemplate suicide. Support may include digital
educational material that helps individuals to recognize that they
are unwell and need help: “You, people who read this post, you're
my only confidants”®. Online networks and social communities of
other experts by experience may also help individuals to feel less
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alone and understand that other people share their feelings: “Any-
one else feels the same?”®". Overall, these supportive experiences
may help persons who are contemplating suicide to consider al-
ternative solutions: “I was very determined to leave asap and had
absolutely no will of going forward... Finding this [digital] commu-
nity, I believe, is the main reason I was able to stay this long”®".

On the other side, visiting online resources can be experienced
as an addictive habit, which increases isolation within the family
and social withdrawal, and reinforces feelings of loneliness, key
triggers of depressive thoughts: “It forms the habit of staying alone
even when you have your whole family with you and not being able
to talk to them”®. Other individuals who contemplate suicide may
describe that exaggerated images of happiness and success in so-
cial media foster social comparison, impair their self-confidence,
and amplify suicidal tension: “Someone may not be happy in real
life but tries to show they are happy and rich in social media. These
increase tension”®. Online resources can also provide potentially
harmful practical information about methods to commit suicide:
“I went on the internet and started to research suicide methods"™.
The Internet is one of the most frequently accessed sources of in-
formation that may lead to suicide attempts: “I'm not sure I would
have actually tried [suicide] if I hadn't found all that news about
suicide online” (personal communication).

Planning suicide

Most individuals who have attempted suicide describe a long
history of living with thoughts of death, but then comes a time
when they start feeling that they should act on them: “I simply felt
like it was time”®®. The planning of suicide is sometimes described
as a manoeuvre to get closer to death (“It became more and more
intense... [Suicide] began to colour everything. It sort of was the
background, or the wallpaper, to every situation I had in my mind
at that time”ss), or as an attempt to test themselves to understand
if they will be able to make the final gesture (“The more I thought
about suicide, the closer death seemed to me: like a welcoming em-
brace into which to throw me”, personal communication).

Many individuals describe their experience of attempting sui-
cide as a well-planned and organized decision: “People think that
to kill yourself you have to be crazy, while I had the feeling that 1
had never been so lucid as in that moment”, personal communi-
cation). In these cases, the priority is not the urgency but the pre-
cision of the chosen method, time and place. The details of the
suicide attempt are studied carefully, and individuals choose one
that suits them best: “A quick, violent death is quite attractive”®.

However, a degree of impulsivity is typical of many individ-
uals who attempt suicide. J. Améry, an intellectual who wrote a
monograph on suicide and died by suicide, described the mo-
ment when suicidal intention turns into suicidal behavior as “the
moment of jumping”™®, similar to when leaning over the ledge
turns into jumping into the void. The “moment of jumping” repre-
sents the final common pathway shared across multiple motives
triggering suicide, establishing an “insane equality”*® among
many individuals who attempt suicide®.
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Finding rest between the suicidal decision and the
final act

The decision to live or die is often experienced as a painful doubt
that is difficult to live with: “Doubt is exhausting, better to die” (per-
sonal communication). Some individuals who eventually de-
cide to attempt suicide describe a sense of rediscovered peace,
compared to the period of agonizing doubt that they had previ-
ously experienced®: “I was trying to figure out what was going on,
couldn’t sleep and I suddenly thought about suicide. And my mind
calmed down”™®. The sense of calm that results from the decision
to die can itself be strange and unsettling to the person: “I was
calm as I was sitting in this chair, calm, that was what scared me
the most looking back at it, how calm I was"%.

These narratives suggest that, during the time between the de-
cision and the suicide attempt, individuals often live in a “suicidal
world” markedly different from the one that precedes the suicidal
decision. They may experience a paradoxical rediscovery and en-
richment of their existence: “I dreamed of something magnificent:
the war had broken out, I had to go to the front. I took leave of ev-
eryone in the joyful certainty that I would soon die”®.

The idea of being able to end one’s suffering by taking one’s
own life may attenuate the manifestations of the suffering itself®,
and give a purpose to one’s life, even if the purpose is just to end
that life: “I felt like at least there was an out, that instead of staying
in the pain or situation or with myself there was at least movement
into some sort of solution, and the solution became suicide” (per-
sonal communication).

Some authors’® have therefore suggested that the act of suicide
may sometimes paradoxically represent an “optimistic” decision
toward a solution (e.g., since there is no meaning in life, the only
hope for meaning would have to be found in death), as opposed
to an act of despair or resigned sadness. Calmness may, therefore,
originate from a re-organization of one’s purposes in the face of
death, which re-establishes a foothold”": “Death has become my
only goal” (personal communication).

Changing one’s mind during the suicide attempt

Many individuals report the experience of changing their mind
during the suicide attempt and retracting their initial decision’.
Often, these people realize that they do not want to cause pain to
family members or carers: “I was doing fine till he said, ‘You know
how hard it is for a child to see his mother in hospital after she’s just
attempted suicide? And my kids came to mind, and that was a bit
of a struggle’™.

Concern about causing pain or harm to the loved ones is a
critical driver in changing suicide plans: “I didn’t want to hurt my
Sfamily... that's the only reason I can’t bring myself to do it” (per-
sonal communication). Individuals may be struck by the idea of
what would happen to their loved ones after they are gone: “I was
thinking about my wife, my parents... if I go, who will take care of
them? It was a mistake””*. The thought of loved ones can provide
strength to resist suicidal temptations and lead to a rediscovery of
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hope: “I gave up trying to attempt suicide because, most of the time,
I thought that life has many aspects to enjoy and continue, such as
my children and my family””. These feelings are typically ambiva-
lent and intensify the struggle: “I know my family will suffer more
than me... But I am not able to go on like this"™.

In other cases, the suicidal act may be interrupted by a sudden
external event (“I heard a baby screaming, that's what stopped
me”)*®, or by the thought of causing suffering to those who may in-
advertently witness the suicide attempt or unwillingly participate
init: “I couldn’t do that, because that' s making somebody else com-
plicit, so that's almost making them feel as if they d killed me"®.
Other factors that may lead individuals to change their mind dur-
ing the suicide attempt relate to the culture of reference, religion,

and the social meaning attributed to suicide (see below).

Acting on suicidal impulses

Some degree of impulsiveness is almost always involved in trig-
gering the movement from suicidal plans to action. Individuals
who gradually develop a suicidal plan may eventually act on it fol-
lowing some degree of impulsiveness: “I spend my entire life, or
have spent my entire life, planning, and looking and... so you ask
me a method, and I could probably tell you about it. But the actual
impulse to do it... well... is it an impulse? Not quite sure what it is,
but the compulsion to do so is uncontrollable”®. In this context,
some individuals describe the suicide attempt as the culmination
of tension, in which they try to resist an impulse as long as possi-
ble and then the impulsiveness takes over: “I wondered if I didn’t
Just do it because I couldn’t think about it anymore” (personal com-
munication,).

Other individuals do not develop a suicidal plan, but describe
an impulsive suicidal moment or urge as an overwhelming and
irrepressible desire”, an unexpected impulsive moment of loss of
control, so strong and inescapable that it cannot be contained: “I
felt like I did not have any control” (personal communication). Tm-
pulsivity can override the natural instinct to preserve one’s own
life and render an individual capable of self-harm. Some authors
maintain that painful experiences throughout lifetime (e.g., trau-
ma and abuse) can override the fear of pain and death associated
with suicide and consolidate a “capability” for death™.

The experience of the self, agency and time in individuals
who attempt suicide

Feeling unworthy

Individuals who have attempted suicide often describe how
this experience is usually accompanied by a range of negative feel-
ings, both about the world around them and about themselves:
“The trouble was, I had been inadequate all along; 1 simply hadn’t
thought about it"*®. Feelings of unworthiness (“It’s as if my life
isn’t worth anything... I didn’t feel I was worth anything’®®), poor
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self-esteem and failure (“I felt like I am just a loser. I wasn't good
enough”""; “This is who I am, a bad person. It would be easier if I
were not here’"®) are frequently reported.

Some individuals may describe experiences of feeling unwor-
thy because they are unable to live up to others’ expectations:
“Shame crept in that I couldn’t do life as everyone else, that I was
weak and pathetic and then would sit in the shame for a couple
of weeks and then the pain would get too much and then the [sui-
cidal] thoughts would start again” (personal communication).

A failed suicide attempt can itself be described in terms of feel-
ings of incompetence, ineffectiveness and unworthiness. After a
suicide attempt, individuals frequently describe a feeling of shame
and embarrassment, as if their failure had exacerbated their feel-
ings of inadequacy: “I was told to be grateful to be alive as if I had
been naughty... This just contributed to feeling more ashamed and
thinking of ways to do ‘better’ when I attempt again” (personal
communication). These individuals may mention that they are not
only unable to live satisfactorily, but even unable to attempt sui-
cide effectively: “Embarrassment is common after a suicide attempt
that was unsuccessful. Certainly, my experience” (personal commu-
nication).

Feeling detached from oneself or the world and lacking a
sense of agency

Suicidal experiences may be accompanied by a feeling of be-
ing detached from oneself (“I cannot touch my essential self’*) or
one’s body (“I spent a large part of my life living in dissociation,
Jeeling like I was floating outside of my body and actually be-
ing connected to myself was too painful”; “Being in my body was
unbearable, then suicide would creep in’, personal communica-
tions).

This can be a stable feature, which accompanies the period of
life in which suicidal ideation and planning occur. Alternatively, it
can be an episodic feeling that turns on suddenly or in response to
specific triggers and then goes off (“I had these, like, moments... T
don’t knouw, it's just where I don'’t feel like I m myself, like I' m looking
over myself’®™). In some cases, it can be associated with a sense
of impulsiveness and loss of control, as described above.

The individual may report “feeling dissociated from oneself’
(personal communication) during the attempt itself, as if he/she
wasn't the one doing it. When it is especially pronounced, this
sense of detachment may lead to an inability to experience any
emotions, including psychological distress: “I just didn'’t feel any-
thing anymore” (personal communication). These feelings may in-
volve a sense of lacking agency (i.e., self-authorship of one’s own
thoughts and actions): “I did not feel connected to myself, as if [ was
an automaton, and suicide was the natural response"%.

The sense of detachment may also relate to the external world,
which is experienced as inaccessible, hostile or manipulative, and
the individual may feel disconnected from others: “I am immune
to any stimuli, be they people, colours, tastes... I am separate from
everything and everyone, detached and unable to interact”™.
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Splitting the self between the decision to live or die

The lack of self-agency is sometimes experienced as a discon-
nectedness between different parts of the self: “When I am feeling
well, I have no awareness of any division of my self into parts. I just
operate as a normal, functioning being. However, ifI am experienc-
ing suicidal thoughts... I seem to feel the dislocation...: my normal
‘self’ is quite sure that suicide is not a solution but... another entity

within me is emitting [suicidal] thoughts"®; “My mind wants to kill

myself - but my body won't let me”™.

Individuals may experience a visceral sense of a battle being
fought between distinct parts of the self, associated with a sense of
despair and a fear of carrying out the act, of feeling pain, of regret:
“There were two parts in me... to die or not to die... it was unbear-
able to be so divided” (personal communication). The perceived
internal battle may also affect the body: “I physically tremble as the
battle takes place inside... I spend hours fighting with myself’™®.

Some people may state that the suicidal act is directed towards
a hated part of the self*": “I just wanted to kill that part of me that
I can’t stop hating’; “I wanted to kill the part of myself that was
wrapped up in shame, a huge part of myself that I hated” (personal
communications). Indeed, S. Freud® suggested that individuals
who attempt suicide may split their selves in two: trying to kill one
part (what they have become) to preserve what they were (what
goodness they had). Along these lines, the philosopher S. Critch-
ley argues that we cannot kill our self but only the hated part of
our self™.

However, in many cases, the split of the self is not so well de-
marcated?®, to the point that individuals may want to live and
die at the same moment: “Choosing to live or to die makes no dif-

Jerence at this point” (personal communication). The case was re-
ported of a man who attempted suicide by throwing himself off a
bridge and, when discovered by a passing policeman, refused to
hang on to the rope that the policeman had thrown him until he
was threatened to be shot: he did not experience the will to live or
to die, he experienced both®.

Perceiving an abortive and doomed future

In people who attempt suicide, past experiences of joy and pain
may seem distant as if they belonged to someone else: “Was I re-
ally that person capable of controlling his life?” (personal communi-
cation). The present self may appear as impoverished and object-
like when compared to whom the person once was: “A total horror
atwhat your life has become and a despair at ever getting back your
old self’™®.

The future is often perceived as abortive, impossible to visual-
ize®, and doomed: “Not finding a path in my life for the future”®";
“Had no purposes in life and do not imagine myself having a fu-
ture”®; “If you are going to live, you must have something to live for
or at least something to look forward to, and that I have never had
and will never get. So, I see no reason why I should stay here then”™".

In the time that elapses between the decision and the suicide

attempt, there may be a paradoxical re-organization of planning,
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as if the thought of death was to reconstitute a movement beyond
the painful stagnation of the individual’s existence®. While the
anguish of suicidal planning is described as a moment of suspen-
sion that makes death present and eliminates the possibilities of
change, the actual choice to die lets time flow again®”: “Everything
was stagnant, but when I decided to kill myself, it was as if every-
thing happened faster”; “The moment I decided to die, time started
to flow again” (personal communications).

The experience of emotions and the body in individuals
who attempt suicide

Feeling overwhelmed by hopelessness and despair

Individuals who have attempted suicide often describe the ex-
perience of being overwhelmed by strong negative emotions, leav-
ing them exhausted: “What has taken me to the attempt was the
negative emotions” (personal communication). This is linked to the
experience of losing control over one’s mental state and being un-
able to cope with the emotional burden: “Somehouw, I lost all abil-
ity to regulate not only my emotions but my behavior as well... It
was an alarmingly rapid and complete descent into hell”.

The emotions most frequently described by individuals who at-
tempted suicide are anger, sadness and despair: “I felt distressed,
sick of it all”®; “I felt so sad and so angry at myself that I wished for
death” (personal communication). However, the most dramatic
experiences include a profound sense of overwhelming despair
(“unbearable suffering and anguish”®") and the lack of any hope®.
S. Kierkegaard® delivered an insightful description of this desper-
ate state of mind, and D. Webb provided a personal account of how,
due to absence of purpose, positive change may appear impossi-
ble: “For me, hopelessness arises from an absence of meaningful-
ness. If I feel that my life is entirely without any meaning and pur-
pose, and no hope of it ever being otherwise, then suicide becomes
a progressively more and more logical and attractive option”*'. In
this context, suicide is characterized as an attempt to escape un-
bearable emotions (“psychache”)®”® when the individual has no
hope about the future, rather than a primary movement towards
death®.

Feeling empty and drained of energy

Individuals who have attempted suicide often describe a feeling
of exhaustion, both physical and psychological, linked to the diffi-
culty of continuing to live with so much suffering: “My attempt had
nothing to do with how ‘good’ or ‘bad’ my life is. It came from being
tired. Tired of being me, tired of pretending, tired of being depressed.
The emotional pain we feel becomes physical and it feels like there is
no light at the end of our tunnel”®*.

Fatigue is a factor that further reduces future prospects and life
plans and narrows individuals’ horizons: “I don’t have the energy
to live for the sake of others; I want to live the way I want to. And
that is to not live at all”®*. In some cases, this lack of energy may
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be experienced as a foretaste of death, the feeling “of being like a

corpse among living people”®®.

Feeling alone

Individuals who have attempted suicide often describe how
feeling alone plays a central role in the onset and development of
suicidal ideation: “When I was alone, those were the times when my
suicidal thoughts returned” (personal communication). Feelings of
loneliness can trigger thoughts of death: “Because of my feelings of
loneliness, I felt that life was just very difficult... and so I thought of
various ways of committing suicide”®.

People who have attempted suicide may also report that they
felt abandoned and rejected by others: “You're trying to reach
out, and everybodly is just walking away’™ . They often state that
the suicide attempt could have been prevented if a loved one had
been close by: “So in all three times it happened because some peo-
ple in my life decided not to be there any more... so that's what led
to the suicidal thing"".

The expression “thwarted belongingness”*>** has been used to
indicate a psychologically painful mental state that results when
the fundamental need for connectedness is unmet. It describes
a profound sense of loneliness and social disconnection and, ac-
cording to some authors, it represents one of the three core com-
ponents of suicidal behavior, along with “capability” for death (ad-
dressed above) and “perceived burdensomeness” (addressed be-
low)*.

THE EXPERIENCE OF INDIVIDUALS WHO
ATTEMPT SUICIDE IN THE SOCIAL AND
CULTURAL CONTEXT

In this section, we will describe how individuals who attempt
suicide experience their social and cultural surroundings through
the following overarching domains: a) the experience of others in
individuals who attempt suicide; b) cultural, gender and age dif-
ferences in the experience of individuals who attempt suicide; and
c) experiences of stigma in these individuals.

The experience of others in individuals who
attempt suicide

Feeling that no one cares

As noted above, individuals who attempt suicide often experi-
ence feelings of hopelessness and unworthiness. They may think
that they are not worthy of care, and no one will care when they
are dead: “It was something that would linger in my mind, ... like
who's going to notice... what difference is it going to make?”"™.
These thoughts can involve the partner, family, friends, school or
work colleagues. For example, individuals who have attempted
suicide may describe a sense that their loved ones did not care
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and had abandoned them: “My family slowly abandoned me"®.

Young individuals may feel that friends are awkward around
the topic of suicide and may find it difficult to talk about it without
feeling rejected: “The few friends I retained from then get nervous
if I ever try and talk about it with them”**. They may also feel that
schoolmates strongly disapprove their experiences: “At one point
T'would have people at school... telling me, you're disgusting. And if
someone tells you something enough, you start to believe it"™.

Regarding work colleagues, individuals attempting suicide
may feel cut off from everyone or may express the feeling of not
being cared for in relation to issues of efficacy and performance:
“My boss only cared about the results I brought home, not how bad
Twas. If I died his only thought would be to replace me” (personal
communication,).

Feeling like a burden to others

As noted above, individuals who contemplate suicide may feel
themselves to be unworthy of any kind of appreciation for their
efforts or regard themselves as a burden to others™: “I know that
I am spoiling your life, that without me you could work. And you
will T know”**. V. Woolf, who took her life, wrote to her husband:
“I can no longer continue ruining your life’*. In these cases, indi-
viduals may feel that their family does, in fact, care but should not
care because of their unworthiness: “I am sure my husband will
be relieved by my death” (personal communication).

While attachment to family and friends represents a protec-
tive factor, the perception of being a burden to others can foster
suicidal intentions: “I believed my existence was doing more harm
to those around me than good. I believed the pain of dealing with
my death would be temporary, but if I stayed, I would cause more
harm to those I loved”®*; “My family would be better off without me
since my influence on their lives was negative”®".

In this perspective, suicide can be seen by the suicidal person
as an act of altruism. When contemplating suicide, these individu-
als may expect that the pain of their family members or friends will
be soon replaced by a sense of peace and relief: “I truly believed 1
was doing what was best for my family. When people say that sui-
cide is selfish, it bothers me. I can honestly say I wasn’t thinking at
all about myself’®*.

According to some authors, the perception of being a burden to
others (also termed “perceived burdensomeness”) represents one
of the three core components of suicidal behavior, along with “ca-
pability” for death and thwarted belongingness (defined above)*.

Facing others' difficulty in understanding

One of the most painful challenges experienced after a failed
suicide attempt can be dealing with the reactions of others. Some
individuals may feel misunderstood, faced with the tendency to
belittle the suffering that led to the suicide attempt: “When you
suffer so much, it's so disheartening when people just say: ‘Really,
are you depressed? No, I don't think so”"; or even “Others... par-
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ents, doctors, etc., find it very hard to understand”®*. The feelings,
thoughts and actions of individuals who attempted suicide may
be labelled as a form of weakness, unworthy of further under-
standing: “Ahl, they say, ‘what a weak thing she was, she couldn’t
cope with it, couldn’t deal with it hersel] 798,

Patronizing attitudes may exacerbate a sense of shame, fear of
judgement, and inability to communicate one’s feelings: “Do you
understand how much it hurts to be criticized for having this in our
past? Do you know how much it hurts to be called ‘selfish’, ‘stupid’
and ‘crazy’? If you have never had suicidal ideation, please do not
place judgement on those of us who have”*. Individuals who at-
tempted suicide describe a very different need: “We deserve help,
not hate”*.

Individuals who attempt suicide may experience others as in-
capable of understanding their hopelessness behind suicidal
thoughts: “They don'’t understand the fact that the will of suicide
is more than just a simple desire. Even though you try not to think
about it, even though you don’t want to do it, there is this strong
and hopeless feeling of just.... doing it’**. In some cases, people who
attempted suicide feel that their behavior is perceived as a dan-
ger to others, worsening their feelings of shame and unworthi-
ness: “Iwish others understood I am not a danger to them. After my
attempt, my friends kept me at arm’s length rather than drawing
close to me because they were afraid I would hurt them too. It left me
feeling more isolated and rejected than ever”™.

The experience of not feeling understood can be particularly
distressing when it relates to family members. Sometimes ado-
lescents who attempt suicide perceive their parents’ concerns but
find them unprepared to handle the situation: “I know for my par-
ents they didn’t really understand what I was going through... They
didn't see the signs leading up to the attempt’*®. Overall, these feel-
ings may substantially corroborate and amplify the experience of
perceived burdensomeness described above.

Cultural, gender and age differences in the experience
of individuals who attempt suicide

Experiencing geographical, cultural and religious taboos
about suicide

Many individuals who have attempted suicide feel that, even in
today’s world, it is difficult to talk about suicide, because “Suicide
is still a taboo in society” and “We won’t reach the point that it's a
topic that you can really talk about”®®. This attitude makes indi-
viduals with suicidal thoughts feel even more alone. They describe
various reasons for this persistent taboo, including geographical,
cultural and religious factors that affect the shared perspective on
suicide'”.

In some cultural contexts, suicide is experienced as unaccept-
able and unjustifiable: “People think suicide or suicide attempt is
not acceptable. Therefore, it should not be disclosed”"""; “In African
tradition, there is no room for suicide” (personal communication).
The experience of being judged negatively for attempting suicide
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is also commonly reported across different religions: “According
to my religion, if you commit suicide, then you will go to hell” (per-
sonal communication); “Suicide is forbidden among our people. It
is not acceptable in sharia that I killed myself'**". Therefore, reli-
gion can be experienced both as a protective factor for not com-
mitting suicide and a contributing factor to shame and stigma for
those who have attempted suicide and their families.

On the other hand, there are some cultures in which suicide is
instead conceived of as a respectful and dignified solution to life
problems'®'%: “I just want to add that cultural aspect is not only
about living taboo and stigmatizing but also living some values
that get normalized or maybe even glorified the suicide, to the ex-
tent that it has been seen as a response whenever you have prob-
lems. So, it's what you have in some Asian countries like Japan,
China, India” (personal communication). For example, in certain
socially-normed situations (e.g., associated with Seppuku, the an-
cient Samurai ritual of suicide by self-stabbing)'**, suicide may be
idealized as a redeeming and dignified solution behavior from
shame and guilt'®'%,

Feeling inadequate in relation to gender stereotypes

Enculturated gender roles can also play an essential part in shap-
ing experiences of failure, uselessness and worthlessness that
trigger suicide attempts. For example, in cultures where work
and duty are traditionally gendered prerogatives of men, they
can experience worthlessness relating to working roles: “I began
thinking that nothing is going to work out for me. I am a useless,
unemployed 24-year-old man”"". Feeling useless is, in this case,
an expression of oppressive stereotypical norms that the suffering
individual has internalized, and that have thus become part of his
identity.

In other family-centered societies, women'’s experience of at-
tempting suicide may be shaped by overarching societal con-
ventions and family traditions: “Our culture is so family-oriented!
You can’t do anything else than say what the family thinks. Like a
puppet. And that's why many girls don’t know how to get out of
their situation because then they would stand there all alone!"®;
“How can you continue to live if you have the sole purpose of be-
ing a mother and you cannot?” (personal communication). In
some areas of rural China, women who have no recourse to so-
cial control mechanisms against their husbands or husbands’
families may resort to suicide as the most effective means of being
heard'"”".

There are also cultures in which suicide itself might be consid-
ered acceptable for women, who are viewed as more fragile crea-
tures, but not for men, who are expected to be strong and over-
come even the most adverse conditions'®: “People were saying,
‘Is it right to do such a thing? Can a man do such things? They in-
sulted me in many different ways, using demeaning language... I
felt like a circus animal. Friends and family members used to visit
me and passed many comments. They said as a man, I should not
have done it. This is a cowardly act”"®.
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Feeling abandoned in old age

The experience of attempting suicide can also take on differing
characteristics across the lifespan. Older individuals who attempt
suicide may feel particularly isolated, abandoned or a burden on
their families: “My family has everything that' s needed, but doesn’t
help me and doesn’t even visit me; I have no one to share anything
with, who am I going to talk to?”"®. This type of suffering is exac-
erbated in situations of practical or financial family problems and
conflicts, where the greater frailty of the elderly may not be under-
stood: “Sometimes a person doesn't treat you well, doesn’t have any
more patience”"®.

The loss of a beloved relative, especially a spouse, is often de-
scribed as the starting point of an experience of hopelessness and
impossibility of seeing any future, leading to the suicide attempt:
“It was just one thing piling up on another. First, I lost my husband,
then there was the loss of a brother-in-law, and in one year, I lost my
three sons. That disturbed me a lot. I feel that I don't like life; 1 feel
that from now on, everything will go wrong, and the energy to keep
living is running out”"®.

As noted above, worries about being a burden on others (per-
ceived burdensomeness) can lead older individuals, particularly
in some cultures''*'"!, to view death as a dignified solution: “The
truth is that there's a lot of depression amongst the elderly and also
the value that is better to preserve your dignity than asking for help
to others in your old life, and culture approves that” (personal com-
munication,).

Facing stigma in individuals who attempt suicide
Facing social stigma

Stigma is often described as one of the core aspects of the inter-
personal experience of those who have attempted suicide, stem-
ming from social or cultural factors: “I will never, never, forget the
Jjudgement in their eyes... It got inside me” (personal communica-
tion). One individual who attempted suicide, and whose father
died by suicide, reported: “What was making me angry, frustrated
and a bit ratty, was all of the social context - cultural beliefs, atti-
tudes, stigma, etc. and untrained (as well as trained) people's views
and expectations that I was genetically tainted/pre-determined to
have a mental illness/underprivileged existence”" 2.

Institutional discrimination is also frequently experienced,
and may amplify feelings of unworthiness and loneliness: “School
shaming for having suicidal ideation and wanting to have [me] ex-
pelled from the school as a danger to the children around and the
school's reputation” (personal communication).

High levels of social stigma are often perceived as a barrier to
open communication: “Most people don't talk [about suicide] be-
cause they don’t want to be thought of as someone who is ungrate-
Jful” (personal communication). Individuals feel that other people
often consider suicide as a weakness, as madness, or as an immor-
al act: “Society treats you as if you are ungrateful if you commit sui-
cide” (personal communication). Consequently, individuals who
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attempt suicide frequently report an experience of loneliness (as
described above), where others are not available to listen to their
reasons. Following a suicide attempt, one person reported: “So, I
was kind of labelled. Everybody treated me like I was some fragile
victim that they couldn’t trust to do anything because they didn’t
know when I was going to fall apart’**>.

Experiencing a stigmatized self

The stigma is sometimes internalized, leading individuals to
perceive themselves as less valuable because of their mental suf-
fering''*, and to conceal their personal suffering'': “It's that whole
stigma thing, in part... you don’t officially want the system thinking
that you are damaged goods ever; right?”*'°.

Individuals often describe difficulties in accepting their own
experience of attempting suicide, judging it as a weakness, and
end up hiding it from others: “I did not want them to know. It is
not acceptable for them. I did not say about suicide to someone. It
is a negative point of me. Nobody accepts suicide. Any reason I give,
they will say you should not do it! It' s not justifiable”*"".

Silencing suicidal behaviors

The intricate relationships between social stigma and self-stig-
ma are particularly pronounced in young individuals who are de-
fining their self-image and are forced to conceal their thoughts un-
der a mask of fake happiness in order not to raise any suspicion: “I
constantly had suicidal thoughts, yet people knew me as the smiling
girl who was friends with everyone, always happy. No one knew of
my suicidal thoughts as I told no one”"".

Many individuals who attempted suicide describe an insur-
mountable difficulty in talking about their experience, along with
the unavailability of individuals to listen to it. Silence around sui-
cide is subjectively experienced as a main driver of stigma, hinder-
ing the ability to access support: “If’ s the silence around suicide 1
believe hurts people the most”**. Individuals who attempt suicide
feel that most people consider suicide a subject that is best left un-
touched (e.g., because they may be afraid to make the individual
more suicidal), with the result of making them even more alone
and misunderstood: “ [Tt is difficult] talking about my problems and

getting close to people”®".

THE LIVED EXPERIENCE AFTER AN ATTEMPTED
SUICIDE

Living with suicidal thoughts

Individuals who have attempted suicide may realize that they
were making a mistake and stop thinking about suicide, but, for
others, suicidal thoughts remain for a prolonged and indefinite
period. The thought of suicide in some cases may remain “an
option I am always thinking about”®', the possibility of a com-
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forting escape route. In Binswanger’s account of E. West, death
and suicide are described as constant thoughts in the patient’s
life since childhood, associated with several attemptsGS. In some
cases, the thought of suicide remains a latent threat, a temptation
to resist, ready to emerge in moments of weakness: “Yeah, it never
really goes away. You'll have days where, yeah, it's better, but it's
still there. Any one little setback, any one little thing can trigger it off
into a spiral”®.

The persistence of suicidal thoughts is rarely described as a
condition to which one becomes accustomed, but often as evi-
dence of an irrevocable fate hanging over the person: “Nothing
I can do, it will happen in the future”*'®. Experiencing suicidal
thoughts can cause such suffering that it encourages the intention
that the person is trying to resist: “The suicidal thoughts are horri-
ble. They eat me up inside. When I made the attempt... I just wanted
to get away from my own suicidal thoughts"**°. Many individuals
may find themselves “stuck in a vicious circle and the only way out
is to ask for help” (personal communication) to cope with ongoing
suicidal thoughts.

Navigating the challenges of recovery

The journey of recovery from an attempted suicide is “not an
easy one; it [is] physically painful and emotionally draining’®*, a
perilous pathway during which the individual restores a desire to
live®®. For a long part of this journey, the “[suicidal] feeling never
goes away; it is there at the back of my head all the time”* and is
amplified by loneliness: “When I was alone, those were the times
when my thoughts returned” (personal communication).

The recovery process may be complex and lead individuals to
confront their own limits and difficulties. During recovery, there
may be moments when these individuals feel like giving up:
“Sometimes I feel lost, trapped... but now I know there is a way out
and it does not involve leaving, it involves staying. Staying through
the pain, the silence, and the darkness. No one said life would be
easy, but it is worth it"**. The dawning supporting thought is “I
want to get on my feet again, and I want to go forward""".

Gaining new perspectives during recovery

Recovering from an attempted suicide is often enriched by gain-
ing a deeper understanding of the helplessness and fear experi-
enced and by a greater ability to “recognize the need for help and
reach out for it"""". At the same time, a meaningful experience is
that of adopting “a different perspective, seeing things in a different,
more positive way"**, stopping “blaming everyone in my life for
making me feel miserable”**, “reprocessing all the horror that I went
through, and some of the problems I even go through nouw, instead of
playing the old tapes”.

Individuals also begin to understand that they are responsible
for how their life will be, and nobody can take that away from
them™. Spirituality can also help in changing perspective, in
learning to “stop, sit, listen - to me and others - and be just now">:
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“I am finding that the strength in that strongly disables the idea of
any suicidal ideations"">.

Restoring interpersonal relationships to recover

Individuals who have attempted suicide may feel that interper-
sonal relationships and peer support are particularly supportive
in the phases following the failed attempt. Interpersonal relation-
ships encompass both professional and personal connections.
Professionals, for example, “gave [me] options”"" and “help [me]
think differently about myself and my circumstances”**. Relation-
ships with other individuals who attempted suicide also provide
support, as it is comforting to know that “there are other people
like me”**" and that “others have been through the same stuff that I
went through but dealt with it better, had different ways of coping...
it' s made me realize that life is more precious really”™.

Relationships with friends and relatives are a crucial motiva-
tional driver: “I've been thinking and... I have little kids who need
me, and I can’t waste my time thinking about stupid things like
that"***. Some individuals contemplating suicide may experience
spiritual and existential crises that are not well captured by the
mainstream medical approach. For these individuals, peer-led
movements can be experienced as particularly valuable because
they create spaces where people can openly explore their existen-

tial struggles without fear of judgement or coercion'®.

THE LIVED EXPERIENCE OF ACCESSING HEALTH
CARE SERVICES IN INDIVIDUALS WHO ATTEMPT
SUICIDE

In this section, we describe the experience of accessing general
health care and mental health care services in individuals who
attempt suicide.

The lived experience of accessing general health care
Seeking help before the suicide attempt

Individuals contemplating suicide can face significant difficul-
ties in accessing general health care before the attempt. Some of
them may feel emotionally dismissed by health care professionals
when seeking help: “I've gone to the doctor multiple times saying
I'm suicidal and depressed, and they tried to put me on pills. And
they didn’t do anything for me, so I stopped taking them and then
a few years later just tried to kill myself’®*. In some cases, they feel
that health providers could have better understood their feelings
and thus prevented their suicide attempt: “If someone had taken
the time to sit down with me and say, did you notice this, this and
this?... They might have understood a bit better and been more act-
ing about it"®.

Receiving poor care that is focused only on medical issues
may elicit feelings of being “ignored and overlooked"*’, or not be-
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ing considered as a human being (“I offen feel treated more like a
patient than like a person’, personal communication), which often
lead to a sense of resignation amplifying loneliness: “At first I tried
to communicate, tried to share my problems, but I noticed that no-
body actually cared, nobody listened, nobody tried to get a deeper
understanding. So I simply gave up; I stopped doing it"*.

The difficulty in accessing care and the feeling of not being lis-
tened to may discourage individuals from seeking help, triggering
suicidal ideation: “I sought professional help myself - but that was
only very recently. I wish there had been some sort of counselling or

service that offered me assistance... But it was not easy to access”*.

Feeling abandoned after a suicide attempt

When accessing and receiving general health care after suicidal
crises, individuals often find themselves grappling with the stark
reality of not getting the psychological help they need. Their expe-
riences amplify the sense of self-degradation and disillusionment
about the future: “When you are down, it doesn’t take much to get
you further down; I never felt so degraded before”™".

A sentiment of mistrust and inadequacy towards health care
professionals’ understanding of mental health may prevail, espe-
cially when the clinician’s and the patient’s culture mismatch. For
example, a clinician with a different cultural background may be
perceived as uncaring: “He didn't understand me... He can’t put
himself into my position, or he can’t understand my culture!”®.

More generally, some individuals seeking help after suicidal
crises feel that general health care professionals “don’t... know
enough about the psyche””’. Moreover, these individuals often ex-
perience professionals as having patronizing attitudes, a situation
that may exacerbate feelings of frustration and disempowerment:
“I felt that they pampered me, talked to me like I was a child, and...

a little sort of. ‘poor little you'. That... attitude, annoyed me"”".

The lived experience of accessing mental health care
Experiencing shame as a barrier to care

Individuals who attempted suicide often describe stigma and
fear of being labelled as weak or ungrateful as core barriers to
access mental health care'®: “When you have suicidal thoughts,
you think if you tell someone you're weak”®". They are particularly
concerned about societal labelling: “Society treats you as if you
are ungrateful if you commit suicide” (personal communication).
A participant from the military observed: “If I would have known
that this whole situation would have happened, there’s no way I
would have gone to mental health and there’s no way I would have
recommended it to anybody else either’*".

The feeling of shame which is described can be so pervasive as
to prevent individuals from seeking mental health treatment: “I
am embarrassed to be here [in the hospital]. I didn't want anyone
to know it. I didn't want to seek treatment. It's like a weakness”"*".
In some cases, this can be so extreme that the individual may feel
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unworthy of receiving care and support: “Feeling others deserved
my place in hospital” (personal communication).

Fearing mental disorder label

Sometimes, individuals who attempted suicide experience fear
of mental health labelling (“You are 100% labelled and referred to
as high risk for suicide by professionals... when you have any med-
ical history taken, it is highlighted that you tried to commit suicide
and you are automatically flagged”, personal communication),
and a lack of support from mental health care professionals (“You
almost feel like you are contagious and they [doctors and nurses]
are more worried about it not happening on their watch so you get
passed from person to person and medication to medication”, per-
sonal communication).

This experience is again modulated by cultural differences and
prejudices, which influence how phenomena are narrated and
evaluated: “Turks, especially women, don’t come to psychiatric ser-
vices. Because I went to see a psychiatrist, now I'm labelled, I'll be
considered a crazy person!”®®. An Iranian woman stated: “I did not
allow someone to know [my suicide attempt]. If someone knows
what happened, he not only doesn’t help me but also destroys my
dignity. I do not want them to assume that I m not normal, mad, or
crazy”*™. Sometimes, the fear of being labelled as mentally unwell
can even involve the family of the person who attempted suicide:
“God knows what people say about my family and me”*".

Feeling accepted and listened to

However, many individuals who access mental health care af-
ter a suicide attempt feel welcomed and emotionally understood
by professionals®?*: “Connection, being heard and having a posi-
tive human rapport with a health care professional changed my
life. Having one person that hears the deepest darkest hole you are
in, sits there with you, accepts it without trying to leave you feeling
Judged” (personal communication).

These experiences mainly relate to surviving the suicidal at-
tempt (“When I was admitted to hospital after taking an overdose of
medication, I woke up feeling relieved I was alive and also hopeful
that now the pain would stop”, personal communication), receiv-
ing follow-up care (“I know mostly what I have to do and hope-
fully it helps. Follow-up care is an important thing. [Otherwise] you
could end up being readmitted, or you could end up in a box""'"),
and getting support to reduce the risk of relapse (“It's something
that I need to prevent me from being suicidal’""").

This positive emotional response often stems from perceiving
providers as attentive listeners who are “much more curious about
me, not just rubber-stamping me and signing me off’*'®. For these
individuals, “It is very important to feel that someone understands
what I am feeling’'*. What truly seems to make a difference
is encountering a genuinely interested mental health profes-
sional'®*'** “someone [who] cared whether I lived or not"*®, who
engages deeply in conversation®. Experiencing this kind of thera-
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peutic relationship allows these individuals to “talk to someone
freely and openly and just get it all out and be able to have someone
tell you that you know it's OK, it's OK for you to feel like that"***.

Facing economic difficulties in accessing support

Several individuals who attempt suicide face significant eco-
nomic barriers in accessing mental health care, particularly in
low- or middle-income countries: “Psychologists cost a lot of mon-
ey and a lot of people cannot afford it""". Such financial strains
may be compounded by isolation, marginalization and systemic
inequalities, preventing individuals from receiving essential psy-
chological support, and leaving them vulnerable to further mental
health crises. Economic stability can intertwine with a sense of
hope: “If I have a stable ground to stand on [economically] and T
can get more help, or help in a different way, at the same time as
I motivate myself to work harder with my situation, there is a pos-
sibility that things might get better”®.

Beyond economic difficulties, there can be broader structural
determinants impeding access to mental health care: “Economic
and political determinants, e.g., capitalism in high-income con-
texts and reducing welfare state resulting in more unequal socie-
ties” (personal communication). As a consequence, both the pub-
lic and private mental health sectors can be perceived as present-
ing barriers to access and ongoing complex and inefficient path-
ways to care: “In my experience, they are not fit for purpose, in terms
of mental health... in the public system they can’t wait to get rid of
you, and in the private sector they can’t wait to hospitalize you, be-
cause of how expensive it is” (personal communication).

Coping with distress during hospitalization

For some individuals who attempted suicide, the experience of
being hospitalized in a psychiatric ward is traumatic and exacer-
bates their mental distress. Some of these individuals do not want
to go to a “crazy hospital”; they fear what might happen, such as
receiving coercive medication”’. Common feelings include isola-
tion and a lack of connection with ward staff: “I felt that I couldn’t
get close to him [the therapist], or he couldn’t get close to me, I sup-
pose””".

This lack of rapport often leads to a sense of hopelessness and
disengagement from the therapeutic process: “I had no strength,
and it was like I had lost so much energy, my ray of hope, and be-
lief in the system”". Furthermore, it may fuel a feeling of having
no autonomy or control over their treatment and being “locked in,
you don’t decide by yourself whether you go out, and you don’t de-
cide by yourselfwhether to be discharged, and they can define what
they want within a frame where it is not visible to many others”"*.
These negative hospitalization experiences may actually deter
some individuals from future suicide attempts: “I wouldn’t try to
do that again because being in here is nothing good. Beingin hereis
like if you will be in prison”".

World Psychiatry 25:1 - February 2026

DISCUSSION

The principal aim of this paper was to give voice to individu-
als who have faced the experience of attempting suicide. We have
followed and transcribed these individuals’ lived, learned and la-
boured experiences of exhaustion, suffering, and their desperate
attempts to be heard and to seek help. This paper, as our previous
ones published in this journal, ultimately belongs to all individu-
als who directly or indirectly contributed to it, to their families and
carers.

Through this lived experience series, our objective is to bring
out and consolidate a co-design, co-production and co-writing ap-
proach, which integrates the perspectives of experts by experi-
ence and academics in order to get a better understanding of hu-
man behavior. Psychiatry cannot ignore the unfolding lived ex-
periences of the individuals assessed and treated'®. Instead, it
should allow personal insights to emerge, minimizing the exclu-
sion and misrepresentation of individuals’ subjective perspec-
ﬁVQSGO'lsl.

Unfortunately, the trend in recent decades has been for the phe-
nomenology of suicidality to almost disappear from the research
agenda of the discipline®. In this context, it is essential to clarify
that this paper does not aim to test researchers’ hypotheses or pres-
ent exhaustive lists of lived experiences. On the contrary, the paper
shows that there is no such thing as a universal and unequivocal
experience of attempting suicide®. Experiences of being suicidal
are complicated and interrelated and cannot be understood from
only one perspective, whether this is the dominant narrative or not.
We are required to remain open-minded about the different ways
by which individuals might view and express their unique experi-
ences of attempting suicide®.

As the experiences of attempting suicide are very different from
one to another, it is very difficult to find common elements across
them. The uniqueness of suicide corresponds to events, stories
and meanings that are so heterogeneous in time and space that
one doubts the possibility of placing all these phenomena in the
same container'®. Suicide remains a behavior, and, as such, a
complex and multi-determined event: an identical behavior may
constitute the point of arrival of very different paths'. We have
thus allowed the emergence of different perspectives, favoring a
person-centered approach over a disorder-centered one'** and
qualitatively analyzed the testimonies of individuals who attempt-
ed suicide in a transdiagnostic (i.e., across multiple mental disor-
ders) and transversal (i.e., outside psychiatry, including accounts
of philosophers) way. In this context, the importance of talking
about suicide remains firm over time, as the philosopher A. Ca-
mus wrote: “There is but one truly serious philosophical problem
and that is suicide”'®.

This approach allowed us to observe that, despite the underly-
ing heterogeneity, many experiences of attempting suicide share
core themes, which together comprise a radical change in the
lived world. The experience of attempting suicide is often charac-
terized by different phases, starting from contemplating suicide
as a deliberate death or as an escape route, during which indi-
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viduals may search responses in the online digital world, followed
by a phase of suicide planning. Individuals who attempt suicide
frequently describe finding rest between the suicidal decision
and the final act, with ongoing experiences. There are also experi-
ences of changing one’s mind during the suicide attempt. Some
degree of impulsiveness is almost always involved in triggering
the movement from suicidal plans to action. In some cases, the
planning phases may be entirely replaced by impulsive behaviors,
and the final act is carried out via a rash decision, with little con-
sideration of the severe negative consequences.

Individuals also report an altered experience of self and time,
which is characterized by feeling unworthy and detached from
oneself and/or the world, together with a lack of agency and a split
of the self between the decision to live or die, and a perception of
an abortive and doomed future. Finally, changes in the experience
of emotions and the body include feeling overwhelmed by hope-
lessness and despair, feeling empty and drained of energy, and
feeling alone.

As noted above, these lived experiences should not be inter-
preted as separate phenomenological components but as inextri-
cable aspects of a unitary experience of an altered suicidal world,
which emerges as an existential change and impacts the sense of
the self and the surrounding environment"**'*, Ultimately, these
experiences alter the vital feeling of being immersed in the lived
world'® and integrate self, body, time, emotions and values™®.

The feeling of being suicidal is, therefore, what M. Ratcliffe
calls an “existential feeling’, a way of finding oneself in the world
that provides a variable but always present structure to the expe-
riences of self and world. In this sense, Benson and colleagues
suggest that individuals often do not choose or want to attempt
suicide, in any familiar sense of “intention’, “choice” or “desire”™,
Instead, the whole experience of being an agent and acting within
aworld is radically altered in a way that involves changes in one’s
experience of the entire world®. One of the characteristic changes
is a loss of the capacity for hope, an existential re-orientation that
eradicates the very basic possibility of hoping for anything (i.e., the
“ground of hope”®).

We also found that the existential shift experienced by many in-
dividuals who attempt suicide can be described not only in terms
of the lived world, body and experience of time, but also of inter-
personal experiences*>'*. Interpersonal experiences among
those who attempt suicide include feeling that no one cares, feel-
ing like a burden to others, and facing others’ difficulties in under-
standing. Interpersonal relationships are often reported as a source
of frustration and misunderstanding related to feelings of being
abandoned and criticized.

We also found a high variability of lived experiences across cul-
tural and religious contexts, genders and ages. Different cultures
at different moments in history have constructed suicide differ-
ently to a point where it is not so clear that there is one thing that
can be called suicide'*’. Our study of lived experiences confirms
that suicide is a socially and culturally embedded, temporally ex-
tended process involving suicidal ideations, communication of
such intents, suicide attempts, and implicit and explicit negotia-

tions with others about their meanings'*'.
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Our first-person accounts also indicate that social responses to
suicidal experiences and behaviors take shape within a repertoire
of local beliefs and practices'*2. For example, while suicide has
been regarded as an act of honour throughout Japanese history,
ithas been mostly considered a sin and a crime, being completely
rejected from a moral point of view, in Western history up until the
Enlightenment'®>'**'*, An experience reported by many individ-
uals who have attempted suicide is pervasive cultural and social
discrimination, including negative attitudes that silence suicidal
behaviors. These findings suggest that some “cultural humility” is
always necessary when speaking about suicide - an ongoing pro-
cess of self-reflection and exploration in which we examine our
own beliefs and cultural identities and learn about those of others.

Finally, we described how some individuals who attempt sui-
cide experience general and mental health care. Suicide often
involves the intervention not only of mental health specialists
but also of general practitioners and emergency room doctors.
The experience of accessing general health care is characterized
by difficulties in seeking help before a suicide attempt and fre-
quent feelings of not receiving help after a suicide attempt. The
experience of accessing mental health care may include negative
aspects (such as experiencing shame as a barrier to care, fearing
the label “mental disorder’; coping with distress during hospitali-
zation, and facing economic difficulties accessing support) as well
as positive facets, such as feeling accepted and listened to. These
mixed feelings modulate the lived experience after an attempt.
Recovery itself is generally reported as a challenging process of
self-acceptance and empowerment, in which individuals become
able to live with suicidal thoughts, gaining new perspectives upon
their suffering and life purposes, and restoring interpersonal rela-
tionships.

This study has some limitations. First, we did not aim to sys-
tematically address causes, risks and models of suicide, historical
developments, or relevant philosophical or ethical frameworks,
given that these dimensions of suicide are already investigated by
empirical suicidology studies. Second, the study did notrely on a
systematic review of all possible experiences presented by indi-
viduals who have attempted suicide. Third, any qualitative meta-
synthesis not based on quantitative data allows for and demands
some degree of co-interpretation by the writing team. First-person
accounts themselves are not just bare, context-free reports of ex-
perience, but presuppose and draw upon concepts, narratives
and practices into which individuals are enculturated. Our study
is attentive to the existence of such differences, seeks to identify
at least some of them, and provides a methodological and con-
ceptual foundation from which to pursue more detailed and wide-
ranging studies of cross-cultural and other differences.

This study has some direct practical implications. Understand-
ing the lived experiences of those affected by suicidality has the
potential to inform the innovation of clinical practice and public
health and promote meaningful social change'*.

In clinical practice, our first-person perspective and phenom-
enological approach can be of help in the clinical relationship to
clarify several complex emotional states underlying the experi-
ence of attempting suicide?®. When faced with a person who is
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contemplating suicide, good care and phenomenologically in-
formed practices should be first and foremost based on under-
standing what is like to have that experience and how meeting
supportive professionals can make a difference. Improving the
understanding of the lived world of individuals who attempt sui-
cide, this study is proposed as a powerful educational tool to train
health care professionals.

The lived narratives reviewed here also provide invaluable in-
formation that can help develop public health policies targeting
the general population. For example, this paper can facilitate a
non-judgemental comprehension of survivor experiences and
assist policy makers and educators in providing effective psycho-
education and informed support. Similarly, family members can
use the findings of this study to better understand and support their
suicide survivors.

At a societal level, a wide dissemination of our study, medi-
ated by experts by experience and family organizations, has the
potential to reduce stigma and facilitate the communication and
acceptance of these hard-to-communicate experiences, reducing
cultural and social discrimination and loneliness in many fragile
individuals'*®'"".

We believe that understanding the lived experience of indi-
viduals who attempt suicide is an indispensable prerequisite not
only for good clinical practice, but also for good and fairer socie-
ties. Hence, this paper has sought to move away from the academ-
ic complexities of traditional phenomenological and philosophi-
cal studies and to be accessible to many people.

This journey in the lived experience of individuals attempting
suicide overcomes embarrassment, fear and stigma, helping to
understand the fragile nature of our own emotions and feelings,
our immersion in the social world and our sense of meaning in
life.
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PERSPECTIVES

Treatment resistance in first-episode psychosis

Psychosis usually emerges in early adulthood, a period in which
a life’s trajectory is being set. The impact of events at this juncture
can be disproportionately large, altering interpersonal relation-
ships, education, employment, and physical health. As a result, this
is a time when providing the most effective treatment possible is
particularly important.

The pharmacological treatment of first-episode psychosis usu-
ally begins with the prescription of a dopamine D2 receptor an-
tagonist, and in most people this leads to clinically meaningful
reduction in the presenting positive symptoms. However, the ob-
served clinical response to antipsychotic treatment is variable, and
reflects more than just differences in the direct effects of the drug'.
The evolution of symptoms is also influenced by a host of broader
interacting biological, psychological and social factors. A substan-
tial minority of patients do not experience sufficient symptomatic
relief. In some, this may reflect inadequate treatment adherence.
However, in a proportion of patients, symptoms persist despite good
adherence to therapeutic doses of at least two different antipsychot-
ic medications, a phenomenon known as treatment resistance.

For the majority of individuals who develop treatment-resistant
schizophrenia, this resistance is evident from the onset of psycho-
sis”. Understanding what underlies treatment resistance remains a
central question in psychosis research. Psychiatric symptoms can
be conceptualized as emergent properties of a dynamic network
comprising neurobiological vulnerability, life experiences, cogni-
tive schemas, and social context. Within this framework, treatment
resistance could represent a system that is stuck in a maladaptive
attractor state. The longer an individual remains with symptoms,
the more self-reinforced these may become. Offering effective
treatment as early as possible maximizes the chance of shifting a
dysfunctional system into a more adaptive state while patterns are
still malleable.

Early intervention (EI) services were first developed around
30 years ago to provide clinical care at this stage of both vulner-
ability and opportunity. The rationale was that delivering optimal
treatment early would reduce the likelihood of the chronicity and
self-reinforcing functional decline that often accompany psychotic
disorders. Although this logic applies equally to the recognition
and management of treatment resistance, the original EI model
places relatively little emphasis on how to help the substantial mi-
nority of individuals who do not benefit from standard treatment.
As aresult, many EI teams may lack the capacity to identify or man-
age people with treatment resistance and may not see this as part
of their clinical remit.

Clozapine is the only licensed medication for treatment-resistant
schizophrenia. Its use in treatment resistance is supported by both
clinical trials and a host of real-world evidence showing benefits in
terms of suicidality, substance use, and cost-effectiveness®. There
do remain, however, some doubts as to whether clozapine is clearly
superior to its closer pharmacological relatives, such as olanzapine,
with a recent individual participant data meta-analysis not finding
evidence of clozapine’s superiority®. It should also be recognized
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that while “treatment resistance” refers to refractory positive symp-
toms, many individuals may have a relative resolution of positive
symptoms, yet still be affected by cognitive and negative symptoms
that severely impair functioning, and there is no evidence that clo-
zapine is better than standard treatment for these domains.

Nevertheless, switching to clozapine in people with first-episode
psychosis appears to have a greater benefit than switching to a dif-
ferent standard antipsychotic, and the earlier clozapine is started
the better the outcome®. When clozapine is initiated earlier, there
may be potential to engender symptomatic improvement through
interruption of pathological symptomatic feedback loops. This
improvement in core psychopathology may, in turn, facilitate en-
gagement in psychosocial interventions, improve functioning, and
restore a sense of agency - a virtuous cycle that promotes further
improvement and catalyzes broader recovery. In addition to phar-
macological optimization, addressing modifiable psychosocial
contributors such as unhelpful family dynamics, housing insecu-
rity, and substance use is critical to supporting recovery.

At present, clozapine is rarely used in EI services®. Indeed, the
time to clozapine initiation is still over five years in many services'.
In theory, the gold standard definition of treatment resistance - a
lack of response to two antipsychotic trials of adequate dose and
duration - can be determined within 2-3 months. However, in real-
world practice, it can be difficult to precisely and promptly assess
the response to treatment and the level of adherence. Moreover,
once treatment resistance has been recognized, EI clinicians may
be deterred from prescribing clozapine, and patients may be un-
willing to accept it, because of the logistical burdens of initiation
and monitoring, concerns about side effects, and a perception that
being treated with clozapine is a marker of severe and enduring ill-
ness.

A further complexity is that, after their first experience of ill-
ness, young people are understandably hoping for recovery with-
out a need for long-term mental health care, an ambition central
to the traditional ethos of EI services. Treatment with clozapine,
and indeed the stigma attached to the labels of “schizophrenia”
and “treatment resistance’; may seem incompatible with this goal.
Communicating the rationale for early clozapine use in a way that
aligns with a young person’s hopes - emphasizing function, qual-
ity of life, and personal goals - is, therefore, critical.

Improving the care of individuals with treatment resistance in
early psychosis requires change at multiple levels. Recent research
has focused on predicting treatment resistance using clinical, cog-
nitive or biological markers. While predictive tools might allow us
to avoid the need for lengthy evaluations of treatment response,
they cannot address the fact that, even when resistance has been
recognized, clozapine is often not used. As such, changes should
be designed to lead to better treatment implementation as well as
earlier detection of resistance.

Reducing barriers to clozapine use is essential. Targeted com-
munity-based services can markedly increase clozapine initiation
rates®. Point-of-care testing technologies that make blood moni-
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toring more convenient and less invasive are now widely available.
There is increasing evidence that the current stringency of longer-
term blood monitoring is overzealous, and regulatory bodies in
some countries are beginning to reconsider the frequency of blood
tests and the absolute neutrophil count thresholds required for
continuation®®. The risk of weight gain, a major reason for discon-
tinuation among young people, can be reduced through structured
physical activity programmes, lifestyle counselling, and adjunctive
treatments such as metformin. Updating the EI model, such that
the detection and management of treatment resistance are includ-
ed as a core part of the clinical offer, would ensure that patients who
do notbenefit from standard care have access to the right treatment
at the right time.

While clozapine remains central to the management of treat-
ment resistance, the advent of novel medications with non-dopa-
minergic mechanisms of action, such as xanomeline-trospium,
evenamide and cannabidiol, offers hope for expanding the range of
options available for those not responding to treatment in the first
episode. While their precise role in the treatment pathway is not yet
established, these compounds may eventually offer effective alter-
natives or adjuncts to clozapine, with potentially more tolerable side
effect profiles.

In the long term, a more nuanced and flexible model of treat-
mentresistance may be needed - one that recognizes the heteroge-
neity of underlying mechanisms and the need for personalized in-
tervention strategies. In the short term, however, the goal should be
to detect treatment resistance early and remove the systemic bar-
riers that delay access to effective management. This means better
education for clinicians, better communication with patients, and
better clinical systems that enable rather than obstruct treatment.

Treatment resistance in the first episode of psychosis is not rare; it
is a predictable clinical reality for around 25% of patients®. Clinical
pathways should be designed to not only identify it early, but also
manage it with clarity, compassion, and evidence-based care. By
doing so, we can prevent the entrenchment of disability and offer
individuals the best possible chance of recovery when everything
is still to play for.
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Cognitive consequences of COVID-19 infection: current evidence

and future directions

It was evident early in the COVID-19 pandemic that some peo-
ple experienced persistent symptoms beyond acute infection. Cog-
nitive difficulties (including brain fog and memory complaints)
were commonly reported features of what came to be termed Long
COVID. Cohort studies soon supported these reports, showing el-
evated rates of persistent cognitive symptoms, even among those
with mild or moderate illness'.

Objective assessment of cognitive performance was enabled
at scale by advances in online testing platforms. An early example
was a citizen science study that assessed 81,337 UK participants
during the first national lockdown?. Though not originally intend-
ed for this purpose, the scale and timing of the study enabled analy-
sis of cognitive performance in relation to COVID-19 features.
Small statistically significant cognitive deficits were observed in the
group who reported having recovered from COVID-19 infection, af-
ter adjustment for demographic and clinical covariates.

These deficits correlated weakly with self-reported fatigue, anxi-
ety or depression, indicating that they were unlikely to be due to af-
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fective disturbance. They were most pronounced in people who had
been hospitalized, particularly those who had received respiratory
support. However, small but measurable deficits were also evident
in the non-hospitalized group who had recovered from biologically
confirmed SARS-CoV-2 infection with milder acute symptoms.
Across domains, the profile included attention, memory and exec-
utive deficits. While limited by their incidental nature, these results
accorded with patient-reported symptoms, providing converging
evidence that COVID-19 infection might have a persistent multi-
domain impact on cognitive performance.

This hypothesis was subsequently tested in studies with rigor-
ous designs, including the Long COVID extension of the Realtime
Assessment of Community Transmission programme’. This pro-
gramme had utilized random population sampling with biologi-
cal test confirmation to monitor infection rates in England. Among
276,840 participants who responded to a follow-up survey (REACT-
LC) in 2022-2023, 141,583 undertook an assessment on the same
online platform (Cognitron) as the prior citizen science research.
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Compared to a group without known infection, those who had
recovered from SARS-CoV-2 showed a small average deficit in cog-
nitive performance. More pronounced deficits were evident in those
with ongoing symptoms persisting >12 weeks, consistent with Long
COVID. The pattern across domains was again most pronounced
for memory and executive tasks, with immediate memory deficits
pointing to a role of attention. Deficits were greatest and spanned
additional cognitive domains in those who had been hospitalized.
Importantly, deficits were more prominent in individuals infected
during early relative to late pandemic waves. This, viewed positive-
ly, indicated a mitigation of cognitive risk over time, likely through
vaccination and viral evolution.

Lower-than-expected cognitive performance (at least -1 stan-
dard deviation, SD) was observed in 22.5% of individuals with on-
going persistent symptoms, 18.9% of those with resolved persistent
symptoms, and 15.7% of the asymptomatic group, with rates of mod-
erate impairment (atleast -2 SD) being 5.2%, 3.5% and 2.2%, respec-
tively. Conversely, superior performance (at least +1 SD) was seen
in11.8%, 13.5% and 16.0%, respectively. This cross-sectional pattern
indicated that cognitive performance might improve when Long
COVID symptoms eventually resolve, although longitudinal confir-
mation of recovery is pending.

REACT-LC was alarge-scale study which employed rigorous ep-
idemiological and statistical methods. However, absence of pre-in-
fection cognitive data limited inference about cognitive change. A
study from Norway of 111,992 participants with confirmed infec-
tion status partially addressed this limitation®. Participant-reported
memory function, assessed using the Everyday Memory Question-
naire, was worse up to 36 months after a positive vs. a negative SARS-
CoV-2 test, while being essentially the same for these groups before
the test.

Experimental confirmation of longitudinal change in cognitive
function was provided by a UK-based human challenge study’.
Using the same Cognitron assessment platform as REACT-LC,
healthy young adults were longitudinally monitored from pre- to
1-year post-inoculation with wild-type SARS-CoV-2. Relative to par-
ticipants for whom the inoculation did not lead to infection, those
who developed sustained viral load showed small persistent base-
line-corrected cognitive deficits spanning from acute illness until
the one-year study endpoint. Performance differences were again
most pronounced in immediate memory and executive function.
Intriguingly, participants only developed mild illness and did not
report persistent cognitive symptoms when debriefed.

Further insight into long-term cognitive trajectories came from
the PHOSP-COVID cohort®. In follow-up assessments 2-3 years
post-hospitalization, patients continued to show objective cognitive
impairments. In this more severe group, cognitive deficits occurred
alongside psychiatric symptoms, including fatigue and depression.
Notably, the scale of cognitive deficit was better predicted by symp-
tom burden at six months than by acute illness severity, highlighting
the importance of the early post-acute phase.

The biological underpinnings of post-COVID cognitive deficits
remain less clear. In a UK-based neuroimaging study of previously
hospitalized individuals’, persistent cognitive impairment one year
post-infection was associated with elevated serum markers of neu-
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ronal injury - neurofilament light chain and glial fibrillary acidic
protein (GFAP) - and reduced anterior cingulate cortex volume.
Tentative evidence of GFAP elevation was also reported in the wild-
type SARS-CoV-2 human challenge study, where illness was mild”.
These findings indicate a likely role for immune-mediated neuro-
nal damage across varying severities of acute illness.

Arecent transdiagnostic review characterized brain fog as a mul-
tifaceted symptom cluster involving cognitive, affective and fatigue-
related elements, with heterogeneous neural correlates and weak
associations with objective task performance®. It highlighted evi-
dence of elevated blood-brain barrier permeability and pro-in-
flammatory cytokine profiles in individuals reporting brain fog,
supporting a neurobiological basis for cognitive symptoms.

In addition to large-scale cohorts, frequent monitoring designs
have potential for studying the mechanisms that underlie cognitive
problems after COVID-19 infection’. They have shown that cogni-
tive symptoms in Long COVID fluctuate and may be exacerbated
by mental exertion and fatigue. Such designs could be extended to
study whether objectively measured cognitive deficits also fluctu-
ate, and how fluctuations covary with biological and psychologi-
cal factors within-subject, mapping differences in potential causal
mechanisms and informing the search for targeted interventions.

In summary, evidence from observational, experimental and
mechanistic studies converge to support the hypothesis that COV-
ID-19infection can have a persistentimpact on cognition and brain
function. Despite considerable heterogeneity, a characteristic cog-
nitive profile has emerged, with objectively measurable deficits in
memory, executive function and attention. The scale of these defi-
cits is greater in those with ongoing persistent symptoms, but may
attenuate when their symptoms finally resolve. Objective deficits
are weakly correlated with subjective symptoms in Long COVID,
but appear more strongly related amongst hospitalized patients.
Subjective cognitive symptoms fluctuate in Long COVID, but it re-
mains unclear whether cognitive performance deficits also fluctu-
ate.

More research is required to develop an integrative model link-
ing heterogeneity in cognitive symptoms and deficits to underlying
psychological and biological mechanisms. Large-scale longitudi-
nal studies and detailed individual monitoring designs can offer
tractable approaches for addressing this challenge.
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Public health impacts of legalizing recreational cannabis use in

Canada and the US

In 2012, the citizens of the US states of Colorado and Washing-
ton passed popular ballots to legalize adult non-medical cannabis
use, and this policy was implemented in 2014, Uruguay legalized
adult cannabis use and production in 2013; Canada did so in 2018;
and approximately half of US states have since done so". Other
countries in Europe, Asia, and Central and South America have im-
plemented, or are considering, the legalization of adult cannabis
use'.

How has cannabis legalization fared in Canada and the US,
where it has been in place the longest and where data have been
collected on its impacts?

Most Canadian provinces and US states have adopted a modified
form of alcohol regulations for legal cannabis frameworks' >, These
set an age threshold for legal use (21 years in US states and 19 years
in most Canadian provinces), restrict conditions of use and posses-
sion, and licence for-profit companies to produce and sell legal can-
nabis products'. They place more restrictions on advertising can-
nabis than alcohol**, but compliance with these restrictions has
been variable’.

Legalization has produced large reductions in arrests for canna-
bis use offences, although this has not been accompanied by a reli-
able reduction of relevant racial disparities in the US'. Legalization
has increased adults’ access to cannabis products that are quality-
regulated and labelled for potency. It has also increased the diver-
sity of cannabis products; greatly reduced their prices"?; increased
the A9-tetrahydrocannabinol (THC) content of herbal cannabis
and edibles, extracts and vape products'; and appears to have re-
duced the size of the illicit cannabis retail market in Canada'. Its
impact on illicit markets in US states has varied, depending on the
size of the illicit market before legalization, the barriers faced by new
entrants to the legal market, and the level of enforcement against
the illicit market'.

The prevalence of daily cannabis use has increased markedly
among adults in the US"® and more modestly in Canada"**. There
are now more daily cannabis users than daily alcohol users in the
US®. There has been a small increase in the proportion of adults
who have used cannabis, including older adults, in the US"2 There
is limited evidence that adult legalization has increased cannabis
use among adolescents'®, possibly reflecting a general reduction
in the use of tobacco and alcohol by young adults in many high-
income countries, and perhaps variations in age-of-purchase laws
in Canada®.

There has been an increase in emergency department atten-
dances for the acute adverse effects of cannabis use, that probably
reflects increased regular use of more potent cannabis"*”, These
presentations include psychiatric symptoms, psychoses, anxiety
and depression, and the poisoning of children who ingest edible
cannabis products that look like confectionary™?.,

It is unclear how adult legalization has affected the population
prevalence of cannabis use disorders”. Some national US and pro-
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vincial Canadian surveys suggest that the prevalence of symptoms
of these disorders has increased, but other surveys do not®. Fewer
people have sought treatment for cannabis use problems in addic-
tion services in the US, probably because fewer persons are referred
to treatment by courts as an alternative to criminal charges'®. Data
in Ontario suggest that more people are presenting to emergency
departments for problems related to their cannabis use after the
number of cannabis retail outlets has increased”®,

The evidence on the impact of legalization on car crashes in im-
paired drivers is mixed" . Some Canadian studies have found high-
er blood THC levels in persons injured in road accidents®, but the
overall trends in accident fatalities in both the US and Canada have
not been clearly related to the implementation of cannabis legal-
ization' >,

In the US and Canada, there have been increased rates of can-
nabis use reported among women during pregnancy, probably to
manage nausea’. Cannabis hyperemesis syndrome has increased
in very heavy cannabis smokers®.

There are increasing concerns that adults who smoke cannabis
frequently may have an increased risk of cardiovascular disease.
The risk may be higher in older adults who use cannabis to treat
chronic pain or sleep problems"?.

These adverse impacts of cannabis legalization may be greater
in socially disadvantaged communities'. In the US, there are more
retail outlets in low socioeconomic status neighborhoods, and dai-
ly cannabis use has increased more among people in these areas'.
These trends could amplify social disadvantage, especially if they
reduce educational attainment and impair work performance’.

A major public health concern is about future reductions in the
regulation of cannabis sales*”. The legal cannabis industry has
been campaigning in Canada for the right to use cannabis brand
names to promote their products®. Along with the US industry, they
are campaigning for lower taxes and less regulation, allegedly to
compete more effectively with the illicit market®. In many US states,
the cannabis industry has been involved in designing regulations’,
and has resisted proposals to regulate or differentially tax higher
potency cannabis products®. A major concern in the US is the pub-
lic health impact of an end to federal cannabis prohibition, because
this would enable the creation of a large national cannabis market
with greatly reduced prices and a capacity to invest in other coun-
tries planning to legalize cannabis®.

We need more rigorous studies of the effects of legalization of
cannabis use in higher-risk populations'*. These include adoles-
cents, young adults with mental health disorders, pregnant wom-
en, and older adults who use cannabis for medical reasons, such
as to treat chronic painl. Unfortunately, most US states that have
legalized adult cannabis have not invested in the public health re-
search infrastructure needed to evaluate the impacts of the policy
changes'.

We also need better studies of the impacts of legalization on the
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prevalence of cannabis use disorders, and greater research invest-
ment in developing more effective interventions to assist people
who want to stop using cannabis"?. The impacts of legalization on
illegal cannabis production and supply are also under-investigated.

The challenge for policy makers will be to design regulations that
balance the competing goals of cannabis legalization, i.e., reducing
illicit cannabis markets, minimizing the adverse effects of criminali-
zation, and protecting public health®. A reasonable concern, given
historical experiences with the tobacco, alcohol and gambling in-
dustries, is that governments will give a higher priority to maximiz-
ing tax revenue from cannabis sales than they do to protecting pub-
lic health, and so they will be receptive to cannabis industry lobby-
ing to reduce public health-oriented regulation"”.
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Why climate action is an opportunity multiplier for mental health

Climate change is increasingly recognized as a risk multiplier
for mental health. Escalating climate hazards induce compound-
ing stressors that destabilize the foundations of good mental health
and well-being. This systemic threatripples across geographies and
generations'.

Less appreciated is how climate action - cutting emissions and
adapting to change - is an opportunity multiplier for mental health.
Actually, the climate and mental health fields share synergistic
goals, with overlaps in conditions that foster healthy minds and en-
vironments. In spite of this, mental health is rarely embedded in cli-
mate policy. Only 17% of national adaptation plans include actions
addressing the mental health consequences of climate change,
though the Intergovernmental Panel on Climate Change stresses
that successful climate action must build resilience, not just of in-
frastructure, but of people and societies (www.ipcc.ch/report/ar6/
wg?).

Preventive psychiatry identifies key mental health determinants
to foster people’s resilience®, such as stable early development, in-
come equality, food security, community cohesion, and social sup-
portin the context of environmental hazards. Climate change threat-
ens these determinants, while climate action relies on and can rein-
force them.

Minimizing fossil fuels and biomass burning lowers air pollution
and its mental health toll. Even relatively low levels of air pollution
can increase anxiety, depression and mental health service use,
and high air pollution days carry increased suicide risk®. It is esti-
mated that China’s air pollution policies prevented 13,000 to 79,000
(95% confidence interval) deaths from suicide between 2013 and
2017".

Urban design matters for climate as well as mental health. Infra-
structure promoting active travel (walking and cycling), connected
communities, tree cover, and local biodiversity access can reduce
fossil-fuel based transportation, and buffer climate change-related
hazards such as floods and heatwaves. Accompanying this, physi-
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cal activity can reduce anxiety and depression symptoms, while
greenspace access and heightened nature connectedness can im-
prove mental health. More links could be made: initiatives such as
“green social prescribing” (prescribing nature connection to people
experiencing mental health challenges) could facilitate communi-
ty-based climate actions.

Building design is also central to climate action and mental
health. Australian and Irish schemes to improve home energy ef-
ficiencies reduced anxiety and depression while improving emo-
tional and social well-being. Vitally, governmental cost savings
were more clearly evident when accounting for health. In Austra-
lia, for every AUD of energy cost savings, 10 AUD were saved in health
care’.

Education is another essential system-level action. Young peo-
ple call for education that tells the truth about climate change while
building psychological resilience and agency - skills that benefit
mental health beyond the climate context.

Community cohesion is a powerful protective buffer against cli-
mate stressors, and climate action requires preparing communities
to cope with escalating climate hazards. Collective climate action
confers mental health benefits, and bridges individual and system-
ic transformation while building social connection. This is vital for
good mental and physical health, and tackling the loneliness “epi-
demic”

Local knowledge and cultural practices are key. Initiatives that
strengthen care for local environments through traditional cultural
practices can synergistically confer mental health and well-being
benefits, as shown in the Caring for Country initiatives with First
Nations communities in Australia (https://soe.dcceew.gov.au).

Global mental health advocates for expanding mental health
care into community-level services. Global mental health tools,
such as task sharing, can benefit climate resilience approaches, and
simultaneously strengthen the ability of a community to cope and
to spread proven adaptive strategies. At the same time, scaling the
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social infrastructures of climate action could provide an enabling
opportunity for community-based mental health capacities.

Workplace mental health and well-being is at risk. Extreme tem-
peratures impair cognition and productivity. Poor youth mental
health, linked to global megatrends including climate change, con-
tributes to unemployment. Maintaining a healthy workforce in a
changing climate and global energy transition requires designing
for psychological resilience. Synergistic benefits for climate action
and mental health can flow from appropriately designed climate-
aware workplace mental health strategies.

Thriving in the climate crisis and sustaining climate action re-
quires psychological abilities: tolerating uncertainty, complexity,
and uncomfortable emotions. Building these skills in individuals
and communities (e.g., schools) can strengthen psychological de-
terminants of good mental health. For instance, adolescents who
can tolerate uncertainty have better mental health outcomes®.

Positive psychology highlights meaning, engagement and so-
cial relationships as keys to well-being. Meaning-focused coping
is among the most well-researched approaches to protect mental
health while encouraging climate action. This requires and encour-
ages emotional flexibility and values-based behaviors. Individual
climate actions can follow a similar virtuous cycle to behavioral
activation techniques in protecting mental health, especially when
boosting agency, social connection and purpose.

Individual-, community- and system-level actions interconnect.
Realizing climate-mental health co-benefits requires systems-think-
ing that recognizes the cascading and interacting pathways con-
necting healthy environments and minds. It also requires decision-
making spanning traditional siloed sectors, and transdisciplinary
approaches crossing fields and cultures. Climate and mental health
communities must embrace mechanisms to share knowledge and
foster mutual understanding. Initiatives such as Connecting Climate
Minds (www.connectingclimateminds.org) provide examples.
Supportive infrastructure for such connective bridging requires
critical investment.

Prevention is cheaper than cure, for both psychiatry and climate.
The world is on track for nearly 3°C of global boiling by the late cen-
tury - when today’s children will still be working - slashing up to
34% off the global economy. The net cost of inaction is estimated to
be “three times global health care spending””. The true cost s likely
far greater, with many impacts - such as on mental health - under-
accounted. The extra mental health burden from climate hazards,
air pollution and insufficient green space access could cost US$ 537
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billion/year by 2050°. On the other hand, mental health returns on
climate action investments are rarely included in cost-benefit anal-
yses.

Aword of caution: a systems perspective must recognize the pos-
sible mental health risks and unintended consequences of climate
actions. For instance, transitioning away from fossil fuels may affect
jobs. Climate action design must include diverse lived experiences
of mental health needs and psychologically-informed, participatory
decision-making, to mitigate unforeseen harms.

Psychiatry can inform and benefit from synergistic climate ac-
tions. As a trusted profession, it can raise awareness among de-
cision-makers and the public of the potential to create a mentally
healthier future, and provide mental health expertise to bolster cli-
mate resilience efforts. Support for population-level climate resil-
ience aligns with the field’s growing emphasis on prevention and
positive mental health.

Training on climate-mental health links should be embedded
in psychiatric education, and psychiatrists should be equipped to
support, design and implement co-beneficial climate actions. Psy-
chiatry researchers can help understand and quantify climate ac-
tions’ mental health benefits (and possible risks).

At the heart of responding to the climate crisis lies a profound
opportunity to create “environment[s] that support mental health
for all”®. Rapidly phasing out fossil fuels and protecting biodiversi-
ty is not just climate-smart; it is brain-saving. Recognizing and act-
ing on the climate action benefits for mental health can spark a vir-
tuous cycle, where more people thrive.
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Social inclusion means being able to participate in activities valued within one’s community or wider society as one would wish. People with severe mental
illness (i.e, psychoses, bipolar disorder, and severe depression) experience some of the highest rates of social exclusion compared to people with other dis-
abilities. This is the case regardless of the availability of specialist mental health services. Therefore, questions arise about the extent to which mental health
services can and do prioritize social inclusion as a goal of service provision, and what strategies are needed outside of mental health services, at the levels
of legislation and policy, statutory services, and civil society. In this paper we consider what social inclusion means in different cultures and contexts, since
the value attached to different activities varies by culture and by life stage and gender. We discuss the subjective impact of low levels of social inclusion in
terms of loneliness, and the evidence base for interventions to address it. We then turn to strategies to increase observable forms of social inclusion, consid-
ering them at the levels of legislation, services and other community assets. While evidence for some interventions is largely based on the Global North, we
use evidence and examples from the Global South to the extent that we have found them. We also consider the predominant frameworks for social inclu-
sion used in health services, followed by alternatives that may offer a more empowering approach to social inclusion for some people. We then describe
strategies to reduce social exclusion through interventions to address stigma and discrimination, directed at key target groups or at population level. We
make recommendations for policy makers, researchers, health professionals, and advocates based on the evidence and examples we have found, covering
various forms of legislation, services and mental health research. Our conclusions identify the next steps for interventions, including development, evalua-
tion, implementation or modification for better contextual adaptation.
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Social inclusion means being able to participate in activities val-
ued within one’s community or wider society as one would wish.
People with severe mental illness (i.e., psychoses, bipolar disor-
der, and severe depression) experience some of the highest rates
of social exclusion in terms of both its subjective and observable
aspects. For example, they report very high levels of feeling lonely"
and experience higher rates of unemployment than the average
for people with a disability. Unemployment, social isolation and
the resulting poverty and loneliness have severe consequences for
both quality of life and life expectancy®>. Therefore, increasing so-
cial inclusion should be of the highest priority for health services,
policy makers, and the voluntary and community service sectors.

There is no evidence that social inclusion is greater in countries
with extensive mental health services compared to those without.
Indeed, using employment as one indicator suggests that, in some
countries, this is better in rural areas, which tend to have less ser-
vice provision, than in urban areas, due to the availability of em-
ployment within the agrarian sector*’. However, rapid urbaniza-
tion around the world is reducing access to this way of life, and
rural areas are not free of other forms of social exclusion.

The finding that over 80% of people with psychosis reported
loneliness in an Australian study’ emphasizes the insufficiency
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of keeping people out of hospital as a service goal, and the lack of
effective use of community assets besides health services to pro-
mote social inclusion. At a time of widespread scaling-up of mental
health services, for example through primary care, and of mental
health professional workforce shortages, it is important to question
the efficiency, in relation to social inclusion, of mental health care
provided via either primary or specialist health services, and to
consider both the role of other community assets and their rela-
tionship to organizations providing mental health care. It is also
important to identify what interventions require tailoring to peo-
ple with severe mental illness, and to establish an evidence base for
social inclusion-enhancing interventions.

One response to low levels of social inclusion could be to work to
reduce structural discrimination and interpersonal stigma. There is
some evidence to support this strategy. For example, over the course
of the first six years of England’s Time to Change programme to re-
duce mental health-related stigma and discrimination, serial sur-
veys of mental health service users indicated a fall in the median
number of life areas in which they experienced discrimination in
thelast 12 months®. Carefully designed, multi-year stigma reduction
programmes have been conducted or are currently running in a
number of countries’.
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However, we do not believe that stigma reduction alone would
be sufficient, for several reasons. The first is the lingering effect of
anticipated discrimination. Studies in countries of all income levels
highlight the extent to which people avoid seeking employment op-
portunities due to their anticipation of discrimination, even if they
have not directly experienced it. Anticipated discrimination affects
many other life areas®, preventing people from taking up social, ed-
ucational and economic opportunities, from pursuing leisure activ-
ities, and from using needed services such as physical health care
% On the other hand, evidence supports the protective role of em-
ployment in relation to overall levels of discrimination'®. Thus, ac-
tive strategies to increase people’s ability and confidence to manage
both anticipated and experienced discrimination are needed in
addition to stigma reduction*"*?,

Second, even in the absence of stigma or its anticipation, the
impact of severe mental illness, with its symptoms and associat-
ed functional impairment, means that many people need active
support to attain valued social roles, whether this be employment,
education, intimate relationships or parenting. Third, reducing
stigma will not address some issues that hinder effective mental
health care, such as low public spending on mental health, limited
development and implementation of mental health policies, work-
force shortages, and lack of professional training in social inclusion
activities'.

Fourth, people with severe mental illness belong disproportion-
ately to a number of minoritized groups'*'*, and a high proportion
of them experience poverty'® and substance use disorders. These
groups are subject to social isolation on the basis of these intersect-
ing characteristics. We must therefore consider not only strategies
to reduce social exclusion, but active social inclusion strategies at
alllevels and across all settings, with their different culture and ser-
vice contexts, and with a view to implementation equity”, so that
intersectionality does not lead to continued or widening levels of
exclusion. For researchers, addressing the aim of implementation
equity requires that the design and conduct of studies fosters the
involvement - as participants, advisors and peer researchers - of
people with severe mental illness with such intersecting charac-
teristics.

In this paper, we first consider what social inclusion means in
different cultures and contexts. We then discuss the subjective im-
pact of low levels of social inclusion in terms of loneliness, and the
evidence base for interventions to address it. We subsequently
describe strategies to increase objective forms of social inclusion,
considering them at the levels of legislation, services and other
community assets, with examples of each and their evidence base.
We also consider the predominant frameworks for social inclusion
used in health services, as well as alternatives that may offer a more
empowering approach to social inclusion for some people. We
then outline strategies to reduce social exclusion through interven-
tions to address stigma and discrimination, directed either at key
target groups or at the population level. Finally, we make recom-
mendations for policy makers, researchers, health professionals,
and advocates covering various forms of legislation, services and
mental health research.
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THE MEANING OF SOCIAL INCLUSION IN
DIFFERENT CULTURES AND CONTEXTS

Social inclusion encompasses social connectedness, meaning-
ful participation in community life, and freedom from stigma and
discrimination'®'®, However, its interpretation and practice are
different across cultures®®?'. This section examines how social in-
clusion is understood and practiced in different cultures and con-
texts.

Individualism

Individualism is dominant in Western countries such as the
US, the UK and Australia. It emphasizes personal autonomy;, self-
reliance, and the importance of individual rights and goals®. So-
cial inclusion programmes in this context place strong emphasis
on individual achievement and independence™?**, Success is of-
ten defined by personal milestones, such as securing independent
housing, obtaining competitive employment, and engaging in self-
advocacy™?’.

For instance, the Americans with Disabilities Act focuses on en-
suring individual rights and providing accommodations in public
spaces, underscoring the importance of personal autonomy and
equal opportunities®®. The UK is pioneering a mental health in-
novation called Recovery Colleges®’, which are learning-based
mental health recovery support systems offering information, so-
cial support and skill development for people with mental health
symptoms, carers and staff*’. The Clubhouse Model in the US em-
phasizes member-driven recovery through work and community,
where individual strengths and choices are central®'. Australia’s
National Disability Insurance Scheme, a major initiative providing
support to people with disabilities and their families and carers®,
emphasizes individual choice and control, enabling participants
to set their own goals, and access services that promote indepen-
dence, such as assistance with employment, education and daily
living. The focus is on personal achievement in terms of living
more independently and integrating into the community*.

In Scandinavian countries, such as Denmark, Norway and Swe-
den, social inclusion reflects a hybrid approach to balance indi-
vidual rights with strong social welfare systems®**, Both personal
autonomy and collective responsibility are emphasized, with suc-
cess measured through both individual well-being and societal
participation. For example, Norway’s Individual Care Plan is a le-
gally mandated, personalized plan designed to coordinate health
and social services for individuals who have complex, long-term
needs®, including people with mental health conditions. It aims
to provide comprehensive personal support planning with strong
service integration®. In Sweden, Supported Employment is a well-
known social inclusion scheme, supporting people with severe
mental illness to obtain an employment™. A job coach offers sup-
port not only for the person with severe mental illness and the em-
ployer, but also for the person’s colleagues, emphasizing collective
responsibility®”.
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Self-effacing collectivism

Self-effacing collectivism is dominant in East Asian countries,
including Japan, South Korea and China. It values strong commit-
ment to social harmony, interpersonal obligations, and adjustment
to social norms and expectations. Conflict avoidance is the prima-
ry way to maintain social relationships. Social inclusion in these
countries is deeply embedded in family and group contexts®* .
Success is often measured by how well someone maintains fam-
ily harmony and fulfils social roles®®*'. For instance, in Japan, the
condition called hikikomori (a severe form of social withdrawal) is
not only seen as problematic for the individual, but also as disrupt-
ing family harmony and social obligations***,

Social inclusion programmes in Japan often prioritize social har-
mony through interventions such as community-based integrated
care systems ™. Singapore’s National Mental Health and Well-Being
Strategy emphasizes family and social support*, including mental
health education. In China, the 686 Programme actively involves
family members in treatment and rehabilitation plans, offering
psychoeducation and support to enhance understanding of mental
health conditions. Additionally, community-based rehabilitation
centres provide a platform where individuals with severe mental
illness and their families engage in social and vocational activities,
fostering a supportive network within the community™.

Argumentative collectivism

Argumentative collectivism values social harmony, but through
active engagement in argumentation. This type of collectivism is
dominant in regions such as South Asia. Social inclusion in this
context tends to prioritize community engagement and open dia-
logue. In India, health care workers who are involved in social in-
clusion programmes for people with severe mental illness are of-
ten viewed as extended family members, and participate in open
discussions in families and communities*.

In a peer-led, community-based, participatory group interven-
tion for young people with psychosocial disabilities in Uttarakhand,
India, outcomes such as forming new friendships, community in-
volvement, and confidence in communicating were highlighted"”.
Likewise, pregnant women suffering from anxiety in Pakistan re-
ported that family connection and their ability to open up and dis-
cuss their mental distress were key components to address their
condition®,

Self-assertive collectivism

Self-assertive collectivism is a cultural orientation in which in-
dividuals maintain strong group ties and collective identity, but are
also encouraged to express personal opinions, assert themselves,
and take initiative to protect and strengthen their group. This ap-
proach tends to prioritize safeguarding the ingroup by using in-
dividual resilience and strength through self-assertiveness*’. This
type of collectivism can be observed in Arabic countries.
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In these countries, social inclusion is often interpreted through
religious participation and adherence to religious values™. Being
“included” encompasses active participation in various aspects
of community life, including religious, family, and broader social
networks, and following prescribed social norms’"*%, A common
approach to mental health support involves engaging religious
leaders and incorporating faith-based practices™.

In United Arab Emirates, despite the well-invested and highly ac-
cessible medical services, religious counsellors (Mutawa) remain
highly in demand®”. In Qatar, recent national mental health strat-
egies were implemented to shift from hospital-based psychiatric
care to a community care based on the Islamic faith®>*°, In Saudi
Arabia, social inclusion for people with mental health issues com-
bines religious and professional care. Mosque-based support
groups and regular consultations with psychiatric professionals
and religious leaders play a central role®” ™.

In many Arabic cultures, strong family and tribal ties provide vital
emotional and practical support for individuals with mental health
conditions, with family members often actively participating in care-
giving and community engagement. Support from tightly connected
communities can have an important role in resolving mental health
crises, including suicidal behavior™,

Expressive collectivism

Expressive collectivism aims to achieve social harmony through
personal expression®®. This cultural orientation maintains that
personal expression and sharing one’s authentic self can enhance
social cohesion and mutual understanding, rather than threaten
group harmony™. Latin American countries often exhibit this cul-
tural orientation.

For example, Brazil's Programa De Volta Para Casa exemplifies
this approach through its integration of theatrical or musical ele-
ments as therapeutic tools, where emotional expression and family
participation in celebratory gatherings are regarded as central to
recovery®"®, Similarly, Colombian educational organizations aim-
ing at social inclusion for young people with mental health issues
often employ expressive programmes®.

Connection to ancestral traditions

Traditional Indigenous communities, such as the Maori in New
Zealand or First Nations in Canada, often interpret social inclusion
through connection to ancestral traditions®*.

For example, Te Whare Tapa Wha in New Zealand is a holistic
social inclusion model, rooted in Maori cultural values, focusing
not only on mental and physical health, but also on family and
spiritual health. Health is based on connection to the environment,
ancestors and heritage®. Similarly, Canada’s First Nations Mental
Wellness Continuum Framework integrates traditional healing
with modern care®®, regarding culture as the foundation for a good
life, and prioritizing Indigenous people’s cultural knowledge (e.g.,
connection to the land and community) and language.
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THE ROLE OF LONELINESS

Loneliness, the negative affective state resulting from a subjec-
tively experienced gap between someone’s desired and actual so-
cial relationships®, is common among people with mental health
conditions. Over 80% of individuals with psychosis reported feel-
ing lonely in one large Australian study'. Loneliness is negatively
associated with both social inclusion and quality of life in people
with severe mental illness®®.

Loneliness is typically only weakly or moderately correlated with
the amount of social contact that someone has®. Rather, it is re-
lated to the development or sustenance of meaningful social con-
nections, which provide emotional support, understanding, ac-
ceptance, and a sense of belonging”” ™. Addressing loneliness is an
important element of improving social inclusion for people with
mental health problems.

In the general population, a wide range of interventions can re-
duce loneliness™", including social approaches such as commu-
nity linkage or befriending, and psychoeducation. But the evi-
dence base for how to help reduce loneliness for people with se-
vere mental health conditions is thinner and less promising. A sys-
tematic review published in 2020” included nine trials in people
with severe mental illness, with subjective social isolation or lone-
liness as main outcomes. The interventions tested in these trials, all
in high-income countries, included psychoeducation, social skills
training, and supported socialization, or combinations of these. De-
spite positive findings in some studies regarding the amount of so-
cial contact or support received, none yielded positive results on
the main measure of loneliness or subjective social isolation™. An
update of this review (in preparation) indicates that the field has
not moved on substantively.

Why might it be harder for people with severe mental illness to
develop meaningful social relationships and reduce loneliness?
Two recent systematic reviews collate findings from qualitative
studies about the subjective experiences of loneliness among peo-
ple living with psychosis” and across a range of mental health con-
ditions”®. Contributing factors identified in these reviews are con-
sistent with quantitative and theoretical literature, and are sum-
marized below.

First, people with severe mental illness have smaller social net-
works than the general population”’, and social network size does
not typically increase over the course of contact with mental health
services™. Existing friends and family provide companionship and
can introduce us to their friends and acquaintances. Going to new
groups and social activities can be less daunting with a friend. A
small social network is a difficult starting point for addressing
loneliness and developing new social relationships.

Second, as already noticed, people with severe mental illness
experience high levels of stigma, and this is independently associ-
ated with loneliness”. They report experiencing hostility, ridicule
and fear from others™®. Negative attitudes may extend to sexual
stigma, with these people being viewed as less suitable romantic
partners® and more sexually exploitable®'. While these attitudes
are not universal, they make it harder to navigate social relation-
ships. Moreover, in the context of realities of stigma and discrimi-
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nation, people with severe mental illness may anticipate negative
reactions from others and avoid social contact rather than risk re-
jection”. People may also absorb the negative attitudes of others,
and come to doubt their own likeability or ability to forge relation-
ships””. This may result in “self-stopping behaviors”® which limit
opportunities to develop social connections that might reduce
loneliness.

Third, symptoms of illness may be direct barriers to social inter-
action. For example, anhedonia and blunted emotional response
reduce pleasure from social interaction, and social anxiety, exhaus-
tion or acute psychotic symptoms make it harder to initiate it”>.
Some people with severe mental illness have described the need
to balance their desire for social contact with the demand to limit
stresses to maintain health, which could deter them from social
contact. This was a recurring theme in a recent clinical trial, in
which participants emphasized the emotional burden of taking
part in a programme to reduce loneliness, even though the extra
support was wanted™,

Finally, barriers to social connection for people with severe
mental illness are not all psychological. Lack of money to join so-
cial activities, transport and physical access challenges, and lack of
information about available local groups all make it harder to take
action to extend social interaction and reduce loneliness >,

When asked, people with severe mental illness typically say that
they would like help to enhance their social relationships®, includ-
ing romantic and sexual ones™. But they often find it hard to talk
to staff in mental health services at all about their needs and wish-
es for social connection and reducing loneliness, and are rarely
offered the help they want®®®, This may be partially explained by
the lack of established models of support to help with loneliness
in mental health care. Yet, a wide range of ways by which services
could help these people have been developed. Four broad groups
of interventions have been proposed®: changing cognitions; so-
cial skills training and psychoeducation; supported socialization or
having a “socially-focused supporter”; and wider community ap-
proaches. However, all require further development and evalua-
tion.

Recentyears have seen increasing interest in supporting people
to reduce loneliness, in clinical and public health contexts. Two
current randomized controlled trials will add substantially to the
evidence base for social interventions on loneliness in psychosis™
and treatment-resistant depressiongl. Nonetheless, more research
is needed. While the most effective intervention models will have
to be established through clinical trials, creative collaborative ini-
tiatives in mental health practice are warranted to address the
common unmet need for support with loneliness among people
with serious mental health conditions, thus improving their social
inclusion.

LEGISLATION
We identify four types of legislation that should be scrutinized

for its impact on social inclusion of people with severe mental ill-
ness: equality legislation; legislation that includes discriminatory
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content specific to people with a mental health problem; criminal-
ization of behaviors that may be associated with mental disorders,
such as suicide and suicide attempts or use of illicit substances;
and mental health legislation and policy.

Equality legislation

In the European Union (EU) and the UK, the European Employ-
ment Equality Directive and the subsequent EU Charter of Funda-
mental Rights have led to harmonization of legislation for people
with disabilities along with other protected characteristics (age;
gender reassignment; marriage and civil partnership; pregnancy
and maternity; race; religion or belief; sex; and sexual orientation).
In Germany, both general equality and disability legislation exists.
In the UK, the Equality Act 2010%* superseded the previous Dis-
ability Discrimination Act and covers all protected characteristics.
We discuss this Act here as a comprehensive piece oflegislation, to
exemplify how disability can be defined; types of discrimination to
be covered; coverage of pre-employment questions about health
and disability; and consideration of when disclosure of a disability
isneeded for aspects of legislation to be implemented.

The Equality Act 2010 defines disability as a “physical or mental
impairment which has a substantial and long-term adverse effect
on the ability to carry out normal day to day activities”*. The Act
prohibits several types of conduct. First, it prohibits direct discrimi-
nation, in which someone discriminates against a disabled person
because that person is disabled. Second, it covers indirect discrimi-
nation: a person with a disability can claim that a particular practice
or provision disadvantages persons sharing his/her same disability.
Third, discrimination arising from disability occurs when an orga-
nization treats a disabled person unfavorably because of something
connected with that person’s disability (for example, an employer
dismisses a worker because she has had three-month sick leave).
The Act also refers to third-party harassment due to disability. Em-
ployers are liable for harassment of their employees by a third party
(e.g., a customer) when: the employer knows that the employee has
been harassed; harassment occurred at least twice; and the em-
ployer did not take reasonably practicable steps to prevent harass-
ment recurring.

Assignificant feature of the Equality Act is that it makes it unlaw-
ful for employers to enquire of an applicant’s disability or health,
until that person has either been offered a job or been included in
a pool of candidates to be offered a job when a suitable position
arises. This restriction is qualified by several exclusions: questions
required for national security vetting; making reasonable adjust-
ments to enable the disabled person to participate in recruitment;
establishing whether a job applicant would be able to undertake a
function intrinsic to the job, with reasonable adjustments in place
as required; monitoring diversity in job applications; supporting
positive action in employment for disabled people; and, if the em-
ployer applies a requirement to have a particular disability, estab-
lishing whether the applicant has the disability. Nothing in the Act
prevents employers asking about health-related questions once
recruitment decisions have been taken.

60

While the Equality Act does not obligate disclosure of disability,
a claim for direct discrimination or discrimination arising from dis-
ability can only be made when the employer/organization knew or
ought to have known that the person was disabled; and no duty
arises to provide “reasonable adjustments” if the employer/organi-
zation does not know or could not reasonably be expected to know
that a person has a disability. However, in some circumstances,
disclosure may be obligatory - for example, if a job environment
is such that one’s disability could present a risk to one’s health and
safety or that of colleagues.

Legislation with specific discriminatory content

In theory, legislation that covers any area of life could specify an
exclusion of some people with mental health problems from val-
ued social roles, particularly if it predates equality or disability legis-
lation. The exclusionary criterion may for example apply to anyone
previously and/or currently detained in hospital for treatment un-
der mental health legislation. Identifying whether such exclusions
exist is no small task. Doing so has taken either of two approaches;
we present an example of each below. One involves the scrutiny
of all legislation within one country, with a view to changes within
that country across multiple pieces of legislation; the other exam-
ines legislation from multiple countries covering a specific life area
to inform international action to promote national level change.

Scrutiny of all legislation in one country

The UK Mental Health (Discrimination) Act 2013% brought a-
bout changes to help protect individuals against discrimination on
the grounds of mental health, with the broader aim of destigmatiz-
ing mental illness. It abrogated provisions in several pieces of leg-
islation which could prevent people with mental health conditions
from serving as members of Parliament, members of the UK’s de-
volved legislatures, jurors, or company directors.

Members of Parliament had previously been disqualified if they
had been detained under the Mental Health Act 1983 for more
than six months. The Juries Act 1974 disqualified people from jury
service if they were “liable to be detained under the Mental Health
Act 1983” or were resident in a hospital due to mental disorder.
Companies Regulations for England and Wales from 2008, 2009
and 2011 provided for the termination of a director’s appointment
on grounds of mental health problems.

Scrutiny of legislation across multiple countries
regarding one life domain

In 2010, the EU Agency for Fundamental Rights published a re-
port entitled “The right to political participation of persons with
mental health problems and persons with intellectual disabilities”
9 The project was started after the entry into force of the United
Nations (UN) Convention on the Rights of Persons with Disabil-
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ities (CRPD)” in 2008, and in anticipation of the EU’s ratifica-
tion of it, which took place in December 2010. At the time of the
project, the right to political participation was already legally pro-
tected by international and European instruments. However, the
Agency found that 15 member states excluded people with men-
tal health problems and/or intellectual disabilities from political
participation.

In many countries, deprivation of the right to vote was often di-
rectly, and sometimes automatically, linked to the loss of legal ca-
pacity, in spite of a 1999 recommendation by the Council of Europe
Member States that the deprivation of the right to vote should not
be automatically linked to the loss of legal capacity or any other
protecting measure, such as guardianship. In other countries, in-
dividual assessments were made of a person’s capacity to vote, ei-
ther starting from a policy of exclusion or one of full participation.
Notably, in several countries with no limitations, restrictions had
only recently been lifted. For example, the UK’s Electoral Adminis-
tration Act 2006 abolished a common law rule that a person lacks
legal capacity to vote by reason of mental health problems.

An update to the EU report in 2024 showed that considerable
progress had been made, such that 14 member states allowed full
participation and several others had moved from blanket exclu-
sions to those based on assessments”. However, seven countries
continue to automatically exclude people under legal guardianship
from the voting process.

Criminalization of behaviors that may be associated with
mental disorders

Suicide and suicide attempts

The majority of people who die by suicide have a diagnosable
mental health problem. As of 2025, suicide and attempted suicide
are criminal offences in 25 countries worldwide, such that survi-
vors of attempts are punishable by imprisonment or fines, while
family members of those who die by suicide face fines. In another
27 countries, the legal status of suicide is unclear”’. The situation
has recently shifted in both directions. In 2022, Pakistan decrimi-
nalized suicide, while Jordan passed a new legislation imposing a
fine and six-month prison sentence on those who attempt suicide.

The threat of criminalization may deter people from seeking
treatment after a suicide attempt; and criminalization is likely to ex-
acerbate an attempter’s mental ill health and increase social exclu-
sion through imprisonment and the stigma of criminality. Further,
there is no clear evidence that criminalization deters people from
suicide®. Campaigns such as Decriminalize Suicide Worldwide
highlight these problems and support people in the relevant coun-
tries to speak out against this legislation”.

Substance use
In 2022, Harm Reduction International® reported that, out of

128 countries, 115 criminalized the use and/or possession of drugs
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for personal use. For those with a substance use disorder, this can
reduce access to treatment and increase social exclusion due to
stigma and imprisonment, and there is no evidence that the threat
of imprisonment deters people from drug use. In some countries,
human rights violations occur at inpatient centres for treatment of
substance use dependence, such as beatings and forced labor, de-
nial of health care, and poor sanitation®,

Mental health legislation and policy

Historically, mental health legislation has led to social exclusion
resulting from institutional care which segregated people from so-
ciety and frequently failed to provide treatment of sufficient quality
to promote re-inclusion. Instead, custodial care impaired people’s
skills for everyday living and sense of identity'”’. Modern legisla-
tion seeks to avoid this by ensuring effective treatment in the least
restrictive setting possible.

An important example is India’s Mental Healthcare Act 2017'%,
which represents a full-scale rewriting of that country’s mental
health legislation with the aim of consistency with the UN CRPD®,
that seeks “to promote, protect and ensure the full and equal en-
joyment of all human rights and fundamental freedoms by all per-
sons with disabilities, and to promote respect for their inherent
dignity” The Act covers rights to good quality, geographically ac-
cessible treatment regardless of ability to pay, but also social rights
such as housing when people have been abandoned by their fam-
ily, as part of a commitment that “every person with mental illness
shall: a) have aright to live in, be part of and not be segregated from
society; and b) not continue to remain in a mental health establish-
ment merely because he does not have a family or is not accepted
by his family or is homeless or due to absence of community based
facilities” However, there is the obvious risk that, without extensive
implementation resources and effective destigmatization of men-
tal illness, it will be a long time before the ambition reflected in the
Actisrealized.

India’s Mental Healthcare Act and several recent mental health
legislative reforms elsewhere provide for the expression of ad-
vance wishes in the event of loss of decision-making capacity, in-
cluding preferences and specific refusals for treatment. Research
shows high levels of consumer demand for these advance state-
ments'®'%, They offer significant benefits and opportunities to
patients with severe mental illness, especially those most at risk
for involuntary hospitalization'**'%. Empowering individuals to
express their treatment preferences and to promote early inter-
vention can enhance autonomym, improve therapeutic relation-
shipsmg’log, reduce compulsory admissions'™'% and facilitate so-
cial re-integration by mitigating the disruption to daily life caused
by admission.

A common concern among clinicians is that advance state-
ments may contain refusals of all psychiatric treatment''**? or that
preferences will not meet clinical practice standards'****®. How-
ever, studies show that blanket treatment refusals are very rare,
and that the contents are mostly compatible with standard prac-
tice"'®"7. Moreover, advance statements provide acute care clini-
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cians with valuable information about what has or has not worked
for the statement holder before, and what treatment that person
will accept''®'"”. Nevertheless, potential issues such as legal com-
plexities, communication challenges, and the risk of exacerbating
rather than mitigating racial inequities in access, experiences and
outcomes, as well as resource constraints, must be addressed to
ensure the effective and ethical use of these documents'*®.

A further implementation challenge identified in India is that
mental health care is often oriented to what is best for the fam-
ily, such that decision-making is done by families rather than the
individual service user''®. Therefore, research efforts must shift
towards effective implementation, particularly for those who can
benefit the most from advance statements'2*'?!.

SOCIAL INCLUSION FRAMEWORKS

Explanatory frameworks in psychiatry lie on a continuum, from
those which provide explanations for mental health-related expe-
riences at the individual level through to those locating the experi-
ences within wider social processes.

The explanatory framework influences the importance attached
to social inclusion. When mental health issues are understood as
entirely decontextualized and internal experiences, system re-
sponses are oriented towards resolving the underlying issues in
the individuals rather than supporting access to, or changing, their
wider context. This can result in a primary focus on treating the in-
dividuals with evidence-based interventions, including compul-
sion in their best interests when needed, so that they can be re-
stored, rehabilitated and made ready for future engagement in so-
ciety. Some dangers of this approach are the sharp distinction be-
tween “well” and “ill’; which may create secondary harms of stigma
122 rights violations especially within inpatient and institutional
care'®, secondary traumatization arising from compulsionm, and
a failure to address the underlying social, economic and environ-
mental determinants of health'*.

By contrast, if the mental health issue is understood as entirely
social, then system responses are oriented towards changing soci-
ety to make space for people with mental health issues to be val-
ued, and to lead a contributing and satisfying life. Some dangers of
this approach are that people may not receive effective treatments
126, insufficient support may be given at the individual level to help
people engage in societal institutions'*’; the global under-invest-
ment in mental health services may be exacerbated'?%; and people
with severe and enduring mental health issues may be left to “rot
with their rights on”'%.

So, explanatory frameworks matter for social inclusion. A quasi-
systematic review identified 34 explanatory frameworks, organized
into five types: biological, psychological, social, consumer, and
cultural**’. We group these five types into three broad categories
of model: clinical (biological and psychological), disability (social),
and diversity (consumer and cultural)**'.

The first category of explanatory frameworks in mental health
systems, and the most widely used, is clinical models. Examples
include biomedical, biopsychosocial and cognitive models. Each
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have a number of limitations. Biomedical models are based on the
assumption that a biologically-grounded science of psychopathol-
ogy is possible'*?, although ongoing nosological debates" indi-
cate that this assumption is not yet empirically justified. Biopsy-
chosocial models have been criticized for prioritizing the biologi-
cal*** - as “foundational’, in contrast to the psychological and social
“correlates” of mental illness - and for purporting to offer, but not
actually delivering, a holistic and contextualized understanding.
Specific concerns include the lack of importance ascribed to sub-
jectivity and personal meaning'®; the epistemic weakness of these
models, meaning that they should not be used as scientific frame-
works with explanatory power'’; and their focus on diagnosis over
case formulation'*”**®, Finally, cognitive models place a stronger
emphasis on interpretation mediating experiences. Although
these models have more potential to work outwards from meaning
to the social world, in practice most psychological therapy is based
on similar assumptions to biopsychosocial models'*: psychopa-
thology differs in kind, not just degree, between clinical and non-
clinical populations; psychological disorders reside inside the indi-
vidual; and the clinician’s task is to identify the disorder inside the
person and provide a psychological intervention to eliminate the
internal disorder. More recent psychological models, such as salu-
togenesis'** and the power-threat-meaning framework'*, attempt
to orient more towards societal influences on mental health and
well-being, but have not yet gained international traction.

The second category of explanatory frameworks is disability
models, the most widely used of which is the social disability mod-
el***. Disability models highlight the social foundations of disabling
constraints placed on people with mental health problems. If men-
tal distress is a socially situated response to social circumstances**,
then societal rather than individualized solutions are indicated. An
example is the capabilities approach, which emphasizes the role
of agency for individuals to achieve well-being. This approach was
first articulated by Nobel Prize winner A. Sen'*, and then applied
to health by M. Nussbaum, who explored its implications for jus-
tice, social inclusion, and citizenship'**. The approach has rele-
vance to disadvantaged groups'**, including those with significant
mental health challenges'*®. For example, qualitative research
using the theoretical lens of a capabilities approach concluded
that “systems and professionals tend to shape social outcomes for
people with mental distress through regulation and containment;
however, the application of capabilities draws out the complexi-
ty surrounding this, the agentic, social and structural working in
tension, and the power of the mental health system not removing
peoples’ agency”'*’, which captures the intricacies many clinicians
are aware of when confronted with socially situated mental health
problems. Social models of disability have evolved with different
emphases - e.g., the Scandinavian emphasis on social regulation
and societal participation'*® contrasts with the North American fo-
cus on civil rights'*, An influential framework developed at Yale
University emphasizes the five Rs of citizenship: rights, responsibil-
ities, roles, resources and relationshipslso. However, the evidence
is that social models have not significantly impacted on public
mental health'®!. As the British Medical Association putit, “Doc-
tors struggle to support patients’ mental health in a society which
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has not addressed social determinants, including poverty and rac-
ism”**2,

The third category of explanatory frameworks is diversity mod-
els, the most widely used of which is mental health recovery'>.
Other examples include Mad Pride'** and spiritual emergence'* .
These frameworks intersect with new ways of doing research, such
as survivor research'®®, Mad Studies'”’, and citizen science'®, Di-
versity models use standpoint epistemologies to give primacy to
the lived experience of individuals and groups, and criticize sys-
tems developed around professional priorities. They place an em-
phasis on inclusive and participatory approaches to both research
and practice: “Nothing about us without us” A recovery orientation
is the most incorporated - although some argue institutionalized"*
and co-opted'® - diversity approach within mental health system:s,
and has underpinned system transformation towards approaches
to improve social inclusion, such as shared'®" and patient-led"® de-
cision-making, a focus on ciu'zenship163 and human rightsm, and
the development of new approaches including mental health peer
supportwork'® and Recovery Colleges®. In relation to social inclu-
sion, a recovery approach highlights the impact of social and en-
vironmental conditions'®. This leads to foregrounding of social
and community aspects, including social relations'®”, social move-
ments'®, the influence of politics on experiencelﬁg, the role of ac-
tivism'™, and the imperative of social jusﬁcem.

Explanatory frameworks as a conceptual resource to improve
social inclusion are available but have not been widely used. The
dominance of clinical models in relation to resource allocation
and institutional power structures may favor social exclusion, both
directly by responsibilization (making the individual responsible
for societal issues' %) and indirectly by channelling resources away
from societal change towards individual treatment. It may be ar-
gued that addressing social inclusion will require a mental health
system and workforce with conceptual competence. For example,
clinicians need training in epistemic pluralism - actively cultivat-
ing a plurality of “systems of knowing”'”® - in order to develop the
epistemic humility'** to apply different models.

INCREASING ACCESS TO VALUED ROLES
Employment

The ability to provide for oneself and others is key to social inclu-
sion across most societies'”'®, Not only does it offer the material
means needed for many aspects of community participation; it
also confers social status. Consistent with this importance, em-
ployment is associated with fewer experiences of discrimination
among people with severe mental illness', and is an aspiration
held by most of these people'””. Here we discuss increasing access
to employment in terms of interventions delivered through mental
health services, and actions on the part of employers.

A wide range of strategies can be used by mental health ser-
vices, including: a) pre-vocational strategies (simulated work,
work in protective factories and sheltered workshops); b) system-
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atic involvement of families and wider social networks to help with
job finding and facilitate work in family business; c) supported
employment strategies (job analysis and matching, job finding,
job coaching, trial placement, work visits to observe real work and
assist with performance appraisals); and d) entrepreneurship and
self-employment initiatives'"®.

Supported employment strategies include a highly specified
model known as Individual Placement and Support (IPS), in which
employment specialists embedded in clinical teams aim to support
participants who would like to work in a rapid search for competi-
tive employment, and then provide time-unlimited and individual-
ized support to participants and employers. Membership of clinical
teams facilitates identification of people who wish to work, while li-
aison with the work environment allows specialists to identify sup-
portive employers and ensure compliance with equality legislation,
for example in provision of reasonable adjustments to help people
perform their job.

Several recent trials of supported employment, including the
IPS, have tried to improve the success of the model through aug-
mentation with various interventions, including cognitive train-
ing/remediation'™ '8, cognitive therapy'®, job-related skills train-
ing'®, and the use of the CORAL (COnceal or ReveAL) decision aid
regarding disclosure to a prospective or current employer'.

While the above strategies are in use in several countries, and
many have a good evidence base'®’, many people with severe men-
tal illness spend long periods with only access to primary health
care, including in high-income countries. A scoping review pub-
lished in 2018 identified locating employment interventions in pri-
mary care as a promising approach, although facing multiple bar-
riers to implementation'®. Vocational rehabilitation through pri-
mary care may be targeted to people with common mental health
problems'®, but less accessible or ill-suited to people with severe
mental illness.

A limitation of the IPS is that it is better suited to countries in
which working for an employer is the norm. Self-employment strat-
egies may need to be emphasized where unemployment rates are
high, such as in many low- and middle-income countries (LMICs).
Implementation strategies also need to vary in urban compared
with rural areas. For people with severe mental illness, employ-
ment rates have been found to be higher in rural areas”’, despite
relatively poorer access to treatment. These studies identified that
the agrarian sector (farming or fishing), in which the great majority
of survey participants worked, is more flexible than most other sec-
tors, and more often involves other family members, allowing for
periodic disability or a degree of long-term impairment.

Employers in many countries have become increasingly aware
of the impact of mental ill health on absenteeism, presenteeism,
productivity and financial outcomes. However, workplace interven-
tions usually focus on common mental disorders, as does research
on such interventions'®. The lower prevalence of severe mental ill-
ness, and the lower employment rate of people with such illness,
malke it less likely that employers will identify the need for interven-
tions for this group. This may compound the difficulties faced by
these people, and increase their reliance on mental health services
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to support them into employment. This suggests an important role
for supported employment specialists: while they work with em-
ployers to support individuals, they may be able to effect changes in
employer behaviors in relation to potential employees with severe
mental illness. However, studies of supported employment only
evaluate individual level outcomes of trial participants rather than
including employer level outcomes'.

While interventions delivered by mental health services and
action by employers can promote employment, other factors con-
tribute to the ability of people with severe mental illness to obtain
work, such as the general unemployment rate, the nature of the
labor market, and any welfare benefits system'®. As a form of in-
come replacement, welfare payments contribute to social inclu-
sion by allowing a degree of community participation, and may
facilitate fulfilment of unpaid but valued social roles such as car-
ing for dependents or voluntary work. Lack of access to welfare
benefits can lead to great financial strain on family members, des-
titution in the absence of paid employment'®*'%, or a sense that
people with mental illness are discriminated against in relation to
the benefits system194’195. On the other hand, the impact on bene-
fits of working and/or losing work can deter people from seeking
employment'”". While there are studies of separate services to in-
crease the uptake of welfare entitlements'®®, there is little research
on how the welfare system itself can best provide both income
support and support to gain employment for people with severe
mental illness.

Housing

Severe mental illness can lead to homelessness even in coun-
tries with welfare systems, for example when illness and hospital
admission lead to eviction for non-payment of rent or a mortgage.
People with comorbid substance use disorders are particularly at
risk, due to the impact of these disorders on personal finances and
on social networks'®”. One way to avoid these problems is through
direct rent payments to landlords, for example when someone is
already behind in rent payments. This requires legislation, which
has to consider what process for consulting with the tenant there
should be before this is done.

The Housing First intervention provides a tenancy on condition
of community mental health service engagement, as part or all
the rent is covered at the start of the intervention. Several trials of
this in North America and France have shown positive results on
housing stability and other outcomes important in terms of social
inclusion. For example, at 4 years follow-up, the French Housing
First participant group had better quality oflife in two respects (au-
tonomy and intimate relationships), lower symptom levels and
lower use of hospital services'*.

In countries with little or no disability welfare payments, lack of
employment creates dependency on family members who may or
may not be able and willing to support their relative. This depen-
dency and the risk of homelessness may be exacerbated in coun-
tries which also have low coverage of treatment for severe mental
illness.
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Education

Education can facilitate social inclusion through a wide range
of opportunities for paid employment, self-employment or volun-
tary work, and by acquisition of skills and knowledge that facilitate
choosing and developing leisure pursuits.

However, there is less research on interventions to increase ac-
cess to education as compared to employment. A recent review'®®
identified five randomized controlled trials (RCTs) which reported
education outcomes in people with severe mental illness, though
only one intervention was aimed specifically at educational out-
comes rather than employment'*. This skills training-based in-
tervention - which taught various skills, including study, time
management and basic computer abilities - was the only one to
report significant benefits compared to usual care in successful
enrolment in education at 6 months.

A pattern emerged from two studies using the IPS model****"!
such that this intervention was associated with short-term ben-
efits in getting participants into education. However, treatment-
as-usual control groups caught up, such that similar proportions
were studying at longer-term (12-24 month) follow-up. Two other
pre-vocational skills training interventions which reported educa-
tion outcomes, including one that added cognitive therapy””* and
another involving job-related skills training®”, did not find im-
proved education outcomes in the medium or long term.

Recovery Colleges provide adult education tailored to people
with lived experience of mental illness, while also being open to
their informal supporters, mental health staff, and in many cases
the public. They are based on principles of mental health recovery,
co-production between people with lived experience of mental
health problems and professionals, and adult learning”***®. The
first college opened in 2009 in London, and since then numbers
have grown: in 2021 there were 88 colleges in England®’, and in
2022 there were 221 colleges globally, spanning 28 countries*”,
Most colleges around the world exhibit high fidelity*”, though
they operate differently. For example, relational and long-term as-
pects of recovery are emphasized in Japan, compared with a focus
on personal learning and skills acquisition in England®".

Recovery Colleges have potential to support social inclusion
in three ways. First, intended outcomes for students with mental
health issues who attend a college include improved occupational
opportunities, expanded social networks and strengthening of ex-
isting relationships, less social isolation, and attainment of socially
valued roles such as partner or parent™'’, in addition to that of stu-
dent. Second, a cluster analysis of Recovery Colleges in England
identified three distinct types of college: strengths-oriented, with a
health service focus; community-oriented, with a community and
social connection focus; and forensic>”. The community-oriented
colleges work closely with local community networks, encourage
local people with no existing connection to the mental health sys-
tem to be students alongside people who use mental health ser-
vices, thus addressing community stigma, and create routes into
accessing community resources, such as mainstream educational
and employment opportunities. In pursuit of stigma reduction
and access to mainstream education, some Recovery Colleges are
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part of, or affiliated with, mainstream tertiary education providers.

Finally, Recovery Colleges provide a place for students to expe-
rience doing, being, becoming and belonging”'?, and the latter two
mechanisms create social inclusion outcomes. For example, the
role of peer trainer is transformative for individuals in identifying
their lived experience as an asset providing a route to employment
rather than a deficit requiring treatment, and some students tran-

sition to paid or voluntary roles within the college®".

Caregiving and parenting

A recent evidence synthesis on interventions to improve the
social circumstances of people with mental health conditions did
not find any systematic reviews or RCTs directly addressing the
achievement or sustainment of intimate partner or family mem-
ber roles, or maintenance of informal caring roles or custody of
children'®®,

Caregiving for adults as a valued social role has particular cul-
tural importance in societies which emphasize the responsibility of
members of younger generations to care for those who are older,
such as those in which the influence of Confucianism is strong; and
where access to formal services for support for frail or disabled peo-
ple is limited. Research into the experience of family members of
people with severe mental illness has shown that, while there are
some negative aspects to this experience, there are also positive ones,
including reciprocal caregiving”**. Itis, therefore, important that peo-
ple with severe mental illness are not excluded from interventions
to support caregivers, whether inadvertently or intentionally.

Available data suggest that around two-fifths of people with se-
vere mental illness become parents, with a higher rate for women
than for men. Similarly, a higher proportion of women have either
their own children or stepchildren living with them?". There is
some indication that these rates are increasing, likely due to in-
creasing proportions of time living in the community and less time
taking antipsychotics, which reduce fertility by increasing prolactin
levels*'®.

People with severe mental illness experience a range of difficul-
ties as parents, due to symptoms, medication side effects, comor-
bid physical or substance use disorders, and internalized, interper-
sonal and structural stigma®"*'®, As a result, a range of recommen-
dations have been made to create a system-wide, strengths-based,
approach to supporting such parents, commonly referred to as
family-focused practice. These include policy recommendations
to reduce stigma and socioeconomic adversity and increase provi-
sion of trained staff; training to health and social care staff working
with parents and children; monitoring, psychosocial support
and respite care for children; and psychoeducation, practical and
psychological support for parents®"”. Currently, implementation
of family-focused practice is variable and challenging, not least
because of the dual focus on adult and child family members re-
quired from service providers®'®.

Overall, the evidence from a range of countries suggests the po-
tential effectiveness of parenting programmes tailored to people
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with severe mental illness. However, a recent systematic review
found that, while such interventions have been developed, only
one small trial (N=50), from which no data could be extracted, has
been published®.

Romantic and intimate relationships

Intimate relationships are those involving romantic love, physi-
cal intimacy or sexual activity. These relationships are “a central
aspect of being human”?*', They are valued by most people with
severe mental health problems as a key facilitator and indicator of
recoverygs. Yet, in clinical contexts, about two-thirds of these peo-
ple are single****, They often report struggling to form and main-
tain romantic relationships***. For people with psychosis, satisfac-
tion with their sexual life was the lowest rated of all life domains®.

People with mental health problems commonly experience
sexual stigma. Surveys of the public suggestthat, formanypeople,
mentalillnessis seen as a “dealbreaker’ leading them to reject a poten-
tial romantic partner®. At the same time, people with mental health
problems are viewed as more “sexually exploitable” than others®,
leaving them vulnerable to unwanted or upsetting sexual contact.
People with mental health problems often absorb these attitudes
and experience sexual stigma, e.g. believing that they are not viewed
as acceptable romantic partners*?,

Relationship status satisfaction is inherently important, and is
associated with higher well-being®. Romantic loneliness, more
than family or social loneliness, is associated with suicidal behav-
iors®®”. Despite the importance of positive romantic/intimate re-
lationships for many people who use mental health services, and
their challenges in achieving them, these people often experience
staff as uninterested in their problems in this area®. This has been
described as the “institutional silencing of sexuality” in mental
health care’”®. Mental health staff report numerous barriers and
reservations to discussing people’s wishes and needs regarding ro-
mantic/intimate relationships, and a lack of resources or guidance
to support them in this respect®?2%2%2,

We identified two small pilot studies of group interventions in
mental health settings to help people with severe mental illness
develop intimate relationships®*****, Both involved only men, with
first-episode psychosis, and used psychological approaches. One
brief paper from 2006* described an innovative social relation-
ship agency in a voluntary sector organization in England dedi-
cated to helping people recovering from a mental illness find and
sustain social relationships. The programme comprised three ele-
ments: regular social events; group training about how to initiate
and manage friendships and romantic relationships; and individu-
al coaching to discuss past or present relationships and offer prac-
tical suggestions about finding a partner. However, there was no
formal evaluation, and the service is no longer running. There is,
therefore, an absence of established models of support with needs
for romantic/intimate relationships suitable for mental health care
contexts, although fulfilling these relationships is a cornerstone of
feeling socially included and belonging for many people.
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Community engagement

Abroad approach to community engagement is to consider as-
pects of citizenship, as exemplified by the Citizenship Project™,
developed in the US for people with severe mental illness, whose
aim is to support personal recovery by fostering the five Rs of citi-
zenship described above (i.e., roles, resources, responsibility, rela-
tionships and rights).

The intervention involves peer mentorship, a citizenship-based
curriculum, and “valued role projects”. Peer mentors help partic-
ipants identify and achieve goals, share strategies for supporting
recovery, and advocate for participants’ access to important social
determinants of health, such as employment, housing, social ser-
vices and education. The citizenship-based curriculum is taught
by a community advocate and supports problem solving, life skills
acquisition, knowledge of community resources, and social net-
work development. Specific classes focus on self-advocacy, hous-
ing, relationship building, and social integration. In valued role
projects, people draw on their lived experience and curriculum to
develop, lead and participate in projects aimed at supporting oth-
ers in their community. Participating in this intervention was as-
sociated with a decrease in substance use and an increase in satis-
faction with quality of life, employment, finances and social activ-
ity*®.

Turning to specific activities, engagement in community arts, vol-
unteering or social groups offers critical opportunities for individ-
uals to build social connections, enhance their coping strategies,
and develop a sense of belonging. Participants in community pro-
grammes are often motivated by the opportunity to connect with
others and the chance to experience positive emotions through
shared activities™”.

For example, the “Art Lift” intervention, which offered ten weeks
of art delivered by an artist in UK general practice, showed signif-
icant improvements in well-being among participants with men-
tal health problems®®, This intervention provided a safe space for
creative expression through various art forms, such as painting,
ceramics and poetry, facilitating the development of social net-
works and reducing feelings of isolation. However, this programme
was not focusing on people with severe mental illness, and there
are likely to be barriers - such as lack of motivation, opportuni-
ties, confidence, and social skills - to participation of these people
in programmes of this kind. So, there is a need to develop specific
projects that can be successfully implemented across a range of
settings, and to identify enablers to participation and address the
above-mentioned barriers”".

There is some evidence® that group and facilitated nature-
based interventions - including green exercise, therapeutic horti-
culture, and therapeutic offers such as forest bathing (i.e., immers-
ing oneself in the forest environment through mindful, sensory
engagement) - can improve mental health. While there is limited
evidence for these interventions in people with severe mental ill-
ness, their focus on low-pressure, structured exposure to the natu-
ral environment makes them possible candidates for further devel-
opment and testing.

Overall, this preliminary evidence suggests that social prescrib-
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ing, arts-based and nature-based interventions, integrated into a
structured multi-component programme, may be effective in fos-
tering social inclusion in people with severe mental illness. Addi-
tional research is needed to refine their design and break down
barriers such as low motivation and confidence, leading to more
accessible and sustainable models for these people. Future studies
should prioritize optimizing delivery models, evaluating feasibility
and acceptability, and identifying the core mechanisms that can
support sustained participation.

THE ROLE OF MENTAL HEALTH PROFESSIONALS

What can clinicians and other front-line practitioners do to sup-
port social inclusion? We identify example approaches relating to
knowledge, attitudes and behavior.

At the knowledge level, clinicians can develop an understand-
ing about the problem. Several UN reports®***** have identified
rights violations as still frequent in mental health systems interna-
tionally. Global issues include institutionalization, isolation, seg-
regation, and control through involuntary and compulsion-based
approaches to management of people with mental health issues,
especially those in crisis******. In relation to human rights legisla-
tion, the CRPD* was adopted in 2006, and has since been ratified
by 185 of the 193 UN member states. The Convention comprises
50 articles describing the rights of persons with disabilities, includ-
ing those arising from mental health issues, to independent living,
education and employment, health, habilitation and rehabilita-
tion, food, clothing, housing, justice, transportation, information
technology, and voting. Articles 12 (being allowed to exercise legal
capacity) and 14 (not being deprived of liberty unlawfully or arbi-
trarily) are particularly challenging to current mental health prac-
tice.

To address widespread non-compliance with CRPD at national
level, the World Health Organization (WHO) developed in 2012
the QualityRights framework®*®, which provides a range of re-
sources to monitor and improve quality and respect for human
rights. Of specific relevance to clinicians is the e-training tool-
kit published in 2022%% which is intended for use by all mental
health stakeholders, including clinicians. The training is available
in multiple languages, and the toolkit comprises core and special-
ized modules. Core training covers human rights, legal capacity,
recovery and freedom from coercion, violence and abuse. Spe-
cialized training covers recovery practices, strategies to end seclu-
sion and restraint, and supported decision-making and advance
planning.

The QualityRights approach has been implemented in many
countries, includir1gAfghanistan247, Brazil®®®, Czech Republic249 and
Lithuania®'. There is emerging evidence from Ghana®', Iceland
2 and India'®* that completing QualityRights e-training leads to
beneficial staff attitudinal shifts. Integration with the World Psy-
chiatric Association (WPA) programme on implementing alterna-
tives to coercion in mental health care is underwaym. In India, a
pragmatic trial, involving implementation of QualityRights at six
publicmental health services, showed that, over a 12-month period,
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the quality of the performance of those services receiving the
QualityRights intervention improved significantly. The mental
health professionals at the sites showed substantially improved at-
titudes towards service users, and these users reported feeling
significantly more empowered, and satisfied with the services
offered. Caregivers at the intervention services also reported amod-
erately reduced burden of care'®.

At the attitude level, clinicians can develop an orientation to-
wards supporting people’s personal recovery (i.e., living a mean-
ingful life in the context of mental illness)'*****, An international
consensus has emerged about orienting mental health systems
towards personal recovery and associated values such as rights-
based and person-centred care. This orientation is now recom-
mended by national policies in many countries, for example Aus-
tralia®®®, Canada®®, Hong Kong257, India®®® and the UK*, as well
as in multinational guidance®*%?, Cultural adaptations of the
concept of personal recovery have been investigated globally, for
example in Brazil®®, Iapan264, Poland®®, Spainzsf’, South Africa®®”
and Taiwan®®®,

Arecovery orientation improves social inclusion: “People do not
recover in isolation. Recovery is closely associated with social inclu-
sion and being able to take on meaningful and satisfying social roles
within local communities, rather than in segregated services”*®. In-
deed, facility-based mental health care is on its own not equipped
to meet social needs, such as addressing poverty and social isola-
tion. Itis, therefore, important to map resources that already exist in
the community, and to maximize their accessibility by people with
severe mental illness, also by establishing good working relation-
ships with key people in the relevant sectors®".

The impact of a recovery orientation on psychiatric profession-
al practice and education has been explored in Austria®”’, New
Zealand?”, the UK*”? and the US*™. Implementation approaches
- and transformations from traditional practice - identified in sys-
tematic and umbrella reviews*"**® include developing an organi-
zational commitment to recovery” ', centering organizational cul-
ture around lived experience®”, facilitating access to community-
based participatory arts*”® and leisure activities?®, supporting the
social relationships which drive recovery®®', and political engage-
ment to address structural discrimination®®?,

At the behavior level, an important approach to improving so-
cial inclusion is focusing on decision-making style in clinical prac-
tice. A 2023 umbrella review found that decision support tools
addressing social inclusion (e.g., social prescribing, work, lifestyle,
housing, social/leisure activities) are needed, since most existing
decision aids focus on psychopharmacological treatment®®. One
exception to this is the CORAL decision aid regarding disclosure
of a mental illness in the employment context, relating to either
current or potential future employment''.

A promising development is peer-facilitated decision-making,
in which peer support workers assist with decision-making as part
of their wider role®®*. Peer support workers are oriented towards
community engagement and integration, being well-placed to
support social inclusion goal-setting and goal-striving.
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PEER ROLES

Peers are a new resource emerging internationally to support
social inclusion. A peer is someone with direct, first-hand past
or present experience of an issue*”. In a mental health context, a
peer will typically have personal experience of mental health is-
sues, whether formally diagnosed or not, and/or using mental
health services.

This lived experience provides one type of knowledge. Other
types of knowledge arise from loved, labored or learned experience
%86 Loved experience emerges from a role as a carer, family mem-
ber, friend or colleague of a person with mental illness. In mental
health, sometimes the term “peer” is also used to include loved ex-
perience. Labored experience is gained through work roles, such
as clinician, police officer or teacher. Learned experience is obtain-
ed through researching or studying mental health and associated
systems.

These four types of knowledge are not distinct. Many clinicians
and researchers have a dual identity of both labored/learned
and lived/loved experience*. For example, a national survey in
the UK found that 40% of clinicians also have lived experience,
and 75% also have loved experience®®. The integration and use
of this lived and loved experience within clinical practice can be
challenging®®***°. However, therapist self-disclosure supports re-
covery”"*? and decision-making frameworks for staff with dual
identity are emerging®®.

Arecovery orientation tends to emphasize loved and especially
lived experience. One benefit of this re-orientation is an increased
emphasis on social inclusion. Indeed, there is a growing body of
evidence showing a positive impact on social inclusion for peo-
ple receiving peer support, including increased social function-
ing®®*, higher satisfaction with family life and sense of community
belonging®”, improved social network support™®, and stronger
community integration®”’. The peer support worker also benefits:
an umbrella review found that this role provides a route back into
employment and improved social inclusion for the worker*®.

The Indian state of Gujarat used the WHO's framework®* to
bring reform of mental health services since 2014-2016. One of
the key developments was to introduce peer support volunteers
in these systems to practice a recovery-oriented approach. These
were people with lived experience of severe mental health con-
ditions seeking care and treatment at the six intervention sites,
volunteering part-time to support other persons with lived experi-
ence to fill out their recovery plans, and to organize and conduct
monthly peer group meetings. One of the significant policy shifts
towards sustaining this project was the provision of resources by
the government of Gujarat since June 2016. The current funding
provides for 35 peer support volunteers with a plan to increase
their numbers over time*”.

A model of peer-like support that promises to be acceptable,
feasible and scalable comes from rural India®®. In this model,
called Atmiyata (which means shared compassion and empathy
in local language), community volunteers are trained to become
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"champions" or "friends", providing support and basic counseling
to people with mental health problems, connecting them to social
resources, and referring those with severe mental health condi-
tions to the public health system.

Despite the growing interest in peer support, several challenges
remain for integrating this support within formal health systems
and for it to be seen as a legitimate intervention. In a primarily bio-
medical model, where people with lived experience have the least
power, a peer support intervention requires an ecosystem change
to arights-based and recovery-oriented perspective. Further chal-
lenges are the need to develop peer support models that are co-
designed with the communities, that really follow peer support
principles in spirit and practice, that are evaluated for their effective-
ness, and that have sustained funding pathways.

ADVOCACY

Advocacy has long been recognized internationally as a central
component of mental health policy*”". With a view to social inclu-
sion, it is important to distinguish between advocacy which is part
of the role of health and social work professionals302, and the des-
ignated role of a patient advocate acting independently*®,

Taking the former, the potential impact that physicians’ advoca-
cy can have in reducing discrimination®”* has been acknowledged,
agreeing that professionals could champion much needed struc-
tural changes through health care quality improvement and devel-
opment of new policies. Mental health professionals can highlight
service users’ barriers to seeking and engaging with treatment, ob-
stacles to rehabilitation due to discrimination in employment and
within social networks, reluctance to pursue economic and social
opportunities due to the anticipation of discrimination, and nega-
tive self-evaluation due to internalized stigma*®.

In other fields of medicine, especially primary care, there is an
increasing focus on physicians’ social accountability and advoca-
cy. Several North American organizations have expressed a press-
ing need for advocacy training in medical education®*. The Royal
College of Physicians and Surgeons of Canada published a Phy-
sician Competency Framework, introducing health advocacy as
one of six main competencies. The role of health advocate was de-
scribed as “to determine and understand needs, speak on behalf
of others when required, and support the mobilization of resourc-
es to effect change”*””. These competencies have been adopted for
psychiatry training in several countries, such as for instance Ethio-
pia®*®, where psychiatrists are likely to be called upon to develop
policy, services and training, and to join with service users to ad-
vocate for better services.

Across many countries in the Global North, including the UK
and Ireland®”®, New Zealand, Australia and Canada®", advocacy is
also provided independently from statutory and mental health ser-
vices, an approach identified as a foundational principle. Indepen-
dent advocacy has been characterized by its potential to empow-
er people through social inclusion, equality and social justice*"'.
Moreover, the emphasis on advocacy’s independence has been to
mitigate against the potential for conflicts of interests, as the best
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interests of health professionals will not always align with those of
service users®”,

Other forms of advocacy have a role in fostering social inclu-
sion®"?., Citizen advocacy is centred on the involvement of unpaid
volunteers trying to ensure that the voice of vulnerable people is
heard. Peer advocacy involves somebody with lived experience
functioning as an advocate by virtue of sharing a similar experi-
ence. Collective advocacy can include lobbying for improved ac-
cess to mental health services, housing, work, education, and basic
resources. Research documents the role of mental health service
user organizations involved in collective forms of advocacy, as well
as the precarity of this work due to resource limitations®'?.

When considering the role of advocacy, understanding how cul-
ture can influence expectations and activities is part of developing
a stronger evidence base. In a recent review*'®, drawing mainly on
collective advocacy, it was found that, within the Argentinian con-
text, civic participation was a central part of belonging and identity,
offering a fertile ground for involvement in mental health activism.
Similar facilitators to involvement in mental health advocacy were
noticed in South Africa, in relationship to the Treatment Action
Campaign. These cultural conditions were found to contrast with
the situation in Ethiopia, where civic participation is less common,
making it challenging for advocates to negotiate the terrain and in-
fluence change.

STRATEGIES TO REDUCE STIGMA AND
DISCRIMINATION

At the structural level, changes to discriminatory laws and im-
plementation of equality legislation that includes people with
mental illness have been discussed above. Structural level discrim-
ination can in addition be addressed through interventions target-
ed to key occupational groups with the aim of creating organi-
zational change. This includes both groups who have societal in-
fluence such as media professionals, and groups with professional
contact with people with severe mental illness, such as health care,
emergency service and criminal justice professionals. Finally, in-
terventions can be aimed at the general population.

Media professionals

Mass communication sources, including the news media, pro-
vide fundamental frameworks through which most people come
to perceive and understand the contemporary world. When mass
media frame a group in a negative light, this propagates prejudice
and discrimination. Media often reinforce common stereotypes
of people with severe mental illness by providing a negative image
of such people, who are labelled as dangerous or unpredictable
314316 Hence, whether intentionally or not, they may become so-
cial structures for perpetuating stigma>".

Media professionals have therefore been a target group for behav-
ior change interventions, most commonly the provision of guide-
lines on reporting, with or without monitoring to allow media
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outlets to be held accountable when guidelines have not been
followed®'®. Other interventions have comprised contact-based
education for journalists and journalism students.

Given the effectiveness of guidelines for reporting on suicide®'?,
and of contact-based education for stigma reduction among other
groups'®, these approaches are promising and worth consider-
ing, though a systematic review of research on such interventions
found limitations with respect to small sample sizes and short-

term follow-ups®'®,

Health professionals

A recent umbrella review”® found that 68 reviews have been
published since 1994 on stigma reduction interventions among
health care staff and students. These focused on pre-qualifying stig-
ma reduction programs for trainees, such as nursing and medical
students, and in-service programs for qualified staff. More recent
reviews have covered community pharmacy staff and students®",
and physiotherapy professionals and students*??, reflecting the rec-
ognition that stigma reduction is important for the provision of good
quality care by all professionals. The stigma-related outcomes in-
cluded changes in knowledge, attitudes, and clinical skills, as well
as clinical confidence and self-efficacy*****, Six meta-analyses re-
ported small to medium effect sizes in improved attitudes; a range
in effects on knowledge from negligible to large; and medium to
large effects sizes in clinical skills*** >,

A consistent finding is that interventions for health care profes-
sionals are more effective when tailored to the professionals’ clini-
cal setting and training requirements, for instance by covering spe-
cific diagnoses or providing tailor-made contact interventions®".
Another is that the evidence for improving attitudes is greater for
students in clinical settings where patients demonstrated recov-
ery>>2, Two reviews suggested that interventions should be re-
peated regularly to sustain changes over time*****, Many reviews
recommend including people with lived experience in the design
and evaluation of stigma interventions, in addition to providing
contact through live or filmed recovery testimonials®****. Some
studies reported that both live and filmed contact were more often
associated with better outcomes on stigma-related knowledge and
attitudes than were educational interventions alone®®® or interven-
tions with only one form of contact™®.

Two reviews focused on e-interventions for professionals, both
reporting improved knowledge and attitudes, more humane treat-
ment of service users, and reduced use of coercive methods**"*%,
Fully online interventions are effective at stigma reduction when
they are multi-component, including educational tutorials, case-
based instruction, and practice-based learning337. Internet-based
anti-stigma campaigns have also been reported to reduce stigma-
tizing attitudes among health care staff**.

The use of digital interventions and simulations - e.g., “serious
games” or standardized role plays with actors or virtual patients -
has increased in part due to COVID-19 pandemic restrictions. In
all the studies reviewed, there was a benefit of simulations on stig-
ma reduction®**¥**, A meta-analysis showed a small to medium
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effect size on learners’ attitudes, and a large effect size on clinical
skills at immediate follow-up for simulation interventions, as well
as sustained benefits three months later®?, Another review report-
ed that staff empathy improved with narratives of students’ per-
sonal experiences, exposure to individuals with lived experience,
and reflective sessions, but did not improve with simulations, sug-
gesting that direct contact and practice-based components are
necessary for more positive effects on stigma reduction®**, Similar-
ly, the authors of a review on virtual reality interventions for health
care and other students recommended that, while these have
some potential, they should not be used in isolation and instead be
combined with direct contact and education®**,

Few such studies have been conducted in LMICs**** with
China being the most frequently represented middle-income
country***3323% 1t is clear that greater emphasis is needed for
long-term collaborations between LMICs and high-income coun-
tries to pool resources and data®’; assess the sustainability of im-
pacts or effectiveness®’; and develop cultural adaptations of the
anti-stigma programs™*"**, A further key challenge is that not all
studies have used well-adapted outcome measures for stigma
and discrimination, particularly in LMIC settings>*>**63%0353 Re-
searchers recommend more mixed methods with qualitative com-
ponents®™*, Cost-effectiveness was also a common research gap
33434735 a5 were meta-analyses®™***,

Stigma reduction interventions aimed at health professionals
rarely address issues such as access of people with severe mental
illness to screening for and management of physical health condi-
tions. However, health professionals have a key role in preventing
and addressing discrimination of these people regarding physical
health care.

For instance, one contributor to poorer survival rates of peo-
ple with severe mental illness after cancer diagnosis is unequal
access to cancer screening™ >, A Western Australia data linkage
study found that these people are more likely to present with me-
tastases at diagnosis than the general population. This and other
studies have found that these patients are less likely to get surgery
and radiotherapy, and receive fewer chemotherapy sessions®".
Among women, delays in help-seeking are particularly problem-
atic, because of their increased risk of invasive cervical cancer, due
to the higher prevalence of risk factors such as sexual abuse and
risky sexual behavior. As routine cancer screening becomes more
widespread, programmes to ensure its equitable implementation
in people with severe mental illness are needed, requiring collab-
oration among mental health, primary care and radiology profes-
sionals®®,

Areview of cancer screening, prevention and treatment™’ iden-
tified three factors which may play a role in reduced rates of on-
cology treatment uptake in people with severe mental illness: frag-
mented health services (primary, oncology and mental health
care), health professionals’ stigmatizing attitudes and behavior,
and diagnostic overshadowing (i.e., the attribution of symptoms to
the mental condition, which may delay appropriate diagnosis and
treatment)*®.

Strategies to promote equitable access to and uptake of effec-
tive screening and early treatment of physical health conditions
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in people with severe mental illness are key priorities, and should
make use of existing evidence such as that on informed choice
tools®®' and implementation science®®. Prejudicial assumptions
by health professionals concerning, for instance, non-attendance
at appointments or poor adherence to treatment*® should be ac-
knowledged as forms of discrimination and become the target of

specific anti-stigma interventions.

Mental health professionals

While some evidence on mental health service users’ experi-
ences of discrimination®***% suggests mental health profession-
als as a target for stigma reduction intervention, any such inter-
vention needs also to take into consideration these professionals’
potential role in helping service users respond to discrimination,
or acting in other ways as an anti-stigma change agent>®®. For ex-
ample, qualitative interviews of a sample of the CORAL interven-
tion group showed that many participants wanted to discuss their
decision with a mental health professional in conjunction with
working through the decision aid**".

A 2024 systematic review™ of the feasibility and effectiveness
of training for health professionals in anti-stigma competency or
related skills retrieved 39 studies, four of which reported interven-
tions for mental health care professionals®>***3"!, The content of
programmes varied: some covered mainly interpersonal stigma
reduction, others focused on social determinants of health, and
some included advocacy at the structural level. While there was
some evidence of effectiveness, it proved difficult to compare ef-
fectiveness across programmes, given the wide variety in content,
duration, teaching methods, and outcome measures. Most studies
were carried out in high-income countries, making it difficult to
assess feasibility for LMICs. The authors concluded that, to maxi-
mize its relevance to the communities served, any intervention for
mental health care professionals needs to link to the professionals’
roles; be developed following a situational analysis; and include
local people with lived experience of mental health problems in
the delivery. Training should use interactive delivery methods,
and evaluation should examine behavioral change.

Following this review, members of the INDIGO Partnership
research team developed Responding to Experienced and Antic-
ipated Discrimination training for health professionals working
in mental health services (READ-MH)* in China, India, Ethiopia,
Nepal and Tunisia. A cultural adaptation matrix was applied to cre-
ate site-specific content relevant to the socio-cultural context, with
specific examples of adaptation to each site. Delivery methods in-
cluded facilitated group discussions and testimony from an expert
by experience, and didactic content. Evaluation used a knowledge
quiz tailored to the course content; a measure of attitudes to ad-
dressing stigma as part of one’s professional role; and an objective
structured clinical examination comprising a simulated mental
health service user asking for advice on disclosure of his mental
illness in the context of a potential marriage, to assess skills in re-
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sponding to anticipated discrimination. Statistical analysis of the
results is currently underway. However, qualitative feedback from
each site suggests a positive impact on subsequent practice.

Criminal justice professionals

Criminal justice professionals are another key group for stig-
ma reduction interventions. The deinstitutionalization of mental
health services hasled to a significant increase in contact between
these officers and people with mental illness when they are un-
well or are victims of crime.

A recent review”* focused on training correctional staff (pro-
bation, parole and custodial officers). Most interventions were
educational, with one including contact-based elements. A meta-
analysis of six studies found a small positive effect on stigmatizing
attitudes.

General population

While many countries or regions within countries have con-
ducted, or are currently conducting, population-level anti-stigma
programmes, only some have evaluated their impact on stigma to-
wards people with severe mental illness.

Initiatives to promote awareness of and reduce stigma and dis-
crimination against people with schizophrenia include the WPA's
Open the Doors programme®”. This was launched in 1998. Local
action groups were set up in 20 countries across Africa, Europe,
North and South America, and Asia. However, evaluations pub-
lished in the academic literature are sparse. We found one from
Germany’”, where surveys were undertaken in intervention and
control cities before and after the interventions, which mainly
comprised workshops for media professionals and panel discus-
sions at public events. The evaluation found improvements in
intervention cities, in terms of reduced desire for social distance
in relation to transient social relationships but not closer relation-
ships, while in control cities there was no change.

In England, the Time to Change stigma reduction programme
(2008-2021) comprised social marketing, intergroup contactevents,
and work with employers and several target groups®"*. It covered
both common and severe mental illness, and the evaluation de-
signed for it just asked about mental illness in general*”*. How-
ever, vignettes of people with depression and schizophrenia were
used in a separate survey carried out in 2007 and 2015 as part of
the British Social Attitudes Surveys, conducted by the National
Centre for Social Research. In 2023, two years after the end of the
programme, the same vignettes were added to a repeat of the eval-
uation survey’®, so that both measures using general terms (men-
talillness or mental health problems) and measures using vignettes
of people with depression and schizophrenia could be compared.

The stigma measures using questions about mental illness or
mental health problems in general showed an increase in stigma
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between 2019 and 2023, following the improvements seen be-
tween 2008 and 2019, such that, although attitudes were still more
positive since 2008, stigma-related knowledge and willingness to
interact began to decline before the end of the programme and
were finally the same as in 2009. In contrast, the questions based
on vignettes of men with depression or schizophrenia showed re-
duced desire for social distance since 2007. This latter finding may
reflect a more lasting impact of the programme, which promoted
supportive contact with family, friends and colleagues experienc-
ing a mental health problem®”’. Vignettes about an individual cre-
ate a sense of familiarity and hence may generate more empathy.
In contrast, the responses to the questions about social distance
from anyone with a mental illness may reflect a greater desire to
avoid others who are unknown, which is consistent with the de-

cline in support for community-based care®”.

Internalized stigma

Internalized stigma, or self-stigma, can occur because of aware-
ness and endorsement of stereotypes by labelled people. This phe-
nomenon is common, reflecting implicit attitudes learned before
diagnosism, public stigma awareness, and discrimination experi-
ences””. It hinders social inclusion, due to avoidance of social and
economic opportunities, and interferes with treatment engage-
ment™, It is associated with lower self-esteem®®’, self-efﬁcacygaz,
hope®® and empowerment®®, and poorer functional® and clini-
cal®® recovery.

A 2015 review® identified four interventions for which there
is evidence of effectiveness with respect to some outcomes of in-
terest. Psychoeducation aims to increase and apply knowledge
using critical thinking to reject stereotypes®®. Narrative methods,
such as Photovoice®® (taking photographs, in this case to help ex-
press the impacts of stigma and facilitate group discussion on how
these impacts can be overcome) and narrative enhancement and
cognitive therapy (NECT)**, help people to make sense and cre-
ate meaning from past experiences and to perceive the self as an
active agent. Behavioral decision-making®" uses tools and experi-
ences to increase hope, empowerment and action directed at one’s
goals and according to one’s values. Cognitive techniques are used
to challenge and replace self-stigmatizing thoughts and beliefs***.

Since that review, a study has used intergroup contact among
young people with and without experience of a mental health
problem to address internalized stigma, with promising results®®.
Intergroup contact has a good evidence base as a means to reduce
prejudice between groups with a history of conflict**,

Complaints to organizations have been effective in leading
to changes in stigmatizing behavior. UK examples include com-
plaints against the coverage of a well-known former boxer’s psy-
chiatric inpatient admission in 2003, and the marketing of a
“mental patient” Halloween costume in 2013*%. People with se-
vere mental illness may also wish to complain to services about

discriminatory decisions®®.
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A recent umbrella review found 34 reviews of interventions for
self-stigma, all published between 2012 and 2024°% In general,
the reviews included studies which reported either an improve-
ment in self-stigma, or in a similar outcome such as stigma stress
or self-efficacy. Two reviews with meta-analysis found that the im-
provements in self-stigma became non-significant over time*”*%,
with two exceptions: NECT* and the Honest, Open, Proud (HOP)
intervention'®*"! (a three-session group programme usually run
by pairs of trained individuals with lived experience of mental ill-
ness, focusing on self-disclosure4°2).

Differentiation of interventions was recommended for groups
with different needs, such as people experiencing intersectional
stigma related to gender, ethnicity or employment status**’. Only
two reviews focused on LMICs, finding positive effects of psycho-
education on self-stigma, self-prejudice, and coping with stigma.

Most self-stigma interventions are delivered to groups, a barrier
for people unwilling to disclose a mental health condition. There
are also limitations to individual cognitive and behavioral therapy,
which has been criticized for pathologizing an understandable re-
sponse to awareness of public stigma and experiences of discrimi-
nation®. Preference may be given to interventions that are widely
accessible, such as psychoeducation®**%*; do not require group
attendance, such as peer support**®*’” or digital interventions®;
and target help-seeking’®. A clear learning is the need to assess
interventions delivered outside health care, such as social market-
ing campaigns, which aim to reduce stigma from its sources, but
may also reduce self-stigma.

RECOMMENDATIONS FOR ACTION

A common reason for structural exclusion of people with se-
vere mental illness, especially at the level of legislation and policy,
is the assumption that they lack decision-making capacity at all
times or in relation to all decisions. Another repeated finding is that
programmes which aim to either reduce mental illness-related so-
cial exclusion through stigma reduction, or to increase social in-
clusion, tend to neglect severe mental illness. Stigma reduction
programmes without a focus on diagnoses often imply targeting
common mental disorders through communication that “we all
have mental health” or through messages about the prevalence of
mental health problems, while those that do focus on one or more
diagnoses most commonly do so on depression. We suggest that a
combination of both is the most problematic, by appearing to in-
clude all illnesses but then only covering some. Evidence for this
comes from qualitative interviews of people using the “Every Mind
Matters” web resource launched in England in 2019. Fewer mental
health problems were covered due to diversion of funding during
the COVID-19 pandemic, causing disappointment among some
users of the site with more severe problems*'°.

It seems that, where services exist for people with severe mental
illness, this creates the risk that these services are expected to do
everything to promote social inclusion for everyone with a severe
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mental illness. These people are then excluded from services and
opportunities in the community from which they may benefit*'".
The goal of social inclusion requires that mainstream services and
opportunities are fully accessible to people with severe mental ill-
ness, and that mental health professionals make full use of them.

On the other hand, many people with severe mental illness face
particular challenges, for example in relation to loneliness and val-
ued social roles such as paid employment and parenting, for which
tailored programmes are needed, with input from both mental
health professionals and people with lived experience. The recom-
mendations below aim to maximize inclusion by striking a balance
between mainstream and tailored programmes.

1. Amend legislation and policies based on assumptions
about mental capacity

Extrapolating from the above-mentioned UK and EU examples,
it seems possible that there are many pieces of legislation and
many policies which exclude people with current or previous se-
vere mental illness from taking up specific roles, carrying out forms
of social participation, or making decisions about their own lives.
This discriminatory situation arises when legislation and policies
are based on assumptions that having lost decision-making capac-
ity at one time, this cannot be recovered; or that, because decision-
making capacity has been shown to be impaired in relation to one
type of decision (such as health care), it is impaired in relation to
other types of decision, such as voting preference or decisions a-
bout personal finance.

Our first recommendation is that governments scrutinize all
legislation that potentially contains discriminatory clauses such as
these, and amend it to eliminate discrimination based on mental
illness. As mental health legislation itself may contain discrimina-
tory aspects*'?, we recommend review of this legislation using es-
tablished frameworks***, with the aim of reform where needed to
promote autonomy and choice, supported by advocacy and shared
decision-making processes.

2. Decriminalize suicide, attempted suicide, and use and
’ ’
possession of substances for personal use

Legislation that criminalizes suicide in line with religious pro-
hibition is ineffective® and harmful. In countries where suicide is
still illegal, civil society organizations, such as health professional
representatives, charities and patient and carer groups, can draw
hope and learn from the recent successful social and mass media
campaign “Patients not Criminals” in Pakistan, which involved
engagement of policy makers, media and mental health profes-
sionals, and speaking out by those with lived experience of the im-
pact of this legislation*"?.

Similarly, focusing on harm reduction and treatment for sub-
stance use disorders instead of criminalizing possession of drugs
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for personal use would benefit the significant proportions of peo-
ple with severe mental illness who have comorbid substance use

problems™,

3. Improve the evidence base for the effectiveness,
cost-effectiveness and implementation outcomes of
interventions aimed to foster social inclusion

This review has highlighted limited evidence for effectiveness,
cost-effectiveness and implementation outcomes of interventions
aimed to foster social inclusion for people with severe mental ill-
ness in several areas.

Inrelation to education, in addition to the evidence of Recovery
Colleges’ effectiveness in relation to broad aspects of social inclu-
sion such as social network size and vocational outcomes*'®, we
recommend research on these Colleges’ effectiveness as an adult
education model in facilitating access to mainstream education. As
an intervention more tailored than Recovery Colleges to help peo-
ple with severe mental illness to access education, supported edu-
cation has been the subject of a few trials, but the evidence base is
much less than for supported employment'®. As the success of the
latter is for many people limited to gaining low-paid, low-skilled
work, we recommend more focus on interventions such as sup-
ported education which may open up more career choices. Fur-
ther, education may help people develop other skills important in
facilitating social inclusion, from literacy to social skills.

Regarding tailored interventions to support intimate relation-
ships, the case has been established that these are needed, and
a small number of trials of some interventions are now under-
way. There is likewise a case for the development and evaluation
of parenting programmes tailored for people with severe mental
illness with children of each age range. It appears that some pro-
grammes have been developed, but neither usable trial evidence
nor evidence from other controlled study designs is available*®.
Intervention components that may influence feasibility, accept-
ability, maintenance of fidelity and sustainability should be iden-
tified during the adaptation process to maximize future equitable
implementation.

4. Enable staff of mental health and other services to
work in ways that maximize access to local resources
which promote social inclusion

Several factors hinder access to community assets to promote
social inclusion by people with severe mental illness. Within men-
tal health services, there is an under-emphasis on the importance
of maintaining knowledge of these resources and good working
relationships with relevant providers during training. This lack of
emphasis may reflect prioritization of treatment provision and risk
assessment in those services. Within community assets, barriers
limiting openness to working with mental health services include
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stigma, lack of confidence in dealing with people with severe men-
talillness, and low capacity. At the structural level, historically poor
relationships between the statutory and voluntary sector in some
countries and insecure funding for some community resources
hinder development of partnership working.

Resource mapping416 of community assets is one step in the
process required to ensure effective access to these assets by peo-
ple with severe mental illness. The mapping process must be re-
peated regularly, as new organizations start and others are defund-
ed or change their mission. Mental health professionals must form
and maintain good working relationships with community service
providers, such that they transfer skills and knowledge and advo-
cate for their clients while avoiding either allowing stigma to go
unaddressed or making counterproductive accusations of stigma.
They must also work with their clients in ways that increase their
self-confidence, for example through shared decision-making.

Community service providers must consider their obligations
under equality legislation covering people with disabilities, includ-
ing those with additional, intersecting characteristics that can lead
to even more marginalization, and work to ensure equity. Gaps in
services identified through mapping that result in geographical
variations in access must be flagged to relevant organizations. Re-
search is needed on services where mental health and other com-
munity services work together well, to identify strategies for suc-
cessful spread and sustainment.

5. Engage with employers to design jobs with more
flexibility

The flexibility of the agrarian sector promotes employment for
people with severe mental illness, whose symptomatic and func-
tional outcomes are better in rural than in urban areas, despite less
access to health care. As urbanization continues across the world, it
poses a significant threat to many of those currently benefiting from
agrarian employment, and an enormous challenge to all those with
an interest in employment for people with severe mental illness.

Although supported employment is now widely provided in
many countries and heavily promoted by those involved in its de-
velopment and evaluation, its implementation is unlikely to make
it universally available at all times during the life of someone with
severe mental illness. Further, this approach has limitations in
terms of who benefits and where*!”, and the types of jobs that re-
cipients gain, which in some economies are scarce'”® and in other
economies are available but are low paid.

We recommend that people with lived experience, mental health
professionals and employer representatives collaborate with the
aim of identifying, implementing and monitoring the types of work-
place accommodations needed for people with severe mental ill-
ness to work in mainstream employment. National policies to man-
date and/or incentivize this process are needed, followed if needed
by litigation in response to implementation failure. We further rec-
ommend that vocational rehabilitation specialists and Recovery
Colleges provide training and teaching on self-employment.
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6. Include severe mental illness explicitly in stigma
reduction programmes and target structural along
with interpersonal discrimination

The association in the public perception between psychosis
and violence may make stigma reduction harder in relation to this
group. There is some evidence for this based on analysis of news-
paper coverage of mental illness over the course of England’s Time
to Change stigma reduction programme. While the probability of
articles about other diagnoses being coded as stigmatizing fell over
time, this was not the case for articles including the term schizo-
phrenia, for which it was unchanged in 2016 and 2019 compared
t0 2008 and 2009*'®,

Ignoring the greater difficulty in reducing stigma against this
group risks exacerbating existing differences in levels of stigma
between those with common versus severe mental illness*'?, and
potentially even increasing the level of stigma towards people with
severe mental illness through “othering’, since excluding psycho-
sis or other less common conditions from campaign content may
imply that stigma reduction is somehow not merited in relation to
these groups.

Just as it is all too easy to focus on common mental disorders
when delivering stigma reduction programmes, it is also tempt-
ing to focus on interpersonal stigma reduction at the expense of
structural discrimination. The latter is more politically challenging,
especially if government funders proscribe structural discrimina-
tion targets, while the evidence base for contact-based education
for interpersonal stigma reduction means that it is easy to make
the case for focusing on this'*.

Therefore, we recommend that people with severe mental ill-
ness be consulted about their experiences of exclusion across all
life areas, and that priority targets are chosen accordingly. These
priorities will vary by setting. For example, in low-resource com-
munities where formal employment may be the exception, they
will more likely include interventions to address the systematic
exclusion of people with mental health conditions from com-
munity development programmes, livelihood opportunities,
micro-finance schemes and other economic opportunities'®’, as
opposed to discrimination by employers.

7. Support the development of conceptual competencies
in the mental health workforce

Explanatory frameworks impact on support for social inclusion.
Transitioning to a mental health system which is more diverse in
this regard will involve changing the prevailing culture. A stronger
emphasis on ontological and epistemological training within pro-
fessional education would improve the foundational knowledge
and attitudes needed for epistemic humility' ",

The development of demonstration sites which use a wider
range of explanatory frameworks to support meaning-making
would create immersive training opportunities for professionals,
inform clinical innovation, and allow the benefits and harms of a
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decreased emphasis on clinical models to be evaluated*?’. Experi-
ence from settings where biomedical and other models (e.g. tra-
ditional medicine, faith and spiritual healers) are integrated can
inform clinical practice.

CONCLUSIONS

In this review we identify strategies to increase social inclu-
sion at the levels of national legislation, services providing mental
health care, and other community assets. Gaps in research and
provision in relation to loneliness and some valued social roles
such as parenting and intimate relationships are at first glance
surprising, and suggest their neglect at the expense of a focus on
economic productivity through employment and on inpatient cost
containment through consistent use of medication.

Foundational research is needed to develop interventions to
support people with severe mental illness in fulfilling social roles
that are critically important both for them and for their partners,
relatives and carers. There is no research on support for women to
make and maintain safe and satisfying intimate relationships, de-
spite their increased vulnerability to domestic abuse and financial
exploitation, and hardly any on interventions for men. Research
to develop and evaluate such support should be part of suicide
prevention strategies, due to the relatively stronger relationship
between suicidality and romantic loneliness, as opposed to other
types of loneliness. The key actors therefore include not just re-
searchers and research commissioners, but also public health of-
ficials. Similarly, policy makers and professionals concerned with
child welfare and development have an interest in the tailoring
and evaluation of parenting interventions for people with severe
mental illness.

A second focus should be on the equitable implementation of
interventions with a sufficient evidence base, and de-implemen-
tation of interventions which are exclusionary. To be considered
in this context are the above-mentioned needed legal changes: re-
scindment of discriminatory legislation, decriminalization of sui-
cide and possession of drugs for personal use, and reforms of mental
health legislation to promote autonomy and choice. The key actors
in this area are therefore legislators and those who lobby them. Up-
take of QualityRights training is a relatively straightforward step,
while greater implementation of family interventions for psychosis
continues to be a challenge to be brought to the attention of those
experienced in or interested in implementation science*?"**,

A third group of interventions are those which require more
tailoring to context and more ambition. IPS has been focused on
increasing employment in low-paid, entry-level jobs. Supported
education has been relatively neglected, as have other means to
support people into self-employment, which in many countries is
a more viable option. Similarly, interventions to avoid homeless-
ness and destitution such as Housing First, with a strong but very
context-dependent evidence base, require adaptation to different
welfare and housing policy contexts, especially in LMICs, where
intensive and specialist mental health support is not available.

Finally, there is a pressing need to evaluate services and inter-
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ventions which have a strong theoretical basis and have become
widespread in some countries in the absence of evaluation, in
order to identify their key components, effectiveness and cost-ef-
fectiveness before encouraging further spread. Above we have
discussed Recovery Colleges, which may be vulnerable to fund-
ing cuts if a better evidence base is not established. This includes
not only studies of their effectiveness for people with severe men-
tal illness, but also of their accessibility to this group following
implementation. This requires service providers and researchers
to co-produce the evidence base. It will frequently not be ethical
to conduct RCTs of services already available, so researchers and
funders will need to consider theory-based approaches and natu-
ral experiment designs.

The development and use of an evidence base for tailored in-
terventions to be delivered within mental health services may be
more straightforward than ensuring that people with severe men-
tal illness gain and maintain equity in relation to use of other com-
munity assets, whether for physical health care, leisure or educa-
tion, as these require inter-agency working and agreement about
the responsibilities of each. Our recommendations cover both the
more straightforward and the more difficult actions, in the hope
that those suited to addressing each will respond.
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COMMENTARIES

Harnessing civil society to promote social inclusion of people

with severe mental illness

The engaging and comprehensive review by Henderson et al'
outlines current barriers to social inclusion among people with se-
vere mental illness. As with any insightful paper, this review raises
several important questions. One concerns the relative roles and
responsibilities of different sectors of society in promoting social
inclusion in people with severe mental illness.

I contend that six actors and sectors are directly implicated in this
process. First are individuals with severe mental illness, who can
use their agency to engage in actions that enhance social inclusion,
for example joining recovery colleges or other community organi-
zations. Second is the family, who can encourage social engagement
by providing moral, practical and social support. Third are official
health services, which can provide offerings such as supported em-
ployment and peer support, while empowering patients’ agency
through therapeutic interventions. Fourth is the government, which
can introduce or amend legislation to reduce discrimination against
people with severe mental illness, while also funding anti-stigma
campaigns. Fifth is business and the private sector, which can adopt
socially inclusive workplace policies that provide opportunities for
people with severe mental illness. The final sector is civil society,
which remains under-harnessed and under-appreciated, despite
much promise and innovation in this sector”.

But what is civil society? A broad definition refers to “non-state
not-for-profit voluntary organizations formed by people in that
social sphere’; and includes faith-based organizations, civic groups,
sports clubs, social clubs, outdoor groups, recreational groups, and
other voluntary associations’. These are typically bottom-up, grass-
rootsand community-led organizations, firmlyrooted inlocal neigh-
borhoods, which may focus on a single activity with a specific mis-
sion, or deliver a variety of programs with abroad mission. For exam-
ple, faith-based organizations such as neighborhood churches may
deliver multiple groups and programs, such as youth groups. Other
organizations, such as sports clubs or gardening clubs, will focus on
a single regular activity based on a shared interest, typically includ-
ing weekly activities.

Evidence presented by Henderson et al' converges with the
wider literature to indicate that involvement in these groups can
be instrumental in reducing loneliness and isolation, while pro-
moting social inclusion and sense of belonging. For example, a
seminal randomized study” involved clinical staff working with
patients to identify personalized areas of interest, with staff then
helping patients engage in social activities “outside the services’
resources and with members of the community at large” Results
indicated a significant increase in social networks compared to a
control group, and at one- and two-year follow-up.

Similarly, a review paper found that initiatives which encourage
community engagement are the most effective in facilitating social
network improvements, when compared to options such as social
skills training’. This can include participation in groups centred on
a wide variety of activities such as walking, conservation, arts and
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crafts. Some of these activities often have the added benefit of im-
proving physical health, which is vitally important given the elevat-
ed risk of cardiovascular problems and obesity in this population.

What is it about civil society participation that contributes to
such gains? To start, participants may make diverse connections
with new people beyond mental health services, which can open
doors to local friendships, increased social capital, and even job op-
portunities. Indeed, such “weak ties” (sometimes known as bridg-
ing social capital) are known to catalyze important elements of so-
cial inclusion. However, they are frequently absent in people with
severe mental illness®. This absence may be particularly severe in
patients who have spent considerable time in clinic-based groups
and hospital-based activities limited to interactions with staff and
other patients.

Moreover, such civil society groups typically revolve around a
shared activity which is enjoyable and involves the acquisition of
new skills, imparting a sense of accomplishment and mastery to
people with severe mental illness. This means that there is intrinsic
motivation to engage and return. Participation in such meaningful
activities outside the mental health system, where the individual is
not identified as a patient, has been recognized as instrumental in
the recovery process’, and is consistent with an “all of society ap-
proach” to mental illness®. Such informal organizations can be par-
ticularly important in resource poor settings, where professional
clinical coverage may be thin. Indeed, the finding that people with
schizophrenia in low-income countries have better recovery than
thosein Western countries has been explained as partly due to wider
social networks and greater community involvement among pa-
tients in the former®.

Unfortunately, civil society organizations remain under-har-
nessed by mental health systems in Western countries. Some evi-
dence suggests that service providers will sometimes signpost and
encourage patients with depression and anxiety to use such or-
ganizations, but that this remains uncommon for people with se-
vere mental illness®. The lingering notion that people with severe
mental illness are incapable of participating meaningfully in such
organizations may be involved. But such stigmatizing notions sur-
rounding social competence have recently been disproven. For ex-
ample, robust evidence indicates that people with severe mental ill-
ness can successfullyworkin the competitive market, belying archa-
ic yet common beliefs that they could not work’.

All this raises another question: what can service providers do to
better promote the utilization of civil society organizations by peo-
ple with severe mental illness? Some mental health service provid-
ers have attempted to launch similar groups within the wider men-
tal health system, only open to patients and located within mental
health facilities. These programs may be helpful in some respects,
but will not contribute to social inclusion nor community integra-
tion in the same manner as participation in a civil society organiza-
tion.
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Instead, service providers can consider three courses of action
that may be helpful. First, as suggested by Henderson et al', service
providers can engage in resource mapping, liaison and collabora-
tion with civil society organizations, with appropriate information
shared with patients. The literature on religion and mental health
offers useful examples of liaison and collaboration between faith-
based organizations such as churches and the mental health sec-
tor, especially for minority and immigrant patients’. Some of these
partnerships have included mental health education for the clergy
and the congregation to ensure that the receiving environment is
well-equipped to help. This could provide a useful model for simi-
lar liaison and collaboration.

Second, social prescribing has much potential to help people
with severe mental illness connect with civil society organizations
and participate in meaningful activities therein. Such prescribing
is highly person-centred, as patients express preferences that are
personally meaningful, which are realized through clinical (and
sometimes financial) support. However, the literature suggests that
research and practice in social prescribing and mental health tends
to focus on anxiety and depression®. Moreover, social prescribing
is not equally available across countries. Greater efforts should be
made to implement and expand social prescribing for severe men-
tal illness.

Finally, other actors are also instrumental in fostering connec-
tions with civil society. Families can play a vital role in supporting

What can complex systems theory

Historically, mental health care was managed within asylums,
where all aspects of life - daily routines, work and social interac-
tions - were encompassed within the institutional setting. With
the introduction of psychotropic medications, it became possible
to manage many psychiatric conditions outside those settings, fa-
cilitating the process of deinstitutionalization. With the rise of
evidence-based medicine and the momentum of the Decade of
the Brain, mental illness increasingly came to be conceptualized
like any other medical disorder - a condition to be fixed primarily at
the biological level, with an expectation that people could re-enter
society without the need for special accommodations. In practice,
many individuals with severe mental illness remain now as socially
and economically segregated as they were before in the asylum era -
in single-room occupancies, homeless shelters or carceral institu-
tions, often concentrated in impoverished urban neighborhoods. To
put it bluntly, the asylum has not disappeared; but simply been de-
centralized and dispersed.

This has led to a renewed emphasis on interventions aimed at
enhancing quality oflife through social inclusion. With this, we have
circled back: many of the social challenges once managed within
institutions now re-emerge as critical responsibilities of psychiatry,
as described in the paper by Henderson et al'. This paper outlines
seven key recommendations to improve social inclusion for people
with severe mental illness: amending legislation, decriminalizing
suicide and substance possession, improving the evidence base for

84

such connections, and should be encouraged and empowered to
help as part of psychoeducation interventions. Moreover, the pri-
vate sector may be able to offer charitable grants to initiatives and
programs that attempt to connect patients with civil society orga-
nizations.

All this is consistent with recent calls for an “all of society” ap-
proach, that aims to shift an excessive reliance on biomedically ori-
ented mental health services towards a multi-pronged strategy that
includes an instrumental role for civil society”. Such action is long
overdue.

Rob Whitley
Department of Psychiatry, Douglas Research Centre, McGill University, Montreal, QC,
Canada

1. Henderson C, Kotera Y, Lloyd-Evans B et al. World Psychiatry 2026;25:56-82.
Patel V, Saxena S, Lund C et al. Lancet 2003;402:656-66.

Greer SL, Wismar M, Pastorino G et al. Civil society and health: contributions
and potential. Copenhagen: European Observatory on Health Systems and Pol-
icies, 2017.

Terzian E, Tognoni G, Bracco R et al. Can ] Psychiatry 2013:58:622-31.

Webber M, Fendt-Newlin M. Soc Psychiatry Psychiatr Epidemiol 2017;52:369-
80.

Whitley R, McKenzie K. Harv Rev Psychiatry 2005;13:71-84.

Drake RE, Whitley R. Can J Psychiatry 2014;59:236-42.

Cooper M, Avery L, Scott ] et al. BMJ Open 2022;12:e060214.

Perez LG, Cardenas C, Blagg T et al. Psychiatr Serv 2025;76:61-81.

I

@

© NP

DOI:10.1002/wps.70004

reveal about social inclusion

social inclusion, increasing mental health staff’s knowledge of
community resources, developing more flexible employment op-
portunities, reducing stigma, and enhancing conceptual compe-
tencies among professionals. Although each addresses important
challenges, they are treated to some extent as isolated actions. I will
argue here that they are better understood as interconnected parts
of a complex system, and advocate for a paradigm shift going from
isolated interventions to be tested in clinical trials to a dynamic,
complex system characterized by multilevel interactions®.

This shift can also be described as moving from a complicated
to a complex system. Complicated systems - like assembling a jig-
saw - are difficult but ultimately solvable through understanding
each component part. With enough time and knowledge, one can
predict and control the system’s behavior. In contrast, complex sys-
tems involve interconnected components whose interactions give
rise to emergent, unexpected phenomena that cannot be under-
stood in isolation. In the worst case, well-intentioned interventions
focusing on one component of a system can lead to unforeseen
consequences elsewhere. On the other hand, system thinking can
help us identify leverage points where small changes may generate
equally unexpected but positive outcomes, also termed the “ripple
effect”

The Health Complexity Framework® is a model designed to
support systematic thinking about complex problems by connect-
ing insights across biological, psychological, social and structural
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domains. It provides a structured approach to understanding com-
plex health-related issues through three core dimensions: patterns,
mechanisms and dynamics. These dimensions encompass seven
defining features of complex systems: emergence, interactions, non-
linearity, interference, feedback loops, adaptation and evolution.

Patterns refer to the observable outcomes - such as unemploy-
ment, homelessness, social isolation, and inequitable access to
health care - that manifest among people with severe mental illness.
Key questions to address at this stage include: How does social ex-
clusion of people with mental illness vary across time, place and pop-
ulations? Which subgroups, based on age, occupation, migration sta-
tus, socioeconomic background or geography, are most affected?

Mechanisms represent the underlying processes driving these
patterns. The mechanisms involve intricate multilevel interactions,
nonlinearity (where small changes can produce disproportionate
effects) and interference, as factors amplify or dampen each other’s
impact. For example, biological vulnerabilities, behavioral tenden-
cies, social networks, and structural inequalities may interact to
worsen exclusion. Critical questions include: How do these diverse
forces combine and spread? Does exclusion propagate through so-
cial networks or within specific employment sectors? Are there cri-
tical thresholds in the way excluding mechanisms such as stigma
evolve?

Dynamics capture the system’s development over time, shaped
by adaptation, feedbackloops and evolution. Individuals, commu-
nities and institutions respond continuously to shifting conditions,
sometimes reinforcing exclusion, other times fostering inclusion.
Feedback loops may perpetuate cycles of marginalization or pro-
mote recovery, emphasizing that social exclusion is not a static
condition but a dynamic process. Important questions include:
How do political and social systems respond to historical change,
and how do these responses affect experiences of exclusion? Is
there a reinforcing loop between mental illness, social exclusion,
and declining health?

Feedback loops may be of special interest to identify effective
targets of interventions and to avoid destabilizing the system in a
harmful way. I will briefly discuss four potential feedback loops,
where well-intended interventions may have unintended harm-
ful consequences.

First, incidents of violent behavior committed by individuals di-
agnosed with mental disorders are very rare. When such events do
occur, they are often amplified by the media and, paradoxically,
sometimes used by professional organizations to justify the need for
additional resources. However, this focus on risk can unintentional-
ly reinforce fear and stigma among the general public®. As a result,
people with mental illness may become further marginalized and
isolated, which ironically can increase the likelihood of violent in-
cidents. Social marginalization itself is a significant risk factor for
violence, and has been described in the US literature as part of the
“deaths of despair” phenomenon affecting individuals living on
the fringes of society.

Second, as mental health care broadens to include activities such
as creative writing, nature, music, spirituality, and social connection,
there is an increasing pressure to validate them within a medical
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evidence paradigm. Questioning whether such ordinary human ac-
tivities “work” can be subtly stigmatizing, implying that people with
mental illness require special justification to engage in everyday life.
Rather than continually testing their effectiveness, the focus should
shift toward ensuring equal opportunities for meaningful partici-
pation, recognizing these activities as valuable ends in themselves,
not merely as instruments for improving health®. Although often
well-intentioned, the medicalization of everyday activities can re-
inforce stigma and hinder the development of inclusive societies
that ensure broad access to meaningful engagement for all - and
thus ultimately serve the opposite purpose.

As a third example, the Danish anti-stigma campaign One of
Us has been widely recognized for its efforts to reduce stigma sur-
rounding mental illness through personal storytelling and public
engagement. However, some scholars have raised concerns that,
despite its good intentions, the campaign may inadvertently rein-
force stigma®. They argued that these campaigns, while aiming to
promote inclusion, might unintentionally create a narrative where
individuals with mental health conditions are expected to over-
come challenges through personal effort alone. This perspective
could inadvertently place the burden of recovery on individuals,
neglecting the importance of societal intervention. Further, by in-
cluding primarily people with less severe disabilities, those with
more severe conditions risk further stigmatization.

Finally, efforts to destigmatize mental illness by framing it as
“a disorder like any other” - often rooted in the idea of a “broken
brain” - have, perhaps counterintuitively, been shown to increase
stigma rather than reduce it”. This biomedical narrative was intend-
ed to legitimize mental illness by aligning it with physical health
conditions such as diabetes or heart disease, emphasizing that it
is not a personal failing but a biological dysfunction. However, re-
search has found that, while such explanations may reduce blame,
they also tend to increase perceptions of chronicity, unpredictabil-
ity and dangerousness’.

These examples of unintended consequences from interven-
tions within complex systems help illustrate the value of under-
standing social inclusion as a complex, dynamic process. With this,
I support the current movement to embrace this complexity® by
drawing on a diverse range of epistemic perspectives and integrat-
ing multiple levels of the system. This calls for a pluralistic meth-
odological approach?® - one that combines nomothetic (generaliz-
able) and idiographic (individualized) research, blends quantita-
tive and qualitative methods, and actively incorporates knowledge
from various disciplines and lived experiences. This approach
moves beyond reductionist causality and acknowledges uncer-
tainty, emergence, and context-dependence as intrinsic to mental
health and social inclusion.

Combining methodological pluralism with the Health Com-
plexity Framework offers a promising next step in advancing the
biopsychosocial model. This model has sometimes been criticized
for lack of operational clarity’, as it fails to specify how the inter-
play of biological, psychological and social factors can be studied.
If successful, a conceptually sound biopsychosocial model may be
the next step to qualify research on social inclusion of people with
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severe mental illness.
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Rethinking stigma reduction programs for people with severe mental

illness

As Henderson et al' outline in their comprehensive and thought-
ful review, people with severe mental illness experience high rates
of social exclusion. The authors make several recommendations
for addressing this issue, one of which is to include severe mental
illness explicitly in stigma reduction programmes. To assist with
setting priority targets for social inclusion and stigma reduction,
they also recommend consulting people with severe mental illness
about their experiences of exclusion across all life areas.

In Australia, in 2019-2020, we conducted a large-scale commu-
nity consultation project, including interviews and focus groups
with almost 250 people®. The project had the explicit aim of asking
“people with mental illness, that is poorly understood in the com-
munity” what they thought should be central elements of a na-
tional stigma and discrimination reduction strategy. The above
terminology is used in Australia’s Fifth National Mental Health and
Suicide Prevention Plan, and arguably highlights a view that use of
terms such as severe mental illness or specific diagnoses should be
avoided. Nonetheless, in this project, we defined our scope as in-
cluding psychosis, schizophrenia, bipolar disorder and borderline
personality disorder, to ensure that the focus was on severe mental
illness rather than on depression or anxiety.

There was strong support for a national strategy to tackle stigma
and discrimination towards people with mental illness, with many
noting the need for a long-term approach and ongoing evaluation.
The most common theme was ensuring that people with lived ex-
perience are central to any strategy, including in leadership, co-de-
sign, delivery and evaluation roles. Success will require that suffi-
cient flexibility, financial support and mentoring accompany all
lived experience roles. This is even more important for people from
Indigenous or culturally and linguistically diverse backgrounds,
who may face additional challenges. Participants also emphasized
the importance of addressing both structural and interpersonal dis-
crimination. Health services, workplaces and media were identified
as key priority settings for targeted action.

Support for anti-stigma initiatives that explicitly focus on se-
vere mental illness comes from evidence that stigma is not a uni-
dimensional construct, and that attitudes and experiences of dis-
crimination vary according to diagnosis. We have made progress in
addressing some aspects of stigma, but have been less successful
in others. In high-income countries, we have reduced beliefs that
depression and anxiety are due to personal weakness, that they do
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not need treatment, and that an experience of depression is not re-
latable®. We have been far less successful in shifting beliefs about
people with psychosis or schizophrenia. Arguably, we have wid-
ened the stigma gap between people with mild to moderate anxiety
and depression and those with severe mental illness®. Moreover,
evidence from two Australian nationally representative surveys
shows that, between 2011 and 2024, while beliefs about personal
weakness and dangerousness for depression, psychosis and long-
term schizophrenia have decreased, desire for social distance from
a person with these conditions remains unchanged or has even in-
creased”. These findings point to the need for novel approaches to
reducing stigma against people with severe mental illness.

Including severe mental illness explicitly in stigma reduction
programs also requires us to productively resolve the tension be-
tween critiques of the biomedical paradigm in mental illness and
the need to tailor anti-stigma programs for the specific diagnoses in
which people with severe mental illness report the most discrimi-
nation. Those who reject the biomedical paradigm argue that diag-
nostic labels reinforce power imbalances between clinicians and
patients, fail to account for cultural and contextual factors in mental
illness, and contribute to social exclusion and coercive treatment
practices®. While it is obviously possible in person-to-person in-
teractions to respect individual choices about the use of diagnostic
terms, this is less likely to be possible in programs or campaigns tar-
geted to groups.

Notable examples of stigma towards people with specific diag-
noses include attitudes towards people with borderline personality
disorder among health professionals®, or “diagnostic overshadow-
ing” of physical health problems in people with long-term schizo-
phrenia®. Tackling these issues in health services will require struc-
tural changes that involve collaboration between senior leaders
and people with lived experience of severe mental illness, as well as
ongoing training, including as part of continuing professional de-
velopment. This may be particularly critical for early-career health
professionals, who may receive training as students, but often strug-
gle to maintain positive attitudes once they are employed in work-
places where negative attitudes toward people with mental illness
are pervasivez.

Structural reforms to facilitate collaboration between health ser-
vices, employment services, employers and social services are also
likely to be essential to extending inclusion in competitive employ-
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ment’. In the broader community, we also need to build the evi-
dence base for interventions to tackle fears about unpredictability,
burdensomeness and lowered productivity. Campaigns and edu-
cational interventions with key messages that focus on the contri-
bution that people with mental illness can make, as well as specific
and practical suggestions for employers to provide support, should
be adequately resourced and supported, including with ongoing
training. Supporting small-to-medium businesses is likely to be
particularly important as, while they are employers of large num-
bers of people, they do not typically have the support of Human
Resources departments.

Given that many recent mental health awareness and anti-
stigma campaigns have tended to move away from diagnostic terms
in favour of non-specific ones, such as mental health challenges or
mental health issues, innovative programs should have their mes-
saging and content carefully developed and rigorously evaluated. A
particular challenge is likely to relate to striking a balance between
being realistic and adopting a strengths-based focus. This is likely
to require a nuanced approach that does not lend itself well to brief
messaging. We need to explicitly test programs and campaign mes-
sages that are realistic and do not shy away from the challenges of
having severe mental illness, but that build empathy and under-
standing. They should also explore how to specifically acknowledge
the benefits and strengths that lived experience of mental illness
can bring, including greater empathy, interpersonal skills, asser-
tiveness, creativity, adaptability and resilience. A focus on positive,
supportive behaviors - what people can do rather than what they
should not - is also likely to be important, as evidenced by the anti-
stigma effects of Mental Health First Aid training®.

People with lived experience of severe mental illness should be
empowered and supported to have central and active roles in all
aspects of stigma reduction. Inclusive stakeholder engagement, in-
volving employers, health professionals and other end-users, is also

critical. Programs and campaigns developed with input only from
a limited group of people may not capture the diversity of perspec-
tives necessary for broad applicability. Ultimately, the effectiveness
of stigma reduction programs should be measured by their ability
to bring about tangible behavior change in their target audiences.

With some exceptions, rigorous evaluation has generally not
been a strength of anti-stigma programs. A 2018 meta-analysis® of
trials of interventions aiming to reduce stigma towards severe men-
tal illness showed that educational and “contact” interventions had
small-to-medium effects on attitudes. However, many trials lacked
methodological rigor, with common problems including lack of
credible control groups, use of convenience samples, and failure
to measure longer-term impacts, assess mechanisms of change, or
include behavioral (rather than attitudinal) measures.

Future efforts should build on successful initiatives that have
shifted public attitudes towards anxiety and depression, and now
urgently expand to addressing attitudes and behaviors towards
people with severe mental illness.
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Social inclusion in global mental health contexts: how can we do

more for what matters most?

Global mental health seeks to address inequities in mental
health, particularly in low- and middle-income countries (LMICs).
Its goals have evolved over time from an initial focus on expand-
ing access to mental health care to improving the mental health
of populations, and re-imagined in terms of the who, what and
how of achieving better mental health. Alongside this, there has
been a vital focus on addressing mental health-related human
rights abuses, stigma and discrimination. However, these efforts
have not adequately addressed what commonly matters most to
people with mental health conditions and their families, i.e. social
inclusion. In responding to Henderson et al’s timely and important
paper’, I draw on learning about social inclusion in an Ethiopian
context, where I have lived and worked for many years, and con-
sider the evidence and actions needed to re-orient ourselves to the
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priority of social inclusion in diverse LMICs.

Social inclusion, described in Henderson et al’s paper as “be-
ing able to participate in activities valued within one’s community
or wider society as one would wish’, is at the heart of what mem-
bers of a rural Ethiopian community described as “restoring the
person’s life”*. In that setting, social inclusion encompasses being
enabled and allowed to carry out valued social roles, such as par-
ticipation in the rich network of community groupings (e.g., burial
societies, savings groups) and major events of life (e.g., visiting
postnatal women, the sick, the bereaved); contributing labour and
care to the community and family, and being trusted in collabo-
rative farming or work activities. The consequences of not being
socially included can be economically dire, as subsistence farming
activities and informal trading rest on mutual reciprocity. Among
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households of a person with a severe mental health condition, 33%
experienced severe food insecurity, compared to 16% of house-
holds in the general population®.

Recovery journeys are heavily constrained by lack of economic
and social inclusion. Women with severe mental health conditions
face intersecting disadvantages that work against social inclusion.
Gender norms combine with stigmatizing attitudes about people
with severe mental illness to constrain women'’s control over their
sexual and reproductive health, and label women as unmarriage-
able and unsuitable for motherhood. The disadvantages for both
men and women emanating from lack of social inclusion are prop-
agated within families of the person and across generations, result-
ing in lost opportunities for relationships, education and economic
betterment, poorer health and premature mortality®.

This illustration from Ethiopia demonstrates the contextually
embedded nature of social inclusion and its profound ramifica-
tions for the dignity of people with severe mental health conditions
and their families. Further work is needed to understand how so-
cial inclusion to support recovery is conceptualized across non-
Western settings. The current lack of conceptual clarity presents
an immediate challenge for the measurement of social inclusion.
None of the existing measures are fit for purpose’. Without agreed
core concepts allowing for the development of contextualized
measures of social inclusion, we have little sense of whether inter-
ventions are achieving what matters most for people with mental
health conditions and their families.

In a recent systematic review of interventions for people with
psychosis in LMICs, which had social inclusion as the primary out-
come of interest, only six out of 316 evaluations (4% ) reported social
inclusion as an outcome, operationalized as participation in social
life, economic life (including employment) or political life°.

Families play a pivotal role in supporting recovery of people
with severe mental health conditions in many LMICs where wel-
fare support is minimal. Therefore, measurement of valued aspects
of inclusion in family life is likely to be important. Measurement
of social inclusion in terms of organizations and services may be
possible. For example, people with severe mental health condi-
tions have been identified as a vulnerable group to be prioritized
for community development efforts, and yet frequently are “left
behind” The extent to which aid and development programmes
include people with these conditions would be a valuable indica-
tor of inclusion that could be readily operationalized in many con-
texts. Indicators of parity of access to quality physical and mental
health services also reflect a key aspect of social inclusion that is
essential for addressing inequities in health and survival.

What, then, are the implications for how we conceptualize and
prioritize interventions for people with severe mental health con-
ditions in diverse LMIC contexts? Interventions to achieve social
inclusion necessarily go beyond individual-focused mental health
treatments and should consider what aspects of inclusion are val-
ued by the persons themselves, while delicately balancing the in-
clusion needs of families. Henderson et al highlight the apparent
lack of relationship between availability of mental health services
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and employment inclusion for people with severe mental health
conditions in China and India'. However, for most people with
these conditions, access to biomedical treatment brings benefits
that go beyond symptom control.

Models of locally accessible mental health care integrated with-
in primary care in Ethiopia’ led to reduced food insecurity and re-
duced instances of restraint, and catalyzed community responses
that increased inclusion - for example, of people with severe men-
tal health conditions who were homeless. Nonetheless, this model
did not enable “restoration of the person’s life” for many, due to in-
adequacies in mental health care options (e.g., high burden of side
effects from first-generation antipsychotics, lack of family level in-
terventions), an inability to address economic and attitudinal bar-
riers to accessing care, and the absence of targeted interventions to
support economic and community inclusion.

Interventions that directly target poverty in households of a per-
son with a severe mental health condition have potential to pro-
mote social inclusion through multiple pathways, including im-
proved ability to access mental health care and enhanced opportu-
nities to participate in the reciprocal social obligations that under-
pin full participation in society and economic life. At present, evi-
dence on the impacts of cash transfers or other forms of economic
interventions for people with severe mental illness is lacking. While
many middle-income countries have national social protection
programmes for people with disabilities, individuals with severe
mental illness are often systematically excluded, while such pro-
grammes are often lacking in low-income countries, demanding
focused advocacy.

Rights-based approaches grounded in social justice, such as
community-based rehabilitation or inclusive development, as-
sume that enabling factors for inclusion require changes in com-
munities. A trial of community-based rehabilitation in a rural Ethi-
opian setting sought to engage community leaders and advocate
for opportunities for people with severe mental health conditions
to be involved in work and community activities alongside engage-
ment in mental health care, demonstrating improvements in func-
tioning, although not employment®.

Empowerment and involvement of people with lived experi-
ence in advocating for the support and inclusion that they value
and prioritize is a key approach. In Ethiopia, empowerment ac-
tivities and participatory action research with people with severe
mental health conditions led both to subjective reports of feeling
socially valued as well as successful mobilization of community
support that facilitated inclusion®.

Advocacy efforts for social inclusion may be enhanced by social
contact interventions involving people with severe mental illness.
When these people present their life experiences and recovery
journeys to leaders, planners and policy makers, those who hold
power may be motivated to change structures and influence atti-
tudes to enable inclusion.

Efforts to achieve social inclusion for people with severe mental
health conditions in diverse LMICs require a reorientation to what
matters most to these people in their family and community, the
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services they interact with, and the wider societal and political con-
text. Ensuring that lived experience voices drive this process is es-
sential.
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Use of artificial intelligence to enhance social inclusion in mental

health care: promises and pitfalls

Social inclusion plays a pivotal role in mental health recovery,
serving as both a dynamic process (e.g., active pursual of educa-
tional and employment opportunities) and a desired outcome
(e.g., tangible achievements such as vocational training comple-
tion and job attainment). This experience is relevant for both per-
sonal and functional recovery, encompassing subjective feelings
of hope and sense of belonging alongside objective, measurable
results'.

Globally, the rapid evolution of artificial intelligence (AI) is
changing the landscape of social inclusion, bringing forth promises
and perils for individuals with severe mental illness (SMI). The cen-
tral question is not whether Al will have an impact, but how its var-
ious applications will shape the social inclusion of this population.
Digital inclusion, i.e. the ability to access technology and digital con-
tent, is itself a critical aspect of the broader inclusion-exclusion de-
bate within society. By enabling access to communication and in-
formation, digital inclusion facilitates improvements across impor-
tant life domains, including health care and social welfare services,
social connections, education and employment. In this sense, Al
holds significant potential to enhance social inclusion.

Emerging evidence highlights the positive impact of Al tech-
nologies on social inclusion for individuals with various disabil-
ities®. For example, in employment, Al-driven platforms can facili-
tate more flexible work arrangements, remote work options, and
a wider range of job opportunities. Similarly, studies have shown
that robotic AI companions can provide support and facilitate self-
monitoring of health status for older adults. These achievements
in crucial functional domains demonstrate the potential of Al to
address specific needs.

Al algorithms can effectively analyze large, intricate datasets, en-
abling the creation of more precise predictive models to identify
key determinants of social inclusion outcomes. Given the complex
variables and dynamic interactions involved in social inclusion,
these models can guide targeted interventions by professionals,
and empower individuals with SMI to enhance their ability to a-
chieve desired social inclusion outcomes.
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Al applications in mental health care can enhance diagnostic
processes and support continuous monitoring of individual re-
covery. Various machine learning models and deep learning meth-
ods, implemented through mobile applications, have shown vary-
ing degrees of success in managing symptoms and improving out-
comes related to recovery and social inclusion®*. Moreover, Al-as-
sisted language capabilities enable individuals with SMI to access
recovery narratives, connect with peers globally, and engage in
supportive online communities, fostering deeper friendships and a
stronger sense of community across linguistic and cultural bound-
aries.

While Al presents opportunities for enhancing social inclusion,
significant challenges exist regarding its potential to truly facilitate
this process for individuals with SMI. A primary concern stems
from the current state of Al technology. While human-inspired Al
can recognize social cues and emotions and generate expressive
responses, it lacks true empathy. We are still developing “human-
ized AT, where cognitive, emotional and social intelligence con-
verge, allowing machines to simulate human experiences of pain,
hope, suffering and healing”.

Healing, in its essence, often transcends mere text or verbal com-
munication. Meaningful connections, deep acceptance, and em-
pathy between individuals arise from a shared understanding of
lived experiences, sometimes conveyed through simply being pres-
ent with one another - something that an Al agent can never repli-
cate. Recent research suggests that Al technologies are best utilized
as supplementary tools within human-human interactions, rather
than as standalone solutions in human services®. Moreover, some
applications may be designed to foster addictive tendencies, target-
ing vulnerable groups to maximize product benefits, which raises
ethical concerns and highlights the need for robust personal data
protection6.

Al algorithms trained on biased data may further entrench so-
cial divisions and deepen isolation. For instance, a recent study re-
vealed significant differences in SMI outcomes suggested by four
large language models (LLMs): ChatGPT-3.5, ChatGPT-4, Claude,
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and Bard’. The ChatGPT-3.5 model suggested a notably pessimis-
tic prognosis for individuals with schizophrenia under profession-
al treatment compared to other LLMs. Such narratives often foster
a culture of limited hope, and stigmatized perceptions linking SMI
with violence and poor outcomes. This issue is particularly relevant
as people with SMI, caregivers and health care professionals in-
creasingly utilize LLMs for consultations. The messages that these
models provide can significantly impact patient care, and are cru-
cial for social inclusion, guidance and interventions. Therefore,
they need to be aligned with current research evidence.

While recognizing the potential of Al to promote social inclu-
sion, it is crucial to consider that the digital gap will actually widen.
Marginalized communities, including those with SMI, often lack
the essential resources such as high-speed Internet, quality de-
vices, and digital literacy training needed to fully leverage Al This
disparity means that average users access less sophisticated tools,
while the privileged few reap the benefits of superior resources.
Moreover, a significant challenge in Al lies in the misalignment of
algorithms, which prioritize prominent data patterns and may over-
look essential human values and experiences such as resilience,
citizenship, and the importance of human virtues. This unintend-
ed oversight could have far-reaching implications for Al's impact
on social inclusion in mental health.

To ensure that Al advances social inclusion, the active involve-
ment of individuals with lived experience is crucial now more than
ever. However, the window of opportunity may be missed unno-
ticeably. The principle of “nothing about us without us” should
guide Al development. A Canadian study highlights the need for
diverse participants representing various recovery experiences
and perspectives from developed and developing countries®. Pro-
fessionals must advocate for the rights of individuals with SMI and
their caregivers, while vendors and innovators should prioritize
the voices of those with lived experience and critically examine
training data.

The mention of Al also brings to mind the concept of appre-

ciative inquiry (AI+), a strengths-based approach that can signifi-
cantly enhance social inclusion’. By focusing on what works well
within organizations and communities, Al+ fosters a collaborative
dialogue among stakeholders. This approach encourages a posi-
tive culture and collective vision for social good. Following a 5-D
cycle (Definition, Discovery, Dream, Design and Destiny), it invites
participants to envision possibilities and co-create actionable strat-
egies. Ultimately, Al+ not only enhances engagement and innova-
tion, but also promotes sustainable change by building on existing
strengths. However, social inclusion, as both a recovery process and
an outcome, is a non-linear journey where each individual has his/
her own pace and readiness. Poorly implemented or forced social
inclusion can be more harmful than social isolation.

In conclusion, while Al offers transformative opportunities to
enhance social inclusion in mental health care, addressing ethi-
cal concerns and engaging individuals with lived experience in
technology development is imperative. By prioritizing inclusivity
and incorporating the voices of those with SMI, we can create Al
systems that genuinely support social inclusion, fostering a culture
of hope and belonging for individuals with SMI on a global scale.
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Advancing social inclusion for people with co-occurring mental

health and substance use disorders

People with co-occurring mental health and substance use dis-
orders tend to experience more social exclusion than those with
amental health or substance use disorder alone. The intersection
of psychiatric distress and substance use often complicates clini-
cal care and intensifies barriers to addressing social determinants
of health such as housing and employment. Co-occurring mental
health and substance use also strains relationships with family
members and friends, and often reduces community engagement.
These challenges are exacerbated by the stigma associated with
this comorbidity', and can be further compounded by unemploy-
ment, homelessness or criminal justice involvement. Integrated,
evidence-based treatment that addresses both mental illness and
substance use®, while promoting recovery and community con-
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nection, is essential for advancing the social inclusion of these in-
dividuals.

Over the past 30 years, the field has shifted from traditional ap-
proaches to treatment, which operated in silos by separating men-
tal health and addiction services®. In the past, clients were entering
treatment either through the mental health or substance use ser-
vice system, depending on which problem area was more severe or
based on availability of treatment slots. This siloed approach often
unnecessarily fragmented care and contributed to treatment drop-
out, poor long-term engagement and, ultimately, increased social
isolation. While people still occasionally talk about receiving silo-
based care, the field has advanced, and integrated treatment mod-
els are now offered in many contexts worldwide. These integrated
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approaches reduce barriers to care access, improve continuity of
care, and create space for whole health recovery that includes the
pursuit of meaningful life roles and social inclusion.

In people with co-occurring mental health and substance use
problems, stable housing is often a critical need that can reduce
social isolation and support social and community engagement.
Without stable housing, engagement in treatment, social services,
and other aspects of community life remains limited. The Housing
First model, which offers immediate access to housing without pre-
conditions such as sobriety or treatment compliance, exemplifies
alow-barrier approach that supports both stability and dignity®.

In Housing First, wraparound supports are embedded, and peo-
ple can benefit from psychiatric and substance use services, com-
munity outreach, and linkages to social service agencies. An over-
riding philosophy of this approach is that people are not punished
for engaging in risky behaviors, as it is understood that these behav-
iors, such as substance use relapses, often occur during the recovery
process. Individuals who receive Housing First have been found to
maintain their housing and pursue other personal life goals, which
in turn reduces social isolation.

Employment is another critical component of recovery for indi-
viduals with co-occurring mental health and substance use disor-
ders. It does not only provide financial stability, but also offers a
pathway to social identity, community belonging, and self-efficacy.
Individual Placement and Support (IPS) has been found to increase
competitive employment outcomes and reduce reliance on emer-
gency services among those with co-occurring disorders’. Offering
clients with this comorbidity a multidisciplinary team-based care
in addition to employment support has been found to be critical’.

When implementing IPS for clients with co-occurring disorders,
several factors should be considered. These include such things as
avoiding the prescription of addictive medications, or preparing
clients to address any possible prior legal involvement during the
application process. An IPS staff member might assess job suitabil-
ity in relation to the person’s time in recovery and level of comfort
for such things as working in an environment that may expose to al-
coholic beverages. Despite these challenges, ongoing employment
can help individuals build social networks, develop a sense of pur-
pose, and pursue regular peer interactions.

Peer support is gaining recognition globally, with growing evi-
dence suggesting that it offers a particularly effective means of
fostering social inclusion®. For individuals with mental health
and substance use disorders, a peer support specialist is defined
as someone who has lived experience of both challenges and is
in stable recovery. Peer support specialists bring authenticity and
hope to recovery-oriented systems and the clients they support.
Moreover, they serve as role models and offer suggestions based on
theirlived mental health and substance use recoveryjourneys. They
can also play a proactive role in connecting clients to recovery re-
sources by bringing them to 12-step meetings or introducing them
to recovery events in the community to promote substance-free
social engagement. Peer roles themselves offer valued social iden-
tities and meaningful employment opportunities. Programs such
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as Atmiyata in India have shown that community-based peer inter-
ventions are both feasible and culturally relevant also in low-re-
source settings’.

Finally, the field has continued to evolve to better serve the dis-
parate needs of individuals with co-occurring mental health and
substance use problems via multi-component interventions with
a goal of promoting recovery, social inclusion and community in-
tegration. These multi-component interventions often integrate
many of the aforementioned approaches into one service delivery
model. One such evidence-based intervention, developed spe-
cifically for people with co-occurring mental health and substance
use disorders, is Maintaining Independence and Sobriety Through
Systems Integration, Outreach, and Networking (MISSION)”. This
intervention has been adapted for people who are also homeless,
in the criminal justice system, or veterans, as these individuals tend
to have high rates of social isolation.

Delivered by a case manager and peer specialist team, MISSION
embodies the promise of comprehensive, integrated, team-based
whole health care that incorporates mental health and addiction
treatment, assertive community outreach, and housing and em-
ployment support to address situational barriers to care and pro-
mote community inclusion®. The flexibility of MISSION, along with
ongoing recovery planning, enhances treatment engagement, im-
proves mental health and substance use outcomes, and promotes
social inclusion, especially among individuals disengaged from
traditional services.

Ultimately, social inclusion is not a secondary outcome. It must
be a central goal of any treatment for co-occurring mental health
and substance use disorders. Evidence-based interventions must
extend beyond clinical stabilization to support individuals in re-
claiming roles, rights, and relationships with family and others in
their communities. Systems of care that integrate services and fore-
ground inclusion can help individuals move from surviving on
the margins to thriving within communities. This is the standard
of care that we must embrace if we are to fulfill the promise of dig-
nity, equity, social inclusivity and recovery for this often marginal-
ized population.
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Dismantling structural violence to enable structural transformation

and consequently social inclusion

As Henderson et al' compellingly argue, traditional approaches
to social inclusion in mental health overwhelmingly emphasize
individual-level, clinically-focused interventions. These are often
aimed at reducing societal burden and increasing economic pro-
ductivity?. Here I propose a fundamentally different vision - one
that aims to address the structural violence sustaining disability-
linked poverty and exclusion, rather than continuing to rework the
individualized solutions that have become the staple of contem-
porary mental health policy.

This alternative approach draws on the abolitionist-leaning
principles of non-reformist reforms, that “aim to undermine the
prevailing political, economic, [and] social order, construct an es-
sentially different one, and build democratic power toward eman-
cipatory horizons”. Central to such reforms is a commitment to
centering those directly impacted, and a deep skepticism toward
solutions that ultimately reproduce exclusionary systems.

At this historical juncture - the mid 2020s - prevailing para-
digms for addressing “severe mental illness” remain rooted in
biomedical (or at best biopsychological) models of disability, and
individual-level interventions that are in turn delivered within
ever more marketized health care delivery systems. Meanwhile, in
the US and elsewhere, the increasingly visible failures of deinstitu-
tionalization have inspired new regimes of surveillance, coercion,
and behavioral control. These include the expansion of compul-
sory treatment, the proliferation of residential facilities that, while
smaller in size, otherwise replicate the logics of the asylums they
replaced, and even the development of new technologies of sur-
veillance such as ingestible event marker sensors intended to track
drug ingestion and thereby facilitate “compliance”

In societies where social worth is primarily equated with eco-
nomic productivity, disability is not only feared, but persistently
devalued. In virtually all high-income countries, those who can-
not work can access disability benefits - however, benefits poli-
cies are routinely structured to ensure a standard of living well be-
low that of even lower-middle-class workers. Indeed, in the US, dis-
ability-based welfare policies essentially function as a mechanism
of enforced impoverishment: save or earn just slightly above the
disability benefit threshold and you risk losing not only monetary
entitlements, but also access to life-sustaining health care and
housing.

Capitalism does not merely devalue disability - it fundamen-
tally shapes the mental health system. In the US, public sector pro-
viders, particularly in high-cost coastal cities, rarely earn a living
wage. Peer support and community health workers - dispropor-
tionately people of color and, by definition, disabled or systems-
involved - are generally paid even less. The system exploits the
emotional labor of individuals occupying these roles while rele-
gating “lived experience” to the bottom of the professional hierar-
chy, extracting relational investments without material reciprocity.

Extractivism and managerialism also find a friend in the evi-
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dence-based practice movement. A still ascendent “knowledge re-
gime”4, this movement has given rise to a suite of linear, manual-
ized interventions - ranging from third-wave cognitive therapies to
motivational strategies. Aligning with narrow clinical trial method-
ologies and the constraints they impose, evidence-based practices
are most often time-limited, centering reproducible technologies
of intervention while decentering intuition, the unique and unpre-
dictable but essential dynamics of any relationship between two
or more people, the adaptation of people and systems. Such inter-
ventions may produce modest short-term effects, but rarely move
the needle on deeper social integration. And they contribute all too
perfectly to the cost-cutting, access-limiting, standardizing goals
of managed care.

The above examples all arguably function as forms or manifes-
tations of structural violence® - violence enacted through unequal
structures rather than overt physical assault or injury. Such vio-
lence is rendered invisible precisely because it is so deeply embed-
ded in institutions and practices that has come to seem “normal”
and inevitable. Whether we look to the mental health system’s re-
liance on coercion, the entrenchedness of disability poverty, or
workings of extractive capitalism, we see illustrated the normaliza-
tion of structures of oppression. Within academia, deep epistemic
inequalities also powerfully contribute through the exclusion of
those directly impacted within the very processes through which
knowledge about psychiatric conditions and structures is pro-
duced.

The fundamental problem with reformist approaches is that
they center incremental “fixes” to what are more fundamentally
unjust systems. Reformist logic in turn “insulates” policies such
as psychiatric institutionalization, workfare and disability-related
coercion from deeper scrutiny, casting them as “problems for reg-
ulation, rather than products of status quo power relations”*. The
same logic pervades the evidence-based practice and implemen-
tation science movements, as noted above. And reformism tends
to enable the same people, the same in-groups, to remain in powet,
promising this or that incremental change as a means of rational-
izing disinvestment in deep change.

Non-reformist reform, by contrast, seeks to dismantle these
foundations. It insists that systems producing mass disability-linked
poverty, coercion, and epistemic exclusion are neither natural nor
inevitable. It also insists that real transformation cannot come from
above - from elite institutions or expert clinicians - but be led from
below, from those whose lives are directly impacted by these sys-
tems. A non-reformist stance recognizes that it is not inevitable for
people with psychiatric disabilities to die 15-20 years earlier than
their peers in the world’s wealthiest countries; that poverty and
premature death should never be expected. That it is not de rigueur
that cognitive decline from iatrogenic causes erodes decades of
potential, or that shame accompanies madness and mental dif-
ference. These are not inevitable outcomes of “illness’; but of the
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structural violence that surrounds the experiences we have decid-
ed tolabel as such.

As abolitionists say over and over again, a different world is pos-
sible - but only if we start from different premises. If schizophrenia
is framed as a “curable” neurobiological illness, the resulting in-
terventional logics will center pharmaceuticals and underlying pa-
thology - in fact driving exclusion. If, instead, we recognize mad-
ness, distress and disability as phenomena irreducible to biology
- as polyvalent, culturally generative and politically meaningful -
entirely different possibilities of intervention and social belonging-
ness (re)emerge. And if we begin to reframe the “problem” of psy-
chiatric disability not as an issue of faulty biology, but of underlying
structures of exclusion, the same is true: fundamentally different
strategies, policies and practices start to make sense and take form.

Research can help with this transformation - illuminating cur-
rent conditions, exposing logics of oppression through careful
scholarly analysis - but the status quo will only truly change when

structures change. For those currently in positions of power, their
biggest contribution may be a combination of humility (about the
limits of individual but also collective academic or empirical knowl-
edge, acknowledging where, in the contemporary health sciences,
the status quo has generally taken policy and practice concerning
severe mental illness) and a willingness to join others, most espe-
cially those directly impacted, in non-reformist, democratic move-
ments working to name sources of injustice and build a new world.

Nev Jones
School of Social Work, University of Pittsburgh, Pittsburgh, PA, USA

Henderson C, Kotera Y, Lloyd-Evans B et al. World Psychiatry 2026;25:56-82.
Fey J. Neoliberalism and mental health. London: Routledge, 2024.

Akbar AA. Yale Law Journal 2022;132:2497-609.

Tanenbaum SJ. Health Aff 2005;24:163-73.

Farmer PE, Nizeye B, Stulac S et al. PLoS Med 2006;10:e449-63.

A

DOI:10.1002/wps.70009

Social inclusion in mental health: a Latin American perspective

Despite substantial efforts, many widely adopted frameworks
on social inclusion of people with severe mental illness continue
to operate within a narrow scope, insufficiently questioning and
engaging with the structural forces that shape exclusion'. Here I
argue that the advancement of social inclusion requires examin-
ing history, cultural contexts and other macro-social forces, espe-
cially in the Global South, and that Latin American frameworks,
notably the Social Determination of Health Framework?, have
been developed in response to these challenges.

Latin America has a rich yet under-recognized tradition of link-
ing health with social context. For many decades, movements in so-
cial medicine, collective health, and critical epidemiology across
the region have highlighted gaps in conventional health paradigms,
and proposed approaches to address the social drivers of illness
and inclusion®. These traditions emerged from a recognition that
health inequities cannot be fully addressed without confronting
root causes’. Pioneering researchers such as J. Breilh and N. de
Almeida-Filho have argued that health and disease are not merely
influenced by social factors, but are fundamentally produced by
them®. Accordingly, this perspective calls for a research agenda in-
separable from social action and transformation. While these tradi-
tions originated in Latin America, key concepts and practices have
been adopted by some scholars in the Global North, particularly in
social and psychiatric epidemiology”.

The Social Determination of Health Framework offers several
unique contributions to the field of social inclusion in mental health
* First, it foregrounds history, recognizing that phenomena such
as stigma, social isolation and exclusion are inseparable from the
broader trajectories of political violence, neoliberal reforms and
cultural domination. This approach challenges the tendency to de-
contextualize exclusion, exploring how historical processes have
constructed the conditions for marginalization. Second, it com-
pels us to ask not just what factors or determinants are associated
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with exclusion or inclusion, but why such factors are so prevalent
among certain vulnerable groups, including people with severe
mental illness. It shifts the focus from identifying and describing
inequities to investigating their origins. Third, it invites research-
ers and policy makers to move from description to transformation
- aligning scientific inquiry with emancipatory, community-led
action. This involves not only producing high-quality evidence, but
also co-producing solutions with affected groups and recognizing
the legitimacy of experiential and collective knowledge”.

A potential critique is that these Latin American approaches
lack sufficient empirical validation. However, this imbalance itself
is part of the problem - a reflection of what has been called the
“centrality” of knowledge production in the Global North®. Hierar-
chies of evidence have been constructed to privilege randomized
controlled trials and other standard methodologies, sometimes
discounting the value of real-world innovations emerging from the
Global South. There is an implicit assumption that the most reli-
able evidence and theories flow from wealthy countries outward,
whereas ideas emerging from the Global South are less valid or re-
main untested’. Just as important is the notion of “linearity” in how
we think about evidence and implementation. Mainstream health
research often envisions a linear pipeline: discovery leads to trials,
which lead to scaled implementation and policy’. Especially in the
Global South, progress in mental health services and systems has
often been anything but linear. Historical disruptions - i.e., revo-
lutions, dictatorships, economic crises, and civil conflicts - have
required creative, context-driven solutions that did not wait for for-
mal evidence®.

Mental health reforms are compelling examples of complex so-
ciopolitical phenomena that provide context-sensitive and histor-
ically informed frameworks for understanding trends in social in-
clusion and exclusion. For instance, Brazil’s psychiatric reform
was catalyzed in the late 20th century by a grassroots human rights
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movement in the wake of military rule. Brazilian reformers pushed
to close asylums and build a network of community-based ser-
vices’. The result was a nationwide shift toward community men-
tal health care, with the establishment of hundreds of psychosocial
care centers, and programs such as De Volta Para Casa (“Return
Home") to reintegrate long-stay patients into society. This reform,
enacted via national policy and based on principles of justice and
citizenship, moved forward through social mobilization, preced-
ing formal validation by research. Over time, positive outcomes
have been documented: improved access to care, reduced psychia-
tric hospitalizations, and an affirmation of consumers’ citizenship
and rights in the community”’.

Similarly, Chile’s mental health reform was initiated in the 1950s,
with very promising developments in community-based mental
health services. This movement was then brutally dismantled un-
der dictatorship after 1973 - community mental health was banned
as “communist” and many progressive clinicians were persecuted®.
Yet, these ideas survived underground. With the return to democra-
cy in 1990, Chile began rebuilding mental health services oriented
toward primary care and community support. By the 2010s, Chile
had a national mental health plan emphasizing outpatient care,
psychosocial rehabilitation, and increased inclusion of family and
consumers in service design. The historical experience of repres-
sion and political transition directly informed Chile’s emphasis
on rights, community solidarity, and participatory governance in
mental health care®.

The Latin American experiences thus suggest the need for a
broader, more pluralistic view of what constitutes evidence and
progress in the field. Adopting a social determination lens would
push the social inclusion field to revisit some of its core assump-
tions. It would encourage new research questions, such as: How do
colonial histories and ongoing extractive relationships continue to
shape mental health outcomes? In what ways do policies designed
to promote inclusion inadvertently reinforce structural exclusion?
How can we build alliances with social movements and margin-
alized communities to co-produce more just and effective mental
health services and systems? Such an approach would expand the
boundaries of the field, foregrounding structural, historical and
cultural forces that have too often been neglected.

While social medicine, collective health and critical epidemi-
ology have emerged from the specific contexts of Latin America,
their insights are highly relevant beyond this region. Structural
racism, economic inequality, and histories of dispossession are
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not confined to the Global South. By incorporating the Social De-
termination of Health Framework, the social inclusion field can
develop more nuanced, historically informed, and politically en-
gaged responses to exclusion also in Europe, North America, and
elsewhere in the Global North. Learning from the Global South is
not only a matter of justice or representation; it is also about ex-
panding the analytical and practical toolkit available to those seek-
ing to advance inclusion everywhere. This perspective invites the
field to broaden its conceptual and practical horizons and to ap-
proach social inclusion and mental health with greater humility
and openness’.

In summary, promoting social inclusion in mental health re-
quires more than technical refinement or evaluation of existing
interventions or frameworks. It calls for a paradigm shift: a willing-
ness to ground research, policy and practice in the analysis of pow-
er, history and collective action, as exemplified by Latin America’s
rich academic and community-rooted traditions. Embracing these
traditions offers a path forward - one that is more just, more demo-
cratic, and ultimately more capable of realizing the full promise of
social inclusion for people with severe mental illness. To meet the
needs of diverse communities and overcome persistent exclusion,
the field must move beyond valuable but narrow approaches and
engage with the complexity, creativity, and transformative spirit of
social determination in mental health.
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Early intervention services (EIS) for psychosis have demonstrated superiority to usual care/modular care (UC/MC) until the end of their delivery. However,
the maintenance effects of EIS care after transition to UC/MC are less clear. We aimed to compare these effects vs. UC/MC at least one year after the end
of EIS care. This PRISMA and MOOSE-compliant systematic review searched PubMed, EMBASE, PsycINFO and Web of Science databases and Cochrane
Central Register of Reviews, without time or language restrictions. We included studies initially designed as randomized controlled trials (RCTS) comparing
EIS vs. UC/MC in patients with early-phase psychosis, in which both the intervention and control groups were followed for at least 12 months after cessation
of EIS care in the intervention group. Co-primary outcomes were psychiatric hospitalization, duration of hospitalization, and drop-out at the end of follow-
up (preferably 5 years post-EIS initiation). Secondary outcomes were severity of total, positive and negative symptoms; quality of life, work involvement,
remission, legal offences, antipsychotic use, and suicide attempts. We meta-analyzed six RCTs with data from 13 papers, including 1,416 individuals (mean
age: 23.9 years, females: 36.7%). After 2-3 years of receiving UC/MC, subsequent to 2-3 years of EIS care or UC/MC, individuals who originally received EIS
care spent less days hospitalized than those continuing UC/MC (n=>5, standardized mean difference, SMD=0.128, 95% CI: 0.019-0.237, p=0.021). However,
although we confirmed the superiority of EIS care to UC/MC at the end of the intervention period (except for work involvement and legal offences), the
two groups did not differ significantly at 2-3 years post-EIS care regarding hospitalization, all-cause drop-out, quality of life; severity of total, positive and
negative symptoms; work involvement, remission, legal offences, antipsychotic use, and suicide attempts. In summary, EIS care did not maintain its supe-
riority over UC/MC 2-3 years after its cessation across meta-analyzable outcomes, except for duration of hospitalizations. These results support the need to
further develop and potentially extend full or individualized EIS delivery.

Key words: Early intervention services, early-phase psychosis, transition to usual care, hospitalization, quality of life, positive symptoms, nega-
tive symptoms, work involvement, suicide attempts

(World Psychiatry 2026;25:95-104)

Schizophrenia is one of the most severe and functionally lim-
iting medical disorders, leading to substantial individual, societal
and health care burdens"?. Outcomes in this disorder, including
remission and recovery rates, often remain suboptimal®. All-cause
mortality is increased in people with schizophrenia compared to
the general population, with the greatest risk in first-episode (rela-
tive risk, RR=7.4) and incident (i.e., earlier-phase) schizophrenia
(RR=3.5)". Furthermore, the mean duration of untreated psy-
chosis (DUP) has been estimated as 42.4 weeks worldwide®, and
longer DUP after illness onset has been related to poorer illness
outcomes”®.

Early intervention strategies/services (EIS) aim to timely de-
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tect psychosis symptoms, reduce DUP, and improve early access
to effective treatment during what has been called the “critical pe-
riod” for intervention effectiveness, which is believed to be the first
2-5 years following psychosis onset” ',

In a meta-analysis of randomized trials lasting an average of
16.2+7.4 months and including 2,176 patients with first-episode
or early-phase schizophrenia (mean illness duration: 159.8+125.4
weeks, mean DUP: 79.9+71.1 weeks), EIS care has been associ-
ated, at the end of its delivery, with significantly better outcomes
than usual care/modular care (UC/MC)'. The improved out-
comes included lower treatment discontinuation, less psychiat-
ric hospitalizations, less relapses; more remission, recovery and
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involvement with school or work; lower severity of total, positive,
negative and depressive symptoms as well as general psychopa-
thology; and greater global functioning and quality of life, each
evaluated after 6-24 months of active EIS treatment'’.

A limitation of the above meta-analysis was that insufficient
studies and outcome data were available to assess the longer-term
effects of EIS care vs. UC/MC after the former care ended and
patients were followed in usual care environments. However, a
robust understanding of whether and which benefits of EIS care
are sustained beyond the initial active treatment window is es-
sential to inform clinical decision-making, resource allocation,
and long-term service planning. Such information is further rel-
evant to support or challenge the hypothesis of a “critical period”
of 2-5 years during which the short-term effects of EIS care would
translate into lasting long-term effects on the above-mentioned
outcomes.

Clarifying the durability of EIS benefits has far-reaching impli-
cations, not only for individual patient trajectories, but also for the
sustainability and cost-effectiveness of mental health systems. This
information is, therefore, highly relevant for program developers
and policy makers, as current strategies may need to be improved
or optimized. This could include the potential need for paradigms
of selective extension of EIS care for subgroups of patients or for
selected outcomes that may be less durable than others.

Based on the above, we aimed to compare meta-analytically
- across key clinical, functional, and service use outcomes - the
impact of EIS care vs. UC/MC both acutely, at the end of the inter-
vention period, and long-term, i.e. at least one year after its cessa-
tion. We hypothesized that EIS care would be superior to UC/MC
after transition to the latter for some but not all outcomes.

METHODS

This study was conducted in accordance with the PRISMA
2020 item checklist"® and MOOSE checklist** (see supplementary
information). The study protocol was registered on PROSPERO
(CRD42023488103).

Literature search

PubMed, EMBASE, PsycINFO and Web of Science databas-
es and Cochrane Central Register of Reviews were searched by
two independent researchers. The following search terms were
applied from inception until February 18, 2025: (schizophrenia OR
schizoaffective OR schizophreniform OR psychosis OR psychotic)
AND (recent-onset OR “recent onset” OR “first episode” OR first-
episode OR early-phase OR “early psychosis”) AND (interven-
tion OR treatment OR management OR integrat* OR multimodal
OR assertive OR specialized OR “COAST” OR “JCEP” OR “LEQ”
OR “OPUS” OR “OTP” OR “PIANO” OR “STEP" OR “RAISE” OR
“RAISE-ETP” OR “Valencia”) AND (“follow up” OR “follow-up” OR
“longitudinal” OR “long term” OR “long-term” OR “maintenance”
OR “prospective”).
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Papers identified were screened as abstracts and, after the ex-
clusion of those not meeting our inclusion criteria, full texts were
assessed for eligibility. Searches were completed with manual
backward and forward reference searching (looking at previous-
ly published papers and those citing the included studies). Any
discrepancies were resolved through discussion with the first au-
thor.

Any missing data that helped assess eligibility were obtained by
contacting the corresponding and/or first and last authors of the
studies. Furthermore, at least one author from the included trials
was contacted to gather additional information on evaluated out-
comes in their studies. Authors from all included studies except
one responded to our request and are included as co-authors in
this paper.

Inclusion/exclusion criteria

We included: a) randomized controlled trials (RCTs) compar-
ing EIS/coordinated specialized care using an integrated/multi-
modal program, irrespective of previous service provision, with
non-specialized UC/MC; b) for adolescents aged >12 years and/
or adults; c¢) diagnosed with first-episode or early-phase (study-
defined) psychosis or schizophrenia-spectrum disorders (schizo-
phrenia, schizoaffective disorder, schizophreniform disorder,
delusional disorder, psychotic disorder not otherwise specified,
or affective psychosis); d) in which both the intervention and the
control groups were followed for at least 12 months after cessation
of EIS care in the intervention group.

We excluded: a) trials initially randomizing patients to EIS care
versus a step-down/less intense maintenance treatment, and b)
cross-over trials in which EIS care was not stopped, or its intensity
was not reduced. For overlapping studies and samples, the largest
sample for each outcome was included (allowing <50% overlap),
butincluded studies were independent regarding the outcomes.

Outcomes

We used the following co-primary outcomes at follow-up after
transition to UC/MC: a) psychiatric hospitalization, measured by
proportion of people hospitalized, and duration (days) of hospi-
talization; b) drop-out, defined by being lost to follow-up (previ-
ously referred to as all-cause treatment discontinuation).

Secondary outcomes included: a) quality of life (study-defined);
b) severity of total, positive and negative symptoms (study-defined);
¢) work involvement (% of patients with study-defined work); d)
remission (% of patients who met the study-defined definition); e)
relapse (% of patients who met the study-defined definition); f) le-
gal offences (% of patients with at least one study-defined offence
event); g) antipsychotic use; and h) suicide attempts.

We selected the closest time-point to five years after treatment
was started (e.g., after two years of EIS care or UC/MC and three
years of follow-up, or after three years of EIS care or UC/MC and
two years of follow-up).
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The same primary and secondary outcomes were assessed at
the end of the initial period of EIS care compared with UC/MC.

Data extraction

Three researchers independently extracted data from the in-
cluded studies into a database (a Microsoft Excel spreadsheet). The
following variables were extracted: first author, publication year,
country, program, patient age (mean+SD, range), sex (% females),
sample size (baseline, follow-up; total, EIS, UC/MC), race/eth-
nicity, trial duration (active EIS and post-EIS follow-up, in years),
psychiatric diagnoses, outcome results, variables evaluated in sub-
analyses and meta-regression analyses, and quality assessment.

Data synthesis

For the meta-analyses of continuous outcomes, we calculated
standardized mean differences (SMDs) with their 95% confidence
intervals (CIs). For categorical outcomes, we calculated risk ratios
(RRs) with their 95% ClIs. Intent-to-treat (ITT) data were used when-
ever possible.

Expecting high heterogeneity, random-effects meta-analyses
were conducted whenever at least three studies provided meta-
analyzable results". Publication bias was assessed by Egger’s
test'®, complemented by the “trim and fill” method to correct for
the presence of missing studies when risk of publication bias (i.e.,
small sample bias) was detected. Any correction was based on the
assumption that the effect sizes of all the studies were normally
distributed around the centre of a funnel plot; in the event of asym-
metries, the “trim and fill” method adjusted for the potential effect
of unpublished studies.

Heterogeneity among study point estimates was assessed using
Q statistics. The proportion of the total variability in the effect size
estimates was evaluated by the I? index'” and considered statis-
tically significant when p<0.05. I*>50% is typically considered an
indication of high variability in effect size estimates.

We conducted sub-analyses for the three co-primary outcomes
to estimate the association between the outcomes and a) region
(Europe vs. the US vs. rest of the world), b) blinding of outcome
assessments, c) analyzed data type (ITT vs. observed cases), d)
EIS care including vocational/educational rehabilitation, e) EIS
care including family therapy, f) EIS care including crisis response
teams, g) EIS care including social skills training, h) EIS care in-
cluding fidelity monitoring, and i) quality assessment results
(studies with low risk of bias vs. studies with some concerns).

We conducted meta-regression analyses for the three co-pri-
mary outcomes whenever at least four studies provided relevant
data, estimating the association between the outcomes and a)
sample size, b) number of sites, c) trial duration (total from base-
line, EIS treatment, and post-EIS follow-up), d) number of EIS
components, €) number of visits, f) proportion of patients with
DSM/ICD-defined schizophrenia, g) baseline functioning (mea-
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sured by the Global Assessment of Functioning, GAF'®), h) severity
of positive symptoms at baseline (subscores from the Positive and
Negative Syndrome Scale, PANSS'?), i) severity of negative symp-
toms at baseline (subscores from the PANSS), j) presence of at least
one prior hospitalization, k) mean patient age, 1) % of females, m)
% of White people, n) median DUP duration, o) % of patients not
followed from on-EIS treatment into the off-EIS treatment study
(magnitude of attrition or potential non-random attrition), and p)
% of patients with all-cause discontinuation in the post-EIS study.

An additional sensitivity analysis was conducted excluding the
Early Assessment Service for Young People with Psychosis (EASY)
trial*®?', as participants were recruited from a low-resource setting
and exposed to EIS care before the RCT. We also compared the
raw values of continuous and categorical outcomes in the EIS and
UC/MC groups (in the on-EIS and off-EIS phases). For continuous
outcomes, we considered the most frequently used instrument to
evaluate each outcome and required at least two studies to meta-
analyze the results.

All analyses were two-sided, with alpha=0.05, using Compre-
hensive Meta-analysis (CMA) V3%,

Risk of bias assessment

Cochrane Risk of Bias tool (RoB2)* was used to assess whether
each study had a high, low or unclear risk of bias in each of the
following six domains: random sequence generation, allocation
concealment, blinding of participants and study personnel, blind-
ing of outcome assessments, incomplete outcome data, and selec-
tive outcome reporting.

The overall risk of bias was classified as low if none of the do-
mains was rated as high risk and at least three domains were rated
as unclear risk; as unclear if no or one domain was rated as high
risk, but atleast four were rated as unclear risk; and as high if more
domains were rated as high or unclear risk.

RESULTS

The literature search yielded 3,802 non-duplicate citations,
which were screened for eligibility. Ultimately, 13 papers from six
studies were included: the OPUS trial***’; Lambeth Early Onset
(LEO)*; Optimal Treatment Project (OTP)*; Recovery After an
Initial Schizophrenia Episode - Early Treatment Program (RAISE-
ETP)/NAVIGATE®; Specialized Treatment Early in Psychosis
(STEP)*; and EASY*** (see Figure 1 for PRISMA flow chart and
Table 1 for characteristics of the included studies).

Altogether, 1,416 individuals were included: 741 in the original
EIS intervention group and 675 in the control group. The sample
size of each study (including both intervention and control groups)
ranged from 50 to 547 individuals. The mean age of the total sam-
ple was 23.9 years (range: 20.8-26.6), and 36.7% (range: 18.8-60.0%)
were female. The duration of the studies ranged from 5 to 20 years,
with all of them providing data after 5 years from the start of the
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[ Identification of studies via databases and registers ]

Records removed before

Records identified through: .
screening:

databases (n=6,533), registers
(n=10)

o Duplicate records (n=2,720)
* Records marked as ineligible by
automation tools (n=21)

Records excluded
(n=0)

Records screened
(n=3,802)

A4

[ Identification of studies via other methods ]

Records identified from
citation searching (n=80)

4

Reports not retrieved
(n=3,695)

Reports sought for retrieval
(n=3,802)

Reports sought for retrieval
(n=80)

:

4

Reports assessed for eligibility
(n=107)

Studies included in review
(n=6)

Reports of included studies
(n=13)

Figure 1 PRISMA flow chart. EIS - early intervention services

RCT, except for one trial®® that provided data after 10 years (total ~three years of EIS care vs. UC/MC and two years of follow-up
mean study duration: 5.8 years). All studies had two years of EIS

Reports excluded (n=88)

* No control group (n=30)
« No follow-up after EIS (n=54)
o Other reason (n=4)

Reports assessed for eligibility
(n=80)

A4

Reports not retrieved
(n=0)

Reports excluded

care vs. UC/MC and three years of follow-up, except for one with  years).

Table 1 Main characteristics of included studies

(n=80)

* Not meeting inclusion
criteria (n=42)

e Already included in
electronic search
(n=38)

20,21

(mean EIS intervention: 2.17 years; mean post-EIS intervention: 4.0

Sample size,

Duration in

Sample size, follow-up years, total
Age, meantSD % baseline (EIS; (post-EIS; (EIS or UC/MC; Diagnosis (%
Stud; Program (country) (range) females UC/MC) UC/MC) all UC/MC) schizophrenia)  Risk of bias
y gram (country g P

Bertelsen et al* OPUS (Denmark)  26.616.4 (18-45) 41 547 (275;272) 301 (151; 150) 5(2;3) 67 Low
Chang et al® EASY (Hong Kong) 20.8+3.3 (15-25) 60 154 (82; 72) 143 (76; 67) 5@3;2) 84.2 Some concerns
Chang et al*! EASY (Hong Kong) 20.8%3.3 (15-25) 60 154 (82; 72) 143 (76; 67) 5(@;2) 84.2 Some concerns
Gafoor et al’! LEO (UK) Median: 25 354 144 (71; 73) 99 (45; 54) 5.5(2;3.5) 72 Some concerns
Hansen et al® OPUS (Denmark)  26.616.4 (18-45) 41 547 (275; 272) 164 (84; 80) 20 (2; 18) 67 Some concerns
Hastrup et al** OPUS (Denmark)  26.6+6.4 (18-45) 41 547 (275;272) 301 (151; 150) 5(2;3) 67 Low
Nordentoft OPUS (Denmark)  24.0+4.4 (18-35) 34 63 (34; 29) 63 (34; 29) 5(2;3) 89.9 Some concerns

et al”’
Pollard et al** STEP (US) 22.7£5.1 (16-45) 18.8 117 (60; 57) 99 (54; 45) 7 (2;5) 29 Some concerns
Posselt et al®® OPUS (Denmark)  27.1+6.3 (18-45) 41 547 (275;272) 301 (151; 150) 5(2;3) 67.2 Low
Robinson et al®®  RAISE-ETP (US)  23.0+5.1 (15-40) 27.5 404 (223; 181) 120 (63; 57) 5(2;3) 56 Some concerns
Secher et al*® OPUS (Denmark)  26.6+6.4 (18-45) 41 547 (275;272) 347 (181; 166) 10(2; 8) 67 Low
Sigrunarson OTP (Norway) 25.414.6 (18-35) 38 50 (305 20) 45 (28; 17) 12 (2; 10) 76 Some concerns

et al?
Stevens et al’® OPUS (Denmark)  26.6+6.4 (18-45) 41 547 (275; 272) 547 (275; 272) 5(2;3) 67 Low

EIS - early intervention services, UC — usual care, MC — modular care
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Table 2 Short-term outcomes of early intervention services

Point estimate

Test for heterogeneity

Outcome N (EIS) N (UC/MC) SMD/RR 95% CI Z score P Q g P
% hospitalization 599 546 0.908 0.828 0.997 —2.030 0.042 2.091 0.000 0.554
N. days hospitalized 376 365 0.153 0.007 0.299 2.056 0.040 1.917 0.000 0.383
Drop-out 659 603 0.644 0.552 0.751 -5.600 0.000 0.599 0.000 0.963
Positive symptoms 407 365 —-0.197 —-0.389 -0.006 2.015 0.044 0.000 0.900 0.983
Negative symptoms 407 365 -0.310 —-0.517 -0.103 2.937 0.003 0.505 0.000 0.473
Work involvement 407 365 1.053 0.894 1.240 0.617 0.537 0.004 0.000 0.950
Legal offences 291 282 0.847 0.454 1.579 -0.524 0.600 1.149 0.000 0.563
Antipsychotic use 407 365 1.147 1.006 1.307 2.044 0.041 0.176 0.000 0.675
Suicide attempts 407 365 0.560 0.318 0.984 -2.017 0.044 2.392 58.201 0.122

EIS - early intervention services, UC — usual care, MC — modular care, SMD - standardized mean difference, RR — risk ratio

Meta-analytic results
Outcomes at the end of EIS care

Compared to UC/MC, at the end of the EIS period, EIS care
was associated with a lower proportion of patients psychiatrically
hospitalized (RR=0.908, 95% CI: 0.828-0.997), fewer days hospital-
ized (SMD=0.153, 95% CI: 0.007-0.299), and decreased drop-out
(RR=0.644, 95% CI: 0.552-0.751) (see Table 2 and Figure 2). EIS
care was also associated with significantly lower severity of positive
symptoms (SMD=-0.197, 95% CI: -0.389 to —0.006) and negative
symptoms (SMD=-0.310, 95% CI: -0.517 to -0.103) (see Table 2 and
Figure 3).

Use of antipsychotics was more common in individuals on EIS
care at the end of the EIS period (RR=1.147, 95% CI: 1.006-1.307).
The number of suicide attempts was lower in the EIS vs. UC/MC
group (RR=0.560, 95% CI: 0.318-0.984). However, EIS and UC/
MC groups did not differ in work involvement (p=0.537) or legal

offences (p=0.600) (see Table 2 and supplementary information).
Heterogeneity across studies was not statistically significant (all
p>0.05).

Outcomes >1 year after cessation of EIS care

Individuals who had originally received EIS care spent less
days psychiatrically hospitalized after 5 years (including 2-3 years
of UC/MC in both groups) than those receiving UC/MC from the
beginning (n=5; EIS: N=691, UC/MC: N=618; SMD=0.128, 95% CI:
0.019-0.237, p=0.021) (see Table 3).

EIS and UC/MC groups did not differ in the proportion of pa-
tients hospitalized (n=>5; EIS: N=691, UC/MC: N=618; RR=0.90,
95% CI: 0.787-1.029, p=0.122) or drop-out (n=6; EIS: N=741, UC/
MC: N=675; RR=1.009, 95% CI: 0.942-1.081, p=0.788) after EIS care
cessation (see Table 3 and Figure 2).

EIS and UC/MC groups did also not differ in severity of total,

Risk Lower Upper p
ratio limit limit
% hospitalized Short-term  n=4; N=1,145 0.908 0.828 0.997 0.042
Long-term  n=5; N=1,309 0.9 0.787 1.029 0.122
Drop-out Short-term  n=5; N=1,262 0.644 0.552 0.751 0 -
Long-term  n=6; N=1,416 1.009 0.942 1.081 0.788
Legal offences Short-term  n=3; N=573 0.847 0.454 1.579 0.6
Long-term  n=4; N=690 0.619 0.222 1.714 0.358
Suicide attempts Short-term  n=2; N=772 0.56 0.318 0.984 0.044
Long-term n=3; N=573 0.739 0.304 1.798 0.505
Antipsychotic use Short-term  n=2; N=772 1.147 1.006 1.307 0.041 Hl-
Long-term n=3; N=573 0.991 0.905 1.085 0.843
Work involvement Short-term  n=2; N=772 1.053 0.894 1.24 0.537
Long-term n=3; N=564 0.969 0.695 1.351 0.852
0.1 0.2 0.5 1 2 5 10

Figure 2 Short-term and long-term categorical outcomes of early intervention services (EIS). For % hospitalized, drop-out, legal offences and
suicide attempts, risk ratio (RR) <1 indicates benefits of EIS vs. usual care/modular care (UC/MC); for antipsychotic use and work involvement,

RR>1 indicates benefits of EIS vs. UC/MC.
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Lower Upper

SMD  limit limit
Positive symptoms ~ Short-term  n=2; N=772 -0.197 -0.389 -0.006 0.044
Long-tem  n=3; N=573 -0.012 -0.176 0.152 0.886
Negative symptoms ~ Short-term n=2; N=772 -0.310 -0.517 -0.103  0.003
Long-tem n=3; N=516 -0.012 -0.185 0.161 0.892

-1.00 -0.50 0.00 0.50 1.00

Figure 3 Short-term and long-term continuous outcomes of early intervention services (EIS). Negative values of standardized mean difference

(SMD) indicate benefits of EIS vs. usual care/modular care (UC/MC).

positive and negative symptoms; quality of life, work involvement,
remission, legal offences, antipsychotic use, or suicide attempts
(all p>0.05) (see Table 3 and Figures 2-3).

Heterogeneity across studies was statistically significant for
quality of life (Q=7.435, 12=73.099, p=0.024), indicating high vari-
ability in the effect size estimates, but not for the other outcomes.

Sensitivity analyses and publication bias

The proportion of patients with psychiatric hospitalization, du-
ration of hospitalization, and drop-out were not significantly influ-
enced by region of study conduct, blinding of outcome assessment,
analyzed data type; EIS care including vocational/educational re-
habilitation, or family therapy, or crisis response teams, or social
skills training, or fidelity monitoring; or by study quality (all p>0.05)
(see also supplementary information).

The proportion of patients with psychiatric hospitalization,
duration of hospitalization, and drop-out were not significantly
influenced by sample size, number of sites, trial duration, number
of treatment components, number of visits, proportion of patients
with DSM/ICD-defined schizophrenia, baseline functioning,

Table 3 Long-term outcomes of early intervention services

baseline severity of positive or negative symptoms, prior hospi-
talizations, mean patient age, sex, ethnicity/race, median DUP, %
of patients not followed into the off-EIS treatment study, or % of
patients with all-cause discontinuation in the post-EIS study (all
p>0.05) (see also supplementary information).

Potential publication bias was found in three of the evaluat-
ed outcomes: positive symptoms (t=71.729, p=0.009), negative
symptoms (t=19.945, p=0.032), and work involvement (t=48.441,
p=0.013). However, adjusted results via trim-and-fill method did
not affect the significance of the results (see supplementary infor-
mation). Excluding the EASY trial did not change the significance
of any of the results (see supplementary information).

Of the findings in the short term showing significant superi-
ority of EIS care vs. UC/MC, only the significantly lower number
of days hospitalized (47.2 + 34.5 days vs. 58.4 + 29.5 days, mean
difference: 11.2 + 3.0 days, p = 0.0002) remained significant after
long-term follow-up off-EIS (68.6 + 20.3 days vs. 75.5 + 20.1 days,
mean difference: 7.0 + 3.4 days, p = 0.017). All other significant
findings on EIS treatment vs. UC/MC lost significance during the
follow-up off-EIS period.

This loss of significant group difference favoring EIS care in-
cluded the previously lower proportion of patients hospital-

Point estimate Test for heterogeneity

Outcome N (post-EIS) N (UC/MC) SMD/RR 95% CI Z score P Q g P
% hospitalization 691 618 0.9 0.787 1.029 -1.548 0.122 1.83 0.000 0.767
N. days hospitalized 691 618 0.128 0.019 0.237 2.302 0.021 1.022 0.000 0.906
Drop-out 741 675 1.009 0.942 1.081 0.269 0.788 5.687 12.083 0.338
Quality of life 226 218 0.306 —-0.059 0.670 1.645 0.100 7.435 73.099 0.024
Total symptoms 220 207 -0.168 -0.358 0.023 1.726 0.084 1.293 0.000 0.524
Positive symptoms 291 282 -0.012 -0.176 0.152 0.149 0.886 0.900 0.000 0.638
Negative symptoms 250 266 -0.012 —-0.185 0.161 0.136 0.892 0.914 0.000 0.633
Work involvement 287 277 0.969 0.695 1.351 —0.186 0.852 0.101 0.000 0.951
Remission 298 292 1.071 0.901 1.274 0.780 0.436 0.086 0.000 0.958
Legal offences 351 339 0.619 0.222 1.714 -0.919 0.358 5.216 42.486 0.157
Antipsychotic use 291 282 0.991 0.905 1.085 -0.198 0.843 0.816 0.000 0.665
Suicide attempts 291 282 0.739 0.304 1.798 —0.666 0.505 5.022 60.175 0.081

post-EIS — individuals receiving UC/MC after an initial EIS care, UC/MC — individuals receiving usual or modular care from the beginning of the trial, SMD —

standardized mean difference, RR - risk ratio
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ized (on-EIS: 50.4% vs. 58.1%, p=0.008; off-EIS: 31.9% vs. 34.5%,
p=0.342), lower number of drop-outs (on-EIS: 26.6% vs. 35.1%,
p=0.001; off-EIS: 58.3% vs. 59.0%, p=0.813), higher antipsychotic
use (on-EIS: 68.5% vs. 59.5%, p=0.015; off-EIS: 61.4% vs. 66.9%,
p=0.181), and lower proportion of patients with suicide attempts
(on-EIS: 8.3% vs. 28.0%, p=0.002; off-EIS: 7.6% vs. 6.0%, p=0.6314)
(see also supplementary information).

Finally, excluding trials that only contributed to long-term but
not short-term data did not change the non-significant differ-
ences between the prior EIS and prior control groups in any of the
outcomes (see supplementary information).

Quality assessment

Altogether, five studies (38.5%) were at low risk of bias and 8
studies (61.5%) were scored as having some concerns (see Table 1
and supplementary information).

DISCUSSION

To our knowledge, this is the first meta-analysis to compare the
acute effects of EIS care to the maintenance effects of this care af-
ter transition from EIS to UC/MC in people with early-phase psy-
chosis.

We confirmed the superiority of EIS care vs. UC/MC from the
prior meta-analysis of the acute effects of EIS' in all but two out-
comes, despite having only six programs with maintenance data,
instead of 10 in that prior meta-analysism. However, after cessa-
tion of EIS care, individuals who had received 2-3 years of EIS only
spent less days hospitalized than individuals receiving UC/MC
from the start, while none of the other meta-analyzed outcomes
differed anymore at 2-3 years after EIS cessation. Specifically,
after cessation of EIS care, its effects were not superior anymore
to those of UC/MC regarding risk of psychiatric hospitalization,
drop-out; total, positive or negative symptom severity; quality of
life, work involvement, symptomatic remission, legal offences, an-
tipsychotic use, or suicide attempts.

Importantly, there was a mixed picture of why the previously
significant differences in favour of the patients randomized to
EIS care were lost compared to the control group during off-EIS
follow-up. There was some long-term improvement in both the
prior EIS and control groups with regard to the proportion of pa-
tients hospitalized, with a somewhat greater reduction in the prior
control group. Regarding being on antipsychotic treatment, the
prior EIS group had an about 10% reduction and the prior control
group had an about 10% increase, levelling off the difference in
the post-EIS period. As to the proportion of patients with suicide
attempts, the numbers remained roughly similarly low in the prior
EIS group, but decreased by about 75% in the prior control group.
Finally, drop-outs increased in both groups during follow-up, but
much more in the prior-EIS group (by about half, compared to the
about one-third increase in the control group).

Thus, while EIS care seems beneficial in the short term for
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reducing hospitalization and improving symptomatic and func-
tional outcomes'’, advantages are lost during ongoing usual care.
Although we focused on results after five years to favour consis-
tency, the OPUS trial, using register-based data of the entire study
population after 20 years of follow-up, similarly did not find differ-
ences between EIS care and UC/MC in symptomatic, functioning,
use of services, or mortality outcomes®.

How can this loss of sustained benefits across almost all meta-
analyzable outcomes be explained? Several methodological, ill-
ness-related and treatment-related reasons may apply, informed
also by the mixed trends in the frequency of good vs. bad out-
comes. First, since less studies provided long-term follow-up data,
the non-significant findings might simply be due to underpow-
ered analyses. However, we analyzed data from the same studies at
the end of EIS care, finding that, even in this smaller dataset of six
studies, benefits were replicated in the on-EIS study phase versus
the full data set of 10 studies'’.

Second, in observational follow-up studies, lower functioning
patients are more likely retained in clinical services, causing a po-
tential floor effect in the post-EIS phase. This possibility is hinted
at by the greater drop-out rate in the post-EIS than in the UC/MC
group, with a possibility of better responding and functioning pa-
tients being lost from the post-EIS group during follow-up. Indeed,
in the RAISE-ETP study, only after statistical methods were used
that accounted for data not missing at random did the prior EIS
group show maintenance of significant benefits over the initial UC
group at approximately 3-5 years post-EIS cessation®,

Third, it may be that antipsychotic non-adherence, which is
common in people with early-phase psychosis®, leads to psychot-
ic relapses, and that the effects of relapses uniformly attenuate
treatment benefits®**’, independent of earlier treatment gains due
to EIS care®. Fourth, relatedly, it is generally acknowledged that
currently available antipsychotics are symptom-based interven-
tions that do not alter the underlying disease process or mecha-
nisms, so that, over time and with treatment gaps and symptom-
atic worsening, initial benefits of EIS care are washed out.

Fifth, there may be illness phase-specific risks, such as suicide
risk, that are highest in the early phases of psychosis****, whereby
the overall lower risk later on can level off detectable differences
between EIS care and UC/MC. In fact, we observed this pattern re-
garding the proportion of people with suicide attempts, in that the
protective effect of active EIS care was apparent in the short term,
and remained at that relatively lower level in the post-intervention
EIS group, while the risk in UC/MC decreased, arriving at a simi-
larly lower level during follow-up.

Sixth, the care generally accessed and provided as part of UC/
MC may be suboptimal, lacking in consistent antipsychotic cover-
age (e.g,, use of long-acting injectables, LAIs***!), or lacking con-
sistent psychosocial interventions, and this suboptimal care over
years could also wash out initial gains made by EIS care.

Taken together, based on the above, it seems that the “all or
nothing” approach to EIS, related to the hope for a “critical period”
during which EIS “seals the deal’, is insufficient. Rather, individual-
ized step-down or step-up treatment approaches may be needed.
This strategy is supported by gains that were maintained when EIS
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care was extended at full or even partial intensity***. As part of
these approaches, subgroups will need to be identified that require
more or less interventions, also regarding specific components of
the EIS approach.

Some previous studies randomized patients after two years of EIS
care to either three more years of EIS or UC/MC, and found some
benefits on work alliance and patient satisfaction (but not hospi-
talization or functional outcomes)42, and symptom remission®,
Conversely, in the only RCT comparing EIS care with step-down
treatment (although similarly intense as UC/MC and focused on
medical management), patients receiving an additional year of EIS
care had better outcomes in negative symptoms, depressive symp-
toms, general psychopathology, global functioning, independent
living skills, work productivity, relationships and compliance, than
those managed by step-down psychiatric care***. Furthermore, in
an uncontrolled trial, gains made after two years were sustained or
increased with EIS care at a lower level after 3 years®”.

While some guidelines recommend continued treatment only
for the first two years after a first episode of schizophrenia®®*,
results from our meta-analysis indicate that not only antipsychotic
treatment, but also EIS care should be extended beyond two years
to maintain their effects, although the intensity of specific psycho-
social interventions could possibly be reduced or individualized.

Although we could not confirm sustained impact after cessa-
tion of EIS care, individuals who had received that care spent less
days hospitalized than those receiving UC/MC throughout, al-
though effect sizes were small. Our results are consistent with a
naturalistic, 10-year follow-up using a matched historical control,
in which EIS care significantly reduced the duration of psychiat-
ric hospitalizations in the long term (odds ratio, OR=1.29)"". No-
tably, costs were lower with EIS than UC/ MC*, particularly due
to reduced inpatient stays> and emergency department visits*.
So, reducing hospitalization duration is important. According to
this finding, EIS care may still be beneficial in the long term, and
limited statistical power may have prevented us from observ-
ing a sustained effect in other outcomes, suggesting that longer-
term post-EIS studies are required, and that evaluating long-term
results from other RCTs conducted to date and with short-term
results available (e.g., Valencia® or PIANO®) could be beneficial.

None of the numerous tested meta-regressor factors and sub-
analyses helped deconstruct heterogeneity. It is still possible for
some interventions to improve particular outcomes or maintain
effects in patient subgroups. However, study-level meta-analyses
of bundled interventions are insufficient to answer these ques-
tions, calling for individual patient data meta-analyses. Precision
psychiatry highlights individual variability, and the need to stratify
interventions according to individual characteristics may improve
targeted outcomes® ™. This may help detect subgroups of indi-
viduals requiring an adaptation in the duration of the interven-
tions, specific intervention contents, or higher-intensity interven-
tions. Further research should focus on better understanding the
sources of heterogeneity in the acute and long-term response to
EIS care.

This study has some limitations. First, with six RCTs and 1,416
subjects, the number of studies and subjects was relatively small,
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affecting the statistical power of our analyses. Second, we did not
have sufficient data to evaluate other outcomes, including depres-
sive symptoms, living independently, recovery, relapse; concur-
rent obesity, diabetes mellitus, metabolic syndrome, or cardio-
vascular disease; clozapine use, or treatment resistance. Third, pa-
tient and treatment characteristics were heterogeneous; we tried
to explore the relevance of this heterogeneity in meta-regression
analyses, but without finding any relevant effects, yet statistical
power was again a limiting factor.

Fourth, UC/MC in the included RCTs may have consisted of
care that is better and more comprehensive than real-world UC/
MG, as indicated by the number of treatment elements and inten-
sity. On the other hand, UC/MC may also have been insufficient,
causing a floor effect for all outcomes. Fifth, only one study from
a low-mental health resource location was included?, in which a
recruitment bias toward those with lower functioning was found.
Finally, capable and willing to consent individuals may not be rep-
resentative of the real-life psychosis population.

In conclusion, benefits of EIS care do not seem to be sustained
in the years following initial treatment, except for days hospital-
ized. These results support the need to further develop and poten-
tially extend, or to differentiate and improve EIS care and its de-
livery. Since specific components of EIS care may have sustained
effects beyond the intervention period, a more comprehensive
model of EIS may be necessary to test the full extent of the “critical
period” hypothesis.

Future trials evaluating integrated models are warranted to
assess whether long-term outcome improvements can be achieved
through sustained or stepped interventions, or coordinated in-
terventions that dynamically respond to patient trajectories and
needs.
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Stanford neuromodulation therapy for treatment-resistant
depression: a randomized controlled trial confirming efficacy,
and an EEG study providing insight into mechanism of action
and a potentially predictive biomarker of efficacy
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Stanford neuromodulation therapy (SNT) is a rapid-acting, high-dose, intermittent theta-burst stimulation protocol. Although it has previously demon-
strated efficacy for treatment-resistant depression (TRD) in a randomized controlled trial (RCT), replication in a larger sample is needed. Additionally,
the electrophysiological effects of SNT remain unknown. Here we report results from a new double-blind, sham-controlled RCT along with electroen-
cephalography (EEG) findings from the initial and current trials. In the current RCT, 53 participants with TRD were enrolled, and 48 who continued to
meet entry criteria were randomized to receive active (N=24) or sham (N=24) SNT. At 1-month, remission (primary outcome) was achieved in 50.0%
of active vs. 20.8% of sham participants (y* 14545 p=0.035), and response (secondary outcome) similarly favored active treatment (54.2% vs. 25.0%
Va 14543, p=0.039). Beta band EEG findings converged across trials: frontal beta power decreased significantly following active but not sham SNT in both
the initial pilot study and the current trial. Additionally, beta baseline activity and post-SNT changes related to treatment efficacy in the current study.
Specifically, greater post-SNT reduction in left anterior cingulate cortex (L-ACC) beta power correlated with greater clinical improvement immediately
(rho=0.48, p=0.019) and 1-month after (rho=0.51, p=0.012) active SNT. Moreover, higher pre-treatment L-ACC beta power predicted greater subsequent
clinical benefit from active SNT (immediate-post: =-10.26, p=0.0042; 1-month after: /=-9.00, p=0.024). Neither of these L-ACC beta power findings was
observed with sham stimulation. In sum, this study replicates SNT's therapeutic efficacy, identifies left frontal beta suppression as a potential mechanism
of action, and highlights baseline L-ACC beta power as a candidate scalable pre-treatment biomarker of efficacy.

Key words: Stanford neuromodulation therapy (SNT), intermittent theta-burst stimulation, repetitive transcranial magnetic stimulation, treat-

ment-resistant depression, beta power, left anterior cingulate cortex, left dorsolateral prefrontal cortex

(World Psychiatry 2026;25:105-116)

Major depressive disorder (MDD) is a leading contributor to
global disability, affecting over 280 million people and being re-
sponsible for more than 5% of all years lived with disability world-
wide!. In the US, the economic burden of MDD exceeds $326 bil-
lion annually®.

Approximately 30% of individuals diagnosed with MDD experi-
ence treatment-resistant depression (TRD), usually defined as an in-
sufficient response to at least two adequate trials of antidepressant
medications®. TRD contributes to additional societal costs (more
than $90 billion annually) and disability, including lost productiv-
ity, unemployment, and further health care costs. It is also associat-
ed with an increased all-cause mortality risk compared with MDD
that is not treatment-resistant”.

When patients with TRD do not respond to first-line pharma-
cological and psychotherapeutic treatments, brain stimulation in-
terventions are often considered. Repetitive transcranial magnetic
stimulation (rTMS) is one of a growing number of brain stimula-
tion treatments with proven efficacy for TRD®>”. Advances in our
understanding of the neurobiology of depression and the mecha-
nisms underlying the clinical effects of rTMS have guided the de-
velopment of innovative brain stimulation methods for TRD*'.
We recently developed an accelerated version of -TMS called Stan-
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ford neuromodulation therapy (SNT), based on converging lines
of evidence related to the antidepressant effects of rTMS'**,

SNT is an accelerated, high-dose, patterned, functional connec-
tivity magnetic resonance imaging (fcMRI)-guided rTMS protocol
that utilizes intermittent theta-burst stimulation'*'*, In an initial
randomized controlled trial (RCT), treatment with a 5-day course
of active SNT resulted in remission rates of 57.1% immediately
post-SNT and 46.2% 1-month post-SNT in participants with mod-
erate to severe TRD". Although this initial trial showed robust
clinical effects (Cohen’s d of 1.7 and 1.4 immediately post-SNT and
1-month post-SNT, respectively), its limited sample size (N=29)
and the ongoing challenge of research reproducibility in psychia-

' highlighted the need for replication in a larger trial.

Additionally, our understanding of the therapeutic mechanisms
underlying SNT is limited. Increased knowledge of SNT’s neuro-
physiological effects may guide future development of the treat-
ment, potentially allowing for optimization of patient selection and
further personalization of treatment to enhance clinical outcomes.

Thus far, functional neuroimaging has yielded fruitful initial in-
sights into the mechanism of action of SNT. Specifically, imaging
data from the above-mentioned RCT"® demonstrated that func-
tional connectivity between the amygdala and the default mode
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network (DMN) significantly increased following active SNT and
was correlated with better clinical outcomes'®. Further, a seed-
based approach identified increased anticorrelation between the
left dorsolateral prefrontal cortex (L-DLPFC) and the DMN follow-
ing active as compared to sham SNT'®. Finally, a spatiotemporal
analysis revealed that SNT induced signaling shifts in the L-DLPFC
and bilateral anterior cingulate cortex (ACC), that directional shifts
in the ACC predicted improvement in depression symptoms post-
treatment, and that pre-treatment ACC signaling predicted the
likelihood of subsequent SNT treatment response’”.

Electroencephalography (EEG) offers a cost-effective tool for
measuring the effects of SNT on neural activity with sub-millisec-
ond resolution. EEG measures of oscillatory activity within the
~13-30Hz frequency range (i.e., beta power) have been linked to
depressive states in humans. For example, an anhedonia symptom
subtype in a large transdiagnostic sample (N=420) was specifical-
ly associated with elevated frontal beta activity'?, and abnormally
high frontal beta power was linked to depressive symptoms in sev-
eral cross-sectional resting-state EEG studies'®**, Similarly, intra-
cranial EEG measurements in the ACC have shown that beta pow-
er is related to depressive symptoms in TRD® and tracks changes
in depressive symptoms after deep brain stimulation’®*’. Pre-treat-
ment measures of beta power have also been identified as poten-
tial predictors of -TMS depressive symptom outcomes*’. Yet, the
effects of SNT on beta activity have not been investigated.

In this double-blind, randomized, sham-controlled trial, we as-
sessed SNT’s antidepressant efficacy in a newly recruited sample of
patients with TRD. We also analyzed the neurophysiological effects
of SNT via EEG recorded pre- and post-treatment, examining data
both from a subset of the above-mentioned initial RCT"* as well as
from the current trial.

We specifically investigated the effects of active SNT on left fron-
tal beta activity. We further investigated how these effects and pre-
treatment beta activity relate to individual treatment outcomes by
investigating that activity in cortical regions previously implicated
in SNT'’s therapeutic benefits - L-DLPFC and left ACC (L-ACC) -
using EEG co-registered with MRI for source localization. We hy-
pothesized that active SNT would again demonstrate significantly
greater antidepressant efficacy than sham SNT, and that only active
treatment would modulate left frontal beta activity.

METHODS
Study design

We conducted a double-blind, randomized, sham-controlled tri-
al, prospectively registered in the US Clinical Trials registry (NCT
04739969). All procedures were carried out in accordance with the
ethical standards outlined in the Declaration of Helsinki. The study
was approved by the Stanford University Institutional Review
Board. All participants provided written consent before taking part
in any study procedures.
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Participants

The study was carried out at the Department of Psychiatry of
Stanford University from June 17, 2021 to June 6, 2024. We recruited
individuals from the community using media advertisements and
from referring clinics both inside and outside of Stanford University.

Included participants had a primary diagnosis of MDD accord-
ing to the DSM-5, were currently experiencing a moderate to severe
depressive episode (score >20 on the Montgomery-Asberg De-
pression Rating Scale, MADRS?*'), were between 22 and 65 years
old, and had moderate-to-severe levels of treatment resistance as
measured by the Maudsley Staging Method® (score >7 required),
confirmed by medical records. Adequate treatment failures were
defined according to the Antidepressant Treatment History Form
(ATHF)™®, Participants were required to maintain a stable antide-
pressant regimen for 6 weeks prior to treatment and to remain on
this regimen throughout the study (including all follow-up assess-
ments after the 5-day treatment protocol).

Key exclusion criteria were any primary psychiatric diagnosis
other than MDD (except for stable comorbid anxiety disorder), un-
stable symptoms between screening and baseline as defined by a
>30% change in MADRS score, intellectual disability, autism spec-
trum disorder, moderate or severe substance use disorder, active
suicidal ideation (defined as a score =8 on the Modified Scale for
Suicidal Ideation, MSSI34), contraindication to MRI*®, or any con-
dition that would increase the risk associated with receiving inter-
mittent theta-burst stimulation®. Individuals with prior exposure
to r'TMS, non-response to electroconvulsive therapy (ECT), or a
depth-adjusted SNT treatment dose >65% maximum stimulator
output (MSO) were also excluded.

Participants were instructed to continue usual intake patterns
of caffeine- or xanthine-containing products (e.g., coffee, tea, cola
drinks, and chocolate) without significant change for the duration
of the study, and to abstain from alcohol for at least 24 hours before
the start of each r”TMS session.

Randomization

Participants were randomized to active vs. sham SNT in a 1:1
ratio in randomly selected block sizes of 2, 4 or 6 as based on aran-
dom number generator and without stratification.

Intervention

The SNT paradigm has been previously described'?. Briefly, a
baseline structural and resting-state functional-connectivity MRI
(rs-fcMRI) was obtained for each participant. Custom scripts were
used to identify the portion of the L-DLPFC maximally anticorre-
lated with the subgenual ACC, which served as the target for
both active and sham stimulation. Stimulation was delivered via
a MagVenture MagPro X100 (Skovlunde, Denmark) TMS device
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equipped with a Cool-B65 A/P coil. The personalized L-DLPFC
functional target was localized for each participant using a Localite
TMS Navigator (Localite, Bonn, Germany).

Participants were treated with 1,800 pulses of intermittent theta-
burst stimulation (3-pulse 50-Hz bursts at 5-Hz for 2-sec trains,
with trains every 10 sec) per session at 90% resting motor threshold
depth-adjusted to the personalized functional target. Ten sessions
were delivered per day (18,000 pulses/day) for 5 consecutive days
(90,000 total pulses). The inter-session interval between same-day
treatment sessions was 50 min.

To ensure adequate sleep each evening prior to SNT interven-
tion (a safety requirement), study physicians had the option to pre-
scribe certain sleep medications (e.g., zolpidem, zaleplon, eszopi-
clone, quetiapine) immediately prior to or during the course of SNT.
In these cases, participants were instructed to take the medication
the night prior to the stimulation session but not during the morn-
ing of the sessions or at any time during the intervention day. The
use of alternative hypnotics or the short-term use of anxiolytic med-
ications (e.g., hydroxyzine, propranolol) during an intervention day
required prior approval by a study physician.

If a participant met the remission criterion according to the
MADRS (see below) at the immediate post-SNT visit or a weekly
post assessment, but then failed to do so at a subsequent weekly
post assessment, he/she was offered additional SNT treatment in
blocks of 2 days (6 additional treatments in total maximum al-
lowed) until either reaching the prior lowest total MADRS score
or undergoing the 1-month follow-up visit. A minimum of 2 days
must have passed between additional SNT treatment and the 1-
month follow-up visit. The purpose of these additional days was to
return participants who already had achieved remission from the
acute SNT intervention to euthymia before transitioning to long-
term follow-up, as inspired by the fixed taper schedule utilized
in the pivotal ECT Prolonging Remission in Depressed Elderly
(PRIDE) study™”. Three participants in the active group and one in
the sham group received additional SNT treatment.

Blinding

All participants, clinical assessors, SNT operators, study physi-
cians, and other study staff were blinded to treatment assignments.
Clinical assessors, EEG technicians, and SNT operators were sepa-
rate individuals.

Clinical outcomes

Assessments were performed at screening, baseline, immediate
post-SNT (3-4 days after the final treatment), 1-, 2- and 3-weeks af-
ter day 5 of SNT, and 1-month post-SNT, by evaluators blinded to
treatment condition. Evaluators also met biweekly with a licensed
psychologist to ensure consensus and prevent rater drift. The 1-
month visit had to occur between 25 and 35 days after the day 5 of
SNT.

The primary outcome was rate of remission 1-month after treat-

World Psychiatry 25:1 - February 2026

ment, as defined by a MADRS score <10*. The secondary outcome
was rate of response, defined as a MADRS score reduction of >50%
from baseline, at 1-month. As an exploratory outcome, a general-
ized linear mixed effects model was used to assess the effects of
group and time from baseline through 1-month post-treatment on
the total MADRS score.

Safety

Adverse events (AEs) were systematically screened for with a se-
ries of standardized questions asked at each visit. Any positive re-
sponse was documented and reported to a study physician for fur-
ther evaluation and determination of whether or not an AE had
occurred. Per protocol, stimulation-based site discomfort was not
considered an AE, given that it is expected and normally occurs
with rTMS, but pain persisting beyond stimulation would be coded
asan AE.

History of suicidal ideation and behavior was assessed with the
Columbia-Suicide Severity Rating Scale (C-SSRS)*, and suicidal-
ity was monitored during the trial via the suicidal thoughts item of
the MADRS and the MSSI. The Young Mania Rating Scale (YMRS)
*% was administered at the end of each treatment day and at select
follow-up visits to monitor for any potential treatment-emergent
mania. An independent data safety monitoring board (DSMB) re-
viewed study progress and safety at regular intervals.

Clinical statistics

A power analysis based on clinical efficacy indicated that 18 par-
ticipants were required for each arm. However, we initially aimed
to enroll a larger sample of 100. Unfortunately, study initiation was
substantially delayed by the COVID-19 pandemic, resulting in the
study being behind on its milestones. Accordingly, after enrollment
of approximately half of the intended sample size, discussion with
the DSMB led to a decision to perform an interim analysis. The pre-
specified stopping rules were to end the trial if both the primary
and secondary outcomes were positive, or, conversely, if the differ-
ence between active and sham SNT outcomes was minimal (or fa-
voring sham) such that the trial appeared to be futile. As the prima-
ry outcome was found to be positive, the study was completed.

Unless otherwise noted, categorical data are presented as per-
centages and compared using the Pearson chi square test of inde-
pendence, and Fisher’s exact test where necessary. Baseline contin-
uous data are presented as means with standard deviations (SDs)
and compared using ANOVA. As no baseline characteristics dis-
played imbalance between groups or an association with the de-
pendent variable of the primary outcome, no covariates were in-
cluded in final models.

The primary and secondary outcomes were assessed according
to the intent-to-treat principle, and the last observation was car-
ried forward in cases of missing data with no interpolation. For the
exploratory analysis, we used a general linear mixed-effects model
with group and time as interacting fixed effects and a random in-
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tercept for each participant. Because residuals of standard linear
mixed-effects models were not normally distributed, exploratory
analyses were conducted using a generalized linear mixed-effects
model implemented in SAS (PROC GLIMMIX, version 9.4), which
applied empirical (sandwich) standard errors (SEs) to ensure ro-
bust inference. Fixed effects included treatment group, time, and
their interaction. A random intercept was included for each partic-
ipant. Participant-level autocorrelations were modeled with an au-
toregressive covariance structure of order 1. Models were estimated
using restricted maximum likelihood (REML) with the Satterth-
waite approximation for denominator degrees of freedom. Least-
squares means were estimated for each group at each time point.

To assess differential changes from baseline between treatment
groups, we specified linear contrast statements comparing pre-
post change scores across groups at each follow-up time point. Re-
sulting p values were Bonferroni-corrected for five comparisons
to control the family-wise error rate. SEs and confidence intervals
(CIs) were extracted from the model-estimated covariance struc-
ture. All analyses were conducted in SAS Studio (v9.4).

EEG data collection and pre-processing

In both the initial'® and current RCTs, eyes-open resting state
EEG (rs-EEG) recordings were performed at baseline and at the
immediate post-SNT visit. We recorded 5 min of rs-EEG per ses-
sion in the initial trial, and 6 min of rs-EEG (two 3-min recordings)
per session in the current trial.

All EEG data were collected using a 64-channel actiCap slim
EEG cap with the acti64Champ amplifier (Brain Products GmbH,
Germany). During data collection, the EEG signal was referenced
to Cz (vertex reference) and sampled at a rate of 10kHz. Channels
were positioned according to the 10-10 system. Participants were
seated upright during the recording and were instructed to look at
afixation cross while letting their minds wander.

EEG data were pre-processed in MATLAB using a semi-auto-
mated approach and open-source functions from EEGLAB* and
ARTIST* toolboxes. All pre-processing was performed by an expe-
rienced rater who was blinded to the intervention group and clini-
cal scores associated with each recording (see supplementary in-
formation for a detailed list of pre-processing steps).

The 1-50Hz power spectral density was computed using Welch’s
method with 2-sec Hamming windows (50% overlap). Epochs with
1-50Hz power deviating from the mean by 50 dB or a z-score >1.96
were rejected. The average length of the rs-EEG recordings post-
processing was 4.57+0.46 min (range: 2.97-4.97) for the initial RCT
pilot data and 5.34+0.58 min (range: 2.97-5.87) for the current trial.
Beta power (13-30Hz) was averaged in a left frontal cortical region
of interest (Fz, F3, F1, AF3, and AFz).

Source localization was also performed using the open-source
Brainstorm toolbox™ to extract beta power in two frontal corti-
cal regions previously implicated in the antidepressant efficacy of
rTMS: L-DLPEC and L-ACC**'"*2'7 EEG sensor data were first co-
registered to individual structural T1-weighted images, and a realis-
tic boundary element method (BEM) forward model was comput-
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ed from 15,000 cortical vertices (i.e., sources) with unconstrained
dipole orientations. To compute the inverse model, we used stan-
dardized low-resolution electromagnetic tomography (SLORETA)
and the diagonal noise covariance. Beta power in source space was
then computed using Welch’s method (2-sec windows with 50%
overlap) and averaged within L-DLPFC and L-ACC regions using
the Desikan-Killiany atlas left rostral middle frontal and left rostral
anterior cingulate regions, respectively.

EEG statistics

To account for non-normally distributed beta power values, a
log-transform was applied to all power values. To assess whether
effects of SNT on beta power differed between active and sham
groups, linear mixed-effects models were performed using the
R Ime4 package*. Beta power was defined as the outcome; time
point (pre- vs. post-SNT), treatment group (active vs. sham), and
their interaction as fixed effects; age as a covariate; and participant
as arandom effect.

Post-hoc simple-effects analyses were performed by deriving
estimated marginal means for each treatment group (active and
sham) at each time point and comparing pre- vs. post-treatment
within each treatment group. All statistical analyses were per-
formed using R software®, version 4.3.1 or newer (in RStudio v.
2023.06.0 or newer®).

The relationship between changes in L-DLPFC and L-ACC beta
power and improvements in depressive symptoms after treatment
was then assessed using Spearman’s correlations. Additionally, lin-
ear regression models were fitted to the data, adjusted for age, to
assess whether baseline L-DLPFC and L-ACC beta power was pre-
dictive of SNT clinical outcomes. Histograms and Q-Q plots of all
model residuals were checked to assess normality. The variance in-
flation factor was used to assess for collinearity in the fitted model.

RESULTS
Demographics

From June 17,2021 to June 6, 2024 we screened 199 participants,
of whom 73 (36.7%) were preliminarily eligible, 53 (26.6%) were
enrolled, and 48 (24.1%) were ultimately randomized and received
active SNT (N=24) or sham SNT (N=24). One participant in the
sham group withdrew early (after one day of treatment). All other
participants (N=47) completed the study. The CONSORT diagram
is presented in Figure 1.

Baseline demographic and clinical characteristics of partici-
pants are presented in Table 1. They were similar between the two
groups. Among the entire cohort (mean+SD), participants’ current
depressive episode had lasted for 4.9+5.2 years; they had a history
of 3.242.6 past depressive episodes; they had failed a total of4.5+1.8
lifetime adequate antidepressant treatments (2.5+1.5 in the current
episode) with a Maudsley staging method score of 8.5+1.4 (mod-
erately treatment resistant), and they presented with a moderately
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Patients excluded (N=146)

e Psychiatric exclusion (N=59)
o Withdrew prior to screening

Patients assessed for eligibility (N=199)

completion (N=35)
¢ Declined to participate in the

study (N=26)

e Medical exclusion (N=11)
e Substance exclusion (N=1)

Patients enrolled in the study (N=53)

e Other exclusion (N=14)

Patients randomized (N=48)

To active treatment (N=24)
To sham treatment (N=24)

Patients not randomized (N=5)

¢ No longer eligible after the
baseline visit (N=3)

o Withdrew prior to
randomization (N=2)

Patients completing treatment (N=47)

Completing active treatment (N=24)
Completing sham treatment (N=23)

Figure 1 CONSORT diagram

severe current symptom burden (mean MADRS score of 27.9+5.7).
Personalized, fcMRI-derived SNT brain targets were obtained for
each participant and qualitatively similarly located throughout the
L-DLPEC in both groups.

Primary outcome

The pre-defined primary outcome was the rate of remission 1-
month after treatment using the MADRS score (remission defined
as MADRS <10). The remission rates were 50.0% and 20.8% in the
active and sham SNT groups, respectively (XZL 15=45,p=0.035, odds
ratio, OR=3.8, number needed to treat, NNT=3.4) (see Figure 2).

Secondary outcome

The pre-defined secondary outcome was the rate of response
(defined as >50.0% improvement from baseline) 1-month after
treatment using the MADRS. The response rates for active and
sham SNT were 54.2% and 25.0%, respectively (XZL 15=4-3,p=0.039,
OR=3.5, NNT=3.4) (see Figure 3).

Safety
There were no serious adverse events (SAEs). No AE was signif-

icantly more common with active SNT as compared to sham SNT
(see supplementary information).
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Exploratory clinical outcomes

We assessed whether there were any baseline demographic or
clinical differences between participants who responded to or re-
mitted with treatment vs. those who did not. Females were more
likely to be responders than males 1-month after treatment (XZL =
5.3, p=0.021). There were no other statistically significant demo-
graphic or clinical differences between responders and non-re-
sponders, nor were there any differences for remitters vs. non-re-
mitters.

Additionally, we assessed the effects of group and time from
baseline through 1-month post-treatment on the total MADRS
score (see Figure 4). We identified statistically significant effects of
group (F, ,:=5.24, p=0.0267), time (F; ,,=15.3, p<0.001), and group
by time interaction (F; ,),=3.5, p=0.0047). In post-hoc testing, the
change in total MADRS score from baseline was significantly dif-
ferent between the two groups at each time point (see supplemen-
tary information).

SNT effects on beta activity

In the initial trial®, EEG was recorded in a subset of 16 partic-
ipants (7 active, 9 sham; mean age: 49.6+15.9 years; 12 male). At
one month, MADRS scores improved by 57.3% in the active group
and 25.9% in the sham group. We used this subset as an initial
test of our hypothesis that active and sham treatment would dif-
ferentially modulate left frontal beta activity. Although the small
sample limited statistical power and the overall group x time in-
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Table 1 Baseline demographic and clinical characteristics of partici-
pants in the trial

Active SNT ~ Sham SNT
(N=24) (N=24)
Sex, N (%)
Male 10 (41.6) 15 (62.5)
Female 14 (58.3) 9 (37.5)
Gender, N (%)
Male 11 (45.8) 15(62.5)
Female 13 (54.2) 9(37.5)
Age (years), meantSD 44.8+11.8 47.3%+12.1
Race, N (%)
White 22 (91.6) 17 (70.8)
Asian 1(4.2) 6(25.0)
American Indian/Alaska Native 0 1(4.2)
Other 2(8.3) 1(4.2)
Ethnicity, N (%)
Hispanic or Latino 1(4.2) 4(16.7)
Non-Hispanic or Latino 23(95.8) 20 (83.3)
N. past episodes, mean+SD 3.1£2.8 3.3+2.5
Duration of current episode (months), 64.8163.7 53.4%60.9
meantSD
N. adequate antidepressant failures (lifetime), 4.5+1.7 4.5%+1.9
mean*SD
N. adequate antidepressant trials (current 2.3%1.6 2.6x1.4
episode), mean +SD
Maudsley Staging Method score, mean+SD 8.5+1.4 8.5x1.5
Baseline MADRS score, mean+SD 28.5%£5.8 27.3%£5.5

SNT - Stanford modulation therapy, MADRS — Montgomery-Asberg Depres-
sion Rating Scale

80% 79.2%

Non-remission
70% B Remission
60%

50.0% 50.0%

50%

40%

Percent

30%

20%

10%

Sham

Active

Figure 2 One-month remission rate in individuals receiving active
and sham Stanford neuromodulation therapy
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Figure 3 One-month response rate in individuals receiving active
and sham Stanford neuromodulation therapy

teraction did not reach significance (p=0.44, t,;=1.95, p=0.071),
post-hoc analysis showed that left frontal beta power significantly
decreased after treatment in the active group (t,;=2.41, p=0.030,
d=0.62) (see Figure 5).

In the current RCT, EEG was obtained in 45 participants at base-
line (age: 45.4+11.8 years; 24 male; N=24 active, N=21 sham) and
in 44 participants at the immediate post-SNT visit (N=23 active,
N=21 sham; see supplementary information for data exclusion
details). The interaction effect between group and time on frontal
beta band power was significant ($=0.58, t,,=3.69, p<0.001). Repli-
cating the initial trial, post-hoc comparisons revealed a significant
decrease in beta power after treatment in the active group (t=2.96,
p=0.005, d=0.56) (see Figure 5). Findings persisted in sensitivity
analyses excluding participants with concurrent benzodiazepine
use (see supplementary information).

Associations between beta activity and SNT outcomes

To investigate how beta activity might be related to clinical out-
comes in the current trial, we localized beta activity to two key re-
gions previously implicated in rTMS efficacy: L-ACC and L-DLPFC.
A pre-post treatment reduction in beta activity was observed in the
L-ACC among responders to active treatment, but not in non-re-
sponders (see supplementary information). To further identify
whether variance in beta power in L-ACC and L-DLPFC was mean-
ingfully related to clinical improvement, we assessed correlations
between treatment-related changes in beta power and reductions
in MADRS scores, and used linear regression to model the relation-
ship between baseline beta activity and symptom improvement.

In the active SNT group, greater reductions in L-ACC beta pow-
er correlated with greater reductions in MADRS scores both im-
mediately post-SNT (rho=0.48, p=0.019) and 1-month post-SNT
(rho=0.51, p=0.012) (see Figure 6). By contrast, in the sham group,
changes in L-ACC beta power were not significantly correlated
with MADRS score improvements at either time point (immedi-
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Figure 4 Longitudinal clinical outcomes by mean score on the Montgomery-Asberg Depression Rating Scale (MADRS) in participants receiving active
and sham Stanford neuromodulation therapy. Solid circles represent generalized mixed-effects model-estimated marginal means. Error bars represent

model-based standard errors.

ately post-SNT: rho=0.13, p=0.57; 1-month post-SNT: rho=0.17,
p=0.45) (see Figure 6). Changes in L-DLPFC beta power were not
correlated with MADRS score improvements in either group.

In the active SNT group, higher pre-treatment L-ACC beta power
was a significant predictor of greater reductions in MADRS scores
immediately post-SNT (R*=0.40; =—10.26, 95% CI: —17.60 to -3.76,
p=0.0042) and 1-month post-SNT (R*=0.30; $=—9.00, 95% CI: ~17.37
to —1.38, p=0.024) (see Figure 7). In contrast, greater pre-treatment
L-ACC beta power was not a significant predictor of reductions in
MADRS scores after sham treatment (immediate post-SNT, p=0.20;
1-month post-SNT, p=0.22) (see Figure 7). Associations between

Initial trial
0.4

0.2

l Increase ==l ‘

4= Decrease

Pre- to post-SNT change in beta power

baseline L-DLPFC beta power and clinical outcomes were weaker
and not persistent (see supplementary information).

DISCUSSION

The present study examined the antidepressant effects of SNT
and investigated its underlying neurophysiological mechanisms.
Clinically, SNT produced significantly greater antidepressant ef-
fects in participants with TRD than sham treatment, with a particu-
larly notable 50% rate of remission with active SNT at 1-month.

Current trial

Active Sham

Active Sham

Figure 5 Pre-post changes in left frontal beta power in patients receiving active and sham Stanford neuromodulation therapy (SNT) in the
initial and current trial. The group x time interaction was not significant (p=0.071) in the initial trial (N=16), whereas it was significant (p<0.001)
in the current trial (N=44). In post-hoc tests, frontal beta power was significantly reduced after active SNT compared to baseline in the initial
(p=0.030) and current (p=0.005) trial. Error bars reflect standard error of the mean.
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Figure 6 Scatterplots of individual data showing that greater reductions in left anterior cingulate cortex (L-ACC) beta power after Stanford
neuromodulation therapy (SNT) were associated with greater improvements in depressive symptoms both at the immediate post-SNT visit
(rh0=0.48, p=0.019) and 1-month (rho=0.51, p=0.012) after active SNT, but not sham treatment (immediate-post: rho=0.13, p=0.57; one-month:
rho=0.17, p=0.45). MADRS - Montgomery-Asberg Depression Rating Scale.

Using rs-EEG to probe neurophysiological changes, we found
that SNT consistently reduced frontal beta power. Greater reduc-
tions in L-ACC beta activity following active SNT were associated
with greater improvements in depressive symptoms, both at the
immediate post-SNT visit and 1-month post-treatment. Addition-
ally, higher baseline beta power in the L-ACC predicted greater
symptom improvement at both time points. These findings suggest
that L-ACC beta activity may play a mechanistic role in the thera-
peutic benefit of SNT, and that baseline beta power could serve as
a scalable neurophysiological predictor of treatment response.

This trial marks the largest SNT RCT to date, and the 50% remis-
sion rate with active treatment is notable for several reasons. First,
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it is very similar to the 46.2% one-month remission rate from the
initial RCT"®. Research into the development of more effective anti-
depressants faces a number of challenges*’, which may contribute
to difficulties with reproducibility. According to one report, out of
43 highly cited psychiatric studies, only 16 (37%) replicated'*. The
fact that both SNT RCTs demonstrated significantly greater antide-
pressant efficacy with active as compared to sham treatment and
a similar remission rate lends confidence to the veracity of these
results in a double-blind trial setting.

Second, these remission rates allow for meaningful compar-
isons of efficacy between SNT and other common interventions
for TRD. Conventional rTMS, for example, is approved by the US

Sham group
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Figure 7 Scatterplots of individual data showing an association between higher left anterior cingulate cortex (L-ACC) beta power before
Stanford neuromodulation therapy (SNT) and greater improvement in depressive symptoms both at the immediate post-SNT visit ($=-10.26,
p=0.0042) and 1-month ($=-9.00, p=0.024) after active SNT, but not sham treatment (immediate-post: p=0.20; 1-month: p=0.22). MADRS -

Montgomery-Asberg Depression Rating Scale.
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Food and Drug Administration (FDA) for TRD, commonly utilized
in this population, and demonstrates relatively modest efficacy. In
RCTs, r'TMS typically yields remission rates of around 15%°, with
somewhat higher rates - up to 37% - reported in open-label stud-
ie S48—50.

Similarly, esketamine, another intervention approved by the
FDA for TRD, has demonstrated moderate efficacy, with response
rates between 50% and 70%, and remission rates ranging from 36%
t0 52.5%° 2. However, esketamine requires frequent in-person vis-
its for administration and monitoring, especially during the acute
phase, and patients are unable to drive themselves home afterward
due to transient side effects. These logistical challenges, along with
the potential need for ongoing maintenance treatments, can pose
significant barriers to access and adherence.

SNT, by comparison, offers a non-pharmacological alternative
with a favorable side effect profile and a shorter course of treat-
ment. Indeed, its tolerability appears to be comparable to that of
conventional rTMS®*. Perhaps most striking is that the antidepres-
sant outcomes reported in SNT trials appear comparable to those
achieved with ECT®®, which remains the gold standard for TRD. In
ameta-analysis of ECT outcomes in TRD, the acute remission rate
was found to be approximately 48%°, suggesting that SNT may of-
fer similar therapeutic benefits but with far fewer associated risks.

Notably, in a recent trial comparing intravenous ketamine with
ECT for non-psychotic TRD, the ketamine arm achieved a remis-
sion rate of 37.9%, while the ECT arm only reached 21.8% remis-
sion’. Both these rates are lower than those observed in the ini-
tial SNT trial'® and in the current RCT. Unlike ECT*, SNT does not
carry risks of cognitive side effects, nor is there the potential for an-
esthesia-related complications.

Taken together, these comparisons highlight SNT’s potential as
a highly effective and better-tolerated treatment option for individ-
uals with TRD, particularly since re-treatment appears to be highly
effective for previous treatment responders who experience a sub-
sequent relapse™.

Third, the efficacy of SNT reinforces the potential of neurosci-
ence-informed principles to guide the development of novel treat-
ment paradigms and further refine those that exist already. Indeed,
r'TMS has been described as perhaps the most important advance-
ment in TRD management, due to both its demonstrated efficacy
and its potential for further optimization. Regarding the latter,
a number of different treatment paradigms have been described
in recent yearsS7’59. For SNT, the relative therapeutic contribution
of each of the modified elements remains unknown and requires
further study. In the case of functional imaging-derived targeting,
however, such evidence is beginning to emerge. A recent analysis
of a large dataset demonstrated that individualized rTMS targets
show stronger association with clinical efficacy than TMS targets
based on group functional connectivity profiles®’. Furthermore, a
prospective randomized trial observed that the use of functional
connectivity-guided targeting in an accelerated course of -TMS re-
sulted in superior outcomes as compared to scalp-based targeting,
with a large effect size®.

These developments underscore how a deeper understanding
of the neural mechanisms underlying the therapeutic effects of
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SNT may facilitate the further optimization of treatment outcomes.
Towards that end, this study is the first to investigate the effects of
SNT on EEG-based neurophysiological measures. We validate pri-
or conventional rTMS EEG findings through both replication in
two independent samples and the use of high-density EEG with
source reconstruction in a double-blind, randomized, sham-con-
trolled design. While earlier studies using fMRI have linked SNT ef-
ficacy to changes in functional connectivity in frontal cortical net-
works, our EEG findings provide complementary mechanistic in-
sight by capturing neural dynamics at distinct oscillatory frequen-
cies with high temporal resolution. The current EEG findings pro-
vide novel evidence that L-ACC beta activity is involved in SNT’s
underlying mechanism of action, and identify baseline beta ac-
tivity in targeted prefrontal regions as a potential predictive bio-
marker of subsequent SNT efficacy.

Specifically, we found that active SNT reduced left frontal beta
power, with greater reductions in the L-ACC associated with great-
er symptom improvement both immediately and 1-month after
treatment - a relationship that was observed for active but not
sham treatment. These results replicate and extend findings from
conventional 5Hz rTMS studies linking frontocentral beta power
reductions to symptom improvement®*®*, and parallel evidence
from deep brain stimulation trials in TRD showing acute beta
power reductions in the anterior cingulate alongside clinical re-
sponse”®*’. Additionally, the inhibition of ACC activity has been
shown to induce antidepressant-like effects in mice, indicating
potential causality of this mechanism®”®. These findings also
complement fMRI evidence that SNT alters directed ACC connec-
tivity, as beta oscillations have previously been implicated in the
large-scale integration of prefrontal network interactions®. L-ACC
beta power may therefore represent a complementary, scalable
neurophysiological measure of SNT’s mechanism of action, with
the potential to support real-time monitoring of neural engage-
ment and individualized dosing.

We also found that higher pre-treatment beta activity in the L-
ACC predicted greater symptom improvement following active
SNT. In contrast, pre-treatment beta activity was unrelated to out-
comes in the sham group, suggesting a specific association with
SNT'’s therapeutic mechanism. While previous open-label studies
have linked pre-treatment beta power to clinical response follow-
ing conventional r”TMS protocolszg'm’ﬁg, this is, to our knowledge,
the first demonstration that pre-treatment beta power is a predic-
tor of response to an intermittent theta-burst stimulation treatment
protocol. This finding aligns with neuroimaging studies demon-
strating that higher pre-treatment activity in the anterior cingulate
predicts more favorable outcomes with conventional high-fre-
quency rTMS™ ", Notably, simultaneous EEG-fMRI research has
shown that higher EEG beta power correlates with greater fMRI
activity in the anterior cingulate™, supporting the use of EEG beta
power as a proxy for underlying regional activity.

As an accessible, cost-effective and temporally precise tool, EEG
is well-suited for translation into the clinic, and may offer a prac-
tical supplement to fMRI for applying biomarkers to personalize
SNT. For example, patients with elevated baseline L-ACC beta pow-
er could be prioritized for SNT earlier in a treatment algorithm for
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TRD™, potentially improving treatment outcomes and cost-effec-
tiveness. In addition, emerging evidence from studies of motor cir-
cuits suggests that higher pre-stimulation frontocentral beta power
facilitates TMS target engagement, as measured by increased
propagation of neural signals from targeted cortical regions to sub-
cortical regions . Given fMRI findings that greater modulation of
downstream functional connections following SNT is associated
with clinical responsels’”, beta-related facilitation of downstream
target engagement may translate into improved clinical outcomes.

In line with this idea, closed-loop deep brain stimulation pro-
tocols that stimulate based on real-time beta activity may improve
treatment outcomes for Parkinson’s disease, as compared to stan-
dard open-loop, biomarker-naive stimulation protocols’. These
results raise the possibility that EEG beta activity could similarly in-
form the development of adaptive or closed-loop SNT paradigms.
In addition to personalizing where we stimulate with SNT, such ap-
proaches could use real-time EEG to optimize when we stimulate
" potentially enhancing therapeutic outcomes by targeting brain
states characterized by elevated beta activity.

Altogether, these findings identify L-ACC beta power as a candi-
date biomarker for both patient stratification and SNT treatment op-
timization. Future studies should explore the application of EEG-
based biomarkers in prospective, biomarker-guided SNT trials.

This study has some limitations. First, although this is the largest
RCT of SNT to date, further replication with a greater sample size
would be of benefit. Additionally, as in the prior RCT, this study
was performed at a single site with participants who were primar-
ily highly educated, White or Asian, and non-Hispanic or Latino
persons. Additional study in other demographic groups is needed
to further assess the generalizability of these findings, although we
note that a SNT study in bipolar depression at two other academic
sites also reported positive findings”.

All participants in this trial had a primary diagnosis of MDD (al-
though a stable, co-primary anxiety disorder was allowed), and so
the efficacy of SNT in patients in whom depression is co-primary or
secondary remains unknown. While the remission rates achieved
by SNT in the initial and current RCTs compare favorably to those
reported in traditional rTMS RCTs*®, SNT remains to be tested
against 'TMS (or another active comparator) to address compar-
ative efficacy. Similarly, although a recent study found that 47% of
participants who achieved remission with SNT were still in remis-
sion 12 weeks after treatment, the longer-term durability of its an-
tidepressant effect remains unknown.

Additionally, comparisons with healthy controls are needed to
determine whether the observed reductions in beta activity follow-
ing active SNT reflect normalization of neural activity or the en-
gagement of compensatory mechanisms. The current work also fo-
cused specifically on beta activity in frontal cortical regions, based
on extensive prior evidence linking frontal beta rhythms to de-
pression and neuromodulation outcomes. While this hypothesis-
driven approach helped minimize the issue of multiple compari-
sons, future work should explore whether other EEG measures and
cortical regions also play a role in the therapeutic effects of SNT.

In conclusion, active SNT was more effective than sham in a-
chieving remission of TRD in a double-blind RCT, replicating the
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initial RCT in an independent, larger sample. Further, we provide
the first report of the electrophysiological effects of SNT, includ-
ing the identification of a potential pre-treatment biomarker. The
EEG data reported here, in combination with previously reported
neuroimaging findings'>", provide an opportunity to build on our
understanding of SNT’s therapeutic mechanism of action and the
pathophysiology of TRD more generally.
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Randomized controlled trials (RCTs) are the foundation of current clinical treatment guidelines. However, they may not reflect real-world populations,
due to strict eligibility criteria. We determined the proportion of individuals with major depressive disorder (MDD) receiving maintenance antidepressant
treatment in routine care who would be ineligible for RCTSs, and compared their outcomes with those who were eligible. Utilizing specialized health care
registers in Finland (2004-2018) and Sweden (2006-2021), we identified adults diagnosed with non-psychotic MDD (ICD-10: F32, F33) who were stabilized
on maintenance antidepressant monotherapy. Through multidisciplinary expert consensus on latest meta-analytic evidence, we derived a standardized
list of RCT inclusion and exclusion criteria. These criteria were systematically applied to classify individuals as RCT-eligible or RCT-ineligible. We then
used Cox proportional models to derive hazard ratios (HRs) of a composite primary outcome of hospitalization due to any psychiatric reason or suicide
attempt, and all-cause mortality, during a 6-month follow-up. Secondary outcomes were treatment changes (i.e., discontinuation, switch or augmenta-
tion) and psychiatric sick leave >2 weeks. A total of 73,720 individuals in Finland and 135,092 in Sweden were included. More than one third of patients
with MDD (33.5% in Finland and 35.3% in Sweden) were found to be ineligible for RCTSs. The most common reasons for ineligibility were comorbidities
(serious somatic disease, other psychiatric disorders, or substance use disorder). RCT-ineligible individuals had more than twice the risk of the composite
primary outcome compared to eligible individuals (HR=2.44, 95% CI: 2.15-2.76 in Finland; HR=2.61, 95% CI: 2.37-2.87 in Sweden). Approximately one
third of the composite primary outcome was attributable to RCT-ineligibility factors (32.5%, 95% CI: 27.9-37.1 for Finland; 36.2%, 95% CI: 32.6-39.8 for
Sweden). Risk of treatment change was slightly but significantly higher in ineligible individuals. Findings were consistent in a wide range of sensitivity
analyses. We conclude that more inclusive eligibility criteria for RCT5, and their integration with real-world data, are needed to improve the generalizability
of antidepressant trial evidence and MDD clinical treatment guidelines.
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(World Psychiatry 2026;25:117-124)

Major depressive disorder (MDD) is a common, often recur-
rent, and potentially severe psychiatric disorder marked by emo-
tional, cognitive and physical symptoms' . Affecting up to 20% of
individuals over a lifetime?*, it is one of the most prevalent men-
tal disorders globally, and a leading cause of disability. Its impact
includes substantial psychosocial impairment, reduced quality
of life**, and a profound disruption of the subjective experience’.
MDD frequently co-occurs with anxiety disorders, substance use
disorders, and a range of chronic somatic diseases®®.

World Psychiatry 25:1 - February 2026

Maintenance treatment with antidepressants can effectively re-
duce the risk of early relapse and later recurrence rates compared
to placebo” !, with a number needed to treat to prevent one recur-
rence of approximately 3.8”'%. A randomized controlled trial (RCT)
showed relapse in nearly 50% of patients with MDD continu-
ing antidepressant treatment versus 74% in those discontinuing
treatment (odds ratio, OR=2.54, 95% CI: 1.37-4.84) across a 3-year
maintenance period™.

However, these findings are derived from RCTs, which often use
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strict inclusion and exclusion criteria for participants'*'>. While
necessary for internal validity, these criteria can limit the generaliz-
ability of results to routine clinical settings, particularly when they
exclude individuals with characteristics that also modify treatment
effects. For example, if substance use disorder is an exclusion cri-
terion in RCTs and also reduces the effects of antidepressants,
treatment efficacy estimated in RCTs is not applicable to individu-
als with that disorder, and real-world antidepressant effectiveness
in routine clinical care may be overestimated.

We previously demonstrated that nearly 80% of individuals
with schizophrenia would be excluded from RCTs assessing an-
tipsychotic efficacy in relapse prevention'®'”. Our real-world data
indicated that the beneficial effects of antipsychotics compared to
no treatment were greater in RCT-eligible individuals compared
to ineligible ones'®. Furthermore, a Swedish registry study found
that approximately half of individuals initiating medication for
attention-deficit/hyperactivity disorder (ADHD) would have been
ineligible for RCT participation, and that ineligible individuals had
higher risks of adverse outcomes'®. These studies suggest that RCT
findings may not be fully generalizable to routine clinical practice
for several psychiatric disorders, and underscore the critical im-
pact of trial representativeness on the validity and applicability of
psychiatric treatment guidelines.

Similar concerns about representation and potential differences
in outcomes between RCT-eligible and ineligible individuals have
been raised for MDD treatment. A study on duloxetine and venla-
faxine found larger effect sizes in RCTs compared to observational
research'. A study utilizing primary care data indicated that anti-
depressants have small-to-moderate effectiveness in real-world
settings, consistent with findings from RCTs*. However, as none of
these studies examined representation and outcomes of all people
with MDD seen in routine care, it remains unclear to what extent
individuals with MDD in routine care are represented in RCTs.

To address this knowledge gap, we examined the impact of ap-
plying typical RCT exclusion criteria on the representation and clin-
ical outcomes of individuals on antidepressant maintenance treat-
ment for MDD, using data from two nationwide real-world cohorts.

METHODS

Our study protocol was registered prior to data analysis*'. This
paper adheres to RECORD-PE reporting guidelines®.

Study population

The Finnish cohort was gathered from Finnish inpatient care,
specialized outpatient care, sickness absence, and disability pen-
sion registers between 2004 and 2017, with follow-up until the
end of 2018. We utilized the Finnish Care Register for Health Care,
which contains data on all inpatient and specialized outpatient
care, as well as the registers maintained by the Social Insurance
Institution and the Centre for Pensions, which provide informa-
tion on disability-related benefits, including sickness allowances
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and disability pensions. These data were linked with other na-
tionwide registries, including the Prescription Register, which
contains information on all reimbursed drug dispensations from
Finnish community pharmacies.

The Swedish cohort was gathered from the National Patient Reg-
ister (inpatient, specialized outpatient care) and the MiDAS (Micro-
Data for Analysis of the Social Insurance System) register (sickness
absence, disability pension) between 2006 and 2020, with follow-
up until the end 0f 2021. In addition to the patient register and pre-
scribed drug register data, we also used data on disability pensions
(from MiDAS).

Cohort inclusion required a primary diagnosis of single-episode
orrecurrent MDD (ICD-10: F32 or F33), excluding psychotic depres-
sion (F32.3 and F33.3). All individuals were required to be between
18 and 65 years old, and without a diagnosis of schizophrenia-
spectrum disorder (F20-F29), bipolar disorder (F30-F31) and/or
dementias (F00-F09, G30) prior to cohort entry.

Data were extracted by register maintenance personnel using
personal identity numbers, and were anonymized before sharing
with researchers. Approvals for the research project were obtained
from the Regional Ethics Board of Stockholm (2007/762-31 and
2021-06441-02), and relevant authorities at FinData (THL/5279/
14.06.00/2023), the Finnish National Institute for Health and Wel-
fare (THL/635/5.05.00/2019), Social Insurance Institution of Fin-
land (31/522/2019), Finnish Centre for Pensions (19023), and Sta-
tistics Finland (TK-53-569-19).

According to regulations in Sweden and Finland, obtaining in-
formed consent from participants is not required for register-based
studies when the participants are not contacted.

RCT eligibility

We gathered typical inclusion and exclusion criteria from pub-
lished RCTs on the efficacy of antidepressants for the maintenance
treatment of adults with MDD, and finalized the list through mul-
tiple consensus exercises (in meetings and writing) (see also sup-
plementary information).

Inclusion criteria were: a) a primary diagnosis of single episode
or recurrent MDD, except psychotic depressive disorder, within
the previous six months; b) no use of antidepressants, mood stabi-
lizers and/or antipsychotics in the six months before antidepres-
sant initiation; and c) continuous use of an antidepressant mono-
therapy for at least 15 weeks (105 days). Continuous antidepres-
sant use was established by the validated PRE2DUP method from
dispensed prescription drugs™.

Exclusion criteria were: a) any substance use disorder diagnosed
at any time before start of follow-up, except tobacco dependence;
b) any diagnosis of intellectual disability at any time before start
of follow-up; c) any diagnosis of other psychiatric disorder before
start of follow-up (including obsessive-compulsive disorder, post-
traumatic stress disorder, eating disorders, neurodevelopmental dis-
orders, and personality disorders); d) use of non-pharmacological
somatic therapies (i.e., electroconvulsive therapy or other neuro-
modulation interventions) reported ever before start of follow-up;
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e) being pregnant or breastfeeding in the year before cohort entry; f)
any suicide attempt recorded ever before start of follow-up; and g)
any comorbid somatic disease.

For somatic disease, we applied both a broad and a narrow def-
inition. The broad definition was “any comorbid somatic disease,
including seizures and urinary retention, during two years before
start of follow-up” The narrow definition excluded any neuro-
logical disease except migraine; head injuries; cardiac disorders
(ischaemic heart disease, other heart diseases); cerebrovascular
diseases; diseases of arteries, arterioles and capillaries; major he-
matopoietic disorders, neoplasms and hypothyroidism in the two
years before start of follow-up; and any lifetime history of cardiac
arrythmias, renal failure, hepatic disorders, peptic ulcer, glaucoma,
urinary retention, and seizures (see also supplementary informa-
tion).

Outcomes and follow-up

We defined the primary outcome as the composite of hospital-
ization due to any psychiatric reason or suicide attempt, and all-
cause mortality. We further considered each component as a sep-
arate outcome. The first secondary outcome was >2 weeks of sick
leave due to psychiatric reasons, analyzed among those individuals
who were not pensioned or already on sick leave upon cohort en-
try. The other secondary outcome was therapeutic regimen change,
which we defined as discontinuation of antidepressant use, switch
to another antidepressant agent, or therapy augmentation with an-
other antidepressant, one or more antipsychotics, or one or more
mood stabilizers.

The duration of follow-up was 6 months in the main analysis,
which, in addition to the stabilization phase prior to cohort entry,
corresponds to the typical duration of antidepressant RCTs*. Time
zero was set to the first day of the maintenance treatment, i.e., the
day when the stabilization phase ended. Follow-up ended at treat-
ment regimen change (i.e. discontinuation of antidepressants,
switch or augmentation), death, or end of the 6-month follow-up,
whichever came first.

Statistical analyses

All analyses were conducted using R v4.4.1. First, we computed
several descriptive statistical measures, applying the above RCT
inclusion and exclusion criteria and dividing the study population
into two groups: a) individuals eligible for standard RCTs on main-
tenance treatment with antidepressants, i.e., those meeting RCT
inclusion criteria and none of the exclusion criteria; and b) indi-
viduals who would be ineligible for standard RCTs, i.e., those meet-
ing RCT inclusion criteria but also 21 exclusion criteria. We then
computed the percentages of individuals in our study population
in both countries belonging to the RCT-eligible and RCT-ineligible
groups. We further analyzed the proportion and the effects of each
exclusion criterion on RCT eligibility separately, i.e. comparing
those who would be ineligible due to that criterion to individuals
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who did not meet that specific RCT exclusion criterion.

Second, to compare the risks of the primary outcome and sec-
ondary outcomes between eligible and ineligible individuals, we
conducted Cox regression analyses. We used RCT eligibility as the
single exposure (with eligible individuals as the reference), deriv-
ing hazard ratios (HRs) with 95% confidence intervals (CIs). Ad-
ditionally, we investigated the effects of each exclusion criterion
on the risk of the primary outcome by comparing individuals with
agiven exclusion criterion (irrespective of other exclusion criteria)
to eligible individuals. For the main analysis, we used the narrow
definition of serious somatic disease.

Third, we estimated the proportion of cases for each outcome
attributable to the ineligibility factors, by applying Levin’s formula,
with ineligible and eligible risks derived from the survival curves
and CIs estimated via Monte Carlo simulation®.

Finally, we ran several sensitivity analyses to corroborate the
robustness of our findings. We first extended the outcome follow-
up assessment to 9 months and repeated the analyses. In a second
analysis, aiming to exclude individuals using mirtazapine for pos-
sible other indications than MDD (primarily sleep disorders), we
repeated the main analysis only in those who used mirtazapine at
a dose of >15 mg/day during their stabilization period, and then
limiting to those who used a selective serotonin uptake inhibitor
(SSRI). In a third sensitivity analysis, we applied the broad defi-
nition of serious somatic disease to the main analysis. In the last
sensitivity analysis, follow-up was not censored to antidepressant
treatment change, but only at death or end of follow-up.

RESULTS

Characteristics of RCT-eligible and RCT-ineligible
populations

The Finnish cohort included 73,720 individuals with MDD
(mean age: 40.2+12.5 years; 67.9% female). The Swedish cohort in-
cluded 135,092 individuals with MDD (mean age: 38.5+12.8 years,
63.4% female). The age and sex distributions for RCT-eligible and
RCT-ineligible individuals were similar (see Table 1).

In our main analysis, at least one exclusion criterion was met
by 33.5% (N=24,677) and 35.3% (N=47,695) of individuals in the
Finnish and Swedish study cohorts, respectively. These individu-
als were ineligible to participate in a standard RCT on maintenance
treatment for MDD. When applying the broad instead of the narrow
definition of serious somatic disease, these percentages increased
to 52.2% (N=38,505) in the Finnish cohort and 56.7% (N=76,563) in
the Swedish cohort.

The most frequently used antidepressants in the stabilization
period in the Finnish cohort were SSRIs, although their use was
more frequent among RCT-eligible (72.6%) than RCT-ineligible
(67.5%) individuals. Escitalopram was the most frequent agent in
both groups (RCT-eligible: 34.1%; RCT-ineligible: 29.1%). Similarly,
in the Swedish cohort, SSRIs were the most frequently used antide-
pressants, with more frequent use among the RCT-eligible (82.2%)
compared to the RCT-ineligible (74.3%) individuals. The most fre-
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Table 1 Characteristics of RCT-ineligible and eligible individuals in the Finnish and Swedish cohorts

Finnish cohort

Swedish cohort

Ineligible
(N=24,677)

Eligible
(N=49,043)

Ineligible
(N=47,695)

Eligible
(N=87,397)

‘Women, N (%) 16,318 (66.1)

33,723 (68.8)

30,377 (63.7) 55,306 (63.3)

Men, N (%) 8,359 (33.9) 15,320 (31.2) 17,318 (36.3) 32,091 (36.7)
Age, years (mean+SD) 40.9+£12.9 39.9+12.3 38.1+13.1 38.7£12.6
Age, years, N (%)
<25 3,446 (14.0) 7,053 (14.4) 8,554 (17.9) 14,418 (16.5)
25-34 5,212 (21.1) 10,673 (21.8) 13,129 (27.5) 21,238 (24.3)
35-44 5,184 (21.0) 12,022 (24.5) 10,245 (21.5) 21,960 (25.1)
45-54 6,214 (25.2) 12,042 (24.6) 8,604 (18.0) 17,769 (20.3)
>55 4,621 (18.7) 7253 (14.8) 7,163 (15.0) 12,012 (13.7)

RCT - randomized controlled trials

quent agent in both groups was sertraline (RCT-eligible: 36.3%,
RCT-ineligible: 34.5%) (see also supplementary information).

Reasons for RCT ineligibility

Reasons for RCT ineligibility were similar in the two cohorts.
The most common reason was serious somatic disease (broad def-
inition: 42.6% in Finland and 45.1% in Sweden,; for the narrow defi-
nition these percentages were 18.9% and 16.0%, respectively). Oth-
er reasons for RCT ineligibility were comorbid psychiatric disor-
der diagnoses (11.9% in Finland; 15.0% in Sweden) and substance
use disorders (5.6% in Finland; 7.6% in Sweden) (see Table 2).

Across the two countries, very similar percentages of individuals
metone exclusion criterion (26.2% in Finland; 26.4% in Sweden) and
two exclusion criteria (6.0% in Finland; 6.9% in Sweden). These per-
centages were also similar in Finland and Sweden when applying
the broad instead of the narrow definition of serious somatic dis-
ease (see supplementary information).

Table 2 Prevalence of RCT exclusion criteria in the Finnish and
Swedish cohorts

Finnish cohort Swedish cohort
(N=73,720) (N=135,092)
Serious somatic disease, narrow definition 18.9% 16.0%
Serious somatic disease, broad definition 42.6% 45.1%
Other psychiatric disorders 11.9% 15.0%
Substance use disorders 5.6% 7.6%
Pregnancy or breastfeeding 3.2% 3.9%
Prior suicide attempt 2.8% 3.6%
Intellectual disability 0.1% 0.3%
Prior ECT/neuromodulation 0.1% 0.2%

RCT - randomized controlled trials, ECT — electroconvulsive therapy
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Risks of primary and secondary outcomes in
RCT-eligible and ineligible individuals

RCT-ineligible individuals were at higher risk of the compos-
ite primary outcome compared to RCT-eligible ones during the
6-month follow-up (Finland: HR=2.44, 95% CI: 2.15-2.76; Sweden:
HR=2.61, 95% CI: 2.37-2.87; both p<0.001) (see Table 3 and Fig-
ures 1-2).

The risks of all components of the primary outcome were high-
er among the RCT-ineligible than the RCT-eligible patients (psy-
chiatric hospitalization: HR=2.28, 95% CI: 1.97-2.63 in Finland,
HR=2.76, 95% CI: 2.48-3.07 in Sweden; suicide attempt or death:
HR=3.11, 95% CI: 2.37-4.07 in Finland, HR=2.04, 95% CI: 1.69-2.46
in Sweden; all-cause mortality: HR=2.74, 95% CI: 1.58-4.75 in Fin-
land, HR=2.92, 95% CI: 1.75-4.89 in Sweden; all p<0.001) (see Ta-
ble 3).

Concerning secondary outcomes, being RCT-ineligible was as-
sociated with a slightly but significantly higher risk of all-cause an-
tidepressant treatment change (Finland: HR=1.03, 95% CI: 1.01-
1.05, p=0.019; Sweden: HR=1.13, 95% CI: 1.11-1.15, p<0.001). As for
sick leave, only in Sweden RCT ineligibility was associated with a
slightly but significantly increased risk (HR=1.20, 95% CI: 1.11-1.29,
P<0.001), while no evidence of an association was found in Finland
(HR=0.94, 95% CI: 0.87-1.02, p<0.2) (see Table 3).

Primary outcome among individuals ineligible for
specific criteria

When comparing RCT-ineligible individuals grouped according
to each specific exclusion criterion they met vs. those who did not
meet that specific criterion, the largest risk for the composite pri-
mary outcome was found for those with a history of suicide attempt
(Finland: HR=5.76, 95% CI: 4.79-6.91; Sweden: HR=5.20, 95% CI:
4.56-5.93; both p<0.001) (see Table 4).

We found higher risks of the primary outcome for individuals
with substance use disorders compared to eligible patients, with
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Table 3 Risk of the primary and secondary outcomes for RCT-ineligible vs. eligible individuals in the Finnish and Swedish cohorts during the 6-month

follow-up

Finnish cohort

Swedish cohort

Events in ineligible =~ Events in eligible

Events in ineligible = Events in eligible

individuals (%) individuals (%) HR (95% CI) individuals (%) individuals (%)  HR (95% CI)
Composite primary outcome 547 (2.2) 452 (0.9) 2.44 (2.15-2.76) 1,003 (2.1) 728 (0.8) 2.61(2.37-2.87)
Psychiatric hospitalization 402 (1.6) 355 (0.7) 2.28(1.97-2.63) 815 (1.7) 559 (0.6) 2.76 (2.48-3.07)
Suicide attempt or death 133(0.5) 86 (0.2) 3.11 (2.37-4.07) 224(0.5) 208 (0.2) 2.04 (1.69-2.46)
All-cause mortality 30 (0.1) 22 (0.0) 2.74 (1.58-4.75) 37(0.1) 24 (0.0) 2.92 (1.75-4.89)
Change in AD therapy 11,943 (48.4) 23,281 (47.5) 1.03 (1.01-1.05) 20,701 (43.4) 34,711 (39.7) 113 (1.11-1.15)
Sick leave 833(5.3) 1,944 (5.8) 0.94 (0.87-1.02) 1,206 (4.3) 1,980 (3.7) 1.20 (1.11-1.29)

RCT - randomized controlled trials, HR — hazard ratio, AD — antidepressant

HRs being similar in the two countries (Finland: HR=5.05, 95% CI:
4.34-5.87; Sweden: HR=5.13, 95% CI: 4.62-5.70; both p<0.001). His-
tory of ECT or other neuromodulation treatments was also associ-
ated with a higher risk of the primary outcome compared to eligible
individuals in Sweden (HR=5.07, 95% CI: 3.30-7.80), and also in
Finland, albeit with increased uncertainty (HR=3.66, 95% CI: 0.91-
14.70) (see Table 4).

Proportion of outcomes attributable to RCT ineligibility

RCT ineligibility accounted for 32.5% (95% CI: 27.9-37.1) of
cases of the composite primary outcome in Finland, and 36.2%
of cases (95% CI: 32.6-39.8) in Sweden. The proportions of cases
for each component of the primary outcome attributable to RCT
ineligibility were the following: for psychiatric hospitalization,
30.0% (95% CI: 24.6-35.4) in Finland and 38.3% (95% CI: 34.3-42.2)
in Sweden; for suicide attempt or death, 41.4% (95% CI: 31.4-50.7)

in Finland and 26.9% (95% CI: 19.6-34.0) in Sweden,; for all-cause
mortality, 36.8% (95% CI: 16.3-55.7) in Finland and 40.4% (95% CI:
20.9-57.9) in Sweden (see Table 5).

RCT-ineligibility factors explained only a small fraction of sec-
ondary outcomes. Changes in antidepressant therapy were attri-
butable to ineligibility in just 1.0% (95% CI: 0.3-1.7) of cases in Fin-
land and 4.4% (95% CI: 3.7-5.0) in Sweden. The corresponding fig-
ures for psychiatric sick leave were 0% (95% CI: 0-0.6) in Finland
and 6.4% (95% CI: 3.7-9.2) in Sweden (see Table 5).

Sensitivity analyses

All results in both countries were similar for the 9-month follow-
up period (see supplementary information). When limiting the
analysis to individuals who used mirtazapine at doses >15 mg/day
during their stabilization period, the risk of the primary outcome
among RCT-ineligible persons was higher compared to eligible per-

1.00
Eligible
§ 0.98 Ineligible
)
o
=
k)
2
3
8
S 0.96
a
0.94|
0 25 50 75 100 125 150 175
Days
Eligible
Atrisk 49,043 44,422 40,224 36,895 33,662 30,697 28,189 26,091
Events 0 112 190 275 332 378 411 441
Ineligible
Atrisk 24,677 22,285 19,998 18,248 16,579 15,136 13,890 12,835
Events 0 142 256 325 365 440 492 543

Figure 1 Kaplan-Meier curves of the composite primary outcome (hospitalization due to any psychiatric reason or suicide attempt; all-cause
mortality) for RCT-ineligible and eligible individuals in the Finnish cohort. RCT - randomized controlled trials.
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Figure 2 Kaplan-Meier curves of the composite primary outcome (hospitalization due to any psychiatric reason or suicide attempt; all-cause
mortality) for RCT-ineligible and eligible individuals in the Swedish cohort. RCT - randomized controlled trials.

sons (Finland: HR=3.22, 95% CI: 2.17-4.77; Sweden: HR=3.55, 95%
CI: 2.55-4.93; both p<0.001). This also held for the analysis limited
to those on SSRIs, but the strength of the association was lower (Fin-
land: HR=2.27, 95% CI: 1.95-2.64, Sweden: HR=2.21, 95% CI: 1.98-
2.48, both p<0.001) (see supplementary information).

After applying the broad instead of the narrow somatic disease
definition, the risk of the composite primary outcome was still
higher among RCT-ineligible individuals (Finland: HR=2.06, 95%
CI: 1.80-2.36; Sweden: HR=2.02, 95% CI: 1.82-2.24; both p<0.001).
RCT ineligibility was associated with increased risk of sick leave in
Sweden (HR=1.29, 95% CI: 1.20-1.38, p<0.0001), but not in Finland
(HR=1.02, 95% CI: 0.94-1.10, p=0.6). In the sensitivity analysis not
censoring for follow-up to antidepressant treatment change, the
risks of the outcomes were similar to the main results (see supple-
mentary information).

DISCUSSION

This study applied RCT inclusion and exclusion criteria for an-
tidepressant maintenance treatment to over 200,000 adults diag-
nosed with MDD in nationwide Finnish and Swedish health care
registers. We provide the first quantification of the proportion of
individuals with MDD in routine care who would be excluded
from participating in an antidepressant maintenance treatment
RCT. Under a narrow definition of serious somatic disease, more
than one third of these individuals were deemed ineligible to par-
ticipate in an RCT. When broadening the definition of serious
somatic disease, over half of the individuals with MDD in both
cohorts would have been ineligible for RCT participation.

Serious somatic disease was the most common reason for exclu-
sion, affecting 42.6% of individuals with MDD in Finland and 45.1%

Table 4 Risk of the composite primary outcome in RCT-ineligible individuals grouped according to each specific exclusion criterion they met

compared to individuals who did not meet that criterion

Finnish cohort Swedish cohort
N (%) HR (95% CI) N (%) HR (95% CI)
History of suicide attempt 2,050 (2.8) 5.76 (4.79-6.91) 4,863 (3.6) 5.20 (4.56-5.93)
Substance use disorder 4,073 (5.5) 5.05 (4.34-5.87) 10,270 (7.6) 5.13 (4.62-5.70)
History of ECT or other neuromodulation 40 (0.1) 3.66 (0.91-14.70) 336 (0.2) 5.07 (3.30-7.80)
Intellectual disability 79 (0.1) 2.88(0.93-8.94) 417(0.3) 2.33(1.32-4.10)
Other psychiatric disorders 8,651 (11.7) 2.09 (1.80-2.43) 20,286 (15.0) 2.18 (1.96-2.42)

Serious somatic disease, narrow definition 13,814 (18.7)
31,208 (42.3)

2,375 (3.2)

Serious somatic disease, broad definition

Pregnancy or breastfeeding

1.28 (1.14-1.44)
1.13 (1.03-1.24)
0.74 (0.56-0.98)

1.47 (1.28-1.70)
1.33 (1.17-1.50)
0.89 (0.62-1.28)

21,653 (16.0)
60,936 (45.1)
5.301 (3.9)

RCT - randomized controlled trials, HR — hazard ratio, ECT — electroconvulsive therapy
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Table 5 Proportion of cases for each outcome attributable to RCT-
ineligibility criteria

Finnish cohort Swedish cohort

Composite primary ~ 32.5% (95% CI: 27.9-37.1)
outcome

36.2% (95% CI: 32.6-39.8)

Psychiatric
hospitalization

30.0% (95% CI: 24.6-35.4)  38.3% (95% CI: 34.3-42.2)

Suicide attempt 41.4% (95% CI: 31.4-50.7)  26.9% (95% CI: 19.6-34.0)

or death

All-cause 36.8 (95% CI:16.3-55.7)  40.4% (95% CI: 20.9-57.9)
mortality

Change in AD 1.0% (95% CI: 0.3-1.7) 4.4% (95% CI: 3.7-5.0)
therapy

Sick leave 0% (95% CI: 0-0.6) 6.4% (95% CI: 3.7-9.2)

RCT - randomized controlled trials, AD — antidepressant

in Sweden, followed by psychiatric comorbidities (Finland: 11.9%;
Sweden: 15.0%) and substance use disorders (5.6% and 7.6%, re-
spectively).

Moreover, RCT ineligibility was associated with worse results
across a range of clinically relevant outcomes. Overall, approxi-
mately one third of our primary outcome, consisting of a com-
posite of hospitalization due to any psychiatric reason or suicide
attempt, and all-cause mortality, was found to be attributable to
RCT-ineligibility factors.

Our results reinforce concerns about a lack of translatability
of the results from clinical trials in psychiatry to real-world care
settings and individuals. The findings align with evidence from
fields such as oncology%'so and internal medicine®!, where re-
strictive eligibility criteria in RCTs also limit generalizability. This
creates a critical representational gap, as particularly RCT results
are translated into clinical guidelines®***. Our findings emphasize
the need for broader inclusion criteria in future trials and for com-
plementing RCT evidence with robust real-world data, to ensure
that clinical treatment guidelines are both evidence-based and
context-appropriate for the realities of everyday psychiatric care.

Applying current exclusion criteria (e.g., histories of somatic
disease, suicidality, or substance use disorders) may be particu-
larly problematic as these conditions are highly prevalent among
individuals with MDD, and often exacerbate the severity of de-
pressive episodes®’, and attenuate antidepressant effectiveness
in the real world*”**, We found a five-fold increased risk of hos-
pitalization or mortality among individuals with a history of sui-
cide attempts. Accordingly, excluding individuals with complex or
severe presentations of MDD from maintenance treatment RCTs
creates a critical evidence gap on the long-term maintenance ef-
fectiveness of antidepressants, particularly in individuals with
multimorbidity®. This limitation not only restricts the generaliz-
ability and external validity of RCT findings, but may also contrib-
ute to health inequities, by failing to address the treatment needs
of those most at risk of poorer outcomes.

Importantly, our results do not undermine the well-established
efficacy of antidepressants in treating MDD, particularly in main-
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tenance therapy''. The worse outcomes that we observed in RCT-
ineligible individuals should not be misconstrued as evidence that
antidepressants are ineffective in this population. Rather, these
individuals may present with a greater burden of illness, higher
baseline risk, and complex biopsychosocial factors that inherently
contribute to poorer clinical treatment outcomes/trajectories. Our
findings highlight the limitations of current trial designs in captur-
ing the full spectrum of individuals with MDD encountered in rou-
tine clinical practice.

Strengths of this study include the comprehensive, nationwide
database from large and well-curated national registers. Our use of
the PRE2DUP method also strengthens our medication-exposure
accuracy®. Sensitivity analyses (e.g., extended follow-up to 9
months, limiting the analysis to individuals who used mirtazapine
at doses >15 mg/day) confirmed the consistency of the findings.

However, some limitations must be acknowledged. First, since
register data rely on coded diagnoses, they may not fully capture
suicidal ideation or attempts nor substance use disorders at treat-
ment initiation, potentially leading to an underestimation of RCT-
ineligible individuals*®. Second, although 6-9 months of follow-up
aligns with common RCT durations, this duration may not reflect
longer-term trajectories of antidepressant effectiveness or relapse
patterns in the real-world. Third, because RCT inclusion/exclusion
criteria vary across studies and since detailed study protocols list-
ing all specific exclusion criteria were unavailable, our set of crite-
ria may not represent the inclusion/exclusion criteria of all RCTs,
and differences in criteria might yield slightly variable estimates of
ineligible individuals. Fourth, while our results contribute to the
broader discourse on the efficacy-effectiveness gap - the discon-
nect between RCT findings and real-world clinical impact*” - this
gap is likely not solely due to trial exclusion criteria. For example,
other factors such as treatment adherence, frequency of clinical
monitoring, and variability in treatment practices may also play
important roles. Finally, results from Finland and Sweden may not
generalize to other health care settings or populations.

In conclusion, approximately one third to half of individuals
with MDD in routine care are excluded from participating in an-
tidepressant maintenance treatment RCTs, and these individuals
are at higher risk of unfavorable outcomes than eligible individu-
als. Our findings underscore the need for increased representa-
tion in maintenance RCTs to better align with real-world popu-
lations, so that evidence-based treatment and clinical guidelines
can better serve a more representative, larger population of indi-
viduals with MDD seen in routine care.

Expanding eligibility criteria, incorporating real-world out-
come measures, including patient-reported outcomes, and ex-
tending follow-up periods all carry the potential to enhance the
translational value of RCT findings, making them more reflective
of routine clinical practice*®*.
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All-cause and cause-specific mortality risk in individuals with eating
disorders: systematic review and meta-analysis of relative risk and
aggravating or attenuating factors
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Previous meta-analyses estimating mortality risk in eating disorders (EDs) were restricted to specific disorders or causes of death, and were published
before the release of the DSM-5, which introduced significant changes in ED classification. We conducted a PRISMA 2020-compliant systematic review
and random-effects meta-analysis assessing all-cause (primary outcome) and cause-specific mortality risk ratio (RR) in cohort/case-control studies of
individuals with EDs versus the general population or groups matched by physical and/or psychiatric comorbidities. Meta-regression/subgroup analyses
assessed risk aggravating or attenuating factors. Study quality was evaluated using design-specific US National Institutes of Health tools. Altogether, 83
studies were meta-analyzed (patients with EDs: N=307,710, general population controls: N=15,719,076; mean follow-up: 11.96 years, females: 94.35%,
mean age: 25.52 years). The quality was rated as ‘good” in 65.0%, “fair” in 21.7%, and “poor” in 13.3% of the studies. Any ED was associated with higher
all-cause mortality vs. the general population (RR=4.92, 95% CI: 4.03-6.00, ranging from RR=5.52, 95% CI: 4.47-6.82 in anorexia nervosa (AN) to non-
significant difference in binge eating disorder), as well as with higher suicide-related mortality (RR=8.45, 95% CI: 5.73-12.47, ranging from RR=9.86, 95%
CI: 5.63-17.27 in AN to RR=6.15, 95% CI: 2.52-15.04 in bulimia nervosa). Mortality risk from both natural and non-natural causes was also increased in
individuals with EDs vs. the general population (RR=3.47, 95% CI: 2.29-5.25, and RR=6.46, 95% CI: 4.62-9.04, respectively). All-cause mortality increased
with lower body mass index and shorter follow-ups. Male sex, any psychiatric comorbidity, and comorbid substance use, alcohol use, mood or personality
disorders were significantly associated with higher all-cause mortality risk in any ED. These data confirm that EDs are associated with a high all-cause,
suicide-related and other cause-specific mortality risk, and indicate that monitoring of physical and psychiatric complications and suicide risk early after
diagnosis, particularly in AN, males and individuals with low body mass index, is absolutely needed. Further research is warranted to identify actionable
Jactors that can reduce ED-associated mortality risk.

Key words: Eating disorders, all-cause mortality, cause-specific mortality, suicide, mental health comorbidities, body mass index

(World Psychiatry 2026;25:125-140)

Eating disorders (EDs) are a group of conditions characterized
by dysfunctional eating behaviors, which can result in significant
adverse physical and psychological consequences. According to
the DSM-5, they include anorexia nervosa (AN), bulimia nervosa
(BN), binge eating disorder (BED), avoidant/restrictive food intake
disorder (ARFID), and other specified feeding and eating disorders
(OSFED)".

EDs are known to be associated with high mortality rates®. In par-
ticular, AN has one of the highest mortality risks among all psychi-
atric disorders’, with 16.64 (95% CI: 7.45-25.82) years of potential
life lost*. Many physical and psychological factors can contribute
to mortality risk, including malnutrition, impaired kidney function
5 bowel obstruction®, electrolyte abnormalities’, and adverse car-
diovascular disease events®, as well as psychiatric comorbidities,
particularly mood and anxiety disorders’.

Virtually no body system is spared from the impact of EDs'"’, and
classic risk factors and monitoring approaches for physical health
do not always apply to people with EDs. Acute as well as chronic
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kidney disease can originate from hypothalamic changes, chronic
dehydration or laxative misuse'*2, and is difficult to monitor, due
to the low clinical utility of creatinine levels in an underweight and
sarcopenic population. Bowel obstruction can be the result of ele-
ctrolyte abnormalities, atrophic smooth muscle, chronic restriction
resulting in hypomaotility, and chronic laxative misuse'’. Cardiovas-
cular and cerebrovascular diseases can originate from chronic mal-
nourishment and acute hypoglycemia (or, on the contrary, meta-
bolic syndrome in those with BED), with risk of superior mesen-
teric artery syndrome, myocardial infarction, and stroke'*'*. Car-
diac arrhythmias can be caused by electrolyte abnormalities and
demand long-term monitoring'®. The burden of comorbid mental
disorders can contribute to an increased risk of non-suicidal self-
harm and suicide attempts' "',

Physical health complications, which can be risk factors for pre-
mature mortality, have been historically studied among AN and
BN populations'®, but are less known in people with BED and
other EDs™. This scarcity of information is concerning, since the
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lifetime prevalence of eating disorders not otherwise specified
(EDNOS) and OSFED (3.8-11.5%) is higher than that of AN and
BN (<2%)*, and diagnostic migration from AN or BN to OSFED is
relatively common?. Moreover, many epidemiological studies of
individuals with EDs have been conducted in Western countries>,
and data are lacking from Eastern and global South regions.

Several systematic reviews and meta-analyses have investigat-
ed mortality in individuals with EDs. However, they were based on
female-only or largely female samples®* and were published prior
to the release of the DSM-5, which introduced significant changes
in ED classification?. Moreover, no previous systematic review has
summarized evidence on all-cause and cause-specific mortality
risk ratio (RR), and none has adopted a transdiagnostic approach
measuring the risk of premature death across all EDs.

The primary aim of this systematic review and meta-analysis
was to evaluate the all-cause mortality risk in individuals present-
ing with an ED. The secondary objectives were to determine cause-
specific mortality risk, including both natural and non-natural
causes, and to identify attenuating or aggravating factors associated
with mortality in individuals with EDs.

METHODS

We conducted a PRISMA 2020-compliant systematic review?.
The study protocol was pre-published on the Open Science Frame-
work (https://osf.io/7mh2e).

Eligibility

To be included in the systematic review and meta-analysis,
studies had to be: a) cohort or case-control observational studies,
b) recruiting individuals diagnosed with AN, BN, BED, EDNOS,
OSFED and/or ARFID, according to DSM or ICD criteria/require-
ments, validated scales with cut-offs, electronic health and/or clin-
ical records, c) reporting on the RR (or other metric that could be
converted to RR) of all-cause mortality, suicide-related mortality,
natural cause mortality, or other cause-specific mortality, d) com-
paring mortality risk with the general population or with a control
group matched by comorbid physical or mental health condition,
and e) published in a peer-reviewed journal in any language.

We excluded: a) cross-sectional studies, randomized controlled
trials, interventional studies, editorials, study protocols, book chap-
ters, thesis dissertations, and reviews, b) animal/non-human stud-
ies, and c) studies of patients with ED symptoms but without an
ED diagnosis.

Search and study selection process
We searched EMBASE and Medline up to October 23, 2024.
Screening was conducted by two independent reviewers using

Covidence. Disagreements were resolved via consensus, or with a
third reviewer.
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We kept multiple studies reporting on the same population
and outcome only if the study dates or samples overlapped for
less than 50%. In case of larger overlap, we prioritized the largest
sample size. If one study reported an unadjusted (but larger) out-
come and another an adjusted outcome, both studies were kept
(the larger in the main analyses and the adjusted one in the sub-
group analyses) without double-counting.

Data extraction

Raw numbers or effect sizes - RR, standardized mortality ratio
(SMR), hazard ratio (HR), or odds ratio (OR) - were extracted by
two independent reviewers for the following outcomes: all-cause
mortality, suicide-related mortality, natural cause mortality, and
specific causes of mortality. The longest follow-up outcome was
considered.

We extracted data regarding study design, country, sample size,
type of comparison, follow-up time, median year of data collec-
tion, study setting, ED diagnosis and subtypes, representativeness
of the study population, type/extensiveness of the adjustment of
the analyses, diagnostic classification (ICD, DSM, other), body
mass index, and mean age. We recorded sex/gender, race and eth-
nicity, as well as mental health and somatic comorbidities. We also
extracted information regarding socio-demographic index (SDI)
of the country/countries where the studies were conducted””.

Risk of bias

The US National Institutes of Health (NTH) Quality Assessment
Tool for Observational Cohort and Cross-Sectional Studies and
the NIH Quality Assessment of Case-Control Studies®® were used,
as appropriate, by two independent reviewers to assess the risk of
bias in individual studies.

Analyses

Random-effects meta-analyses were conducted to calculate
pooled RR for mortality among individuals with EDs compared to
control groups. Ratio measures were used or calculated from raw
numbers. In case of zero events in one group, we added a constant
of 0.5 to allow RR calculation. If a study had zero events in both
groups, it was excluded from the calculations. Between-study var-
iance was estimated using the restricted maximum-likelihood es-
timator. Confidence intervals (CIs) were calculated using Hartung
and Knapp method with ad hoc variance correction®.

To explore potential causes of heterogeneity, we conducted sub-
group analyses either by pooling individual patient-level results
from within-study subgroup analyses (i.e., males vs. females) or
by pooling across-study results (e.g., representative vs. non-rep-
resentative studies). We also conducted mixed-effects meta-re-
gression analyses to explore the associations between mortality
in any ED and various individual or study characteristics. I was
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used to assess heterogeneity®’. Publication bias was evaluated
using Egger’s test with a level of significance of p<0.1*!, when >10
studies were reported for the respective outcome.

All data management and analyses were conducted using R
4.3.2 and the metafor/meta-package®.

RESULTS
Literature search

After removal of duplicates, the search identified 6,857 publi-
cations, of which 6,387 were excluded at the title/abstract level.
Altogether, 470 full-text records were screened, and 83 studies
27933112 were included with populations not substantially over-
lapping based on the above criteria (see Figure 1).

Of these 83 studies (N=307,710 individuals with EDs, N=
15,719,076 general population controls, females: 94.35%, mean
age: 25.52+10.25 years, representative cohorts: 59%, mean follow-
up: 11.96+6.69 years), 46 focused on AN only (N=75,782 patients,

Records from databases/registers
(n=10,650) (EMBASE: n=6,344, Medline:
n=4,306)

N=2,079,367 general population controls), three on BN (N=2,461
patients, N=7,020 general population controls), and the remaining
34 studies examined more than one ED type (N=229,467 patients,
N=13,632,689 general population controls). The quality was good
in 65.0%, fair in 21.7%, and poor in 13.3% of the studies.

Studies were conducted in 17 countries, including Canada, Den-
mark, Finland, France, Germany, Hong Kong, Iceland, Israel, Italy,
Japan, New Zealand, South Korea, Spain, Sweden, Taiwan, the UK
and the US. One study was conducted in multiple countries. There
were 20 prospective and 50 retrospective cohort studies, plus 13
case-control studies. The study periods ranged from 1935 to 2020
(see Table 1).

There were 66 studies that compared subjects with an ED ver-
sus the general population. Six studies compared subjects with
an ED versus a control group matched for a physical (e.g., cancer,
stroke) or mental health (e.g., personality disorder, substance use
disorder) comorbidity. Three studies compared subjects with ED
versus other mental disorders. Twenty-two studies investigated
the association between present/absent risk/protective factors
and mortality within two groups of subjects with ED (e.g., ED

Records removed (duplicates)

A 4

(n=3,793)

Records screened (n=6,857)

A 4

Records sought for retrieval (n=470)

A 4

Records sought for eligibility (n=470)

Records excluded (n=6,387)

Full-text papers excluded (n=387)

* Wrong/no outcomes (n=217)

v

Studies included in review (n=83)

Figure 1 Study selection flow. EDs - eating disorders
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* Wrong exposure (n=26)

* Wrong design (n=66)

* Overlapping populations (n=13)

* No validated scale/cut-off (n=8)

* Wrong/no comparison group (n=53)

* Insufficient data for meta-analysis (n=3)
* EDs listed as cause of death (n=1)
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Figure 2 All-cause and cause-specific relative mortality risk in individuals with vs. without an eating disorder (ED). RR - risk ratio, AN - ano-
rexia nervosa, BED - binge eating disorder, BN - bulimia nervosa, EDNOS - eating disorders not otherwise specified.

males vs. ED females).

EDs were grouped into AN, BN, BED, EDNOS, and mixed eating
disorders. There was no information available to conduct synthe-
ses specifically on OSFED and ARFID.

Primary outcome
There was significantly higher all-cause mortality in individuals
with any ED versus the general population (n=59, RR= 4.92, 95%

CI: 4.03-6.00, I°=94%, p<0.001). Of the specific EDs investigated,
AN had the highest mortality risk (n=43, RR=5.52, 95% CI: 4.47-

132

6.82, 12=90%, p<0.001), followed by mixed EDs (n=13, RR=5.31,
95% CI: 3.39-8.32, °=98%, p<0.001), EDNOS (n=7, RR=2.05, 95%
CI: 1.33-3.16, I’=90%, p<0.001), and BN (n=17, RR=2.39, 95% CIL:
1.86-3.06, I°=55%, p<0.001). BED missed statistical significance
(n=3, p=0.60) (see Figure 2). There was no evidence of publication
bias in any of the analyzed primary outcome comparisons (see
also supplementary information).

People with any ED had a higher all-cause mortality risk com-
pared with individuals without ED matched by underlying physi-
cal or mental comorbidities (n=5, RR=2.84, 95% CI: 1.76-4.56, I°=
95%, p<0.001) (see Figure 3). The all-cause mortality risk was also
significantly elevated for individuals with AN compared to those
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n RR (95% CI) Risk ratio
Any ED
All-cause mortality 5 2.84 (1.76-4.56) ——
Mortality due to suicide 2 10.79 (8.96-13.00) |
Mortality due to natural causes 2 2.04 (0.48-8.62) ———
Mortality due to non-natural causes 2 6.97 (5.94-8.18) =
Mortality due to cancer 1 2.10(1.26-3.49) ——
AN
All-cause mortality 3 2.81(1.58-5.02) ——
Mortality due to suicide 1 11.00 (6.64-18.22) ——
Mortality due to natural causes 1 4.27 (3.33-5.47) E 3
Mortality due to non-natural causes 1 7.32 (4.70-11.41) —-
Mortality due to cancer 1 2.10(1.26-3.49) ——
BN
All-cause mortality 1 1.74 (1.56-1.94)
Mortality due to suicide 1 10.76 (8.81-13.15) ]
Mortality due to natural causes 1 0.98 (0.84-1.14)
Mortality due to non-natural causes 1 6.92 (5.83-8.21) =
Mixed EDs
All-cause mortality 1 5.80(3.04-11.07) ——
f T T 1
0.1 051 2 10

Figure 3 Mortality risk in individuals with vs. without an eating disorder (ED) matched by comorbid conditions. RR - risk ratio, AN - anorexia

nervosa, BN - bulimia nervosa

without AN matched by underlying conditions (n=3, RR=2.81, 95%
CL: 1.58-5.02, 1°=94%, p<0.001). The same was true for individuals
with BN (n=1, RR=1.74, 95% CI: 1.56-1.94, p<0.001), and mixed
EDs (n=1, RR=5.80, 95% CI: 3.04-11.07, p<0.001) (see Figure 3).

Secondary outcomes

The risk of suicide-related mortality was markedly increased
in individuals with any ED versus the general population (n=23,
RR=8.45, 95% CI: 5.73-12.47, 1°=93%, p<0.001) (see Figure 2), and
versus individuals without ED matched by underlying physical or
mental comorbidities (n=2, RR=10.79, 95% CI: 8.96-13.00, ’=0%,
p<0.001) (see Figure 3).

The risk of suicide-related mortality was consistently the high-
est contributor to the increased mortality risk in all ED subgroups,
except when mortality due to substance use was reported, which
was only the case for AN (n=1, RR=18.90, 95% CI: 10.52-33.97,
p<0.001) (see Figure 2).

The risk of mortality from natural causes was higher in individu-
als with EDs than in the general population (n=7, RR=3.47, 95% CL:
2.29-5.25, 1°=97%, p<0.001) (see Figure 2), but was not significantly
increased compared to individuals without ED matched by under-
lying physical or mental comorbidities (n=2, p=0.33) (see Figure 3).

The mortality risk for non-natural causes was significantly
greater in individuals with EDs versus the general population
(n=9, RR=6.46, 95% CI: 4.62-9.04, 1>=83%, p<0.001) (see Figure 2)
and compared with individuals without ED matched by underly-
ing physical or mental comorbidities (n=2, RR=6.97, 95% CI: 5.94-
8.18, I’=0%, p<0.001) (see Figure 3).
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There was no evidence of publication bias in any of the second-
ary outcome comparisons (see also supplementary information).

Any ED was not significantly associated with a higher all-cause
(p=0.22) or suicide-related (p=0.37) mortality risk compared to
other mental disorders. However, it was associated with a higher
mortality risk due to natural causes (n=1, RR=5.22, 95% CI: 2.35-
11.62, p<0.001) (see also supplementary information).

Subgroup and meta-regression analyses

In study-wide subgroup analyses, higher all-cause mortality
was significantly associated with poor study quality (p=0.006),
while higher suicide-related mortality was significantly associated
with non-representative studies (p=0.008) (see Table 2).

In meta-regression analyses, higher all-cause mortality was
significantly associated with lower mean body mass index (n=16,
beta=-0.144, 95% CI: -0.218 to -0.070, p<0.001) and shorter mean
follow-up time (n=49, beta=-0.052, 95% CI: -0.083 to -0.022,
p<0.001). There was no significant association with the median
year of study data collection (n=45, p=0.78), proportion of males
(n=53, p=0.60), or mean age (n=27, p=0.67) (see Table 3).

Suicide-related mortality was not significantly associated with
any of the investigated factors. Lower mortality from natural causes
was significantly associated with a more recent median year of data
collection (n=7, beta=-0.069, 95% CI: -0.093 to -0.046, p<0.001),
longer mean follow-up period (n=4, beta=-0.112, 95% CI: -0.184
to -0.040, p=0.002), larger sample size (n=6, beta=-0.001, 95% CI:
-0.001 to 0.000, p<0.001), and higher country SDI (n=7, beta=25.552,
95% CI: 2.574-48.530, p=0.029) (see Table 3).
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Table 2 Subgroup analyses of moderators of relative mortality risk in
individuals suffering from an eating disorder (ED)

Table 2 Subgroup analyses of moderators of relative mortality risk in
individuals suffering from an eating disorder (ED) (continued)

n RR (95% CI) g p n RR (95% CI) r P
All-cause mortality Quality rating
Diagnosis system Good 9 1.87(1.53-2.20) 83 NA
DSM/ICD 53 1.64 (1.43-1.86) 94 0.73 Representativeness
Other 6 1.23(0.83-1.63) 96 Representative 9 1.87(1.53-2.20) 83 NA
Quality rating Adjusted estimates
Good 39 1.53(1.29-1.77) 95 0.0058 Yes 7 1.76 (1.33-2.19) 83 NA
Fair 13 1.50 (1.02-1.97) 89 No 2 2.16 (2.03-2.29) 0
Poor 7 2.18(1.84-2.52) 23 RR - risk ratio, NA — not available
Representativeness
Representative 25 1.46 (1.20-1.72) 96 0.23
) Lower mortality from non-natural causes was significantly
Non-representative 34 1.70 (1.41-1.99) 91 . . . .
associated with a more recent median year of data collection (n=6,
Adjusted estimates beta=-0.063, 95% CI: -0.117 to -0.010, p=0.021) and a larger sam-
Yes 36 1.68 (1.44-1.92) 95 0.29 ple size (n=8, beta=-0.001, 95% CI: -0.001 to 0.000, p<0.001) (see
No 23 1.45 (1.10-1.80) 922 Table 3).
Mortality from suicide
Di i t . . oo e e ge e .
HEnOSIS system Risk factors identified in individual studies
DSM/ICD 20 2.17(1.72-2.61) 93 0.75
Other 3 2.03(1.34-2.72) 84 Altogether, 13 studies contributed quantitative data on the im-
Quality rating pact of specific risk factors on mortality risk in any ED>"349°16576
Good 20 2.16 (1.71-2.61) 04 072 86,88,93,99,104,108 including 171 factors for all-cause, nine for natural
. cause, and 14 for non-natural cause mortality (see Figure 4 and
Fair 3 2.05 (1.64-2.45) 0 . . .
_ supplementary information). Among these, 112 factors were sig-
Representativeness nificantly associated with all-cause, four with natural cause, and
Representative 16 1.83(1.45-2.21) 95 0.0076 12 with non-natural cause mortality. Only two factors - comorbid
Non-representative 7 2.99 (2.23-3.76) 82 autism spectrum disorder (all-cause mortality), and giving birth to
Adjusted estimates a child (all-cause and non-natural cause mortality) - were associ-
Yes 3 219 (1.64.2.74) 9% 077 ated with loyver mortality I‘lSk,.Wlth ev1d.ence from s1ngle ?mdles.
Amongrisk factors pooled in >3 studies, any psychiatric comor-
No 10 2.07(1.50-2.65) 9 bidity (n=4, RR=2.69, 95% CI: 1.83-3.94, I’=75%, p<0.001), and co-
Mortality from natural causes morbid substance use disorders (n=6, RR=3.28, 95% CI: 2.20-4.89,
Diagnosis system ?=75%, p<0.001), alcohol use disorders (n=4, RR=2.38, 95% CI:
DSM/ICD 6 1.22(0.73-1.71) 97 0.52 126-451, 12:80%, p=0008), mood disorders (n=4, RR:].40, 95%
. _ 2_, - ;i i -
Other ) 1,39 (1.25-1.52) CI: 1.01-1.94, I°=62%, p_0.0241) and personality d.lso'r(.iers (n=4,
) ) RR=2.10, 95% CI: 1.25-3.53, I°=90%, p=0.005) were significantly as-
Quality rating sociated with increased all-cause mortality risk (see Figure 4).
Good 7 1.24(0.83-1.66) 97 NA Male sex was significantly associated with a higher all-cause
Representativeness mortality risk compared to female sex (n=6, RR=2.52, 95% CI: 1.86-
Representative 7 1.24 (0.83-1.66) 97 NA 3.41, ’=90%, p<0.001). Refeeding syndrome was associated with
. . a markedly increased risk for all-cause mortality (RR=21.79, 95%
Adjusted estimates . . .
CI: 5.16-92.07, p<0001), although just in one study. Any somatic
Yes 5 1.08 (0.58-1.59) 98 0.14 . 1 S . . .
comorbidity also significantly increased all-cause mortality risk
No 2 1.62 (1.13-2.11) 89 (RR=4.45, 95% CI: 1.19-16.66, p=0.027), although again only one
Mortality from non-natural causes study was available. Comorbid diabetes mellitus (n=3, p=0.067) or
Diagnosis system schizophrenia-spectrum disorders (n=3, p=0.085) did not signifi-
DSM/ICD 8 1.82 (1.44.2.20) 83 013 cantly 1ncreas'e al.l-cause m(')rfahty in any ED ('see Figure 4). ‘
ot . ) 14199220 Any psychiatric comorbidity and comorbid alcohol use disor-
ther 14(1.99-2.29) ders were also associated with increased natural cause mortality
134 World Psychiatry 25:1 - February 2026



Table 3 Meta-regression analyses of moderators of relative mortality
risk in individuals suffering from an eating disorder (ED)

n Coefficient (95% CI) P
All-cause mortality (any ED)
Mean age 27 0.020 (-0.070 to 0.109) 0.67
% male 53 -0.004 (-0.017 to 0.010) 0.60
Mean body mass index 16 -0.144 (-0.218 to —0.070)  0.00013
Median year of data collection 45 0.003 (-0.016 to 0.022) 0.78
Mean follow-up 49 -0.052 (-0.083 to —0.022) 0.00074
Sample size 57 0.000 (0.000 to 0.000) 0.53
Socio-demographic index 59 -0.896 (-7.591 to 5.799) 0.79
Mortality from suicide (any ED)
Mean age 5 0.066 (-0.125 to 0.258) 0.50
% male 14 -0.006 (-0.028 to 0.016) 0.60
Median year of data collection 21 —0.046 (-0.098 to 0.006)  0.083
Mean follow-up 15 -0.054 (-0.132 to 0.024) 0.18
Sample size 22 0.000 (0.000 to 0.000) 0.37
Socio-demographic index 23 —4.119 (-24.903 to 0.70
16.664)
Mortality from natural causes (any ED)
% male 5 -0.002 (-0.010 to 0.006) 0.65
Median year of data collection 7 —0.069 (-0.093 to —0.046) <0.0001
Mean follow-up 4 -0.112(-0.184 to —0.040) 0.0024
Sample size 6 —0.001 (-0.001 to 0.000) <0.0001
Socio-demographic index 7 25.552(2.574t048.530)  0.029
Mortality from non-natural causes (any ED)
% male 7 -0.005(-0.010 t0 0.001)  0.083
Median year of data collection 6 —0.063(-0.117to-0.010)  0.021
Mean follow-up 6 —0.017 (-0.053 to 0.020) 0.37
Sample size 8 —0.001 (-0.001 to 0.000) <0.0001
Socio-demographic index 9 2.511(-20.519 to 25.541) 0.83

risk. Any psychiatric comorbidity, as well as comorbid substance
use, alcohol use, personality and mood disorders were also asso-
ciated with higher non-natural cause mortality risk (see Figure 4).

DISCUSSION

This systematic review and meta-analysis aimed to provide a
comprehensive picture of the evidence concerning the all-cause
and cause-specific mortality risk in individuals diagnosed with
any ED. Individuals with an ED had an almost five-fold increased
risk of all-cause mortality (RR=4.92) and a more than eight-fold
increased risk of suicide-related mortality (RR=8.45) compared to
the general population.

In meta-regression analyses, lower body mass index was as-
sociated with increased all-cause mortality risk, highlighting the
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need to consider it as a primary focus of treatment, especially early
after ED onset®>. Despite advances in treatments for EDs'®, there
was no trend towards decreased all-cause mortality risk over time.
Psychiatric and substance use comorbidities moderated larger
mortality risk, emphasizing the need for personalized treatment
of people with EDs, targeting and accounting for comorbid con-
ditions'"*.

AN had the highest RR for all-cause and cause-specific mor-
tality among EDs, likely due to more frequent and severe physi-
cal health complications and higher intent and lethality of suicide
attempts“s'nﬁ, but also to substance use, that was the highest con-
tributor to the increased mortality risk among individuals with
AN in this meta-analysis (RR=18.90). Hence, weight restoration
and attention to suicidality and substance use are paramount
when treating individuals with AN. Concurrently, weight restora-
tion should avoid refeeding syndrome'"”, which is associated with
markedly increased mortality.

Males with an ED were at higher risk of all-cause mortality
compared to females (RR=2.52). Although men are generally at
lower risk for EDs, they make more lethal suicide attempts“g, and
die by suicide at a rate four times higher than women'"®. Depres-
sion and mortality are also more strongly associated in men than
in women, although this difference has diminished over time'?’.

Compared with the most comprehensive previous meta-anal-
ysis®*, we included 42 additional studies from population-based
samples and large national registries, adding representativeness
to the estimates. Overall, the RR was similar to previous findings,
which highlights the need to conduct further studies focusing
on modifiable factors that can mitigate the mortality risk in indi-
viduals with EDs’. Importantly, the above-mentioned previous
meta-analysis included only two studies from non-Western coun-
tries, whereas we included six, making our review more globally
representative. However, evidence from non-Western countries
continues to be under-represented. This evidence gap is alarming,
considering that, from 1990 to 2019, disability-adjusted life-years
(DALYs) increased for EDs across all world regions, but particu-
larly in South, East and Southeast Asia'?!.

Comorbid autism spectrum disorder significantly decreased all-
cause mortality risk, although with evidence from a single study.
This finding may be related to greater dependence of people with
that disorder on caregivers, who may provide effective supervision.
The meta-analytic finding that giving birth to a child is associated
with reduced mortality risk in AN stems from a Swedish registry
study™. This association might be confounded by AN severity, with
those suffering from a more severe condition possibly being less
likely to become pregnant. However, caring for a child may also
mitigate mortality-driving factors.

This meta-analysis has several strengths, in particular the large
number of meta-analyzed studies (n=83), with 59% based on rep-
resentative national or population-based cohorts, and the broad
geographic representation, including six studies from non-Western
countries. Additional strengths include the extended mean follow-
up time, no restrictions in EDs and cause of death, and the analy-
sis of specific risk factors and their associations with any mortality
cause.
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n N RR (95% Cl) P Risk ratio
All-cause mortality
Suicide attempt at index admission 1 NR 43.25(13.94-134.17) <0.0001 ——
Refeeding syndrome 1 68 21.79 (6.16-92.07) <0.0001 —
Chronic liver diseases 1 23,570 9.60 (7.42-12.42) <0.0001 -]
Use of catecholamine 1 NR 8.65 (5.46-13.71)  <0.0001 R
Organic mental disorder 1 14,414 7.57 (6.97-9.60) <0.0001 =
More than five psychiatric or somatic comorbidities 1 3,010  7.09 (3.07-16.37)  <0.0001 ——
Five psychiatric or somatic comorbidities 1 2,690 6.12(2.74-13.68) <0.0001 —
Chronic kidney diseases 1 23,570 4.83(3.47-6.73) <0.0001 3
ADHD or other behavioural/emotional disorders 1 14,414 474 (4.16-5.40) <0.0001 -]
Any somatic comorbidity 1 100 4.45 (1.19-16.66) 0.027 ——
Hematological system disorders 2 23,570 4.20 (3.39-5.20) <0.0001
Urogenital system disorders 1 23,570 4.08 (3.00-5.54) <0.0001 u
Cancer 2 23,570 3.87 (1.37-10.92) 0.011 —B—
Divorced or separated (vs. single) 1 NR 3.75 (1.13-12.46) 0.031 ——
Epilepsy 123570 3.72(2.81-4.92) <0.0001 =
Gastrointestinal disorders 1 23,570 3.62 (3.00-4.36) <0.0001
Anemia 2 23,570  3.59 (2.25-5.72)  <0.0001 u
Cardiac complications 1 NR 3.29 (1.27-8.54) 0.014 ——
Substance use disorders 6 44,341 3.28 (2.20-4.89)  <0.0001 »
Use of diuretics 1 NR 3.02 (1.20-7.62) 0.019 B
Stroke 123,570 2.99(2.31-3.87) <0.0001 -
Painful conditions 1 23,570 2.93(2.49-3.45) <0.0001
Musculoskeletal disorders 1 23,570 2.92 (2.47-3.46) <0.0001 =
Transfer to ICU 1 NR 2.88 (1.38-6.01) 0.0048 -
Circulatory system disorders 1 23,570 2.86 (2.43-3.36) <0.0001 =
Gastric ulcer/chronic gastritis 123,570 2.82(2.21-3.59) <0.0001
History of discharge against medical advice 1 NR 2.78 (1.25-6.19) 0.012 -
Any psychiatric comorbidity 4 23,190 2.69(1.83-3.94) <0.0001 »
Male sex 6 8,765 2.52 (1.86-3.41)  <0.0001 u
Peripheral artery occlusive diseases 1 23,570 2.43 (1.74-3.40) <0.0001 »
Alcohol use disorders 4 28,459 238 (1.26-4.51)  0.0075 -
Four psychiatric or somatic comorbidities 1 3,070 2.34 (0.91-6.02) 0.078 -,
Inflammatory bowel diseases 1 23,570 2.25(1.44-3.51) 0.00036 -
Hypertension 123570 2.18(1.86-2.56) <0.0001
Infectious diseases 1 NR 2.12 (1.01-4.44) 0.047 .,
Married or in relationship (vs. single) 1 NR 2.12 (0.87-5.18) 0.099 —
HIV 1 NR 2.12 (1.80-2.49)  <0.0001
Heart failure 123,570 2.11(1.52-2.93) <0.0001 »
Personality disorders 4 23,984 2.10 (1.25-3.53) 0.005 -
Gout 1 23,570 2.10(0.87-5.07) 0.099 .
Diabetes 3 24,251  2.07 (0.95-4.50) 0.067 -
Two psychiatric or somatic comorbidities 1 4,002  1.96 (1.04-3.69) 0.037 -
Atrial fibrillation 123,570 1.94 (1.37-2.75)  0.00021 »
Involuntary treatment 1 48 1.81 (0.49-6.74) 0.38 — .
Schizophrenia-spectrum disorders 3 29,420 1.80(0.92-3.53) 0.085 -

| | | [ | |
0.01 01 0512 10 100

Figure 4 Impact of specific risk factors on mortality risk in individuals suffering from any eating disorder (ED). RR - risk ratio, HIV - human
immunodeficiency virus, ICU - intensive care unit, ADHD - attention-deficit/hyperactivity disorder, NR - not reported.

The meta-analysis also has limitations. First, insufficient data
were available on cause-specific mortality for BED, BD and ED-
NOS. Second, substance use-related mortality, that by far carried
the highest relative mortality risk, was only reported for AN. Data
on substance use-related mortality in other EDs should be col-
lected and reported. Third, we did not find any studies investigat-
ing ARFID or OSFED that met our eligibility criteria, indicating a
critical gap in the literature. These diagnostic categories are new in
the DSM-5, and have fallen into the mixed ED group. The preva-
lence of ARFID in non-clinical populations may range from 0.3 to
15%'%. More data are clearly needed for these EDs.

Fourth, there were insufficient data on race and ethnicity, and
on several population subgroups (e.g., sex, physical or psychiatric
comorbidities) for outcomes related to specific types of mortal-
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ity. Fifth, there was limited information on overweight/obese in-
dividuals, and only ten studies reported a mean body mass index
higher than 18.5 in the study sample. Sixth, there was no informa-
tion on gender and sexual orientation. If studies did mention the
word “gender’, it was in fact referring to biological sex. Issues relat-
ing to transgender and nonbinary individuals likely impact health,
well-being and mortality risk. Specifically, compared to hetero-
sexual people, sexual minority groups have a higher risk of EDs'*.
Seventh, the studies included had an observational design, which
does not allow for causal inferences. Finally, only one study® origi-
nated from alow SDI country. Since body ideals and food type and
availability seem to impact ED risk, more data from such countries
and regions are needed.

In conclusion, EDs are associated with increased all-cause and
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n N

All-cause mortality

Electrolyte abnormalities
Neuropathies

History of suicide attempt

Endocrine system disorders
Neurological disorders

One psychiatric or somatic comorbidity
Dyslipidemia

Osteoporosis

Pulmonary disorders and allergy
Three psychiatric or somatic comorbidities
Congestive heart failure
Binge-purging subtype

Mood disorders

Ischemic heart disease

Chronic pulmonary disease
Prostate disease

Diverticular disease of the intestine
Black (vs. white)

Vision problems

Thyroid disorders

Migraine

Allergy

History of abortion

Rural vs. urban

Pre-menarche

Intellectual disability

Anxiety and stress-related disorders
Hearing problems

Any psychiatric or somatic comorbidity
Connective tissue disorders

NN NS Y NN NI NN O Y

RR (95% CI) p Risk ratio

6,163 1.78 (0.76-4.16)  0.18 -
23,570 1.64 (1.24-2.17) 0.00053

NR  1.63(0.80-3.30) 0.18 -
23570 1.58 (1.30-1.93) <0.0001
23,570 1.56 (1.32-1.85) <0.0001
4,366 1.56 (0.89-2.74)  0.12
23,570 1.54 (1.24-1.92) 0.00011
23,570 1.54 (1.24-1.92) 0.00011
23.570 1.54 (1.31-1.81) <0.0001
3,576 1.53(0.68-3.44) 0.3

NR  1.51(1.45-1.58) <0.0001
6,937 1.47(0.71-3.03) 0.3

30,921 1.40 (1.01-1.94)  0.041
23,570 1.38(1.05-1.82) 0.022
23570 1.36 (0.76-2.45) 0.3

23570 1.36 (0.62-2.98) 0.4
23570 1.32(0.76-2.29)  0.32
NR  1.27(0.30-5.33) 0.74

23570 1.27 (0.95-1.69) 0.1

23570 1.20 (0.91-1.58)  0.19

23,570 1.16 (0.90-1.50) 0.25

23570 1.07 (0.90-1.28)  0.45

NR  1.04(0.32-3.38) 0.95

NR  1.01(0.96-1.06) 0.69

NR  0.92(0.35-2.42) 0.87

14,414 0.85(0.39-1.86)  0.68

21,351 0.85(0.31-2.31) 0.75

23,570 0.81(0.55-1.20)  0.29

11,489 0.73 (0.46-1.16)  0.19

23570 0.73 (0.44-121)  0.22

H*nmmpmn*n*

. m+*+.=-+-m“+qrﬁ m

Giving birth to a child 5,251 0.40 (0.22-0.74) 0.0034
Autism spectrum disorder 14,414 0.38 (0.17-0.84) 0.017
Use of atropine NR  0.27 (0.03-2.27) 0.23 — .
Mortality due to natural causes
Alcohol use disorders 2 28,326 4.04 (3.17-5.14) <0.0001 =
Any psychiatric comorbidity 2 8,675 2.08(1.59-2.73) <0.0001 -
Substance use disorders 1 20,257 1.70(0.80-3.62) 0.17 .
Giving birth to a child 1 5,251 0.44(0.18-1.08) 0.072 —
Bipolar disorder 1 8,069 0.38(0.13-1.12) 0.079 —
Mortality due to non-natural causes
Substance use disorders 2 28,326 6.29 (1.92-20.65) 0.0024 —m—
Any psychiatric comorbidity 2 8,675 5.95(4.17-8.49) <0.0001 »
Alcohol use disorders 2 28,326 2.99(1.31-6.82) 0.0092 .
Personality disorders 1 8,069 2.42(1.59-3.69) <0.0001 »
Mood disorders 1 8,069 2.30(1.59-3.32) <0.0001 »
Schizophrenia-spectrum disorders 1 8,069 1.70(0.91-3.17) 0.095 L
Giving birth to a child 1 5,251 0.38(0.16-0.90) 0.027 -

f T T T T !

0.01 01 0512 10 100

Figure 4 Impact of specific risk factors on mortality risk in individuals suffering from any eating disorder (ED). RR - risk ratio, HIV - human
immunodeficiency virus, ICU - intensive care unit, ADHD - attention-deficit/hyperactivity disorder, NR - not reported. (continued)

cause-specific mortality, particularly in AN, in males, and in the
early stages of illness. Substance use, mental and physical disorder
comorbidities, and refeeding syndrome are all associated with
increased mortality risk. ED treatment should include a holistic
approach accounting for overall physical and mental health. Fur-
ther research is needed to quantify the mortality gap across the
globe, and to identify and address risk and protective factors.
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INSIGHTS

The art of prescribing psychotropic medications

Clinical experience and research suggest that patients respond
best to pharmacotherapy when they feel understood by their pre-
scriber, like their prescriber, and feel that the prescriber likes them.
This “therapeutic alliance” is a partnership characterized by a
warm, open and caring prescriber sharing responsibility for the
medication treatment with a patient who agrees to take the med-
ication as prescribed and accurately report about its efficacy and
side effects. For the patient, there is assurance that the prescriber
will be available for consultation as the treatment progresses. For
the prescriber, there is assurance of a cooperative patient who can
be trusted to make contact if any issue related to the treatment a-
rises. Research has shown that medication adherence and treat-
ment outcome are improved in the setting of a valid therapeutic al-
liance'.

Why is a therapeutic alliance necessary? The sensible prescrib-
er understands that patients may have many pre-conceived nega-
tive thoughts about psychotropic medications. For example, some
patients believe that taking a medication means “I must be crazy”*
or be out of behavioral control. They may think or ask themselves:
Do I really need medication? Do I like (trust) this prescriber? Does
medication mean that I am weak, emotionally inadequate, a fail-
ure in life? Will medications change my personality or my ability to
function? Will I lose my creativity, my physical prowess, my emo-
tional sensitivity? For some individuals, taking psychotropic med-
ications may be a sign of characterological weakness, or a failure
of religious faith, or disobedience with family (and group) rules,
practices and beliefs.

The sensible prescriber understands that, for some people, be-
ing prescribed a psychotropic medication is evidence that they are
too sick to benefit from psychotherapy or another mental health
approach. For some paranoid patients, medication may represent
a specific threat to their autonomy. A hopeless depressed person
may refuse medication as useless: how will a drug change a hope-
less condition? Patients with schizophrenia are sometimes una-
ware that they are ill and cannot understand the reason for medica-
tion. The sensible prescriber recognizes, therefore, that offering me-
dication may be more complicated than simply picking the right
drug and dosage. Sensitivity to the patient’s background and beliefs
can help develop the alliance that will facilitate effective prescrib-
ing.

The therapeutic alliance and sensible prescribing can be rec-
ognized as examples of transference and countertransference. In
many societies, prescribers (“medicine men”) are perceived as
powerful and authoritarian. Whether a patient can trust and re-
spect a prescriber of psychotropic medications may be influenced
by past experiences with prior figures of authority. The sensible
prescriber understands that hopelessness, depressed mood and
suicidal ideation are not only part of a mood disorder, but may
also communicate a long-standing low self-esteem that can be
therapeutically explored in a gentle discussion. Some patients are
embarrassed by their symptoms and lack of personal control over
their behavior, and feel that prescription of a psychotropic medi-
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cation signals personal failure.

Adult patients, when sick, especially with disturbing or crippling
symptoms, may become regressed and needy”*, and even actin a
child-like manner. In order to not feel helpless, others may behave
in an arrogant, insulting, disrespectful way in the consultation. Still
others who value rigid control may ridicule the importance of the
prescriber and his/her medication. Some individuals believe that
only psychotherapy can truly help emotional suffering. In these
cases, the patient may demean the prescriber of psychotropic med-
ications as only a “mechanic” who has little appreciation for the
complexity of his/her experience. Sometimes these patients may
make the prescriber feel uncomfortable or irritated. Some patients
may remind the prescriber of someone (such as a parent) who may
have been arrogant or insulting, thereby triggering countertrans-
ference feelings that might interfere with forming a therapeutic al-
liance.

There are also individuals whose emotional suffering paradoxi-
cally solves some problem in their lives that has resisted solution.
This can also be seen in families who praise and support the pre-
scriber, but then manage to interfere with the patient taking the
medication. It is not unusual that an individual’s psychiatric symp-
toms may serve to stabilize an otherwise unfixable individual or
family problem. The sensible prescriber will understand these dy-
namics and not insist on treatment with medication until a more
stable therapeutic alliance has been created.

One guideline to sensible prescribing and building a thera-
peutic alliance is for the prescriber of psychotropic medications
to recall his/her own emotional responses to illness that required
medication treatment. How did you feel when sick, frightened or
even disabled in encountering a prescriber for the first time? Was it
reassuring, or was it more frightening? Did the prescriber seem to
care, show concern, ask useful questions? Did the prescriber look
atyou or just type into a computer? Did the prescriber become dis-
tracted during the interview, seem to rush, look at his/her watch
frequently? Did you like the prescriber and did you feel that the
prescriber liked you? Would you return for a second consultation?

“Empathic transactions do not occur in a vacuum: a reciprocal
relationship exists between the patient and his or her treater””. Pre-
scribing clinicians should fully use their diagnostic and interview-
ing skills when evaluating an individual for medications. Medica-
tion prescription that is associated with sensitive inquiry into the
circumstances of the patient’s current (and past) psychological
difficulties results in an improved therapeutic alliance and better
treatment outcome®. Prescribing is an art as well as a science. With-
in the therapeutic alliance, therefore, the prescriber listens to the
background and context of the overt symptoms rather than just lis-
tening to a recitation of the symptoms’.

Appreciation of how the patient feels about him/herself can pro-
vide a starting point for a valid alliance that may enhance the thera-
peutic benefits of the prescribed psychotropic medications. For
some patients and prescribers, the formation of a therapeutic alli-
ance early in treatment leads to years of therapeutic interaction for
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chronic and recurrent disorders. Sometimes this alliance focused
on medication also becomes the basis for ongoing psychotherapy®.

The rapidly growing knowledge of the neurobiological under-
pinnings of some psychiatric disorders is providing an increasingly
scientific basis for their drug treatment. Howevey, it is unfortunate
that, as prescribers learn more about neurobiology, they appear to
be paying less attention to the empathic component of prescrib-
ing. Itwould be helpful to many patients seeking psychotropic drug
treatment, as well as to their prescribers, if psychopharmacology
training programs included discussions of sensible prescribing and
therapeutic alliance in their curricula, in conjunction with the sci-
ence of psychotropic drug treatments”.

Carl Salzman
Department of Psychiatry, Beth Israel Deaconess Medical Center and Harvard Medical
School, Boston, MA, USA

1. Frank AE Gunderson JG. Arch Gen Psychiatry 1990;47:226-36.

2. Kahn MW. Rev Psychiatry 1990;47:226-36.

3. Balint M. The doctor, the patient and his illness, 2nd ed. Amsterdam: Church-
ill Livingstone, 2000.

4. Busch FN, Sandberg LS. Psychotherapy and medication. The challenge of in-
tegration. New York: Routledge, 2007.

5. Bennett MJ. The empathic healer: an endangered species? San Diego: Academ-
ic Press, 2001.

6. Mintz D. Psychodynamic psychopharmacology. Washington: American Psy-
chiatric Association Publishing, 2022.

7. Chodorow N. The psychoanalytic ear and the sociological eye. New York: Rout-
ledge, 2020.

8. Gutheil TG. Bull Menninger Clin 1982;46:321-30.

9. Salzman C. ] Nerv Ment Dis 2018;206:380-2.

DOI:10.1002/wps.70034

Off-label use of medications in psychiatry: the need and the caveats

Psychiatric diagnosis is important to guide the formulation of a
reasonable therapeutic plan and prognosis. In other areas of med-
icine, the need for a diagnosis is not a matter of debate, but in psy-
chiatry, due to the variety of theoretical orientations and to social
stigma, diagnosis is often seen as an expression of reductionism or
as a potentially detrimental label. However, diagnosis provides the
foundation for treatment indications, which are strictly regulated
for the sake of our patients’ safety, especially as far as pharmaco-
therapy is concerned. Regulators play a central role in the advance-
ment of science and health care, and indications are important
because they ensure that an approved drug has a solid scientific
evidence for its use in clinical practice.

Drug approval is a long and often bumpy process aimed at en-
suring that any new medication is safe and efficacious enough to
be placed in the market. Reimbursement policies vary from coun-
try to country. Devices are regulated through a different process,
while psychotherapies - which are presumed to be free of side
effects (wrong assumption') - are often not regulated at all, but are
expected to be based on scientific evidence.

Once a new medication has been granted marketing authori-
zation, there is a period of time in which the patent owner has the
privilege of exclusivity. After that period, generic versions are al-
lowed and the investments on seeking further indications for the
medication rapidly decrease. Unless public funding is placed for
this purpose, the lack of financial incentives is likely to discourage
the identification of other conditions for which that drug may be
indicated.

In psychiatry, the borders between diagnostic categories are of-
ten blurred, and there may be overlaps between different catego-
ries; this is a major source of so-called “comorbidity” The limited
clinical utility of biomarkers in our field leads to the use of “soft”
outcomes such as symptom severity scales, and this makes our
treatments a bit unspecific. We learnt more from the mechanism of
action of drugs discovered by “serendipity” and repurposing than
from direct attempts to ascertain the pathophysiology of mental dis-
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orders. Moreover, placebo is not easy to beat in the context of a clini-
cal trial®. Given this background, there is obviously plenty of room
for off-label use of drugs in psychiatry.

Off-label prescription consists of implementing a treatment out
of the strict guidance of the approval by the regulatory agencies.
Deviations can regard indications (diagnosis), but also doses, treat-
ment duration, adjunctive vs. monotherapy use, age range, and sev-
eral other aspects. In psychiatry, off-label prescription is extremely
common. Itis obvious that clinical trials have limited generalizabil-
ity (for example, a recent report calculated that only 20% of patients
with schizophrenia would qualify to be enrolled in a registration
trial®), and clinicians have to deal with complex patients that are
quite different from those who provided the evidence base for drug
approval.

It would probably be impossible to practice psychiatry with
good results if all prescriptions were in-label. However, drug indi-
cations and rules are important, and there is no excuse to ignore
them as if they did not exist. The science and art of practicing med-
icine consists of making the best use of knowledge, tradition, expe-
rience and innovation. This often means slightly drifting from the
strict statements contained in the summary of product character-
istics and the medication package insert.

Off-label prescription is, hence, not ideal but often necessary.
Given that psychiatric drugs treat symptoms, not disorders, it is fair
to use them in situations where there is no approved alternative,
always looking at the specific patient’s needs and taking ethical as-
pects into account. Conditions such as anorexia nervosa, autism,
personality disorders, and many more could not be treated phar-
macologically otherwise. These and other conditions may ben-
efit from psychosocial approaches, but some symptomatic relief
is often necessary, and drugs may help in this regard. Even within
approved indications, outliers such as poor or rapid metaboliz-
ers may need doses out of the approved range. The whole field of
child psychiatry is full of off-label prescriptions®, due to the limited
available research evidence and the substantial unmet needs. The
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problem of being “too permissive” about off-label drug use mainly
concerns the overutilization of drugs such as antipsychotics in vul-
nerable populations such as children or the elderly, given their
safety profile’.

An open question is to what extent drug regulations and current
market access barriers might contribute to the expansion of off-la-
bel prescription. For example, in many countries, if a drug is granted
a second indication, its price is lowered, resulting in a disincentive
to seeking secondary indications for patent owners. So, the same
prescription can be, for example, in-label in the US and off-label in
the UK.

Treatment guidelines are important to cover the treatment gaps,
but some of them rely so heavily on evidence from clinical trials
that they fail to provide sensible advice on what to do beyond the
approved indications for the available drug armamentarium. Any-
way, safety is the priority concern, especially in children and the el-
derly, and itis necessary to look carefully into the tolerability profile
of drugs and to exercise caution®.

I recommend, before implementing off-label prescription, to
look first for suitable in-label options. If these are not available,
my advice is to consider guidelines, observational studies, case
reports, and ultimately expert opinion supporting a reasonable
choice. Make sure that you discuss the pros and cons of your pre-
scription with the patient and, when appropriate, with his/her sig-

nificant others. Write down in the clinical record the rationale of
your decision and the fact that the prescription was based on an
agreement with the patient. Finally, follow up the patient and mon-
itor the safety, tolerability and effectiveness of your prescription.

In the future, we may be able to predict treatment response
based on genetic, imaging or other biomarkers, which may be the
best guidance for safe and efficient prescription. This will be the
era of precision psychiatry, which in my view has already started”®.
Meanwhile, off-label prescription is still necessary in some cases,
and the art of practicing medicine includes assessing the benefit-
risk balance for each individual, and deciding when, how and for
whom this prescription is appropriate.

Eduard Vieta
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Euthanasia for mental suffering in young people: a critical global

perspective

Medical assistance in dying (MAID) on psychiatric grounds re-
mains deeply controversial, particularly when applied to young
adults. In the Netherlands, an increasing number of such requests
are made by young women under 30 years, often with complex
trauma histories or neurodevelopmental disorders (e.g., autism,
attention-deficit/hyperactivity disorder) and intersecting vulner-
abilities'.

The growing prevalence of such cases amongyoung people with
complex psychiatric profiles raises fundamental questions about
autonomy, irremediability, and the moral authority of medicine.
This ethical complexity intensifies when one considers the wide-
spread shortage of accessible mental health care for psychiatric
patients. In the Netherlands, over 100,000 patients are on a wait-
ing list for mental health care on an annual basis. At least 20,000
vacancies are expected to open up in the Dutch mental health
care sector in the near future. This sector has the highest absen-
teeismrate, at over 8%, and many professionals are retiring, discour-
aged by the administrative burden.

In the Netherlands, no legal, ethical or clinical distinction is made
- with respect to MAID - between somatic and mental suffering, or
between a physical terminal illness, unavoidably leading to death,
and chronic mental suffering. Yet, phenomenologically, they are
worlds apart®. Physical illnesses often have a measurable trajectory;
mental suffering is dynamic, relational, existentially driven and con-
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text-dependent.

A further ambiguity lies in the question of definitional author-
ity. Who decides what constitutes “unbearable suffering”? Whose
judgment counts in establishing that suffering is “irremediable”?
Psychiatric assessments of irremediability rely heavily on subjec-
tive interpretation, with little empirical consensus or prognostic
accuracy. For conditions such as treatment-resistant depression,
clinicians cannot reliably predictlong-term outcomes, making the
irremediability criterion epistemologically unstable.

This uncertainty is compounded when considering young a-
dults. It is questionable whether individuals under the age of 25 can
consistently meet the threshold of decisional capacity required for
MAID'. Especially in cases of persistent low mood and a narrow fo-
cus on the underlying death wish, young individuals often lack the
experiential perspective needed to imagine recovery or alternative
futures, undermining the reflective balance required for informed
consent.

Mental suffering is often due to a complex interplay of trauma,
meaning, social marginalization, and emotional pain. For young
women with histories of complex trauma, requests for euthanasia
may reflect not only mental illness but also structural neglect, rela-
tional isolation, or a cry for recognition. Some euthanasia requests
are the endpoint of unconscious self-destructiveness rather than
lucid end-of-life planning®. In such cases, the clinical response
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should be containment and understanding, not terminal interven-
tion.

A common rationale for euthanasia in psychiatric settings is the
claim that it prevents violent or traumatic suicides. Yet this argu-
ment does not withstand scrutiny. Suicidality is a common and
chronic symptom in psychiatric populations, not an isolated end-
stage event. There is broad consensus that the clinical approach in-
cludes managing risk and treating the underlying cause, not pro-
viding euthanasia. There is no evidence that availability of MAID
reduces overall suicide rates’, which is perhaps unsurprising given
that completed suicides occur predominantly among men, while
euthanasia requests for mental suffering are primarily submitted
by women. In fact, the presence of MAID as a socially sanctioned
death route may deepen suicidal fixation in vulnerable individuals.
The ecological and psychological risks of offering death as an exit
strategy are rarely acknowledged in policy frameworks.

Despite the moral gravity of euthanasia decisions, MAID in psy-
chiatric patients is often overseen by physicians operating without
multidisciplinary oversight or psychodynamic training. A growing
number of cases are handled by older or retired doctors, some-
times without active psychiatric supervision. Physicians, who face
important barriers in trauma-informed care, may unconsciously
act out countertransference in such situations, colluding with self-
destruction instead of offering containment®.

The Dutch Psychiatric Association has developed detailed guide-
lines facilitating euthanasia for mental suffering, emphasizing clin-
ical autonomy and individual judgment. However, this position
sharply contrasts with those taken by sister organizations in coun-
tries such as the UK and Canada, which have expressed strong res-
ervations or outright opposition to psychiatric MAID.

The UK Royal College of Psychiatrists has stated unequivocally
that it cannot support the Terminally Ill Adults (End of Life) Bill in
its current form, citing insufficient safeguards and lack of mean-
ingful psychiatric oversight. This position reflects a broader ethical
stance that mental suffering cannot be equated with terminal ill-
ness and requires distinct and robust assessment pathways.

Similarly, the Canadian Psychiatric Association® has consistent-
ly urged caution. In response to proposed legislation expanding
MAID eligibility to individuals with mental illness as the sole con-
dition, the Association highlighted the absence of clinical consen-
sus on irremediability, risks of misinterpreting suicidal ideation,
and the need for enhanced training and ethical oversight. These
concerns were influential in prompting the Canadian federal gov-
ernment to delay MAID expansion for psychiatric conditions until
atleast 2027.

Though legally allowed, the Belgian Society for Psychiatrists de-
cided not to support MAID for mentally suffering patients younger
than 28, for the same reasons mentioned above - that is, the risk
of not being able to judge objectively the death wish, suffering and
treatment refractoriness.

144

The Dutch model thus represents an international outlier, a sys-
tem where psychiatric MAID is operationalized without a formal
distinction between mental and physical suffering and with lim-
ited interdisciplinary input. Such disciplinary closure stifles debate,
sidelines alternative narratives, and undermines democratic over-
sight. When dissenting voices are ignored, a small group of activists
may exercise disproportional great influence'. The appropriation
of the sole right to decide on ethical frameworks for euthanasia by
Dutch medical interest groups not only demonstrates a failure to
recognize the complexity and scope of this ethical issue, but also
excludes other scientific disciplines and public opinion on the ba-
sis of misplaced medical authority.

Internationally, the practice of psychiatric MAID in the Nether-
lands has raised concerns. The United Nations (UN) Committee on
the Rights of Persons with Disabilities warned that euthanasia for
people with psychosocial disabilities violates their right to life and
reinforces structural ableism’. The International Society for Psy-
chological and Social Approaches to Psychosis® similarly warned
that normalizing death as an outcome for mental illness under-
mines therapeutic hope and violates professional ethics.

The Dutch model of psychiatric euthanasia exposes a painful
tension at the heart of medicine: on what grounds is medical exper-
tise solely responsible for existential mental suffering? The current
practice raises more questions than it answers. At the very least, it
demands serious international scrutiny, robust ethical debate, and
cross-disciplinary regulation.

Euthanasia may be ethically defensible, but its use in the con-
text of youth, trauma and emotional distress must never become
routine. In navigating this terrain, we must hold fast to the principle
articulated by C. Saunders’: “There is so much more to be done,
even when nothing can be done”.
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Psychiatric advance directives: challenges emerging from
implementation and possible steps forward

A psychiatric advance directive (PAD) is a legal document stat-
ing a person’s treatment choices, usually combined with the ap-
pointment of a proxy decision-maker, for use when the person is
going to lack capacity and become unable to faithfully communi-
cate or make treatment decisions.

PADs have been available in the US for more than three decades,
although not robustly implemented in practice', and have been
adopted in some form in a number of other countries, including
Australia, Belgium, Canada, Germany, Ireland, India, the Nether-
lands and the UK, although their legal and clinical context varies
considerably across these countries.

PADs can be viewed as an extremely useful device to commu-
nicate treatment preferences between the person with mental ill-
ness, a health care proxy, and health care providers. Many adults
with serious mental illnesses are indeed able, based on previous
experiences, to anticipate and competently plan ahead for a future
mental health crisis. By giving advance consent to a needed hos-
pital admission, the choice of effective treatment, and the appoint-
ment of a trusted person to serve as a health care proxy, the per-
son may avoid the potentially traumatic loss of control that often
comes with forced mental health treatment and confinement.

Research has shown that adults with serious mental illnesses,
when given assistance, can complete legally valid PADs, and that
these documents help them obtain effective crisis treatment®. Cli-
nicians and family members of persons with serious mental illness
largely endorse PADs in concept®. According to a study of over
1,000 psychiatric outpatients in five US cities, there is still a large la-
tent demand for PADs among persons with mental illness*. How-
ever, a Cochrane review of PADs failed to find strong evidence for
effects on hospital admissions, treatment compliance, self-harm
or number of arrests’, although the review included only two ran-
domized controlled trials and failed to evaluate other types of in-
terventional or observational studies.

Challenges to PAD implementation identified by research in-
clude difficulty of completing PAD documents without assistance,
inadequate infrastructure for timely retrieval of PAD information,
clinicians’ lack of knowledge of PADs, tendency of clinicians to
override lack of consent with involuntary commitment, and health
systems’ lack of buy-in to implement PADs®. Further challenges in-
clude clinicians’ fear of legal liability from complying with PADs,
fear that patients will use PADs to refuse appropriate treatment,
fear that PADs will interfere with other clinical aspects of care, and
issues with enforceability and revocability of PADs’.

There is indeed considerable controversy about revocability,
and particularly how binding the PAD should be when a patient,
in the present, disagrees with the previously stated preferences. In
jurisdictions where PADs are intended to be “self-binding’, they are
deemed irrevocable when the patient is incapacitated, and thus
they are effectively “Ulysses contracts” - referencing the Greek my-
thology wherein Ulysses commanded his crew to bind him to the
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mast of his ship and ignore the call of the sirens, even if he subse-
quently wished to follow the sirens. Ethical scholars have long de-
bated the notion of overriding the current preferences of a patient
in favor of previous stated preferences and, as a result, some PADs
are designed not to be self-binding. Advocates for supported deci-
sion-making often disagree with the notion of overriding a patient’s
current treatment preferences, even if he/she is incapacitated, in
favor of assisting the patient in making his/her own decisions, e-
ven with difficulty®.

PADs are essentially a mechanism for communication among
key actors in psychiatric crisis treatment. They have been shown
to work well in controlled clinical research settings, but often tend
to fail in ordinary community-based services and crisis care. Sev-
eral operational barriers must be addressed to enhance both the
“transmitter” and “receiver” features of PADs.

On the “transmitter” side, PADs require enough awareness of
the illness to allow the patient to construct a future plan of care.
The person must be able to decode a statutory form with often-
dense legal language, complete witnessing and notarization, and
file the PAD in an appropriate health care record. The completed
PAD itself must be informative, coherent and succinct, in order to
be helpful in often busy crisis settings. Trust serves a critical role in
the PAD process: the person must be able to trust the legal author-
ity of PADs, and trust the health care proxy to serve as an effective
advocate during a crisis. Unfortunately, many health care proxies
are not adequately prepared for their role, especially because this
requires them to navigate an often confusing crisis care in order to
effectively represent the preferences of the person in crisis.

These “transmitter” features of PADs may be formidable bar-
riers for people with serious mental illnesses. Fortunately, studies
have shown that assistance with PAD completion can overcome
these barriers. Research staff, clinicians, peer support specialists
and family members can effectively assist in PAD completion®.
Such supportis also being developed via computer assistance, but
this is yet untested. Unfortunately, models of training for health
care proxies on maximizing the effectiveness of their role are sore-
ly lacking, although critical to assuring PAD implementation.

On the “receiver” side, free-standing websites for storage of ad-
vance care planning documents have been increasingly replaced
by storage in electronic health records, although they are often not
retrieved there, because there are relatively few PADs in the re-
cord and due to lack of clinicians’ familiarity with PADs. In the US,
health care systems are legally required to comply with PADs, oth-
erwise risking the loss of federal insurance reimbursement. How-
ever, lapses in compliance are typically investigated only following
patient complaints, and systematic enforcement is lacking. Unlike
the growing influence of public campaigns in the US to encourage
attention to advance care planning in general health care, there are
no analogous campaigns encouraging PAD creation or their gen-
eral awareness.
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Legal activation of a PAD occurs when a physician or other au-
thorized clinician documents the patient’s lack of capacity to make
treatment decisions in the clinical record. Declaring a patient inca-
pable, which puts into motion the PAD’s decision making author-
ity, is often an informal clinical process, distinct from a legal adju-
dication of incompetency. Training is needed for clinicians on their
crucial role in implementing PADs in times of crisis, and the poten-
tial benefit of incorporating PADs in clinical care.

PADs have the promise of preserving a sense of autonomy and
significantly improving crisis care for psychiatric patients. Although
this is largely untested, they could also improve outcomes for per-
sons with serious mental illnesses by optimizing their care, avoid-
ing involuntary treatment, and even reducing the risk of criminal
justice involvement. Increasing public awareness, advocacy by pa-
tients’ rights constituencies and regulatory leverage have brought
end-of-life advance directives into routine use in several countries.
Dissemination of PADs lags far behind, but use of the same levers
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could allow them to realize their promise.
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LETTERS TO THE EDITOR

New WHO guidance on mental health and well-being across

government sectors

Mental health and well-being are foundational to both individ-
ual and societal health and overall development. No society can
truly prosper without them, as mental health is central to all areas
oflife and essential for communities to thrive.

The unprecedented convergence of multiple global crises and
shocks, including climate change, conflict and epidemics/pandem-
ics, is having profound and direct effects on mental health and well-
being worldwide, while also exacerbating and compounding social
and structural determinants that undermine mental health and
well-being' >,

Because mental health is deeply interconnected with all sec-
tors, addressing these challenges cannot be the responsibility of
the health sector alone. Action across all sectors is essential - not
only to improve mental health and societal well-being, but also to
foster overall development, promoting social inclusion, equity, uni-
versal health care, human rights, and sustainable economic prog-
ress. Yet, in most countries, policies, strategies and plans across gov-
ernment sectors - including but not limited to health - do not ad-
equately reflect or address the determinants of mental health and
well-being.

To support governments in this effort, the World Health Organi-
zation (WHO) has developed a new Collection of resources titled
“Mental health and well-being across government sectors’, a prac-
tical package designed to help countries embed mental health and
well-being into policies across all government sectors.

The Collection has two main parts:

o The overarching document, Guidance on policy and strategic
actions to protect and promote mental health and well-being
across government sectors®. This provides the full framework
and roadmap for governments and partners seeking to inte-
grate mental health across all areas of public policy, while also
helping sectoral stakeholders understand how their mandates
connect with and reinforce other sectors.

o Twelve companion documents, including one focused on cross-
sectoral policy directives and strategic actions, and eleven sector-
specific guides (e.g., education, justice, employment, environ-
ment, social protection). These reproduce relevant sections of
the overarching Guidance, so that sector-specific stakeholders
can easily access what applies to them, enhancing dissemina-
tion and uptake.

The overarching Guidance in the Collection supports govern-
ments to identify how sector mandates, policies and plans influ-
ence mental health, and provides practical steps to embed men-
tal health and well-being into the development, implementation
and evaluation of sectoral strategies. It emphasizes the role of
structural and social determinants in shaping mental health and
provides concrete actions through which sectors can contribute
to advancing mental health and well-being.
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The Guidance highlights the close and mutually reinforcing links
between mental health and the United Nations’ Sustainable Devel-
opment Goals (SDGs), showing that mental health intersects with
nearly all of the Goals’. Promoting mental health supports progress
on education, employment, justice, equality, climate action, and
peace-building, among other areas. At the same time, protecting
mental health reinforces the realization of international human
rights commitments, including the right to the highest attainable
standard of mental health.

Given these interconnections, a whole-of-government and
whole-of-society approach is essential. This requires integrating
mental health considerations into policies and investments across
all government sectors, from national to municipal levels. Key sec-
tors include: culture, arts and sport; defence and veterans; educa-
tion; employment; environment, conservation and climate protec-
tion; health; interior; justice; social protection; and urban and rural
development.

The Guidance begins by outlining the rationale for cross-sectoral
action, the development imperatives tied to the SDGs, and the core
principles that must underpin any whole-of-government approach.
These include a human rights-based lens, life-course perspective,
attention to structural and social determinants, meaningful partic-
ipation of people with lived experience, elimination of stigma and
discrimination, and use of evidence-based strategies.

It proposes eight flexible, adaptable, interlinked process steps
to integrate mental health into sectoral policies and plans. These
steps can be implemented, adapted and tailored to different coun-
try contexts, sectors, and institutional structures. They include:

« Initiate high-level policy dialogue to build commitment and
engage senior leadership on the benefits of addressing mental
health.

o Raise awareness and shift mindsets to integrate mental health
into sector-specific policy, strategies and plans.

o Review existing policies and strategies to assess how well they
support mental health, using the Guidance as a reference.

e Form an inclusive drafting team with broad representation
from government sectors, affected communities, and people
with lived experience.

o Revise or develop policy content based on gaps identified in
the review and a situational analysis.

o Consult stakeholders and the public to gather feedback, address
concerns, and refine the draft.

o Implement the policy and plan through updated procedures,
training, and clear targets, timelines, budgets and indicators.

e Monitor and evaluate progress continuously to ensure effec-
tiveness, responsiveness and accountability.

At the core of this overarching Guidance are two key compo-
nents. First, it presents a set of government-led cross-sectoral
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policy directives and strategic actions, focused on whole-of-gov-
ernment leadership, political prioritization, accountability and fi-
nancing. These are designed to support national leadership in ad-
vancing mental health and well-being across all sectors and areas
of public administration.

Second, it offers detailed, sector-specific guidance for the key
government sectors noted above. Each sectoral chapter includes
an overview and a menu of policy directives and associated strate-
gic actions, along with illustrative indicators to guide adaptation,
implementation and monitoring.

The Guidance reaffirms that integrating mental health into sec-
toral policies and plans requires strong political will, inclusive stake-
holder engagement, adequate financial resources, and clear ac-
countability mechanisms. It emphasizes that many relevant actions
already fall within the core mandates of government sectors and
can be enhanced through deliberate alignment with mental health
objectives.

This WHO Guidance provides a practical and flexible roadmap
for embedding mental health and well-being into all areas of pub-
lic policy. It helps governments identify shared priorities, coordi-
nate action, and ensure that mental health is protected and pro-
moted as a public good.

Importantly, this new Collection builds on earlier WHO work. It
should be used in conjunction with the Guidance on mental health
policy and strategic action plans®’, launched in March 2025. While
that document focused specifically on strengthening leadership,

governance, service delivery, and workforce capacity within the
mental health sector, the new Collection expands the focus to all
government sectors.

We urge governments and sector leaders to apply this Guidance
in developing and implementing strategies that prioritize mental
health and well-being across all government sectors, and to en-
sure that this work is grounded in human rights, social inclusion,
and sustainable development.
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Artificial intelligence and psychiatric diagnosis: a warning to the

mental health community

Artificial intelligence (AI) will soon be better than humans at al-
most everything, and psychiatric diagnosis is likely to be no excep-
tion. The pace of the Al revolution is astounding; its reach ubiqui-
tous; its development unregulated; its potential impact both won-
derful and terrible; its implications largely undiscussed.

Most psychiatrists are uninformed about Al's exponentially ex-
panding power and/or in denial about the profound impact that it
is going to have on our patients and profession. Complacency is a
common response: the assumption that psychiatry is so personal
and human that it could not possibly be practiced by a machine.
This is demonstrably false. AI psychotherapy bots are already in
widespread use and very popular among patients'.

My goal here is to explore three topics: ways in which Al may be
superior to humans in psychiatric diagnosis; dangers posed by Al
and the potential for psychiatry to develop a collaborative relation-
ship with Al

The most obvious potential advantage of Al in psychiatric di-
agnosis is the vast and varied data base that it can tap. A human cli-
nician may diagnose a few thousand patients over an entire ca-
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reer; Al will have experience with millions. Al diagnosis may also
be more systematic, thorough, accurate, data driven, and repro-
ducible; as well as less subjective, impressionistic and idiosyncra-
tic. Al can scan the entire scientific literature pertinent to each pa-
tient and apply it in a personalized way.

Most important, Al is far superior to humans in pattern recog-
nition. Thus, it may discover new patterns of psychopathology
previously not identified by human nosologists, relating onsets,
symptom presentations, history, medical problems, medications,
substance use, course, family history, genetics, biological test re-
sults, social risk factors, and many other variables that have never
occurred to us.

Moreover, Al is going to beat human diagnosticians in cost, con-
venience and accessibility. Most of the world has a shortage of
mental health practitioners, and those who are available are often
geographically inaccessible, expensive and/or too busy. Al will
soon be available everywhere, at little cost, on call 24/7. In addi-
tion, human clinicians are prone to over-diagnosing people who
differ in race, language, socioeconomic status, religion, or cultur-
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al background. Once Al develops a diverse data set, it will most like-
ly be fluent, knowledgeable, and diagnostically accurate across
cultures.

The most fundamental Al advantage is its fantastic ability to
crunch numbers and calculate probabilities, allowing it to perform
sophisticated dimensional diagnosis. Humans are great at naming
things, but awful at describing them with numbers. This explains
why we are stuck using inaccurate categorical diagnostic systems
such as the DSM and ICD. Mental disorders occur on a continu-
um with each other and with normality. Assuming that they are
completely present or completely absent brings about the loss of
a great deal of information and a distortion of clinical reality. Al is
masterful at instantaneously manipulating the vast complexity of
numbers needed to describe clinical reality.

On the other hand, because Al responses are based on calcu-
lating so many probabilities, mistakes will be inevitable. It is a sta-
tistical certainty that a small percentage of responses will be out-
liers that make no clinical sense. Unfortunately, Al does not like
to be caught in mistakes, and will sometimes stubbornly lie to cov-
er them up. Al scientists admit that they have difficulty detecting
errors and usually cannot explain how and why they occurred.

Worst of all, humanity is rushing headlong into the Al revolu-
tion without the safety data necessary to ensure that benefits will
exceed harms. Fiercely competitive Al companies focus on profit,
not safety. Techies with no clinical experience have been letloose
with no regulation. Al algorithms have as their primary goals max-
imizing engagement and collecting data that can be monetized.
New apps are offered without the systematic research necessary
to compare their accuracy with clinical diagnosis and with each
other. There is no reason to believe that different Al systems will
agree with one another, and no way to judge which is most accu-
rate, valid, robust, useful and safe.

Al is being used as a screening tool to identify people with un-
recognized psychiatric disorders and to predict those likely to de-
velop them in the future. The potential is appealing, but risks are
enormous. Screening tests always have a high false positive rate,
that can result in overdiagnosis, overtreatment and stigma. Al com-
panies will be tempted to set low thresholds for diagnosing pathol-
ogy in order to increase numbers of users.

The widespread use of Al will lead to massive data collection
on psychiatric patients, risking massive invasions of privacy. Data
are never safe from misuse, and risks escalate as data systems get
larger, more concentrated, and more widely disseminated. Al-
generated diagnostic data might easily be subject to breaches,
unauthorized use, ransomware, cyber hacking, identity theft, In-
ternet bullying or exploitation, discrimination in hiring or licens-
ing, insurance denials, and so on. And we cannot assume that
centralized data collection will always be in benign hands. Let’s
not forget that Nazi extermination of psychiatric patients was fa-
cilitated by IBM machines used in identifying them.

Al creators are themselves in the dark about how it works, its

World Psychiatry 25:1 - February 2026

potential emergent properties, and how to ensure that its incen-
tives remain aligned with ours. Fierce competition among power-
ful companies and across countries drives a frenetic pace of devel-
opment. In this atmosphere, regulation has been, and may always
be, impossible.

The spread of Al diagnosis is inevitable and unstoppable. The
only question is whether Al will be a tool used by human psychia-
trists or whether it will replace us.

Radiology provides an attractive model for psychiatry. Because
Al is far better than any human at reading images, it seemed in-
evitable that radiology would be the first medical profession to be
replaced. Instead, radiology is still thriving, because radiologists
have adapted to a team approach, using Al as a powerful diag-
nostic tool, but carving out the tasks that humans do best: clini-
cal coordination and communication. Human clinicians and Al
working together are better than either working alone®.

We must similarly find ways to work cooperatively with Al rath-
er than ignoring or competing with it. Human clinicians are much
better in dealing with emergencies and novel presentations that
are outside Al's database. We are needed for quality control to de-
tect and correct mistakes. We are able to spot important human
psychological and social contexts lost in the numbers. We will be
useful in coordinating psychiatric and medical treatments. And
there are times when only the human touch will do, and some pa-
tients will insist on human clinicians.

There is a real danger that mental health workers may gradually
be deskilled by Al, and become excessively dependent on it. This
would grease the slippery slope toward our being replaced by Al.
If psychiatrists are to remain relevant, we must become better and
better psychiatrists.

Mental health associations have been up to now passive and
powetless in addressing the grave risks that Al presents to our pa-
tients and professions. They do worry about the lack of Al safety
research, regulation, and public education, and do lobby for gov-
ernment protections against Al products that deceptively pretend
to be human. But none of this has had any impact up to now. The
only (perhaps forlorn) hope is that mental health advocacy groups
around the world come together with one strong voice articulating
Al dangers. This could be coordinated by the World Health Orga-
nization and/or the World Psychiatric Association. The stakes are
high: the safety of our patients, the viability of our profession, and
perhaps even the survival of humanity.

Allen Frances
Department of Psychiatry and Behavioral Sciences, Duke University School of Medicine,
Duke University, Durham, NC, USA
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Do generative Al chatbots increase psychosis risk?

A growing body of clinical trials and meta-analyses shows that
generative artificial intelligence (AI) chatbots can reduce psychi-
atric symptoms, confirming their therapeutic potential. The vast
majority of this research is case based, with low quality evidence.
More clinically focused research has demonstrated reductions in
anxiety and depression scores, but only against a waitlist control
group. Yet, the rapid progress in Al, especially with the newest gen-
eration of large language models (LLMs), suggests that progress
may be rapid and we should expect widespread use for mental
health in the near future'.

What this will mean for those with serious mental illness or at
risk for psychosis remains unknown. There are increasing concerns
that chatbots often fail to recognize serious mental health prob-
lems, including suicidality, and to provide appropriate responses
such as referral to a support service. Moreover, open-ended sys-
tems such as ChatGPT shape replies to the user’s private cognitive
world, blurring the line between external conversation and inter-
nal thought. This is what might make individuals at risk for psycho-
sis particularly vulnerable.

Early warning signs are already visible. The Rolling Stone maga-
zine published an article in May 2025 on users who reported in dif-
ferent online forums worsening psychosis symptoms after Chat-
GPT confirmed their delusions®. Shortly after, the company rolled
back the update, explaining that it was “overly flattering or agree-
able” A recent Wall Street Journal article reported that ChatGPT
“admitted” to ignoring signs of psychological distress to a young
man who appeared to have developed psychosis symptoms in re-
lation to the chatbot use®. Not only these anecdotal reports allude
to novel risks, but the fact that they are appearing in the popular
press media instead of medical journals highlights how far behind
the psychiatric field already is.

There is increasing concern that LLMs may “generate delu-
sions” by supplying elaborate, convincing-but-false narratives that
slot seamlessly into pre-existing psychotic frameworks®. Popular
mental health outlets are now documenting users who withdraw
socially, converse compulsively with the chatbot, and begin to hal-
lucinate textual voices when the device is off. Why might generative
Alincrease psychosis risk in vulnerable individuals? Several mech-
anisms may be involved.

First, social substitution: the continuous, on-demand dialogue
available in generative Al chatbots satisfies the affiliation needs
of individuals at risk for psychosis who are already often socially
isolated. By serving as a virtual, pseudo-social, seemingly compas-
sionate and accommodating companion, the device can lead to
further withdrawal from a society that may be judgmental and stig-
matizing. Use of the widely accessible Al platforms may also induce
at-risk individuals not to utilize potentially corrective interpersonal
feedback.

Second, confirmatory bias: generative Al may reinforce users’ ex-
isting beliefs by preferentially generating “sycophantic” responses”
that are in alignment with users’ way of thinking, rather than pres-
enting a balanced perspective or challenging them. These respons-

150

es can be highly impactful on patients with psychosis, known to
have a bias against dis-confirmatory evidence®. Delusion-prone
individuals also tend to have a need for closure, and may therefore
choose to jump to hasty conclusions with limited evidence. This
may occur when they are presented with explanations from gener-
ative Al that may appear convincing7.

Third, “hallucinations” can occur with LLMs when they gener-
ate text that sounds plausible but is false, misleading, or unsup-
ported by data. If the LLM model has little or no data on a topic, it
may “fill in the blanks” with made-up information that fits linguis-
tically but is not real. Users with psychosis or those at-risk struggle
to distinguish between imagined and real contents.

Fourth, assignment of external agency: generative Al content and
features, including speech and video generation, which believably
resemble those of humans, may blur reality testing and make vul-
nerable individuals attribute agency, sentience and intelligence to
them. The tendency of users to accept advice from Al may be relat-
ed to such attribution®, Since the model “learns” about the user, it
can appear to know information beyond what was fed to it. This
algorithmic prediction can be construed as some credible omni-
scient intelligent agent, which could result in the user having high
trust in the Al, that may turn delusions which started as epistemi-
cally innocent into a more persistently harmful version.

Finally, individuals at risk for psychosis are thought to have an
aberrant salience which, in the absence of appropriate contextual
validation, may maladaptively update the representation of the
world with irrelevant information®.

Thus, several aspects of Al may likely interact with the psycho-
logical predisposition to psychosis. Together, all the above factors
might conspire to facilitate maladaptive updating of external sen-
sory inputs, thus increasing the risk of Al-associated psychosis-
related symptoms.

Regulatory and professional bodies have begun to respond to
this situation. The World Health Organization’s 2024 guidance on
large multimodal models urges governments to require human
oversight, transparency of training data, and real-time risk mon-
itoring before deployment in health contexts’. Related efforts by
the UK Medicines and Healthcare Products Regulatory Agency,
the US Food and Drug Administration, the Australian Therapeutic
Goods Administration, and the European Medicines Agency high-
light the global awareness of a need for oversight.

Yet, while these efforts are welcome, most are not yet codified
into enforceable standards. More research is clearly needed to un-
derstand the relationship between generative Al use and risk for
psychosis and other psychiatric conditions. At the same time, there
are competing pressures from governments and even the health
care sector for Al to assume a larger role in care to help bridge un-
met clinical needs. And Al will itself continue to evolve and change,
introducing a brand new set of risks and benefits.

Thus, there is merit in a flexible framework approach. We pro-
pose three priorities: a) design guardrails such as mandatory psy-
cholinguistic filters that monitor and detect prolonged circular dia-
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logue, self-harm or persecutory content, and prompt referral to hu-
mans in the feedback loop, or forced “time-out” features; b) clear,
user-facing, disclaimers that the system is not a human, combined
with session-length caps and built-in digital hygiene nudges; and
c) automatic hand-off pathways to licensed professionals when
risk thresholds are met. Given the clinical concerns and the current
limitations of governance, generative Al-based approaches should
be best used as a supportive tool by the clinician working with pa-
tients in the context of a broader treatment plan.

In conclusion, while generative Al chatbots offer promising op-
portunities for mental health support, their use among individuals
vulnerable to psychosis presents significant and underrecognized
risks. The sycophantic and anthropomorphic nature of these sys-
tems may unintentionally amplify psychotic processes through
mechanisms such as social substitution, confirmatory bias, and
blurred reality testing.

As these technologies advance rapidly, clinical research, regula-
tory frameworks, and ethical oversight must evolve in parallel. Pro-
active integration of safety mechanisms, combined with a human-

in-the-loop model, is essential to safeguard vulnerable users and
to ensure that Al serves as a responsible adjunct - not a substitute -
for human care.
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Process-outcome effects in psychotherapy research: an umbrella

systematic review and meta-analysis

Understanding how therapeutic processes are related to treat-
ment outcome is one of the main challenges in psychotherapy
research"?. Although process-outcome research has grown ex-
ponentially in the last two decades, with several meta-analyses
available, no prior study has synthesized these findings across the
whole range of therapeutic processes associated with outcome.
We performed an umbrella systematic review of process-outcome
meta-analyses, classifying them into conceptual categories, and
estimating aggregate outcome effects for each type of process.

A systematic search was conducted in PubMed and PsycINFO
databases in February 2024, with an updated search in March
2025. We included meta-analyses focusing on the relationship
between process/es and outcome, and reporting at least one cor-
relational effect size. The first title and abstract screening was per-
formed by two independent reviewers (agreement: 94%). On a
second step, full manuscripts were checked for eligibility (agree-
ment: 89%). Disagreements at each stage were addressed by con-
sensus. In the included studies, reviewers coded information from
both the meta-analyses and primary studies.

Processes of change were classified in the following categories™:
relational processes, technical processes, patient processes, and
therapist processes. Intersession processes focusing on the time be-
tween sessions (such as homework compliance) were not integrat-
ed into the systematic search.

We extracted all primary study correlational effect sizes (usually
Pearson’s correlations) that represented an association between
a psychotherapy process and a post-treatment outcome (includ-
ing primary and secondary outcomes). We conducted four-level
meta-analyses estimating sample variance of the effect sizes (Level
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1), between-effect size variance (Level 2), between-primary studies
variance (Level 3), and between-meta-analyses variance (Level 4),
using the R package metafor®. We first transformed correlational
effect sizes into Fisher’s z°. To enhance interpretability, the results
were back-transformed into correlation coefficients (see also sup-
plementary information).

There were 60 meta-analytic studies that examined 24 differ-
ent processes of change meeting inclusion criteria for the system-
atic review. The working alliance was the most studied process of
change, with 25 meta-analyses providing effect sizes for its associa-
tion with outcome. The other most meta-analyzed processes were
adherence/competence/fidelity/integrity in therapeutic interven-
tions (four meta-analyses), and patient treatment expectations
(three meta-analyses). The majority of the meta-analyses exam-
ined relational processes (n=39; 65.0%), followed by technical (n=7;
11.7%), therapist (n=9; 15.0%), and patient (n=6; 10.0%) processes.
One meta-analysis explored both therapist and patient processes.

The category of relational processes was dominated by the
working alliance®. It also included further processes related to the
alliance, but also having conceptual specificity, such as real rela-
tionship, alliance rupture-resolution, goal consensus collaboration
or congruence/genuineness, counter-transference experiences,
group cohesion, patient-therapist mutuality or nonverbal synchro-
ny.

The technical processes included therapist behaviors related
to the adherence, competence, fidelity and integrity to/of theory-
specific interventions or methods. Some of these techniques were
evaluated generically (e.g., cognitive-behavioral or psychodynam-
ic interventions), while in other cases meta-analyses explored the
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effect of specific theory-driven techniques, such as homework as-
signments and use of psychodynamic interpretations.

The therapist processes category included other, non-technical
therapist behaviors, such as therapists’ cultural/multicultural com-
petences, cultural humility, positive regard, empathy, emotional
expression or behaviors seeking patients’ emotional expression.

The patient processes included patients’ experiences within
treatment that might be connected to psychotherapy outcome, such
as emotional expression, cognitive restructuring, and treatment
expectations and credibility.

Out of the 60 meta-analyses included, 48 reported primary stud-
ies information. From those meta-analyses, we extracted 1,981 ef-
fect sizes from 993 unique primary studies.

The four-level meta-analytic model suggested an average pro-
cess-outcome effect of r=0.238, z=0.243, SE=0.012, 95% CI: 0.219-
0.267, t,44,=19.94, p<0.001, with significant heterogeneity among
the effect sizes (Q, ,,=7388.1, p<0.001).

When including types of process as moderators, the aggregated
process-outcome associations of all the categories were significant.
Following process-specific rule of thumbs for effect sizes interpre-
tation’, the models showed small effects on outcome for technical
processes (r=0.102, p<0.001), small-to-medium effects for patient
processes (r=0.227, p<0.001), medium effects for relational pro-
cesses (r=0.267, p<0.001), and medium-to-high effects for therapist
processes (r=0.291, p<0.001).

In the comparison of the effect sizes across the different types
of process, the association of technical processes with outcome
was significantly lower compared to relational processes (z=0.172,
SE=0.022, 95% CI: 0.058-0.146, t,,..=6.95, p<0.001), therapist pro-
cesses (z=0.198, SE=0.037, 95% CI: 0.126-0.270, t,..=5.42, p<0.001),
and patient processes (z=0.129, SE=0.034, 95% CI: 0.062-0.197,
t,477=3.79, p<0.001).

There were no significant differences between the effect sizes
of relational and therapist processes (z=0.026, SE=0.031, 95% CI:
-0.035100.087, t,,,.=0.83, p=0.409), relational and patient processes
(z=-0.043, SE=0.028, 95% CI: -0.099 to 0.013, t.,..=-1.50, p=0. 135),
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or therapist and patient processes (z=0.068, SE=0.039, 95% CI:

-0.008 t0 0.145, t . =1.75, p=0.081).

This is the first comprehensive systematic review of meta-an-
alyses examining processes of change in psychotherapy, providing
estimates of the effect size for each type of process. Our results in-
dicate that all the processes explored have significant effects, rang-
ing from small to medium-to-high sizes. These findings advance
our understanding of how psychotherapies work, providing evi-
dence that can be useful to support their enhancement.

Relational, therapist and patient processes were found to have
significantly greater effect sizes than technical processes. These
findings match empirical and theoretical developments in the field
supporting the relevance of therapeutic processes outside the dis-
order- and orientation-specific framework of specific techniques®’.
However, it is important to note that the processes involved in psy-
chotherapy change are not discretely separated, but operate to-
gether during treatment. This interaction should be the target of
future specific studies.

Juan Martin Gémez Penedo'?, Christoph Fliickiger'
'University of Kassel, Kassel, Germany; “Osnabriick University, Osnabriick, Germany;
*Vrije Universiteit Brussel, Bruxelles, Belgium
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A data re-analysis confirms the value of symptom networks in

predicting psychotherapy outcome

In a paper published in this journal', we reported that person-
specific symptom associations were highly predictive of short- and
long-term outcome of psychotherapy for patients with chronic de-
pression. In that analysis, individual symptom associations and
their change through treatment were indicated by person-specific
symptom networks, estimated by a multilevel longitudinal net-
work model. Subsequently, the estimated change in symptom as-
sociations was used to predict clinician-rated treatment outcome.

The network model that we used assumed that all change in
symptom severity during psychotherapy was due to changing
symptom associations. In contrast, traditionally used models in
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psychotherapy research consider that, in addition to the variables
ofinterest (e.g., treatment group), an unknown number of unmea-
sured variables (e.g., developing therapeutic alliance) might im-
pact change in symptom severity. Traditional models capture the
collective effect of these unmeasured variables by a main effect of
time®. By assuming that change in symptom severity is only due to
changing symptom associations - i.e., not including the main ef-
fect of time - our network model did not consider these further po-
tentially influencing factors.

Moreover, when predicting short- and long-term treatment out-
come, only changes in symptom associations during treatment,
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but not changes in symptom severity, were included as predictors.
In other terms, our study did not assess to what extent change in
symptom associations show an improved prediction of (long-term)
treatment outcome beyond change in symptom severity. Align-
ing the analysis with the more traditional framework of assessing
treatment effects, i.e. changes in symptom severity, ensures that
findings can be more directly compared and understood by clinical
researchers and clinicians, alongside the broader psychotherapy
literature. Additionally, it can clarify the incremental predictive
value of symptom associations.

We therefore extended our analysis considerably, in order to al-
low a comparison with more traditional treatment effect models.
The network model was extended by including a linear main effect
of time and the interaction between time and treatment group.
This extended network model considers that change in symptom
severity might be due to changes in symptom associations and/or
time (implicitly capturing the effect of unmeasured variables). We
estimated this network model with the original data on self-rated
depressive symptoms during psychotherapeutic treatment for
chronic depression. We then re-ran the outcome prediction analy-
sis to determine the predictive value of the updated symptom as-
sociation change parameters for short- and long-term treatment
outcome. Going beyond the original paper, in this further analysis,
we also evaluated the predictive performance of symptom severity
and symptom associations, and to what extent symptom associa-
tions predict beyond symptom severity.

In this re-analysis, the unique prediction with change in symp-
tom associations (based on the updated network model) yielded
results similar to the original findings', explaining 53% of the var-
iance of depression severity at treatment end (adjusted R?=0.53;
95% credibility interval, CI: 0.47-0.58). Change in symptom severity
during treatment explained 47% of the variance (adjusted R*=0.47,
95% CI: 0.40-0.53). The combined prediction with change in symp-
tom severity and change in symptom associations increased the
explained variance to 56% (adjusted R°=0.56, 95% CI: 0.50-0.61).

For observer-rated depression severity one year after treatment,
change in symptom associations (based on the updated network
model) explained 51% of the variance (adjusted R*=0.51, 95% CI:
0.45-0.56), similar to the original results. A third of the variance
(32%) could be uniquely explained by change in symptom sever-
ity during therapy (adjusted R°=0.32, 95% CI: 0.24-0.39). The com-
bined prediction with change in symptom severity and change in
symptom associations increased the explained variance to 54%
(adjusted R*=0.54, 95% CI: 0.48-0.58).

Two years after treatment, the predictive performance was 24%
for change in symptom associations alone (adjusted R*=0.24, 95%
CI: 0.16-0.32), 22% for change in symptom severity alone (adjust-
ed R?=0.22, 95% CI: 0.13-0.29), and 25% for both variables (adjust-
ed R*=0.25, 95% CI: 0.17-0.33).

Thus, we found that, even when the network model accounted
for the impact of unmeasured variables (by including the main ef-
fect of time), symptom associations remained highly predictive of
short- and long-term treatment outcome. This suggests that the
outcome prediction with symptom associations found in the origi-
nal study was not impacted by the modeling choice made during
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the person-specific network estimation.

The fact that the variance explained by both symptom severity
and symptom associations is similar to the variance explained by
each of these predictors individually implies that they are highly
related. In other terms, the unique and joint predictive value of
change in symptom severity and change in symptom associations
overlap to some extent, and parts of the variance in treatment out-
come was explained by both. While this might be due to a statistical
artefact, it could also indicate a serial dependence of these effects,
according to which changes in symptom associations might cause
change in symptom severity (as proposed by the network theory”)
or vice versa.

Most importantly, we found substantial incremental predictive
value for symptom associations beyond predictions with symptom
severity (9% at the end of treatment, 22% one year later, and 3% af-
ter two years). The incremental value of symptom associations, es-
pecially one year after treatment, indicates that they provide addi-
tional information about the treatment effect that is not captured
by changes in symptom severity change alone. These findings fur-
ther support the notion that symptom networks might offer new
opportunities for a better understanding of the effects of psycho-
therapeutic treatment.

Taken together, the findings of this re-analysis relate changes in
symptom associations during psychotherapy to traditional models
of change in symptom severity, and underscore the added value of
the network approach for understanding treatment effects. From
an empirical perspective, the substantial incremental predictive
value of symptom network parameters can be considered promis-
ing. In addition to a possible empirical advantage over traditional
models, network models offer another important benefit: a coher-
ent theory of psychopathology and a novel theoretical approach
for understanding treatment effects.

Investigating changes in symptom associations could offer new
clues into understanding how treatment affects the problem-main-
taining mechanisms of mutually reinforcing symptoms. Symptom
networks can also indicate the stability of certain mental health
states, i.e. whether a person is likely to change between high and
low symptom severity"”. The stability of high symptom severity at
treatment start could provide crucial information on the readiness
to change, and the stability of low symptom severity at treatment
end might indicate vulnerability to relapse, thus being related to
long-term treatment outcomes. Thus, changing symptom net-
works might reveal possible working mechanisms of mental health
treatments, explain individual differences in treatment effects, and
offer new avenues for improving current psychotherapeutic treat-
ments.
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Sex modifies the relationship between depression and risk for
dementia: implications for targeted prevention

Alzheimer’s disease and related dementias (ADRD) are pro-
jected to affect 13.8 million Americans by 2060, with women com-
prising nearly two-thirds of those diagnosed'. Depression, a high-
ly prevalent and modifiable risk factor, is nearly twice as common
in women and has been independently linked to elevated ADRD
risk>™. Yet, the joint effect of sex and depression on cognitive de-
cline remains under-explored in large-scale longitudinal studies.

We analyzed 75,069 visits from 11,091 participants aged 65 and
older, using data from 42 Alzheimer’s Disease research centers
across the US. The final sample had a mean of 9.71 visits (SD=3.43;
range: 2-19) over an average follow-up period of 3,679 days, equiv-
alent to approximately 10 years (range: 5-18 years). We used Cox
proportional hazards models to examine time to cognitive impair-
ment, defined as a clinical diagnosis of mild cognitive impairment
or dementia, in relation to Geriatric Depression Scale (GDS-15)
score, sex, age, and apolipoprotein E £4 (APOE €4) genotype. For
ease of interpretation, depression was coded as binary (depressed:
GDS-15 score >5; not depressed: GDS-15 score <5).

Controlling for age and APOE €4 genotype, depression increased
the risk of cognitive impairment by 77% in men (hazard ratio, HR=
1.77,95% CI: 1.68-1.87, p<0.001) and by 119% in women (HR=2.19,
95% CI: 2.02-2.38, p<0.001). The interaction between depression
and sex was statistically significant (HR=1.24, p<0.001). While
women had lower baseline hazard of cognitive impairment (HR=
0.62), they experienced a disproportionately greater increase in im-
pairment risk when depressed.

We then used a time-varying covariate model, which accounts
for changes in depression status across repeated observations, to
test whether risk trajectories differed over time. In this model, at
baseline, men with depression had a 165% higher risk of cogni-
tive impairment (HR=2.65), while women had only a 19% increase
(HR=1.19). The depression-sex interaction was HR=0.45. However,
over time, men who became depressed were 23% less likely to de-
velop cognitive impairment, while women who became depressed
were 19% more likely to develop impairment at some point. There-
fore, the depression-sex interaction at follow-up became HR=1.55
(95% CI: 1.12-2.15, p<0.01). This suggests that depression that
emerges or persists later in life may have a more harmful effect
on women’s brain health than men’s. Importantly, these effects
remained consistent across older age groups, indicating that the
depression-sex interaction is stable across the later life course.

In additional analyses, we modeled depression continuously
and found that each additional point on the GDS-15 increased the
risk of cognitive impairment by approximately 14.5% (HR=1.14,
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95% CI: 1.139-1.150, p<0.001). We also categorized depression se-
verity into three groups using GDS-15 scores: normal (0-4), mild
(5-8), and moderate-to-severe (9-15). Our analyses showed a clear
dose-response relationship between depression severity and risk
of cognitive impairment. Mild depression was associated with a
69% increased risk (HR=1.69; 95% CI: 1.57-1.82), while moderate-
to-severe depression increased risk by 80% (HR=1.80; 95% CI:
1.59-2.04). Importantly, time-varying effects indicated that the im-
pact of moderate-to-severe depression slightly increased over time
(p<0.001), suggesting cumulative risk, whereas the impact of mild
depression remained stable. These results were adjusted for age,
APOE &4 genotype, and accounted for time effects, underscoring
the importance of recognizing even mild depression as a signifi-
cant and clinically actionable ADRD risk factor.

To assess the robustness of our findings, we conducted several
sensitivity analyses. First, we examined attrition bias, and found
that dropout rates were low and comparable between sexes (men:
1.6%, women: 1.5%, p=0.72). Next, we assessed baseline depres-
sion severity, finding that men had slightly higher mean GDS-15
scores than women (4.14 vs. 4.02; Wilcoxon W=110,604,030, p<
0.001). We conducted an additional test to assess significant dif-
ferences in depression severity by sex: for the 6,186 observations
in the depressed group, there were none (W=4,475,864, p=0.07).
Therefore, any sex differences in cognitive impairment predicted
by depression are not driven by differences in depression severity
between groups. Third, we accounted for center-level differences,
by including ADRD research center-level frailty terms in all mod-
els. Finally, we expanded the sample to include participants under
age 65, and found that the depression-by-sex interaction remained
significant (HR=1.22, p<0.001).

Together, these results indicate that sex modifies the relation-
ship between depression and ADRD, and that this effect is not due
to measurement or sampling bias, but likely reflects a biological-
ly meaningful difference. Several mechanisms could account for
women'’s heightened susceptibility to cognitive impairment. Com-
pared to men, women with depression may exhibit greater neuro-
inflammatory responses®, more rapid hippocampal atrophy®, and
heightened hypothalamic-pituitary-adrenal axis dysregulation’,
all of which may magnify the long-term neurodegenerative impact
of depression.

Clinically, our findings support the prioritization of depression
screening and treatment as a key strategy for ADRD prevention,
especially for women. Despite global efforts®’, sex remains under-
utilized as a stratifying factor in both research and practice. Fur-
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thermore, depression is often treated as a static covariate in models
of cognitive decline, despite being dynamic and potentially inter-
active.

We offer the following recommendations for future research
and clinical care: a) routine screening and early intervention for
depression, especially in mid- to late-life women; b) inclusion of
sex-stratified and interaction models in ADRD risk prediction and
observational research; c) clinical trials of depression treatment
that examine cognitive outcomes by sex across the lifespan; d)
mechanistic studies exploring sex-specific inflammatory, hormon-
al, and stress-related pathways linking depression and neurode-
generation.

In sum, our longitudinal analysis of over 75,000 visits across US
Alzheimer’s Disease research centers revealed that depression sig-
nificantly increases ADRD risk for both sexes, but the trajectory and
magnitude differ by sex. The interaction between sex and depres-
sion persists across time, analytic methods, and population sub-
sets. Women with depression are at disproportionately higher risk
for cognitive impairment as they age. These findings underscore
the urgency of tailoring ADRD prevention strategies to account for

sex-specific vulnerabilities.
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Nutritional psychiatry on the move: the activities of the ECNP
Nutrition Network to leverage nutrition for brain health

Brain health is a pressing global concern'. Neurodevelopmen-
tal and mental disorders are leading causes of disability. As the
population continues to grow and age, the number of individuals
affected by dementia worldwide is expected to rise significantly.
While evidence-based interventions for mental disorders are avail-
able, challenges persist, particularly as not all patients respond to
current pharmacological or psychological treatments.

Our limited understanding of psychiatric conditions and their
treatment stems from major gaps in knowledge of the underlying
neurobiological mechanisms. Emerging research suggests that the
pathophysiological underpinnings of mental disorders can extend
beyond the central nervous system. Compelling evidence indi-
cates that disorders such as major depression should be viewed
as whole-body conditions that entail both central processes, such
as changes in neurotransmitter systems and reduced neuroplas-
ticity, and peripheral factors resulting from the involvement of the
immune and neuroendocrine systems. Immune activation interacts
with metabolic and endocrine systems that control energy homeo-
stasis, as shown by significant associations between inflammatory
markers (C-reactive protein, interleukin-6) and higher body mass
index, fat mass, triglycerides, as well as lower HDL cholesterol in
large-scale studies. Thus, metabolic and immune dysregulation
are intertwined, prompting research to explore biomarkers of this
combined dysregulation.

We are beginning to recognize that nutrition might help close
the prevention and treatment gap in mental disorders. Poor diet
quality is a major environmental risk factor for brain disorders and
one of the few that are modifiable’. While evidence continues to
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grow on the impact of nutrition across the life course, we are still
far from fully harnessing its potential to improve mental health
conditions.

The field of nutritional psychiatry has recently gained momen-
tum, driven by a surge in observational and intervention studies
supporting a role for diet in managing psychiatric symptoms®. At
the same time, epidemiological research highlights unhealthy
eating as a growing risk factor for metabolic and brain health. Ad-
ditionally, data indicate that obesity and metabolic conditions de-
riving from the use of medications, such as antipsychotics, present
challenges for clinicians, reinforcing the need for an approach to
mental disorders that considers brain and body health as a unique
integrated system.

Individual nutrient needs are shaped by physical and psycho-
logical health, habitual diet and lifestyle, and differ across the life
course and in response to environmental factors. One of the main
challenges that nutritional psychiatry currently faces is the lack of
conclusive evidence that diet and nutrition impact mental health.
Overall, randomized controlled trials (RCTs) investigating dietary
change in treatment of mental disorders remain limited, although
some report significant improvements in mood and reduced anx-
iety in adults®. Not all studies reproduced these findings, under-
scoring the need to replicate, refine and scale-up dietary interven-
tion research for prevention and treatment.

The Nutrition Network of the European College of Neuropsycho-
pharmacology (ECNP) was established with the main mission to
better understand the bidirectional links between mental health
and nutrition, including the mediating systems, to inform novel
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neuropsychological and neuropharmacological interventions*®.
The Network fosters interdisciplinary research and strengthens
connections with relevant stakeholders across Europe, including
health and food policy makers. Founded in 2016 by researchers at
the intersection of nutrition and mental health, it brings together
experts from academia and industry, mainly neuroscientists, nu-
tritionists, psychiatrists, psychologists and geneticists.

The Network’s key areas of expertise include gut-brain signal-
ling (hormones, vagal afferents, gut microbiota, inflammatory sig-
nals), neuroendocrine regulation, metabolites/nutrients, and the
relevant neural systems (revealed through genetics, epidemiology,
functional brain imaging, behavioral models in rodents, and mor-
phological, biochemical and molecular neuroscience tools).

The Network’s main areas of action include: a) identifying new
strategies (dietary, lifestyle, pharmacotherapy) to improve mental
health in individuals with mood and other mental disorders; b) ex-
ploring neural substrates and pathways linking diet to psychologi-
cal constructs such as mood and neurocognition (e.g. impulsivity,
reward sensitivity); c) investigating afferent signaling systems (hor-
mones, genes, immune modulators, gut microbiota) connecting
diet to these psychological constructs; d) clarifying interactions be-
tween diet and pharmacotherapy (including side effects) for men-
tal health and metabolic diseases, combining dietary advice with
pharmacotherapy to enhance efficacy; e) providing evidence to
support dietary policies and guidelines for mental health improve-
ment and for treatment of eating disorders; f) establishing strong
collaborations with health and food policy makers, patient advo-
cacy groups, and pharmaceutical and food industry stakeholders.

One of the key achievements of the Network to date has been its
participation, as the BRAINFOOD cluster, in the European Union-
funded EBRA (European Brain Research Agenda) project. EBRA
was established as a catalyst for brain research, bringing togeth-
er stakeholders, researchers, clinicians, patients, governments,
funders and public institutions to streamline and better coordinate
brain research across Europe while fostering global initiatives. In
2021 and 2022, expert and policy meetings were held with relevant
stakeholders, culminating in a position paper emphasizing the
need for public investments to unlock the full potential of nutrition
for brain health.

A core principle of EBRA is that all relevant stakeholders - cli-
nicians, patient advocates, and public and private research insti-
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tutions - must collaborate in a coordinated, non-fragmented man-
ner to identify knowledge gaps and research strategies that will
drive meaningful progress in improving brain health through nu-
trition.

Our Network has taken on the role of coordinating research and
policy in nutrition and mental health, identifying the most urgent
research priorities in this field. Although dietary interventions
appear to influence mood through various mechanisms, including
the gut microbiome, inflammatory modulation, oxidative stress
reduction, and hypothalamic-pituitary-adrenal axis regulation”®,
more extensive RCTs are necessary to establish clear causal rela-
tionships, and to address the current variation in how diet inter-
ventions are implemented.

Health care professionals and policy makers should prioritize
food and nutrition education’, since significant misunderstand-
ings persist among both the general public and health profession-
als regarding the role of nutrition in brain health, exacerbated by
misleading and exaggerated messages in popular media.

Given the vast potential of nutrition to support brain health, we
advocate for greater research investment to strengthen the relevant
evidence base, increasing awareness among health professionals
and the public, so that this critical topic becomes a priority in poli-
cy agendas™’.

Francesca Cirulli"z, Suzanne L. Dickson"?

'ECNP Nutrition Network; “Center for Behavioral Sciences and Mental Health, Isti-
tuto Superiore di Sanita, Rome, Italy; *Institute of Neuroscience and Physiology, Sahl-
grenska Academy at University of Gothenburg, Gothenburg, Sweden

The authors are grateful for the support of the ECNP Nutrition Network, which
contributed to the development and dissemination of this work.

1. Vos T, Lim SS, Abbafati C et al. Lancet 2020;396:1204-22.

2. Penninx BWJH, Lamers F, Jansen R et al. Lancet Reg Health Eur 2024;48:
101166.

3. MarxW, Lane M, Hockey M et al. Mol Psychiatry 2021;26:134-50.

Adan RAH, van der Beek EM, Buitelaar JK et al. Eur Neuropsychopharmacol

2019;29:1321-32.

Jacka FN, O'Neil A, Opie R et al. BMC Med 2017;15:23.

Adan RAH, Cirulli E Dye L et al. Brain Behav Immun 2022;105:201-3.

Dinan TG, Stanton C, Long-Smith C et al. Clin Nutr 2019;38:1995-2001.

Sama M, Musillo C, Cirulli FE. Neuroscience 2025;566:142-8.

Higgs S, Aarts K, Adan RAH et al. Nutr Rev 2025;83:586-92.

il

© XN e

DOI:10.1002/wps.70020

World Psychiatry 25:1 - February 2026



WPA NEWS

Reframing psychiatry of intellectual developmental disorders: from
margins to mainstream, from classification to care

Over the past decade, recognition of the mental health needs
of individuals with intellectual developmental disorders (IDD)
has advanced significantly. These advances have transformed our
understanding of etiology, enriched psychiatric practice, and in-
creased focus on global equity. In this context, the WPA Section on
Psychiatry of Intellectual and Developmental Disorders and its af-
filiated Working Group have maintained a strong global presence,
focusing on building capacity, improving training, and promoting
inclusive, person-centred psychiatric services'. We see a light at the
end of a tunnel, one historically marked by neglect and inequality,
now illuminated by scientific progress, ethical responsibility, and
collective dedication.

For too long, individuals with IDD have been pushed to soci-
ety’s margins - excluded from education and health care, subject-
ed to lifelong institutionalization, eugenic policies, and even state-
sponsored extermination. Psychiatry, at times complicit, distanced
itself by placing IDD in Axis II of the DSM frameworks. Individuals
with IDD were often left out of epidemiological studies, clinical tri-
als, public policies, and scientific research. Even the Global Burden
of Disease Study limited its analysis to IDD without known aetiol-
ogy, excluding established genetic conditions such as Down syn-
drome, perinatal injuries, and other identified causes®. Concurrent
IDD continues to be often categorized under autism in estimates
of disability adjusted life years and related costs. As a result, diag-
nostic overshadowing and therapeutic nihilism persist within the
scientific community.

Nonetheless, today, IDD plays an increasingly central role in our
understanding of developmental neurobiology, behavioral pheno-
types, genomics, precision medicine, and comparative clinical ef-
fectiveness research, alongside its integrated model of health, so-
cial, and other sectors in care delivery. Early intervention, lifelong
care, interdisciplinary collaboration, and a renewed focus on digni-
ty and inclusion now define the field. This shift is not just scientific
and technical - it is moral. Psychiatry is returning to its roots as a
healing profession, grounded in shared humanity.

The inclusion of IDD in the neurodevelopmental disorder group
in DSM-5 and ICD-11, led by members of this Section, has been
catalytic, leading to significant changes in its diagnostic criteria®.
Notably, severity levels now rely on adaptive behaviors instead of
1Q-centric thresholds, with a tripartite model of these behaviors
better reflecting key skill areas (conceptual, social and practical),
which indicate individual support needs. The increased adop-
tion of the biopsychosocial model, rooted in developmental and
lifespan perspectives, has also further driven the shift from deficit-
based to strength-based, person-centred care®’.

In response to global challenges - particularly in low-resource
settings - our Section and its affiliated Working Group have adopt-
ed a strategic, multifaceted approach aligned with the goals out-
lined in the WPA Action Plan 2023-2026° %, The initiatives described
below show our effort to strengthen global capacity and promote

World Psychiatry 25:1 - February 2026

equitable care.

Edited by Section officers, the Textbook of Psychiatry of Intellec-
tual Disability and Autism Spectrum Disorder’ is a volume with 43
chapters written by 116 leading specialists. It is the most compre-
hensive single resource on psychiatric comorbidity in IDD and
low-functioning autism spectrum disorder to date, offering detailed
guidance across etiology, assessment, treatment (including behav-
ioral, pharmacological and psychosocial approaches), and progno-
sis. It has helped shift the field toward an integrated and evidence-
informed framework for psychiatric care in these conditions, sig-
nalling significant progress aligned with the objectives of the WPA
and the World Health Organization (WHO).

The Section and the Working Group also developed the Global
E-Handbook on Intellectual Developmental Disorder Psychiatry, an
evolving, open-access publication now available on the WPA web-
site, consolidating insights from individual countries across all
WPA regions. Covering policy, training, service models and human
rights, the handbook is a living document that fosters international
collaboration and promotes knowledge equity. Active encourage-
ment for further global contributions is especially emphasized
from underrepresented regions.

To improve foundational knowledge globally, the Section and
the Working Group created a free IDD Introductory Podcast avail-
able on the WPA website. Designed as a primer for clinicians and
trainees, this resource provides a concise overview of IDD diagno-
sis, intervention principles, and ethical considerations.

A dedicated chapter in the Global E-Handbook comprises the
WPA Human Rights Statement on Mental Health in Individuals
with IDD, which affirms the WPA’s stance, approved by the General
Assembly, on the rights of individuals with IDD and co-occurring
mental disorders, reinforcing obligations under the United Nations
Convention on the Rights of Persons with Disabilities. The state-
ment emphasizes person-centred care and equitable access to psy-
chiatric services as professional responsibilities, rather than mere
aspirations.

We have also established a continuing professional development
resource on IDD psychiatry hosted on the WPA web platform,
which includes a certification pathway suitable for both academ-
ic and clinical training. A significant revision of this resource is
scheduled in the next two years to incorporate new evidence, case
studies, and evolving standards of practice.

The Section and the Working Group have also actively contrib-
uted to the WHO Package of Interventions, as part of the Rehabili-
tation 2030 initiative. The inclusion of Module 5, which focuses on
neurodevelopmental disorders, marks a milestone in integrating
IDD and autism spectrum disorder into global health strategies and
rehabilitation systems, particularly for resource-limited countries’.

Under the WPA Specialist Corner on Advances in Science and
Ethics of IDD Clinical Care, we have established educational con-
tent that links scientific advances to ethical practice in IDD psy-
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chiatry. Launched as part of the WPA Action Plan 2023-2026, this
platform will highlight the importance of culturally informed care
models, with a focus on vulnerability, rights, and regional diversity.

Despite these advances, significant challenges lie ahead. Diag-
nostic overshadowing, service fragmentation, and marginalization
persist as everyday issues in psychiatry. The ongoing neglect of in-
dividuals with borderline intellectual functioning, characterized by
disproportionately high mental health burden, further emphasizes
the need for training and system reform in this domain. Looking
ahead, we will continue to prioritize the global key areas''. Expand-
ing contributions to the Global E-Handbook will serve as a dynam-
ic platform for international collaboration.

By increasing contributions, especially from underserved re-
gions, we aim to better represent diverse systems and contexts in
IDD psychiatry. Advancing person-centred care remains a key pri-
ority. We seek to continue to define psychiatry’s role in promot-
ing autonomy, dignity, and social inclusion for people with IDD.
High clinical standards must be balanced with flexibility, cultural
sensitivity, and respect for personal choices, as well as culturally
responsive practices. Embedding ethics and human rights-based
perspectives must be integral rather than additive in mainstream
psychiatric training. Specialized content needs to address evolving
regional insights and highlight gaps in culturally adapted care.

The efforts of the Section and the Working Group have gained
significant momentum but need to be sustained. The support of
future WPA Action Plans' remains essential. As psychiatrists and
mental health professionals, members of the WPA now possess the
frameworks, tools and global insights to challenge the historic mar-

ginalization of people with IDD. Continued investment in infra-
structure, education and visibility is crucial. Psychiatry’s role in IDD
care must transition from a fragmented, medicalized approach to
a comprehensive, value-based commitment to inclusion within
mainstream psychiatry. With a clear vision and shared purpose, we
believe that we are not only approaching the light at the end of the
tunnel, but are actively heading toward it, moving from the margins
to the mainstream.
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Report from the WPA Section on Positive Psychiatry 2015-2025

Since ancient times, philosophers and physicians have empha-
sized a holistic, well-being-centered approach to health, highlight-
ing wisdom, resilience, social connections, optimism, moderation
and self-control. Modern research confirms that these positive psy-
chosocial traits support mental and physical health, even in per-
sons with mental illnesses. Yet, modern medicine, including psy-
chiatry, remains focused on diagnosing and treating disorders, of-
ten overlooking prevention. This diagnosis-driven and treatment-
first model shifts the focus away from general well-being and ill-
ness prevention, and contributes to the growing shortage of mental
health services'.

Global behavioral epidemics of loneliness, social isolation, sui-
cides, and drug abuse point to an urgent priority for developing
strategies at both individual and societal levels to improve the well-
being of the general population. It is noteworthy that, while over a
thousand articles and several books have been published on posi-
tive psychology during recent decades, not a single paper or book
could be found on PubMed with “positive psychiatry” in its title un-
i 2013, when we published two such papers>*, and 2015, when we
published the first book”.

The WPA Section on Positive Psychiatry was established in 2015,
and WPA congresses now regularly include several sessions on this
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topic, which are well attended and draw active participation from
engaged audiences. Here we present evidence-based perspectives
on positive psychiatry, along with highlights of exciting new initia-
tives led by members of our Section in Latin America, Asia, Europe,
Africa, and North America.

Social determinants of health refer to social and environmental
factors that impact individuals’ physical and mental health®. While
the medical and psychiatric literature has focused on the nega-
tive health impact of adverse social factors, positive social factors
are associated with greater mental health and well-being. These in-
clude wisdom, especially empathy and compassion, resilience, op-
timism, positive social connections, purpose in life, and spirituali-
1y,

Specific genes are associated with positive traits such as resil-
ience and optimism. Brain imaging studies have reported that high-
er levels of empathy, compassion, and emotional regulation are as-
sociated with activation of the anterior cingulate cortex, ventrome-
dial and dorsolateral prefrontal cortex, insula, ventral striatum, and
amygdala. Resilient adults have greater hippocampal gray and white
matter volumes, and stronger connectivity between the central ex-
ecutive network and limbic regions. Individuals with greater social
support have lower levels of inflammatory markers. The gut micro-
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biome mediates the bidirectional association between psychosocial
characteristics and overall health"®.

Our WPA Section has ongoing collaborations with several scien-
tific organizations. An example is the World Federation of Psycho-
therapy, an affiliate of the WPA, which promotes psychotherapy, in-
cluding positive psychotherapy. This Federation has led efforts to
educate health care professionals in major forms of psychotherapy
with positive impact on mental health across a number of Asian
countries, including Malaysia, Indonesia and Thailand.

Another scientific organization with which our WPA Section
collaborates is the World Association of Positive and Transcultural
Psychotherapy, which has helped promote the value and prag-
matics of positive psychotherapy worldwide, with postgraduate
programs in 25 countries’. This organization highlights the impor-
tance of the Psychotherapy of Hope, rooted in the principles of the
legacy of Persuasion and Healing. It promotes culturally adapted
approaches to strengthen resilience and social support in local
communities. Itleads workshops and public awareness campaigns,
working with primary care clinicians and local health workers to
integrate wellness activities, such as group resilience training and
mindfulness practices, into routine mental health care.

Members of our Section are implementing several innovative
programs in arange of geographic contexts. In Argentina, the Glob-
al Psy network for Spanish-speaking psychiatrists has created a col-
laborative platform spanning multiple countries. It organizes train-
ing and community programs that emphasize mental health pro-
motion and emotional well-being, as well as suicide prevention
through resilience-building. It has made steady progress in estab-
lishing the Chapter of Positive Psychiatry and Lifestyle Medicine
within the Latin American Psychiatric Association, an official mem-
ber of the WPA.

In Mexico, the Mexican Consortium of Neuropsychopharma-
cology has been established, which prioritizes providing opportu-
nities for professionals from low- and middle-income countries to
meet in person with world experts, maintaining close social inter-
actions and a sense of belonging, with program-embedded self-
care activities such as yoga and mindfulness. It seeks to teach the
attendees the state-of-the-art science while implementing key ele-
ments of healthy and productive health care communities®,

In Kenya, “mental wellness clubs” have been created, in collab-
oration with schools and youth groups, teaching positive coping
skills and offering peer support to youth facing adversity’. They
partner with non-governmental and faith-based organizations to
develop community support circles for women and families with
economic hardship or trauma, employing gratitude practice and
meaning-making.

In Canada, the Fountain of Health Association has been estab-
lished, a national non-profit organization that promotes brain
health and well-beingm. Over 2,000 clinicians have been trained
to date on the use of structured paper and digital tools, including
goal-setting worksheets and behavior-tracking forms, with over
800 clinicians now using them in practice.

In the US, examples of effective community-based initiatives in-
clude intergenerational programs, age-friendly communities, and
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digital tools to support social connections and well-being. An ex-
citing frontier is integrating artificial intelligence (AI) with human
wisdom. The goal is to develop “artificial wisdom” systems beyond
super-intelligent algorithms to incorporate compassion, ethical
reasoning, and emotional intelligence. Such Al tools could help cli-
nicians personalize wellness interventions and teach patients ev-
idence-based skills for resilience and emotional regulation.

Looking ahead, the WPA Section on Positive Psychiatry will con-
tinue working with organizations worldwide - including the World
Health Organization, national health ministries, universities and
community groups - to integrate positive psychiatry principles
into mainstream mental health care. In addition to live meetings
at the WPA and other conferences, our members foster collabora-
tion through webinars, virtual workshops, and training programs.
We also support publications that advance the field and promote
knowledge exchange among mental health professionals and stake-
holders. We aim to connect diverse professionals to share best prac-
tices and emerging research. Our efforts include facilitating research
involving neuroscientists, expert clinicians, public health leaders,
economists, and others, supporting a comprehensive approach to
mental health care.

The WPA Section on Positive Psychiatry is advancing a global,
comprehensive, strengths-based approach to mental health - one
that promotes not only treatment, but also prevention, resilience,
and human flourishing. Growing evidence supports the impact
of positive psychosocial factors, their biological basis, and cross-
cultural relevance. Our Section remains committed to promoting
culturally sensitive, biopsychosocial approaches for people with
and without mental illness, and to supporting interventions that
foster wisdom, resilience, optimism, spirituality, meaning, and so-
cial connections worldwide.
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Report from the WPA Section on Suicidology: recent advances

and activities

Suicide remains a major global public health concern, claiming
more than 700,000 lives annually. The interdisciplinary field of sui-
cidology seeks to understand the multifactorial nature of suicidal
behavior - considering its clinical, psychological, sociological and
biological components - and to translate this knowledge into effec-
tive prevention strategies. The WPA Section on Suicidology has
been actively engaged in advancing this multidimensional per-
spective, contributing through professional education, research
and international collaboration since the early 2000s.

Recent years have witnessed significant advances across multi-
ple domains of research and practice on suicide prevention, span-
ning from novel therapeutic interventions, through the uptake of
system-level approaches, to digital innovations. Among these de-
velopments, pharmacological advances, particularly the develop-
ment of rapid-acting agents such as ketamine and esketamine,
have opened new avenues for acute intervention in suicide preven-
tion. These treatments show promise in reducing suicidal ideation
among individuals with major depression, and members of our
Section have contributed to the growing evidence base. However,
the lack of evidence on longer-term effects requires rigorous fol-
low-up’.

At the same time, digital innovation is reshaping the field, with
mobile apps, telepsychiatry platforms, and online interventions ex-
panding access to care. The Section contributed to a special issue
of the Journal of Technology in Behavioral Science, which discussed
both the opportunities and challenges of digital tools in suicide
prevention®. Digital interventions have also been incorporated into
the World Health Organization (WHO) Mental Health Gap Action
Programme (mhGAP), aimed at scaling up services in low- and
middle-income countries, where more than 70% of suicides occur.
Our Section supported the development of the most recent mh-
GAP Intervention Guide, reviewing the evidence on digital inter-
ventions for the self-management of suicidality.

While digital solutions offer clear advantages, such as increasing
accessibility, reducing barriers to care, and providing anonymity,
they raise important concerns regarding data privacy, inclusivity
and equity, given their dependence on infrastructure and digital lit-
eracy. They show promise in managing suicidal ideation; however,
evidence remains insufficient to establish their effectiveness in re-
ducing suicide attempts and deaths, or to confirm safety as stand-
alone interventions, particularly in resource-limited settings.

In paralle], digitalization is shaping the lives of young people and
isrelevant to their mental health. Suicide is one of the leading causes
of death among children and adolescents worldwide, and many
spend a significant portion of their day in front of screens - a habit
linked to developmental changes and psychological outcomes.
Yet, the rigorous evaluation of online interventions for youth is lag-
ging behind, compared to the established school-based awareness
and skill training programs, or interventions delivered in clinical
and community settings®. Suicide among youth and relevant inter-
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ventions need our attention as, although rates vary across regions,
several countries have reported recent increases, particularly a-
mong teenage girls and marginalized groups, such as lesbian, gay,
bisexual, transgender or queer (LGBTQ+) youth.

The COVID-19 pandemic underscored the urgency of monitor-
ing and adapting suicide preventive strategies globally, as many
countries reported shifts in rates during and following this period
of intensified mental health strain®. Sustained, systematic surveil-
lance is essential not only for understanding the impact of global
crises and preventive efforts, but also for identifying long-term pat-
terns that affect diverse populations.

To advance this effort, a newly established international collab-
oration - with active involvement of members of our Section - is an-
alyzing large-scale epidemiological data from organizations such
as the WHO and the United Nations. By examining suicide trends
globally over past decades, and considering factors such as the
human development index’, the project seeks to identify both
shared and region-specific risk factors. This evidence base will be
critical for guiding the development of targeted, data-driven pre-
vention strategies worldwide.

A notable shift in recent years has been the reconsideration of
suicide risk assessment. For decades, clinicians relied on relatively
static risk factors and predictive models. To this aim, enthusiasm
surrounded artificial intelligence and machine learning, with hopes
that larger and more diverse datasets would improve prediction.
Yet, prediction accuracy has barely improved over the last 50 years®.
While challenges persist, assessment of suicidality remains central
to prevention and clinical practice, and our Section is committed
to summarizing the evidence and providing guidance for profes-
sionals, including through dedicated courses under the umbrella of
multiple World Congresses of Psychiatry.

Closely related to this, system-level strategies have gained prom-
inence. Structured care models such as Zero Suicide and brief con-
tact interventions (BCIs) offer scalable solutions to improve care
that do not depend on risk categorization. By reaching a broader
share of the population, these approaches deliver low-intensity,
low-cost and proactive support.

Members of our Section are involved in the piloting of BCIs, and
such approaches were discussed extensively during the European
Symposium on Suicide and Suicidal Behavior (Rome, 2024) and
the Swedish Suicide Research Conference (Stockholm, 2025). Both
conferences were organized with active involvement of Section
members, who also curated plenary sessions and symposia that
advanced international dialogue and set the agenda for future di-
rections in suicide prevention.

On a similar note, the WPA’s Brief Motivational Intervention and
Long-term Regular Follow-up Contact Program (BIC) was devel-
oped in collaboration with Section members and launched in 2021.
Rooted in the SUPRE-MISS initiative’, this program integrates brief
motivational sessions with sustained follow-up, and has shown ef-
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fectiveness in reducing suicide rates. BIC is currently active in the
US, Brazil, India and Sweden, and open for additional centers to
join.

Beyond health care, multi-sectorial and national strategies re-
main important and are now supported by WHO’s “LIVE LIFE”
guidelines. These provide a framework for population-level suicide
reduction through comprehensive measures such as means restric-
tion, responsible media reporting, and enhanced access to mental
health services®.

In a broader context, our Section has emphasized the cultural
embeddedness of suicidal behavior. In collaboration with the WPA
Section on Cultural Psychiatry, we organized an inter-sectional sym-
posium at the 23rd World Congress of Psychiatry (Vienna, 2023)
and hybrid workshops under the umbrella of a new international
network focused on “transcultural suicidology” These initiatives
highlighted the need for culturally adapted interventions and the
influence of sociocultural contexts on risk and resilience. They also
strengthened the Section’s advocacy for inclusive prevention strat-
egies and the call for more research on suicide among marginal-
ized populations. This is particularly urgent given the rising num-
ber of forcibly displaced people worldwide - over 123 million by the
end of 2024 - among whom high-quality suicide research remains
scarce.

The network has emphasized that, in the 21st century, people
increasingly live across borders - whether by choice or by being
displaced - and that monitoring, health care, and suicide preven-
tion strategies must adapt accordingly. The commitment to “Men-

tal Health for All” and suicide prevention are further reflected in
the WPA Action Plan 2023-2026""°, led by WPA President D. Was-
serman, who is herself an active member of our Section.

The WPA Section on Suicidology has recently hosted a section
symposium, a state-of-the-art symposium and a course at the 25th
World Congress of Psychiatry in Prague, focusing on suicide risk
assessment, scalable interventions and cultural considerations.
Through its integrated activities, the Section continues to influ-
ence the future of suicide prevention with evidence-based, inter-
disciplinary, and globally relevant approaches.
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The evolving role of WPA Collaborating Centres: new perspectives

and future directions

The establishment of the WPA Collaborating Centres marked a
decisive step in strengthening the global mission of the WPA. Con-
ceived in 2014, the Centres were designed to bring together leading
institutions from different world regions, pooling their academic,
clinical and policy expertise to support the WPA Action Plan and to
respond to emerging mental health challenges worldwide'. From
their inception, the Centres have acted as bridges between local re-
alities and global strategy, combining scientific excellence and au-
thority with a commitment to education, capacity building and in-
novation.

Initially seven in number, the Centres have progressively expand-
ed, and now include ten sites across diverse countries, among them
the UK, Italy, India, Egypt, Hong Kong, South Africa, Kenya, Qatar
and Switzerland. Their mission has remained constant: to support
the WPA Action Plan and the presidential strategy, while retaining
independence, agility and flexibility. They are self-funded and self-
administered, with directors and their teams bringing considerable
expertise and resources to the network. In this way, the Centres have
added strength to WPA's global offer without imposing additional
demands on central resources, while promoting awareness of WPA
activities and priorities in their respective contexts™>.
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Over the years, the WPA Collaborating Centres have played a
crucial role in disseminating educational resources, running com-
petitions for trainees and medical students, supporting scholarship
and research funds, and influencing policy at national and global
levels. They have contributed to the development and dissemina-
tion of the chapter on mental disorders of the ICD-11, addressed
physical comorbidities in patients with severe mental illness, pro-
moted community mental health, focused on youth mental health,
and advanced human rights in psychiatry. During the COVID-19
pandemic, they offered timely guidance on psychosocial conse-
quences and public mental health responses, ensuring that WPA
was able to act as a trusted global voice®. In parallel, they strength-
ened ties with the WPA Scientific Sections and Working Groups,
supporting unmet educational needs and providing opportunities
for early career psychiatrists and trainees®.

The WPA Collaborating Centres have become an integrated glob-
al network;, acting in concert to advance the mission of the Asso-
ciation. Their collective identity as a single network of excellence,
fully aligned with the WPA's strategy, gives greater authority to the
Association’s Action Plans and strengthens their visibility within
the international scientific community. Together, the Centres now
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operate as multipliers of WPA's initiatives, amplifying the reach of
its programmes across diverse regions and ensuring continuity of
its mission across successive leaderships. The alignment with the
WPA Action Plan 2023-2026"" and subsequent strategic priorities
&1 provides coherence and direction, reinforcing the role of the
Centres as engines of implementation.

This integrated network is expanding into regions that remain
underrepresented in international activities, particularly in low-
and middle-income countries, where the burden of mental disor-
ders is greatest and resources are scarce. New Centres, selected on
the basis of established criteria of excellence and capacity to
address unmet needs, bring fresh infrastructure and expertise to
strengthen psychiatric education, research and practice in under-
served areas. In thisway, the network extends its global reach while
remaining firmly anchored in local contexts.

Education and training are at the core of this endeavour. The
Centres jointly promote postgraduate education, support early ca-
reer psychiatrists, and create opportunities for medical students to
engage with psychiatry during medical school training, and through
competitions and scholarships, consolidating ongoing initiatives
for greater global impact'**®. By harnessing digital platforms, they
are widening access to high-quality educational materials, includ-
ingtraining on ICD-11, comorbidities, and innovative models of care
23 Close collaboration with the World Health Organization and oth-
er international entities ensures that educational resources remain
relevant to emerging challenges, including the opportunities and
risks of digital mental health'*.

The coherence of this expanding network is supported by evolv-
ing governance and sustainability mechanisms. We are developing
executive structures at national level, clear succession planning,
transparent fund raising, and renewable three-year mandates
aligned with WPA presidential terms. This combination of agility
and continuity ensures that the WPA Collaborating Centres are
equipped to sustain their role as a global alliance for mental
health, offering a model for international collaboration that is author-
itative, inclusive and durable over time®®.

Another defining feature of the network is its capacity to gener-
ate interdisciplinary and cross-centre collaborations. By pooling
expertise across regions, the Centres are delivering joint projects
on suicide prevention, digital innovation, health inequalities, and
adolescent mental health. These collaborations allow for the pro-
duction of multi-country data, consensus statements, and policy
documents that amplify the visibility of psychiatry within broader
health and social agendas®.

Beyond academic and clinical priorities, the Centres remain com-
mitted to social responsivity and community engagement. They pro-
mote humanrights, lead anti-stigma campaigns, and workwith ser-
vice users and carers to ensure that psychiatry speaks directly to the
needs of communities. These activities demonstrate that they are not
only a scientific resource, but also a driving force for advocacy and
societal change.

The WPA Collaborating Centres have therefore evolved into a
dynamic and authoritative network, able to combine local exper-
tise with global strategy. Their future lies in acting ever more as a co-
ordinated whole, aligned with the WPA’s Action Plans and respon-
sive to the challenges of a rapidly changing world. By reinforcing
their collective identity, expanding into underserved regions, prior-
itizing education and cross-centre collaboration, and maintaining
astrong commitment to social responsivity, the Centres are unique-
ly positioned to strengthen clinical and applied academic psychia-
try and interdisciplinary scholarship worldwide.
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Ten years of growth, collaboration and innovation: celebrating the
WPA Early Career Psychiatrists Section

The WPA Early Career Psychiatrists (ECPs) Section was estab-
lished in 2015. Over the past decade, the Section has evolved into
one of the most dynamic and representative voices within the WPA,
championing the perspectives, innovations and energy of ECPs
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across the world.

The Section was founded to foster international collaboration,
mutual learning, and the active participation of ECPs in shaping
the global mental health agenda and the future of psychiatry'. Root-
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ed in values of equity, diversity and mentorship, the Section has
prioritized accessibility for ECPs, especially from low- and middle-
income countries (LMICs) and under-represented regions and
groups. What began as a small group has since expanded into a
robust structure, with partnerships involving national psychiatric
associations, medical schools, and advocacy networks.

Among the most significant achievements of the Section has
been its ability to amplify the voice of ECPs. It has ensured their
representation in scientific congresses and international panels,
coordinated the organization of the ECPs international congresses
in Greece (2016) and Tunisia (2019), and contributed to training in-
novations, such as promoting patient involvement in medical edu-
cation in psychiatry. The Section has led or supported collaborative
research, coordinated global surveys, and published on key topics,
especially during the COVID-19 pandemic.

Launching the very successful World Psychiatry Exchange Pro-
gram® has further strengthened global ties and knowledge sharing.
In collaboration with the World Health Organization® and the Inter-
national Federation of Medical Students Association®, the Section
has contributed to global mental health dialogues and advocacy
efforts. Many Section members have gone on to hold senior posi-
tions in academia, clinical services, and policy, demonstrating the
long-term impact of investment in early leadership development.

The Section was initially proposed to consolidate the efforts of
ECPs involved in the previous WPA Early Career Psychiatrists
Council, and of other ECPs who had been active at national, re-
gional and international levels in other associations’. But the past
decade has not been without its challenges. The COVID-19 pan-
demic, political unrest, economic inequalities, natural disasters
and wars have disproportionately affected ECPs in many regions.
Many continue to face limited training opportunities, stigma, and
brain drain, particularly in low-resource settings’. Within this con-
text, the ECPs Section has emerged not only as a professional space,
but as a community of solidarity. The peer-to-peer connections,
mentorship circles, and psychosocial support initiatives developed
by the Section have provided lifelines for many members navigat-
ing burnout, isolation or displacement.

As the Section begins a new leadership term during its 10th an-
niversary year, the team has launched a renewed strategic agenda
built around six strategic pillars:

e Digitalization. The Section has launched the WPA ECPs Whats-
App Community, with global, regional and thematic subgroups
to enhance real-time interaction, mutual support, and rapid in-
formation sharing. New communication tools, including ex-
panding social media presence and a streamlined membership
registration system, are improving accessibility and visibility.

e Globalization. The Section is prioritizing outreach to external
partners that are lacking formal affiliation with WPA compo-
nents, to integrate diverse perspectives into its activities.

o Expansion. New working groups focused on education, re-
search, advocacy and well-being are being launched. These will
allow more ECPs to engage in projects, contribute to webinars
and publications, and participate in other activities.

o Leadership development. ECPs should be actively encouraged
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to engage in WPA committees, scientific events, and global men-
tal health policy platforms. A new mentorship framework is be-
ing developed to connect emerging professionals with establish-
ed leaders in psychiatry.

o Representation. The Section remains committed to strengthen-
ing gender equity, regional diversity, and the inclusion of ECPs
from LMICs, particularly those facing structural or institutional
barriers’. Flexible engagement models are being explored to
reach psychiatrists in countries not formally affiliated with the
WPA.

e Sustainability. The Section’s terms of reference are under revi-
sion, and a multi-year action plan has been developed to ensure
continuity and institutional memory. Standard operating pro-
cedures and protocols are being formulated to enhance oper-
ational efficiency.

ECPs today are already reshaping the field with new perspec-
tives on digital health, cross-cultural collaboration, emerging inter-
ventions, and ethical practice. By cultivating a culture of contribu-
tion and ownership, our Section is empowering a generation ready
not just to participate, but to lead psychiatry into a more inclusive,
responsive, and globally connected future.

As we celebrate this 10-year anniversary, we acknowledge with
deep gratitude the many individuals who have contributed to this
collective journey, including past and current WPA officers, region-
al representatives, mentors, collaborators, and all ECPs who have
engaged with the Section in diverse ways. Their dedication, creativ-
ity and solidarity have shaped the Section’s identity and propelled
its growth. Whether through leading initiatives, contributing to sci-
entific output, offering mentorship, organizing events, or simply
showing up to participate in a discussion, each act of involvement
has strengthened the ECP community.

The Section’s vitality lies not only in its formal structure, but in
thelived connections among its members, in the friendships formed
across borders, the mutual support offered during difficult times,
and the shared vision of a more inclusive and equitable future for
psychiatry. This anniversary is not only a celebration of institutional
success, but also of the human relationships that have sustained the
Section and made it a meaningful professional and personal space
for so many.

Ultimately, the ECPs Section is a stepping stone in a profession-
al trajectory; a movement rooted in the conviction that early voices
matter, that solidarity is essential, and that the future of psychiatry
depends on inclusive, courageous, and collaborative leadership®®.
Aswe look ahead, our collective hope is that the Section will con-
tinue to be a space where ECPs can not only grow, but lead.
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