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LAST EPISODE PSYCHOSIS

“An air of desolation more

calculated to fix than to remove”

Emil Kraepelin
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e 2 s i 2 e

(red colours indicate the hig #

nﬁmgfore the break

Paying attention to risk factors and warning signs could
avert some cases of schizophrenia — or at least better
prepare people for what’s tocome.

‘Born at risk’). Even when schizophrenia has
taken hold, early treatment after the first epi-
sode of psychosis can limit the severity of the
illness and increase the chances of recovery.

McGorry and others have taken the idea of
early treatment further, proposing to inter-
vene at the first suggestive signs of psychosis.
A person might become suspicious, or start
to hear a voice, but still recognize that these
things are not tethered to reality. They may
withdraw from friends and family, or have
trouble focusing at school or work. The criteria
for this ‘at risk’ category differ slightly between
researchers, but they all require that a person
is sufficiently di d by their symptoms to
seek help.

About one-third of people in this at-risk
category develop psychosis within three years,
and most are diagnosed with schizophrenia. A
version of this at-risk category, called attenu-
ated psychosis syndrome (APS), was consid-
ered for inclusion as a new diagnosis in the
recent fifth edition of the Diagnostic and Sta-
tistical Manual of Mental Disorders (DSM-5),
one of the most widely used inventories of
mental illnesses. But most people with APS
do not actually develop full-blown psychosis,
soafter much discussion the syndrome was not
included in DSM-5.

WE CAN PREDICT AND EVEN DELAY THE

ONSET OF PSYCHOSIS....

ELSEVIER SCIENCE PUBLISHING/TYRONE CANNON



Predicting Psychosis

META-ANALYSIS

Meta-analysis of Transition Outcomes in Individuals at High Clinical Risk

Paolo Fusar-Poli, MD, PhD; Ilaria Bonoldi, MD; Alison R. Yung, PhD; Stefan Borgwardt, PhD;
Matthew J. Kempton, PhD; Lucia Valmaggia, PhD); Francesco Barale, PhD;

Edgardo Caverzasi, PhD; Philip McGuire, PhD

Context: A substantial proportion of people at clinical
high risk of psychosis will develop a psychotic disorder
over time. However, the risk of transition to psychosis
varies between centers, and some recent work suggests
that the risk of transition may be declining,

Objective: To quantitatively examine the literature to
date reporting the transition risk to psychosis in sub-
jects at clinical high risk.

Data Sources: The electronic databases were searched
until January 201 1. All studies reporting transition risks
in patients at clinical high risk were retrieved.

Study Selection: Twenty-seven studies met the inclu-
sion criteria, comprising a total of 2502 patients.

Data Extraction: Transition risks, as well as demo-
graphie, clinical, and methodologic variables, were ex-
tracted from each publication or obtained directly from
its authors.

Qi for heterogeneity acrosedh
fluencing the i e age of partici-
pants, publication year, treatments received, and
diagnostic eriteria used. There was no publication bias,
and a sensitivity analysis confirmed the robusiness of the
core [indings.

Conclusions: The state of clinical high risk is associ-
ated with a very high risk of developing psychosis within
the first 3 years of clinical presentation, and the risk pro-
gressively increases across this period. The transition risk
varies with the age ol the patient, the nature of the treat-
ment provided, and the way the syndrome and transi-
tion to psychosis are defined.

Arch Gen Psychiatry. 2012;69(3):220-229
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‘At risk mental state’ clinics for psychosis - an
idea whose time has come - and gone!

Olesya Ajnakina®?, Anthony S. David® and Robin M. Murray*#
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Abstract

At Risk Mental State (ARMS) clinics are specialised mental health services for young, help-
seeking people, thought to be at ultra-high risk of developing psychosis. Their stated purpose
is to reduce transitions from the ARMS state to clinical psychotic disorder. Reports of ARMS
clinics provide ‘evidence-based recommendations’ or ‘guidance’ for the treatment of such indivi-
duals, and claim that such clinics prevent the development of psychosis. However, we note that in
an area with a very well-developed ARMS clinic (South London), only a very small proportion
(4%) of patients with first episode psychosis had previously been seen at this clinic with symp-
toms of the ARMS. We conclude that the task of reaching sufficient people to make a major con-
tribution to the prevention of psychosis is beyond the power of ARMS dlinics. Following the
preventative approaches used for many medical disorders (e.g. lung cancer, coronary artery dis-
ease), we consider that a more effective way of preventing psychosis will be to adopt a public
health approach; this should attempt to decrease exposure to environmental factors such as can-
nabis use which are known to increase risk of the disorder.



VAN DER GAAG ET AL (2013)

Forest plot of Risk Ratios at 12 months

Study name Statistics for each study Risk ratio and 95% ClI
Risk Lower Upper
ratio limit  limit ZValue p-Value
McGorry, 2002 0,542 0,226 1,298 -1,374 0,169 —
McGlashan, 2006 0,425 0,168 1,076 -1,806 0,071 —l
Yung, 2012 0,760 0,285 2,026 -0,549 0,583 ——
Amminger, 2008 0,177 0,042 0,750 -2,350 0,019 o
Nordentoft, 2006 0,243 0,073 0,805 -2,315 0,021 -——
Bechdolf, 2012 0,054 0,003 0913 -2,023 0,043 -
Morrison, 2004 0,219 0,048 0,993 -1,969 0,049 =
Addington, 2011 0,134 0,008 2404 -1,364 0,173 -
Yung, 2012 0,742 0,278 1,982 0,594 0,552 :I.L—
Morrison, 2012 0,700 0,274 1,788 -0,745 0,456
Van der Gaag, 2012 0,478 0,229 0,998 -1,966 0,049 -
0,462 0,334 0641 -4,635 0,000 <&
0,01 0,1 1 10 100
Favours A Favours B

Meta Analysis
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Lack of evidence to favor specific preventive interventions
in psychosis: a network meta-analysis

Cathy Davies', Andrea Clpn‘aniz. John PA. loannidis®”, Joaquim Radua"®?, Daniel Stahl'®, Umberto Provenzani''", Philip McGuire'*'?,
Paolo Fusar-| Poll' A3

'Early Psychosis: Interventions & Clinical-detection (EPIC) Lab, Department of Psychosis Studies, Institute of Psychiatry, Psychology & Neuroscience, King's College London,
London, UK: “Department of Psychiatry, University of Oxford, and Oxford Health NHS Foundation Trust, Oxford, UK; *Department of Medicine, Stanford Prevention
Research Center, Stanford, CA, USA; “Department of Health Research and Policy, Stanford University School of Medicine, Stanford, CA. USA: *Department of Biomedical
Data Science, Stanford University School of Medicine, Stanford, CA, USA; “Meta-Research Innovation Center at Stanford, Stanford University, Stanford, CA, USA; ’Department
of Statistics, Stanford University School of Humanities and Sciences, Stanford, CA, USA: ®FIDMAG Germanes Hospitalaries, CIBERSAM, Sant Boi de Llobregat, Spain; *Depart-
ment of Clinical Neuroscience, Centre for Psychiatry Research, Karolinska Institutet, Stockholm, Sweden; '°Biostatistics Department, Institute of Psychiatry, Psychology & Neu-
roscience, King's College London, London, UK: '' Department of Brain and Behavioral Sciences, University of Pavia, Pavia, ltaly; '“Department of Psychosis Studies, Institute of
Psychiatry, Psychology & Neuroscience, King's College London, London, UK: *National Institute for Health Research (NIHR) Maudsley Biomedical Research Centre, London,
UK: "*OASIS Service, South London and Maudsley NHS Foundation Trust, London, UK

Preuemmg psychnsts in patients at clinical high risk may be a promising for p ptivels liorating outcomes of the most severe
psychiatric di: He information on how each preventive intervention fares against alher currenlly available treatment options
remains unal/ailuble The aim of the current study was to quantify the i y and magnitude of effects of specific preventive interventions
for psych paring different tr ina nelwork meta-analysis. PsycINFO, Web of Science, Cochrane Central Register of Controlled
Trmls. and unpubhshed/grey literature were searched up to July 18, 2017, to identify randomlzed controlled mals conducted in mdwtduals at
clinical high risk for psychosis, comparing different types of intervention and reporting to psychosis. Two revie s

extracted data. Data were synthesized using network meta-analyses. The primary outcome was lmnsman to psychoszs at different time pomls
and the secondary outcome was treatment acceptability (dropout due to any cause). Effect sizes were reported as odds ratios and 95% confi-
dence intervals (CIs). Sixteen studies (2,035 patients, 57% male, mean age 20.1 years) reported on risk of transition. The lrearmems lested were
needs-based interventions (NBI); omega-3 + NBI; ziprasid + NBI; ol pine + NBI; aripip le + NBI; i logical interven-
tions; family therapy + NBI; D-serine+ NBI; cognitive bel al therapy, French & Morrison protocol {CBTF) + NBI CBT-F + risperi-
done + NBI; and cognitive behavioural therapy, van der Gaag protocol (CBT-V) + CBT-F + NBI. The network meta-analysis showed no evi-
dence of significantly superior efficacy of any one intervention over the others at 6 and 12 months (insufficient data were available after 12
months). Similarly, there was no evidence for intervention differences in acceptability at either time point. Tests for inconsistency were non-
significant and sensitivity analyses controlling for different clustering of interventions and biases did not materially affect the interpretation of
the results. In summary, this study indicates that, to date, there is no evidence that any specific intervention is particularly effective over the
others in preventing transition to psychosis. Further experii I research is needed.

Key words: Psychosis, risk, prevention, needs-based interventions, cognitive behavioural therapy, antipsychotics, omega-3, integrated psy-
chological interventions, family therapy, network meta-analysis, guidelines

(World Psychiatry 2018;17:196-209)
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Evidence for preventive treatments in young patients at
clinical high risk of psychosis: the need for context

Cochrane reviews, as rigorous evaluations of evidence
in health care, have a substantial effect on dlinical and
policy decision-making; however, their findings and
methods need to be contextualised. These reviews are
done by groups of academics who might or might not
have adequate expertise or clinical experience in the
field they examine, and the methods are indeterminate
and conservative

The recent Cochrane review' of intervention trials for
patients at clinical high risk of psychosis concluded that,
despite the considerable research effort in this area, the
evidence base was weak and firm conclusions could not
yet be drawn. The authors noted that the "strongest

trials (RCTs) with control conditions Although this
method is arquably a better approach than network
meta-analyses, it meant that the critical issue of
whether, when all pooled together, specific targeted
interventions were superior to standard treatment was
left unaddressed. When this issue has been addressed,
the onset of psychosis in the dinical high risk population
could at least be delayed through specific targeted
treatments, with a 50% risk reduction over 12 months 5*

The Cochrane review did show the benefits of
cognitive behavioural therapy (CBT) over supportive
therapy, with a number needed to treat (NNT) of 13
over 1year and a relative risk of 045 (about 8% vs 16%

EDITORIAL

Opinion

Clinical High Risk for Psychosis—Not Seeing the Trees for the Wood

Patrick D. McGorry, MD, PhD; Barnaby Nelson, PhD

“It'snot the tools that you have faith in: tools are just tools. They work,
or they don't work. It's people you have faith in or not.”
Steve Jobs.

Three decades ago, the schizophrenia field finally began to
challenge the intrinsic pessimism that had inhibited preven-
tive approaches for a century. Early detection and specialized
early treatment models for first-episode psychosis have since
‘become the global standard of
care, producing better out-
comes that “bend the curve”
of the early course of illness' and have opened the door to the
prevention or delay of the first episode of psychosis. The de-
velopment of operational criteria (the “ultra” or “clinical” high
risk [CHR] criteria) for identifying what we originally termed
the at-risk mental state meant that an even earlier stage of ill-
ness could be identified prospectively and studied for its heu-
ristic and therapeutic potential.

Related article

els of premorbid risk factors and are highly symptomatic with
substantial comorbidity, substance use, suicidal behavior, and
functicnal i i They not only aclear-cut
need for care, despite being subthreshold for first-episode psy-
chosis, but also a range of neurobiologic disturbances, includ-
ing structural brain changes, neurocognitive impairment, and
blood biomarker changes. Some authors have alleged that this
cohort of help-seeking patients are within the normative
range and to offer care might be harmful through labeling or
overtreatment.® The Fusar-Poli et al review? clearly validates
their morbidity and risk. The question then arises of how to find
and engage the people with a genuine need for care enriched
for risk of psychosis and other potentially poor outcomes and
how to intervene safely to reduce these risks and improve out-
comes. Another challenge is to engage more than a minority of
such patients® for whom solutions have been developed.*
The meta-analytic approach, especially at the umbrella
level, fails to fully capture the cutting edge of knowledge and
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ABSTRACT

Over a quarter of a century ago, the formulation of the “at risk mental state” and operational criteria to prospec-
tively identify individuals at “clinical” or “ultra-high risk” (UHR) for psychosis created a global wave of research
momentum aimed at predicting and preventing first-episode psychosis. A substantial number of randomized
controlled trials (RCTs) were conducted to determine if transition to psychosis could be delayed or even
prevented. The efficacy of a range of interventions was examined, with standard meta-analyses clearly indicating
that these could at least delay transition for 1-2 years and that outcomes improve. Recently, network meta-
analyses have attempted to identify the most effective intervention. These highlighted the fact that no one
form of intervention is superior to the rest, a finding interpreted in such a way as to create doubts concerning
the value of intervening. These doubts have been reinforced by a subsequent Cochrane review which judged
the quality of the evidence as low or very low. Here, we report a narrative review of findings from RCTs and
meta-analvses on the efficacv of interventions in UHR. We also critique the network meta-analvses and the
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ARTICLE INFO ABSTRACT

Keywords: Intervention at the earliest illness stage, in ultra or clinical high-risk individuals, or indicated prevention,
Ultra-high risk currently represents the most promising strategy to ameliorate, delay or prevent psychosis. We review the
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SYNOPSIS: CLINICAL HIGH RISK
PSYCHOSIS

—We can identify a clinical phenotype with a “need for care” which has a substantial risk
of transition to psychosis

—Prediction can be sharpened but with falling transition rates “enrichment” is an issue

—We can reduce this risk through the provision of relatively specialised psychosocial
care — CBT influenced...

—There are other comorbid or emerging/incident syndromes which means that there is
valence for other exit syndromes and a range of outcomes including persistence or
recurrence of the UHR stage and poor functioning

—Needs to be the target of new intervention strategies
—We need to clarify the sequence of optimal treatment for UHR stage

—deally this needs to be done in parallel with the prediction and treatment of other
syndromes

—And guided by a parsing of heterogeneity (need to consider transdiagnostic
perspective)

—$82m AMP Project



STEP Study Design

STEP1
SPS N=500
= 3 sessions over 1.5 months
SPS monthly i E
sessions HE
untilimi2 RESPONDERS - RANDOMISED TO: | NON-RESPONDERS -
o smo ‘ i RANDOMISED TO:
Monitoring at :
M3, 6,9 &12 H
STEP 2
CBCM SPS 200
4.5 months 4.5 months
SPS monthly R AR e e -
sessions \:/ \:/
until M12 b
RESPONDERS - RANDOMISED TO: # | NON-RESPONDERS -
....... o - ! STRATIFIED ON LEVEL
i OF DEPRESSION AND
Monitoring at { RANDOMISED TO:
M9 & 12 H
N
STEP 3
N=80
CBCM + SSRI CBCM + Placebo

6 months 6 months

Fast fail option for non-responders at 12 weeks:
Patient choice of Omega-3 or antipsychotic medication

s 18 and 24

All par pants followed up at mon
SPS = Support and Problem Solving

CBCM = Cognitive-Behavioural Case Management

SSRI = Selective Serotonin Reuptake Inhibitor



TRAJECTORIES AND PREDICTORS IN THE CLINICAL HIGH RISK FC
PSYCHOSIS POPULATION:

PREDICTION SCIENTIFIC GLOBAL CONSORTIUM (PRESCIENT)

THE UNIVERSITY OF
MELBOURNE




Deep Phenotyping
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Functioning functional impairment
Sleep
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Physical Health
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Remission of CHR
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AMP SCZ has established a Harmonized Research Network and

Data Processing, Analysis, and Coordination Center

Cambridgeshire and Peterborough
NHS Foundation Trust
The University of
The University of Amsterdam
school of Medicine, Universty of Settia] Denes \f The University of Copenhagen
Cumming Center —
Medcal King's College London - N
Harvard University / w .l— University Hospital Jena
of e
Unlversity of Oregon RQ Brigham & Women's Hospital -
Washington University Neis y Klinlkum der Universitaat Munich
. Olin Neuropsychiatry Research Center,
Ao Hartford Hosphal
University of Pavia
[ Vot Universiy |
University of Calfomia,
San Frandsco Icahn School of Medidne at Mount Sinal Centre Hospitaler
The Zucker Hilside Hospital Universitaire Vaudols
University of California,
Los Angeles University of Pernsyivani nstitute of Psychiatry and Mental
Temple University Health, IPS Maranon
University of
San ;:;lnms. University of North Carclina
at Chapel Hill

PREDICT: Psychosis Risk Evaluation, Data

Recruitment to begin Q4 2021
* CHR participants: 1,937

* Healthy control participants: > 555

Seoul National University

_—"  Hosptal

(o
m\ Chonnam National University

o MedicalSchool
Shanghal Mental Health
\

<

Center

University of Hong Kong
Institute of Mental Heaith

\ ¢

Integration, and Computational Technologies g fo thvledt
ProNET: Psychosis-Risk Outcomes Network PRESCIENT Traj?dories and Predictors in Hﬂdsweamebum
- the Clinical High-Risk for Psychosis Population Fearkpace Sundhine
- Headspace Melton
. ! m . Headspace Werrbee
Martha Shenton René Kahn N A 4)’
Scott Woods Carrie Bearden  John Kane Harvard University !c?hn School of oy Barnaby Nelson Patrick McGorry
Yale University University of Northwell Health Medicine at Mount Sinai University of Melbourne University of
California, Melbourne
Los Angeles
The AMP Schizophrenia public-prit partnership is made possible through the generous support and particij of the followi b

fé FNIH NIH ) Bt

FOUNDATION

-
U.S. FOOD & DRUG sunrmc £ ﬂBoehringer
O [Qusrooosorus ok @y (T Bochringer janssen J @NAMI £3 @




Outcomes of Nontransitioned Cases in a Sample at
Ultra-High Risk for Psychosis

Ashleigh Lin, Ph.D.

Stephen |. Wood, Ph.D.
Barnahy Nelson, Ph.D.
Amanda Beavan, B.Sc.

Patrick McGorry, M.D., Ph.D.,
F.RAN.ZCP.

Alison R. Yung, M.D.,
F.RAN.Z.CP.

Objective: Two-thirds of individuals iden-
tified as at ultra-high risk for psychosis do
not develop psychotic disorder aver the
medium term. The authors examined out-
comes in a group of such patients.

Method: Participants were help-seeking
individuals identified as being at ultra-high
risk for psychosis 2-14 years previously.
The 226 participants (125 female, 101 male)
completed a follow-up assessment and had
not developed psychosis. Their mean age at
follow-up was 25.5 years (SD=4.8).

Results: At follow-up, 28% of the partic-
ipants reported attenuated psychotic
symptoms. Over the follow-up period, 68%
experienced nonpsychatic disorders: mood
disorder in 49%, anxiety disorder in 35%,
and substance use disorder in 29%. For the
majority (30%), nonpsychotic disorder was
present at baseline, and it persisted for

52% of them. During follow-up, 26% of the
cohort had remission of a disorder, but
38% developed a new disorder. Only 7%
did not experience any disorder at base-
line or during follow up. The incidence of
nonpsychotic disorder was associated with
more negative symptoms at baseline. Fe-
male participants experienced higher rates
of persistent or recurrent disorder. Meeting
criteria for brief limited intermittent psy-
chotic symptoms at intake was associated
with lower risk for persistent or recurrent
disorder.

Conclusions: Individuals at ultra-high risk
for psychosis who do not transition to psy-
chosis are at significant risk for continued
attenuated psychotic symptoms, persistent
or recurrent disorders, and incident dis-
orders. Findings have implications for on-
going clinical care.

Am | Psychiatry Lin et al.; AiA:1-10

Orygen: National Centre of Excellence in Youth Mental Health



SPECIAL ARTICLE

Beyond the “at risk mental state” concept: transitioning to
transdiagnostic psychiatry

Patrick D. McGorry, Jessica A. Hartmann, Rachael Spooner, Barnaby Nelson
Orygen, The National Centre of Excellence in Youth Mental Health, and Centre for Youth Mental Health, University of Melbourne, Parkville, Australia

The “at risk mental state” for psychosis approach has been a catalytic, highly productive research paradigm over the last 25 years. In this
paper we review that paradigm and summarize its key lessons, which include the valence of this phenotype for future psychosis outcomes, but
also for comorbid, persistent or incident non-psychotic disorders; and the evidence that onset of psychotic disorder can at least be delayed in
ultra high risk (UHR) patients, and that some full-threshold psychotic disorder may emerge from risk states not captured by UHR criteria. The
paradigm has also illuminated risk factors and mechanisms involved in psychosis onset. However, findings from this and related paradigms
indicate the need to develop new identification and diag ic strategies. These findings include the high p lence and impact of mental dis-
orders in young people, the limitations of current diag ic sy and risk identification approaches, the diffuse and unstable symptom
patterns in early stages, and their pluripotent, transdiagnostic trajectories. The app h we have ly ad d has been guided by the
clinical staging model and adapts the original “at risk mental state” approach to encompass a broader range of inputs and output target syn-
dromes. This approach is supported by a number of novel modelling and prediction strategies that ack ledge and reflect the dynamic
nature of psychopathology, such as dynamical systems theory, network theory, and joint modelling. Importantly, a broader transdiagnostic
approach and enl g specific prediction (profiling or increasing precision) can be achieved concurrently. A holistic strategy can be devel-
oped that applies these new prediction approaches, as well as machine learning and iterative probabilistic multimodal models, to a blend of
subjective psychological data, physwal d:slurbances (eg., I:EG measures) and biomarkers (e.g., neuroinflammation, neural network abnormal-
ities) acquired through fi I or l l This strategy could ultimately enhance our undersmndmg and
ability to predict the onset, early course and evolution of mental ill health, further op g p ys for p ive inter

Key words: At risk mental state, psychosis, ultra high risk, transition, transdiagnostic psychiatry, clinical staging, CHARMS, prediction strat-
egies, network theory, dynamical systems theory, joint modelling

(World Psychiatry 2018;17:00-00)
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Figure 1A. Traditional UHR paradigm in the context of clinical staging
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EDITORIAL

Why We Need a Transdiagnostic Staging Approach to Emerging
Psychopathology, Early Diagnosis, and Treatment

Patrick McGorry, MD, PhD, FRCP, FRANZCP: Barnaby Nelson, PhD

One of the urgent challenges for psychiatry is to create a sim-
pler, more useful approach to diagnosis.! Our traditional di-
agnostic systems are categorical and siloed, consisting of poly-

thetic operational definitions
< of clinical phenotypes. The
Related article page 211 boundaries between syn-

dromes and phenotypes are
not clear and comeorbidity is the rule rather than the excep-
tion. We know that dimensionality underlies most of these phe-
notypes and that distress, impairment, and need for careisnot
limited to the full threshold versions of these phenotypes. This
means that a transdiagnostic approach is going to be neces-
sary. The dynamics of early psychopathology are complex and
emerging microphenotypes ebb, flow, and evolve in many pat-
terns, which do not follow rigid train tracks to discrete mac-
rophenotypes such as schizophrenia or bipolar disorder. The
reification of these macrophenotypes hasled to a spurious cer-

There is along tradition of conceptualization and study of
brief or transient psychoses from the phenomenological tra-
dition. In fact, much of this literature sought to distinguish
these and similar phenotypes from the flawed but compel-
ling concept of “process” schizophrenia. There are many in-
teresting concepts from a range of cultures and traditions, and
their common features included an abrupt onset, polymor-
phicand unstable features, a high level of disorganization, and
very often an inference of psychogenic causation. For ex-
ample, Brief Psychosis in the DSM 3 was Brief Reactive Psy-
chosis. These psychoses werte, ironically in the present con-
text, usually defined by the lack of a prodromal or dimensional
precursor stage. In contrast, the concept of brief limited in-
termittent psychotic symptoms (BLIPS) as a warning sign for
a first episode of sustained psychosis was part of an attempt
to rise above the Kraepelinian framework and predict a first-
episode psychosis (not merely nonaffective) of sufficient se-
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Long-Term Follow-Up of the TIPS Early Detection in
Psychosis Study: Effects on 10-Year Qutcome

Wenche ten Velden Hegelstad,
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Svein Friis, M.D., Ph.D.
Thomas McGlashan, M.D.

Objective: Early detection in first-episode
psychosis confers advantages for nega-
tive, cognitive, and depressive symptoms
after 1, 2, and 5 years, but longitudinal
effects are unknown. The authors inves-
tigated the differences in symptoms and
recovery after 10 years between regional
health care sectors with and without a
comprehensive program for the early de-
tection of psychosis.

Method: The authors evaluated 281 pa-
tients (carly detection. N=141) 18 to &5
vears old with a first episode of nonaffec-
tive psychosis between 1997 and 2001. Of
these, 101 patients in the early-detection

area and 73 patients in the usual-detec-
tion arca were followed up at 10 years,
and the authors compared their symp-
toms and recovery.

Results: A significantly higher percentage
of early-detection patients had recovered
at the 10-year follow-up relative to usual-
detection patients. This held true despite
more severcly ill patients dropping out
of the study in the usual-detection area.
Except for higher levels of excitative symp-
toms in the eary-detection area, there
were no symptom differences between
the groups. Early-detection recovery rates
wiere higher largely because of higher em-
ployment rates for patients in this group.

Conclusions: Early detection of first-ep-
isnde psychosis appears to increase the
chances of milder deficits and superior
functioning. The mechanisms by which
this strategy improves the long-term prog-
nosis of psychosis remain speoulative.
Wevertheless, our findings over 10 years
may indicate that a prognostic link exists
between the timing of intervention and
outcome that deserves additional study.

{Am | Psychiatry Hegelstad et al.; AiA:1-7)
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Effect of delaying treatment of first-episode psychosis on
symptoms and social outcomes: a longitudinal analysis and
modelling study

Richard | Drake, Nusrat Husain, Max Marshall, Shén W Lewis, Barbara Tomenson, Imran B Chaudhry, Linda Everard, Swaran Singh,
Nick Freemantle, David Fowler, Peter B Jones, Tim Amos, Vimal Sharma, Chloe D Green, Helen Fisher, Robin M Murray, Til Wykes, lain Buchan,
Max Birchwood

Summary

Background Delayed treatment for first episodes of psychosis predicts worse outcomes. We hypothesised that delaying
treatment makes all symptoms more refractory, with harm worsening first quickly, then more slowly. We also
hypothesised that although delay impairs treatment response, worse symptoms hasten treatment, which at
presentation mitigates the detrimental effect of treatment delay on symptoms.

Methaods In this longitudinal analysis and modelling study, we included two longitudinal cohorts of patients with first-
episode psychosis presenting to English early intervention services from defined catchments: NEDEN (recruiting
1003 patients aged 14-35 years from 14 services between Aug 1, 2005, and April 1, 2009) and Outlook (recruiting
399 patienis aged 16-35 years from 11 services between April 1, 2006, and Feb 28, 2009). Patients were assessed at
baseline, 6 months, and 12 months with the Positive and Negative Symptom Scale (PANSS), Calgary Depression
Scale for Schizophrenia, Mania Rating Scale, Insight Scale, and Social and Occupational Functioning Assessment
Scale. Regression was used to compare different models of the relationship between duration of untreated psychosis
(DUP) and total symptoms at 6 months. Growth curve models of symptom subscales tested predictions arising from
our hypotheses.

Findings We included 948 patients from the NEDEN study and 332 patients from the Outlook study who completed
baseline assessments and were prescribed dopamine antagonist antipsychotics. For both cohorts, the best-fitting
models were logarithmic, describing a curvilinear relationship of DUP to symptom severity: longer DUP predicted
reduced treatment response, but response worsened more slowly as DUP lengthened. Increasing DUP by ten times
predicted reduced improvement in total symptoms (ie, PANSS total) by 7-339 (95% CI 5-762 to 8-916; p<0-0001) in
NEDEN data and 3-846 (1-689 to 6-003; p=0-0005) in Outlook data. This was true of treatment response for all
symptom types. Nevertheless, longer DUP was not associated with worse presentation for any symptoms except
depression in NEDEN (coefficients 0-099 [95% CI 0-033 to 0-164]; p=0-0028 in NEDEN and 0-007 [-0-081 to 0-095];
p=0-88 in Outlook).

Interpretation Long DUP was associated with reduced treatment response across subscales, consistent with a harmful
process upsiream of individual symptoms’ mechanisms; response appeared to worsen quickly at first, then more
slowly. These associations underscore the importance of rapid access to a comprehensive range of treatments,
especially in the first weeks after psychosis onset.

Funding UK Department of Health, National Institute of Health Research, and Medical Research Council.
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The impact of waiting time on patient outcomes: Evidence
from early intervention in psychosis services in England
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Abstract

Recently, new emphasis was put on reducing waiting times in mental health
services as there is an ongoing concern that longer waiting time for treatment
leads to poorer health outcomes. However, little is known about delays within
the mental health service system and its impact on patients. We explore the
impact of waiting times on patient outcomes in the context of early interven-
tion in psychosis (EIP) services in England from April 2012 to March 2015.
‘We use the Mental Health Services Data Set and the routine outcome measure
the Health of the Nation Outcome Scale. In a generalised linear regression
model, we control for baseline outcomes, previous service use, and treatment
intensity to account for possible endogeneity in waiting time. We find that
longer waiting time is significantly associated with a deterioration in patient
outcomes 12 months after acceptance for treatment for patients that are still
in EIP care. Effects are strongest for waiting times longer than 3 months, and
effect sizes are small to moderate. Patients with shorter treatment periods are
not affected. The results suggest that policies should aim to reduce excessively
long waits in order to improve outcomes for patients waiting for treatment for
psychosis.

KEYWORDS
mental health, psychosis, routine outcome measures, treatment intensity, waiting times
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Research

JAMA Psychiatry | Original Investigation

Comparison of Early Intervention Services vs Treatment
as Usual for Early-Phase Psychosis

A Systematic Review, Meta-analysis, and Meta-regression

Christoph U Comell, MD: Britta Galling, MD; Aditya Pawar, MD; Anastasia Krivko, MO; Chiara Bonetto, MD:
Micella Ruggeri, MD; Thomas J Craig. PhO; Merete Nordentoft, MD; Vinod H. Sahari, MD: Sinan Guloksuz, MO;
Christy L. M. Hul, PhD; Eric Y. H. Chen, MD; Marcelo Valencia, PhO); Francisco uarez, PhD;

Delbert G. Robinson, MD: ¢
Robert A. Rosenheck. MD:; PatriciaMarcy, BSN; Jean Addington, PhD;
James Robinson, MEG; David Penn, PhD: Joanne B. Severe. MS; John M. Kane, MO

& Edtorial
The valueof early Supplementalcontent
have remained suboptimal.
OBJECTIVE )
early-phase psychosis.
ibMed, PsycINFO, EMBASE, and
ChinicalTrials. June 6,2017.

STUDY SELECTION Randomized trials comparing EIS vs TAU in first-episode psychosis or
early-phase schizophrenia spectrum disorders.

PRISMA guidefines. arandom-effects
and at least

RESULTS Acs 16.2 (74] months:

. 924 months 275[4.6) 1623%]

male), EIS TAUat forall13
discontinuation (risk ratio [RR], 0.70;95% C1, 0.61-0.80; P < 001), atleast | psychiatric
hospitalization (RR, 0.74;95% C1, 0.61-0.90; P = 003), involvement in school or work (RR.
113:95% Q1, 1031.24; P = 01),

~0.32:95%C1, ~0.47to -017; P < 00I), positive symptom severity (SMD, ~0.22; 95% I,
~0.32t0-011; P < 001), and negative symptom severity (SMD, -0.28:95% 0, 042 to
~014; P < 001) 6,91012,and 1810
24 months
severity at 18-24 months).

£ Inearly is. E15 to TAU across all
EiSin

patients with early-phase psychosis,
Author Affiliations: Author
affliations are listed at the erd of this
arude

Corresponding Author: Chrstaph U,
Correll MD, Department of

JAMA Psychiotry. dol: 0100 jamapsyehiatry 2018 0623 Hospital, 75-59263rd St. Gen Oaks,
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Economic payoffs at scale

Primary prevention of mental disorder

School-based social and emotional learning  Net savings of £6532 million after 10 years from provision to all 651000 10-year-olds in England® (£5729

programmes for 10-year-olds to prevent million in crime-related savings, £748 million in health-care service savings, and £121 million in education
conduct disorder,” which result in £83.73 savings); timeframes of savings: net cost of £5 million after 1 year, net saving of £4147 million after Syears, net
net savings for each £1 spent saving of £6532 million after 10 years

School-based interventions to reduce Net savings of £9726 million from provision to all 9 005 000 individuals aged 5-18 years in England,® which are

bullying,® which resultin £14-35 saved for ~ long-term in nature and accrue to individuals mainly as increased wages
each £1 spent

Secondary prevention of mental disorder

Parenting interventions for conduct Net savings of £386 million from provision to parents of all 41 500 individuals with conduct disorder aged
disorder,® which resultin £7.89 net savings 5 years in England*? (£311 million in crime-related savings, £53 million in health service savings, and £18 million
foreach £1 spent in education savings); timeframe of net savings: £14 million by age 6 years, £300 million between ages 7 and

16 years, £72 million over 17 years of age

Early intervention for first-episode
psychosis,” which results in £17-97 net
savings for each £1 spent

timeframe of net savings: £457 million after 1 year, £1067 million during years 2-5, £169 million during
years 6-7

Tertiary pi ion of mental di:

CBT for each personwith schizophrenia,*  Net savings of £310 million after 3 years to the NHS if all people aged over 15 years in England with

which results in overall savings of £989 per  schizophrenia in previous year'® received CBT

person to health and social care

Primary promotion of mental wellbeing

Work-based mental wellbeing promotion,®  Net savings of £18 864 million within one year to employers from provision of a simple set of interventions to
which results in £9-69 net savings foreach  promote the wellbeing of all 27125 000 employees in England* (£15 038 million savings from reduced

£1 spent presenteeism, £5996 million savings from reduced absenteeism, £2170 million intervention costs)

GP=general practitioner. CBT=cognitive behavioural therapy. NHS=National Health Service.

Table: Conservative estimates of economic savings in England from complete c ge of nine cost-effective public mental health interventions
identified as part of the England mental health strategy

Campion et al Lancet Psychiatry 2017



Effectiveness of Early Psychosis Intervention:
Comparison of Service Users and Nonusers in
Population-Based Health Administrative Data

Kelly K. Anderson, Ph.D., Ross Norman, Ph.D., Arlene MacDougall, M.D., M.Sc., Jordan Edwards, M.Sc.,
Lena Palaniyappan, M.D., Ph.D., Cindy Lau, M.Sc., Paul Kurdyak, M.D., Ph.D.

Objective: Early psychosisintervention (EPI) programs improve
clinical and functional outcomes for people with first-episode
psychosis. Less is known about the impact of these programs on
the larger health care system. The authors sought to compare
indicators of health service use, self-harm, suicide, and mor-
tality between people with first-episode psychosis who were
using EPI services and a propensity-matched group of con-
current control subjects who were not accessing EPI services.

Method: A retrospective cohort of incident cases of non-
affective psychosis in the catchment area of the Prevention and
Early Intervention Program for Psychoses in London, Ontario,
between 1997 and 2013 was constructed using health admin-
istrative data. This cohort was linked to primary data from the
same program to identify people who used EPI services. Out-
comes for people who used EPI services and those who did not
were compared using Cox proportional hazards models.

Results: People who used EPI services had substantially lower
rates of all-cause mortality in the 2-year period after EPI

program admission (hazard ratio=0.24, 95% CI=0.11-0.53),
although a significant difference in self-harm (hazard ratio=
0.86, 95% ClI=0.18-4.24) and suicide (hazard ratio=0.73,
95% Cl=0.29-1.80) between the two groups was not ob-
served. Those who used EPI services also had lower rates of
emergency department presentation (hazard ratio=0.71,
95% Cl=0.60~0.83) but higher rates of hospitalization (hazard
ratio=1.42, 95% Cl=118-171). These benefits were not ob-
served after 2 years, when EPI care is typically stepped down to
medical management.

Conclusions: People with first-episode psychosis who used
EPI services had mortality rates that were four times lower
than those with first-episode psychosis who did not use these
services, aswellas better outcomes across several health care
systemindicators. These findings support the effectiveness of
EPI services for the treatment of first -episode psychosis in the
larger context of the overall health care system.

AJP in Advance (doi: 10.1176/appi.ajp.2017.17050480)
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AWiden the UHR/ARMS channel: delay onset & ameliorate impact
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