World Psychiatry

OFFICIAL JOURNAL OF THE WORLD PSYCHIATRIC ASSOCIATION (WPA)

Volume 22, Number 1

EDITORIALS

The need for a new generation of digital mental
health tools to support more accessible, effective
and equitable care

J. Torous, K. MyYRiCK, A. AGUILERA

The drug treatment deadlock in psychiatry
and the route forward
0.D. Howes, L. BAXTER

SPECIAL ARTICLES

New insights from the last decade of research
in psychiatric genetics: discoveries, challenges
and clinical implications

0.A. ANDREASSEN, G.F.L. HINDLEY, O. FREI ET AL

The alliance in mental health care: conceptualization,
evidence and clinical applications
B.E. WamroLp, C. FLUCKIGER

PERSPECTIVES

Accelerating Medicines Partnership® Schizophrenia
(AMP® SCZ): developing tools to enable early
intervention in the psychosis high risk state

L.S. Brapy, C.A. Larraurt, AMP SCZ STEERING COMMITTEE

A critical assessment of NICE guidelines for
treatment of depression
F. LEICHSENRING, C. STEINERT, F. RoOST ET AL

Cyberbullying: next-generation research
E. ABoujaoUDE, M.W. SAVAGE

The role of gamification in digital mental health
T. FLEmMING, M. PorPELAARS, H. THABREW

FORUM - THE FUTURE OF PSYCHOPHARMA-
COLOGY: NEW PROMISING TARGETS AND
CURRENT TRENDS IN CLINICAL TRIALS

The future of psychopharmacology: a critical appraisal
of ongoing phase 2/3 trials, and of some current trends
aiming to de-risk trial programmes of novel agents
C.U. CorreLL, M. SoLmi, S. CORTESE ET AL

Commentaries

All levels of the translational spectrum must be
targeted to advance psychopharmacology and
improve patient outcomes

L.N. YaTHAM

Key considerations for clinical trials in
psychopharmacology
C.A. ZARATE Jr

Real changes can enhance information yield
on novel psychopharmacologic agents
W.Z. PoTTER

Will digital technology address the challenges
of drug development in psychiatry?
T. Kisnimoro

WILEY

25

42

43

45

46

48

75

76

77

79

IMPACT FACTOR: 79.683

February 2023

Ongoing phase 2/3 trials of psychotropic drugs:
is help finally on the way?
M.E. THASE

The future of psychopharmacology: challenges
beyond efficacy and tolerability
R. EmMSLEY

Clinical trials of novel psychotropic agents:
some caveats
B.A. FiscHER, T.R. FARCHIONE

Tough times never last too long: the future
of psychopharmacology
E. ViETA

RESEARCH REPORTS

Impact of mental disorders on clinical outcomes
of physical diseases: an umbrella review assessing
population attributable fraction and generalized
impact fraction

E. Draciori, J. Rapua, M. SoLmI ET AL

Cognitive behavior therapy vs. control conditions,
other psychotherapies, pharmacotherapies and
combined treatment for depression:

a comprehensive meta-analysis including 409 trials
with 52,702 patients

P. Cuppers, C. M1GUEL, M. HARRER ET AL

Metabolic side effects in persons with
schizophrenia during mid- to long-term treatment
with antipsychotics: a network meta-analysis of
randomized controlled trials

A. BURSCHINSKI, J. SCHNEIDER-THOMA,

V. CHIOCCHIA ET AL

Candidate diagnostic biomarkers for
neurodevelopmental disorders in children
and adolescents: a systematic review
S. Cortesg, M. Sormi, G. MICHELINI ET AL

INSIGHTS

Protective and compensatory childhood
experiences and their impact on adult mental
health

A.S. Morgis, J. Havs-GRUDO

Clearing the air: clarifying the causal role of
smoking in mental illness
J. FirtH, R.E. WooTTON, C. SAWYER ET AL

A clinically useful model of psychopathology
must account for interpersonal dynamics
C.]J. Hopwoob, A.L. Pincus, A.G.C. WRIGHT

Non-specific psychopathology: a once and future
concept
P. ZacHar

LETTERS TO THE EDITOR
WPA NEWS

ISSN 1723-8617

80

82

83

84

86

105

116

129

150

151

152

154

156
165



The World Psychiatric Association (WPA)

The WPA is an association of national psychiatric societies
aimed to increase knowledge and skills necessary for work in
the field of mental health and the care for the mentally ill. Its
member societies are presently 145, spanning 121 different
countries and representing more than 250,000 psychiatrists.

The WPA organizes the World Congress of Psychiatry
every year. It also organizes international and regional con-
gresses and meetings, and thematic conferences. It has 66
scientific sections, aimed to disseminate information and
promote collaborative work in specific domains of psychiatry.
It has produced several educational programmes and series
of books. It has developed ethical guidelines for psychiatric
practice, including the Madrid Declaration (1996).

Further information on the WPA can be found on the web-

site www.wpanet.org.

WPA Executive Committee

President — A. Javed (UK/Pakistan)

President-Elect — D. Wasserman (Sweden)
Secretary General — P. Morozov (Russia)

Secretary for Finances — P. Summergrad (USA)
Secretary for Meetings — E. Pi (USA)

Secretary for Education — R. Ng (Hong Kong-China)
Secretary for Publications — M. Botbol (France)
Secretary for Sections — T.G. Schulze (Germany)

WPA Secretariat

Geneva University Psychiatric Hospital, 2 Chemin du Petit Bel-
Air, 1226 Thonex, Geneva, Switzerland. Phone: +41223055737;
Fax: +41223055735; E-mail: wpasecretariat@wpanet.org.

World Psychiatry

World Psychiatry is the official journal of the World Psychia-
tric Association. It is published in three issues per year and is
sent free of charge to psychiatrists whose names and addresses
are provided by WPA member societies and sections.

Research Reports containing unpublished data are wel-
come for submission to the journal. They should be subdivided
into four sections (Introduction, Methods, Results, Discussion).
References should be numbered consecutively in the text and
listed at the end according to the following style:

1. Cuijpers P, Sijbrandij M, Koole SL et al. Adding psychother-
apy to antidepressant medication in depression and anx-
iety disorders: a meta-analysis. World Psychiatry 2014;13:
56-67.

2. McRae TW. The impact of computers on accounting. Lon-
don: Wiley, 1964.

3. Fraeijs de Veubeke B. Displacement and equilibrium mod-
els in the finite element method. In: Zienkiewicz OC,
Hollister GS (eds). Stress analysis. London: Wiley, 1965:145-
97.

All submissions should be sent to the office of the Editor.

Editor - M. Maj (Italy).

Editorial Board - A. Javed (UK/Pakistan), D. Wasserman (Swe-
den), P. Morozov (Russia), P. Summergrad (USA), E. Pi (USA),
R. Ng (Hong Kong-China), M. Botbol (France), T.G. Schulze
(Germany).

Advisory Board - R.D. Alarcon (USA), D. Bhugra (UK), C.U.
Correll (USA/Germany), J.A. Costa e Silva (Brazil), P. Cuijpers
(The Netherlands), J. Firth (UK), P. Fusar-Poli (UK/Italy),
H. Herrman (Australia), O.D. Howes (UK), F. Lieh-Mak (Hong
Kong-China), F. Lolas (Chile), J.E. Mezzich (USA), D. Mous-
saoui (Morocco), P. Munk-Jorgensen (Denmark), A. Okasha
(Egypt),].Parnas (Denmark),V.Patel (USA/India), P.Ruiz (USA),
N. Sartorius (Switzerland), D.J. Stein (South Africa), A. Tasman
(USA), J. Torous (USA), S. Tyano (Israel), J. Zohar (Israel).

Office of the Editor — Department of Psychiatry, University of
Campania “L. Vanvitelli”, Largo Madonna delle Grazie, 80138
Naples, Italy. Phone: +390815666502; Fax: +390815666523;
E-mail: mario.maj@unicampania.it.

World Psychiatry is indexed in PubMed, Current Contents/Clinical Medicine, Current Contents/Social
and Behavioral Sciences, Science Citation Index, and EMBASE.
All back issues of World Psychiatry can be downloaded free of charge from the PubMed system

(http://www.ncbi.nlm.nih.gov/pmc/journals/297).



EDITORIALS

The need for a new generation of digital mental health tools to
support more accessible, effective and equitable care

The potential of digital mental health to increase access to and
quality of care has gained traction with the rise of smartphones
and accelerated with the spread of telehealth during the COV-
ID-19 pandemic. With at least 80% of the global population now
owning a device able to capture digital phenotyping signals, ana-
lyze data, and run mental health apps, excitement about the immi-
nent arrival of personalized, preventive and precision psychiatry is
understandable.

Yet, by nearly all outcome metrics, digital mental health is not
transforming care'. Whether measured in global trends of deaths
from suicide or rising rates of depression, especially among young-
er people who are often the first to use digital tools, it is clear that
the proclaimed paradigm shift is paused®. The very people who
require mental health care the most, underserved populations,
have not experienced arise in access or boon in outcomes, and the
burden of mental illness in low- and middle-income countries re-
mains as high as ever.

Billions of dollars of resources have been poured into health
apps, algorithms and devices with the assumption that later, with
asimple step, all people would “cross over” or “trickle across” the
digital divide and catch up. However, a variety of digital disparities
are now emerging, which are troubling but perhaps also address-
able. A focus on supporting digital literacy, improving privacy/
evidence for these tools, and creating clinical connections each
provides tangible steps for more equitable and impactful digital
mental health.

As smartphone penetration has accelerated in all countries
around the world, blaming the digital divide on a lack of access
to devices has become untenable. This narrative now covers lack
of Internet access, especially in rural areas. While this is indeed a
barrier still requiring work today?, it is one that can and will prob-
ably be quickly addressed. But, behind access to the Internet, lies
a more challenging first inequity - that concerning digital self-
determination.

Just as self-determination theory highlights the need for au-
tonomy, competence and connection for psychological thriving,
the same is necessary for any digital mental health tools, be they
anything from smartphone apps to virtual reality headsets. While
the data remain aloof as the topic has not yet been well explored,
digital self-determination and the related sub-component of
digital literacy remain underdeveloped in populations with the
greatest mental health needs”.

People may have a smartphone today, but there has not been
a concomitant investment in people themselves to ensure that
they can equitably engage and benefit from digital mental health
tools. Evidence that older adults may find digital health tools
more challenging, or that people from underserved backgrounds
may engage less certainly, reflects issues with flawed designs of
technology and a lack of community engagement, but may also
reflect deeper inequities around educational opportunities that
today’s digital mental health approaches have not yet addressed”.
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Digital self-determination also means that people may say “no”
to using technology for their mental health, and we should honor
their choices and voices. A leading reason why people often say
“no” is that today digital mental health tools have privacy practices
compounded by limited evidence of efficacy. One of the clearest
examples of inequity is the lack of privacy offered by most mental
health apps. A report by the Mozilla Foundation in March 2022
highlighted ongoing privacy risks among well-known mental
health apps. Around the same time in 2022, the suicide hotline
service Crisis Textline agreed to stop sharing users’ text messages
with an outside company after public outcry.

The finding that less than 15% of people in the US and UK are
willing to share anonymized personal health information with a
company for the purposes of improving health care provides a
tangible target for improvement®. The lack of trust engendered in
health care technology must be reversed, and this can occur with
better practices by app developers, demands for privacy by pa-
tients and clinicians, and regulation from governments. Without
trust, there is no health or mental health, and it is understandable
that people do not want their most private and vulnerable infor-
mation shared in today’s digital mental health ecosystem.

Furthermore, despite bold claims of efficacy on their websites,
most studies in the mental health field do not recruit or sample
from the patients with the highest unmet health care needs’.
This clear lack of representativeness may explain why many digi-
tal technologies fail to offer impressive results in the real world
when deployed outside clinical trial conditions. Digital mental
health tools need not be perceived as second-class treatments to
be utilized when a clinician is not available, but should strive for
excellence that exceeds current standards of care. A more subtle
but equally insidious bias rests in magnifying current inequalities
when machine learning or artificial intelligence algorithms are
trained on non-representative populations. As we think of the next
generation of studies that can help reverse inequities, it is critical
not to justify lower-quality research with the assumption that a
digital intervention is better than nothing. If people have a phone,
there are many free and effective interventions that can serve as
an active control condition (or a digital placebo) to enable actual
assessment of efficacy.

Coming to the third above-mentioned inequity, connections
matter. As isolation and loneliness are recognized as public health
threats, digital health tools will be most impactful when they help
people form strong social connections instead of motivating them
to continue focusing inward. The full potential of remote moni-
toring innovations, such as digital phenotyping and wearable
sensors, as well as digital behavioral interventions, can only be
realized when these are well integrated into care and treatment
plans. That means that apps, devices and programs must transfer
data to and from electronic medical records and that health work-
ers and their workflow must be part of the design process.

Yet, less than 25% of apps today even allow such interoperabil-



ityB, and, when supported at one major academic hospital, only
1% of people chose to link their app to their electronic health
record’. Related, clinicians need training and support to incorpo-
rate such new digital health tools. A new workforce will be neces-
sary, with a focus on peer support workers who may mirror the
populations that are most impacted by a lack of access to and/
or comfortability using technology, and who are ready to provide
digital skill training and support.

Achieving optimal health, including mental health, means that
we must address social/political determinants of health. Tech-
nology literacy now is considered a social determinant of health.
It also impacts important aspects of people’s lives, such as access
to competitive employment, education, and even supportive ser-
vices such as housing or access to other people, as clearly emerg-
ing during the COVID-19 pandemic. All of these aspects directly
impact mental health and are as critically important as any clini-
cal-focused use. Acknowledgment and integration of these social
determinants can make digital tools more relevant and useful to a
broader swath of the population with the highest need.

Thus, supporting digital self-determination should be the first
priority, as it will create demand for new privacy protections, in-
form how the next generation of evidence will generate the highest

quality of representative research, and ensure that new health care
services are created to serve people with the highest needs. Devel-
oping a new generation of digital mental health tools/services to
support more accessible, effective and equitable care is the true
innovation ready to be stoked today by each person who becomes
empowered to connect, set up, engage, start/stop, and demand
more from mental health technology.
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The drug treatment deadlock in psychiatry and the route forward

The US Food and Drug Administration (FDA) approved 12
new drugs in psychiatry during the decade 2011-2021 (www.fda.
gov/drugs/drug-approvals-and-databases). In comparison, it
approved 50 new drugs in neurology and 135 in oncology over
the same period. The FDA designated two new drugs as first-
in-class in psychiatry (lofexidine and brexanolone) in the most
recent reviewed period (2015-2021), compared to 13 in neurol-
ogy and 31 in oncology (www.fda.gov/drugs/development-
approval-process-drugs). These data highlight a dearth of new
drug treatments and novel mechanistic approaches across psy-
chiatry, both in absolute and comparative terms. They indicate
that psychiatry faces a deadlock in drug development.

One reason for this deadlock is represented by the challenges
of conducting clinical trials in psychiatry, due to factors such as
high placebo response rates in some disorders, as reviewed by
Correll et al' in this issue of the journal. These challenges mean
that trials have to be large and, consequently, expensive. Large
trials generally require many sites, but having more sites has
been associated with higher placebo response’, meaning that
this solution may make the problem worse. Another factor is that
a number of drug companies - including Pfizer, Eli Lilly, Glaxo-
SmithKline and Astra-Zeneca - have largely stopped psychiatric
drug development. It should be no surprise then that there are
fewer new compounds coming through to approval in psychia-
try. Finally, it is striking that many of the psychiatric drugs cur-
rently in development target the same mechanisms as already
approved treatments, with few new classes of medications in the
pipeline.

In this situation, the first necessary step is to address some of
the challenges in conducting clinical trials in psychiatry. Instead
of adding more sites, a potential solution is to use fewer, higher
quality sites to minimize noise and reduce the placebo response
rate. Another is the use of digital technologies to provide both
better standardization of measures and more data. Smart de-
signs also offer the potential to make trials more efficient and in-
formative.

However, addressing these challenges will be of little use if
there are no new drugs to test. Companies need to be attracted into
psychiatry if we are to see the development of new treatments.
There is some light on the horizon: new companies are entering
psychiatry in some areas, notably in the development of seroto-
nin 2A receptor agonists, such as psilocybin for major depression
and related disorders. Investment in this area exceeded US$500
million in 2021?. This is encouraging, but needs to be replicated
in other areas of psychiatry if we are to see wholesale progress.

The investment in serotonin 2A receptor agonists is also strik-
ing in that it came after well over a decade of research into the
use of these compounds by academic groups®. This highlights the
synergism between academic research and drug development:
drug developers grow their ideas from mechanistic and clinical
understanding of disorder. It also illustrates the need for sus-
tained investment in translational research in psychiatry to sow
the seeds for future drug development. This requires the engage-
ment of governments and charitable funders. It is noteworthy, in
this respect, that both neurology and oncology have seen large-
scale, long-term research investment from charities such as Can-
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