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ABSTRACT

Background

Psychosis is an illness characterised by the presence of hallucinations and delusions that can cause distress or a marked change in an
individual's behaviour (e.g. social withdrawal, flat or blunted affect). Afirst episode of psychosis (FEP) is the first time someone experiences
these symptoms that can occur at any age, but the condition is most common in late adolescence and early adulthood. This review is
concerned with FEP and the early stages of a psychosis, referred to throughout this review as 'recent-onset psychosis.'

Specialised early intervention (SEI) teams are community mental health teams that specifically treat people who are experiencing, or have
experienced, a recent-onset psychosis. SEl teams provide a range of treatments including medication, psychotherapy, psychoeducation,
educational and employment support, augmented by assertive contact with the service user and small caseloads. Treatment is time
limited, usually offered for two to three years, after which service users are either discharged to primary care or transferred to a standard
adult community mental health team. Evidence suggests that once SEI treatment ends, improvements may not be sustained, bringing
uncertainty about the optimal duration of SEI to ensure the best long-term outcomes. Extending SEI has been proposed as a way of
providing continued intensive treatment and continuity of care, of usually up to five years, in order to a) sustain the positive initial outcomes
of SEI; and b) improve the long-term trajectory of the illness.

Objectives

To compare extended SEI teams with treatment as usual (TAU) for people with recent-onset psychosis.
To compare extended SEI teams with standard SEI teams followed by TAU (standard SEI + TAU) for people with recent-onset psychosis.

Search methods

On 3 October 2018 and 22 October 2019, we searched Cochrane Schizophrenia's study-based register of trials, including registries of clinical
trials.

Selection criteria

We selected all randomised controlled trials (RCTs) comparing extended SEI with TAU for people with recent-onset psychosis and all RCTs
comparing extended SEI with standard SEI + TAU for people with recent-onset psychosis. We entered trials meeting these criteria and
reporting usable data as included studies.
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Data collection and analysis

We independently inspected citations, selected studies, extracted data and appraised study quality. For binary outcomes we calculated
the risk ratios (RRs) and their 95% confidence intervals (Cls). For continuous outcomes we calculated the mean difference (MD) and their
95% Cls, or if assessment measures differed for the same construct, we calculated the standardised mean difference (SMD) with 95% Cls.
We assessed risk of bias for included studies and created a 'Summary of findings' table using the GRADE approach.

Main results

We included three RCTs, with a total 780 participants, aged 16 to 35 years. All participants met the criteria for schizophrenia spectrum
disorders or affective psychoses. No trials compared extended SEI with TAU. All three trials randomly allocated people approximately two
years into standard SEI to either extended SEI or standard SEI + TAU.

The certainty of evidence for outcomes varied from low to very low. Our primary outcomes were recovery and disengagement from mental
health services. No trials reported on recovery, and we used remission as a proxy.

Three trials reported on remission, with the point estimate suggesting a 13% increase in remission in favour of extended SEl, but this
included wide confidence intervals (Cls) and a very uncertain estimate of no benefit (RR 1.13,95% Cl 0.97 to 1.31; 3 trials, 780 participants;
very low-certainty evidence).

Two trials provided data on disengagement from services with evidence that extended SEI care may result in fewer disengagements from
mental health treatment (15%) in comparison to standard SEI + TAU (34%) (RR 0.45, 95% CI 0.27 to 0.75; 2 trials, 380 participants; low-
certainty evidence).

There may be no evidence of a difference in rates of psychiatric hospital admission (RR 1.55, 95% CI 0.68 to 3.52; 1 trial, 160 participants;
low-certainty evidence), or the number of days spent in a psychiatric hospital (MD -2.70, 95% CI -8.30 to 2.90; 1 trial, 400 participants; low-
certainty evidence).

One trial found uncertain evidence regarding lower global psychotic symptoms in extended SEI in comparison to standard SEI + TAU (MD
-1.90, 95% ClI -3.28 to -0.52; 1 trial, 156 participants; very low-certainty evidence).

It was uncertain whether the use of extended SEI over standard SEI + TAU resulted in fewer deaths due to all-cause mortality, as so few
deaths were recorded in trials (RR 0.38, 95% CI 0.09 to 1.64; 3 trials, 780 participants; low-certainty evidence).

Very uncertain evidence suggests that using extended SEl instead of standard SEI + TAU may not improve global functioning (SMD 0.23,
95% Cl -0.29 to 0.76; 2 trials, 560 participants; very low-certainty evidence).

There was low risk of bias in all three trials for random sequence generation, allocation concealment and other biases. All three trials had
high risk of bias for blinding of participants and personnel due to the nature of the intervention. For the risk of bias for blinding of outcome
assessments and incomplete outcome data there was at least one trial with high or unclear risk of bias.

Authors' conclusions

There may be preliminary evidence of benefit from extending SEI team care for treating people experiencing psychosis, with fewer people
disengaging from mental health services. Evidence regarding other outcomes was uncertain. The certainty of evidence for the measured
outcomes was low or very low.

Further, suitably powered studies that use a consistent approach to outcome selection are needed, but with only one further ongoing trial,
there is unlikely to be any definitive conclusion for the effectiveness of extended SE| for at least the next few years.

PLAIN LANGUAGE SUMMARY

Is extending the treatment time by specialist mental health teams better for people with recent-onset psychosis?
What is psychosis?

Psychosis describes conditions affecting the mind, in which people have trouble distinguishing what is real from what is not real. This might
involve seeing or hearing things that other people cannot see or hear (hallucinations), or believing things that are not true (delusions).
The combination of hallucinations and delusional thinking can cause severe distress and a change in behaviour. A first episode psychosis
is the first time a person experiences an episode of psychosis. Recent-onset psychosis is the first few years of the illness after someone
experiences it for the first time.

Psychosis is treatable

Many people recover from a first episode and never experience another psychotic episode.

Specialised early intervention teams (extended time) for recent-onset psychosis (Review) 2
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Early intervention teams specialise in treating recent-onset psychosis, and aim to treat psychosis as quickly and intensively as possible.
Intensive, early treatment of psychosis may help more people to continue with their treatment and to recover.

Early intervention treatment usually lasts for two or three years. After early intervention treatment, a person will be cared for by their
doctor or by standard community mental health professionals.

Why we did this Cochrane Review

We wanted to find out if longer treatment (for up to 5 years) by specialist early intervention teams was more successful at treating recent-
onset psychosis than the usual two or three years of treatment followed by treatment by non-specialist teams.

What did we do?
We searched for studies that looked at the use of longer treatment of recent-onset psychosis by specialist early intervention teams.

We looked for randomised controlled studies, in which the treatments people received were decided at random. This type of study usually
gives the most reliable evidence about the effects of a treatment.

We wanted to find out, at the end of the treatment:

- how many people recovered;

- how many people stopped their treatment too soon;

- how many people were admitted to a psychiatric hospital, and for how long;

- people's psychotic symptoms and functioning (how well they cope with daily life); and

- how many people died.

Search date: we included evidence published up to 22 October 2019.

What we found

We found three studies conducted in Denmark, Canada and Hong Kong in 780 people (55% men; average age 20 to 25 years).

The studies compared longer treatment (up to 5 years) with standard treatment (up to 3 years) by an early intervention team followed by
treatment as usual (by their doctor or community mental health professionals).

What are the results of our review?

We found no difference between standard treatment and longer treatment by an early intervention team in the numbers of people who
recovered (assessed by remission of symptoms; 3 studies; 780 people).

Fewer people may stop their treatment too soon during longer treatment than standard treatment (2 studies; 380 people).

There may be no difference between standard treatment and longer treatment for how many people are admitted to a psychiatric hospital
(1 study; 160 people), or for how long they stay in hospital (1 study; 400 people).

Longer treatment may reduce psychotic symptoms more than standard treatment (1 study; 156 people); but may not improve people's
functioning (2 studies; 560 people).

We are uncertain about whether longer treatment reduces the number of people who died, compared with standard treatment, because
so few deaths were reported in the studies (3 studies; 780 people).

How reliable are these results?

Our results are likely to change when more evidence becomes available. We are not confident that longer treatment affects how many
people stop treatment too soon, how many are admitted to hospital and how long they stay in hospital.

We are uncertain about the effect of longer treatment on how many people recover, people's psychotic symptoms and functioning, and
on the number of people who die. These results will change when more evidence becomes available.

Key messages

Specialised early intervention teams (extended time) for recent-onset psychosis (Review) 3
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Longer treatment of recent-onset psychosis by specialist mental health teams may lead to fewer people stopping their treatment early.

However, we need more evidence before we can be certain about whether longer treatment is better overall than the usual two- or three-
year treatment.

Cochrane Database of Systematic Reviews
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SUMMARY OF FINDINGS

Summary of findings 1. Extended specialised early intervention (SEI) teams compared to standard SEI teams plus treatment as usual (TAU) for

recent-onset psychosis

Extended specialised early intervention (SEI) teams compared to standard SEI teams plus treatment as usual (TAU) for recent-onset psychosis

Patient or population: recent-onset psychosis

Setting: community mental health
Intervention: extended SEl teams

Comparison: standard SEIl teams plus TAU

Outcomes Anticipated absolute effects* (95% Cl) Relative effect  N¢ of partici- Certainty of Comments
(95% ClI) pants the evidence
Risk with extended Risk with specialised (studies) (GRADE)
specialised early inter-  early intervention
vention teams teams plus TAU
Global state: recovery (assessed by Study population RR1.13 780 OO
symptom remission over a specified (0.97to 1.31) (3RCTs) Very lowa,b
time period, as defined by study) 355 per 1000 402 per 1000
(345 to 466)
Service use: disengagement from ser-  Study population RR 0.45 380 DO
vices (0.27 t0 0.75) (2 RCTs) Low¢
(assessment varied) 335 per 1000 151 per 1000
(90 to 251)
Service use: admission to psychiatric Study population RR 1.55 160 SPOO
hospital at end of treatment (assessed (0.68 to 3.52) (LRCT) Lowd
by patient records) 103 per 1000 159 per 1000
(70 to 361)
Service use: number of days in psychi-  The mean service use: MD 2.7 days per year - 400 PO
atric hospital at end of treatment number of days in psy- lower (1LRCT) Lowe
(assessed by patient records) chiatric hospital at end (8.3 lower to 2.9 high-
of treatment was 34.1 er)
days per year
Mental state: global psychotic symp- The mean mental state: MD 1.9 points lower - 156 OO
toms, average endpoint score on spe-  global psychotic symp- (3.28 lower to 0.52 low- (1LRCT) Very lowd:f

cific symptoms mental state scale
(assessed by structured interview)

toms, average endpoint
score on specific symp-

er)
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toms mental state scale

was 5 points
Adverse effects/events: death - all- Study population RR0.38 780 300
cause mortality (0.09 to 1.64) (3RCTs) Lowi
(assessed by patient records) 15 per 1000 6 per 1000

(1to 25)

Functioning: average endpoint score - SMD 0.23 SD higher - 560 ®EOO SMD of 0.20
on specific functioning scale (0.29 lower to 0.76 (2 RCTs) Very lows:h represents a
(assessed by structured interview) higher) small effect size

(Cohen 1988)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and

its 95% Cl).

Cl: confidence interval; MD: mean difference; OR: odds ratio; RCT: randomised controlled trial; RR: risk ratio; SD: standard deviation; SMD: standardised mean difference

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate; the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is

substantially different.

Low certainty: our confidence in the effect estimate is limited; the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate; the true effect is likely to be substantially different from the estimate of effect.

aDowngraded two levels due to indirectness: use of surrogate outcome, one trial outcome duration does not match other trial outcome durations.

bDowngraded one level due to imprecision: does not meet optimal information size (OIS) criteria and few events in two of the larger trials.

cDowngraded two levels due to indirectness: one trial uses surrogate outcome, outcome definitions from trials do not match.

dDowngraded two levels due to imprecision: does not meet OIS criteria, few events, and small sample size.

eDowngraded two levels due to imprecision: does not meet OIS criteria, 95% confidence interval includes appreciable benefits and considerable harms.

fDowngraded one level due to indirectness: average scale scores used to measure outcome, not clinically important change.

gDowngraded two levels due to inconsistency: high heterogeneity and conflicting direction of effect.
hDowngraded one level due to imprecision: does not meet OIS.

iDowngraded two levels due to imprecision: does not meet OIS criteria, small sample size with very few events, leading to wide confidence intervals.
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BACKGROUND

Description of the condition

The lifetime prevalence of psychotic illness is estimated to be
4 per 1000 of the population, with first episode psychosis (FEP)
incidence estimated at 34 new cases per 100,000 person-years
(Kirkbride 2012; Kirkbride 2017). FEP can occur at any age, but most
people develop it in late adolescence and early adulthood, with a
mean age of onset in the early twenties (Kirkbride 2017). Features
of psychosis include hallucinations, delusions and disordered
thinking (referred to as positive symptoms) and social withdrawal,
flat or blunted affect, and poverty of speech (referred to as negative
symptoms) (APA 2013). Psychotic illness encompasses a range of
diagnoses, including schizophrenia and schizoaffective disorder,
bipolar affective disorder and psychotic depression (WHO 2018).
The impact on the individual is also significant; a psychotic illness
has wide-ranging implications on quality of life and disability,
including effects on physical health, social functioning, social
inclusion, education and employment (Mason 1995; Meltzer 2002).

There is no consensus on the definition of FEP (Breitborde 2009).
There may be a considerable delay between the onset of a person's
symptoms and their being referred to, and treated by, mental
health services (Birchwood 2013). The pathways to care for people
with psychosis can also often involve multiple failed attempts
at obtaining treatment before mental health services are able to
successfully start a treatment regime (Lincoln 1998). As a result,
clinical services and research studies use proxy measures for FEP.
These are most commonly a 'duration criteria' (e.g. less than three
years since first onset of symptoms), a 'contact with mental health
services' criteria (e.g. first contact with mental health services), or
an initiation of antipsychotic medication criteria (e.g. no more than
six months of antipsychotic prescriptions). In this review, we will
refer to FEP and the early stages of a psychosis as 'recent-onset
psychosis' in order to capture this uncertainty.

Schizophrenia and related psychotic illnesses are major
contributors to the global burden of disease, with the associated
annual economic costs estimated to range between USD 94 million
and USD 102 billion by country (Chong 2016; Murray 1996). People
with recent-onset psychosis can reach remission of psychotic
symptoms and functional recovery following psychosis, but many
relapse, and as the number of relapses increases, the likelihood of
remission decreases (Morgan 2014; Wiersma 1998). Recent studies
have challenged the historically orthodox view that the course of a
psychotic illness is deteriorating and progressive. A meta-analysis
by Lally and colleagues on recovery after a FEP estimated a 58%
rate of remission and a 38% rate of recovery (Lally 2017). Long-
term outcome studies have also shown high rates of symptomatic
recovery and (to a lesser extent) functional and social recovery in
people being treated for recent-onset psychosis (Revier 2015).

The growing optimism of remission and recovery following a
psychotic episode has been complemented by services with a
stronger recovery-oriented purpose which aim to intensively and
assertively treat those with early psychosis in order to improve and
enhance this recovery (Singh 2017).

Description of the intervention

Specialised early intervention (SEI) services are multidisciplinary
community mental health teams that treat people experiencing

recent-onset psychosis through the use of a comprehensive
package of treatment including medication, psychological
therapies, and patient and family education, supported by
assertive case management (NICE 2014). The service model is of
standalone, multidisciplinary community teams that provide an
assertive outreach model of care, with care co-ordinators having
a restricted caseload size to enable them to work intensively with
patients and engage them in treatment (RCPsych 2016). They
are now considered the 'gold standard' treatment package for
people with recent-onset psychosis in the UK, while SEI treatment
is common in many regions in the USA, Canada, Australia,
Scandinavia, and Hong Kong. SEI services are more effective than
standard community care (treatment as usual; TAU) in reducing
treatment discontinuation, admission to psychiatric hospital, and
psychotic symptoms (Correll 2018).

Currently, standard SEI services are time-limited to two or three
years of treatment (depending on region and health service
provision). Depending on illness severity and need for secondary
mental health care, patients are either discharged to their general
practitioner (GP) or transferred to an adult community mental
health team when they reach the end of their time-limited SEI
treatment (Puntis 2018). The rationale for this time limit is that
early intensive treatment will preclude the need for such intensive
treatment on an ongoing basis (i.e. a secondary prevention
approach). Follow-up studies from two randomised controlled
trials (RCTs), however, have found that the benefits gained from
SEl treatment do not remain at follow-up after discharge from the
service (LEO; OPUS).

Extended SEl teams prolong the duration of standard SEl treatment
for those who require this intensity of care, up to a maximum
of five years. They offer the same package of pharmacological,
psychological, and social treatments as standard SEI teams and
have the same reduced caseload size and assertive contact with
patients. People who are in remission and discharged to their GP
are able to be re-referred back to the extended SEI team to continue
their treatment for the entire extended treatment duration.

How the intervention might work

One of the most vocal arguments for the development of early
phase treatments is that there is evidence of a 'critical period' in
FEP (Birchwood 1998). The period during the first few years of a
psychoticillness, is a period of rapid biological, psychological, and
social change (Birchwood 1998). For many, although not all, the
age at which the psychosis emerges is also a critical period in life,
with late adolescence and early adulthood bringing large changes
in independence, relationships, and occupation. This rapid change
at the start of a psychotic illness is followed by an eventual
plateau of illness severity and functioning (Birchwood 1998). This
fluctuating trajectory of illness in the early years has been found to
be strongly predictive of later outcomes (Harrison 2001; Wiersma
1998). Standard community mental health teams had particular
challenges engaging this population, making it more challenging to
delivertreatment (Birchwood 2014). SEl was developed primarily to
improve engagement through a more assertive approach, reducing
the time to treatment (thereby reducing the duration of untreated
psychosis) and potentially minimising the long-term burden of the
illness (Fusar-Poli 2017).

Two follow-up RCTs of SEI have found that the improved outcomes
for those treated by SEI teams (in comparison to TAU) are not
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maintained once they are discharged (Bertelsen 2008; Gafoor 2010).
There is currently little evidence on how the long-term effects
of SEI may be improved. One hypothesis is that the duration
of treatment that SEI teams offer to patients is not sufficiently
long enough to consolidate the therapeutic gains made during
treatment and therefore, there is a need to provide treatment for
the entire duration of the critical period of the illness (Chang 2015).
Extended SEls aim to work by ensuring that people who require it
will receive specialised, intensive treatment for the entire duration
of this hypothesised critical period of their illness. An alternate
view is that SEl is only effective while it is given; that rather than
changing the trajectory of the illness, the treatment of psychosis
in this population may require continued intensive treatment that
is provided by SEI for as long as is required by the individual (Friis
2010). Therefore, there remains uncertainty as to whether standard
SEl and extended SEI prevent the onset of poor outcomes or only
act to delay them.

Why it is important to do this review

To the best of our knowledge, there have been no systematic
reviews investigating whether extending the duration of SEI team
care improves outcomes in comparison to TAU or the previously
prescribed two- to three-year standard SEI team care followed
by TAU. Long-term follow-up from two trials of standard SEI has
reported no difference in outcomes between standard SEl and TAU
after discharge from the standard SEI team (Albert 2017; Gafoor
2010), suggesting that the gains maintained while standard SElI
treatment is given are not sustained after treatment has concluded.
There is uncertainty about the most effective and cost-effective
duration of SEl team provision, and whether extending the duration
of treatment will affect the course of the illness (a 'dose-response’
effect) or just delay it (Chang 2015). Finding a dose-response
relationship for SEI treatment would start to question the rationale
fortime-restricting the intervention. However, if SEl results in better
outcomes during treatment, but not after treatment has ended, this
would suggest that SEI treatment is effective only as long as it is
given. National clinical guidelines, such as the National Institute for
Health and Care Excellence (NICE) guidelines, have already initiated
calls for longer duration of SEI care, without adequate evaluation
of its effectiveness (NICE 2014). In addition, a number of new trials
have been conducted comparing an extension of SEI treatment
(from three to five years) at the end of a standard course of SEI
treatment to TAU (either discharge to primary care or transfer to an
adult community mental health team at the end of SEI treatment)
(Albert 2017).

OBJECTIVES

To compare extended specialised early intervention (SEI) teams to
treatment as usual (TAU) for people with recent-onset psychosis.
To compare extended SEI teams to standard SEI teams followed by
TAU (standard SEI + TAU) for people with recent-onset psychosis.

METHODS

Criteria for considering studies for this review
Types of studies

We included randomised controlled trials (RCTs) meeting our
inclusion criteria and reporting useable data. We included RCTs
regardless of blinding, but excluded quasi-randomised studies,
such as those that allocated intervention by alternate days of the

week. Given the nature of the intervention it would have been
difficult to blind participants and clinicians from whether they were
receiving the intervention or control condition and so we included
both single- and double-blind studies. Where people were given
additional treatments as well as specialised early intervention
(SEI) for recent-onset psychosis, we only included data if the
adjunct treatment was evenly distributed between groups and it
was only the SEI teams that were randomised. We did not exclude
studies offering alternative models of care, such as step-down care,
following discharge from the early intervention team.

Types of participants

SEI services are designed to treat people in the early stages of
psychosis. Exact eligibility criteria for services often differ both
within and between regions and countries, but generally have a
‘time since onset' criterion and a ‘number of episodes' criterion.
For trials comparing extended SEI to treatment as usual (TAU), we
included participants with a first or second episode of psychosis
within three years of the onset of their first psychosis. For trials
comparing standard SEl to extended SEl, eligible participants
had to be currently under the care of a SEI team at the time
of randomisation to either extended SEI or TAU. We included
participants who exhibited symptoms that matched the criteria
for primary psychotic diagnoses according to standardised criteria
(such as the Diagnostic and Statistical Manual of Mental Disorders:
DSM-II1 (APA 1980), DSM-III-R (APA 1987), DSM-IV (APA 1994), DSM-
IV-TR (APA 2000), DSM-5 (APA 2013), ICD-10 (WHO 2004), ICD-11
(WHO 2018) or Melbourne Criteria (Yung 2008). We excluded trials
where participants had organic psychoses/head injury, and studies
that recruited participants with prodromal symptoms (also known
as 'at-risk mental states') who had not yet transitioned to a full-
blown psychotic episode.

Types of interventions
Standard SEI team care

These are multidisciplinary, standalone, community-based mental
health teams that take referrals for patients who have recent-onset
psychosis. SEl teams provide a specified package of comprehensive
care to individuals with psychosis, usually structured around a
combination of assertive community engagement, medication and
psychological and social interventions to individuals and families/
carers. These interventions are provided and co-ordinated by the
SEl teams. SEl teams are an alternative to, rather than an addition
to, standard psychiatric care.

In order to be defined as a SEl service, the intervention had to have
the following characteristics.

« Multidisciplinary, standalone community-based mental health
teams which take referrals for patients who have recent-onset
psychosis and which is an alternative to, rather than an addition
to, standard psychiatric care. Teams can share facilities with
other health providers (for example, a community mental health
team), but must operate independently from them. Forexample,
having a separate caseload, separate team meetings, and a
dedicated programme specifically aimed at the recent-onset
psychosis caseload.

« Provide a package of treatment which could include (but
is not limited to) medication, psychological therapies, family
interventions, employment support, and physical health
interventions (e.g. smoking cessation, physical health checks).
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These should be structured around assertive community
engagement.

Extended SEI team care

We define extended SEI as SEl team care with a minimum duration
of at least three years and at least one year longer than the standard
length of SEI treatment given by the same health service.

Treatment as usual (TAU)

TAU for people with recent-onset psychosis differs by country, but
usually consists of a community-based or outpatient mental health
team that does not provide specialist, phase-specific (i.e. centred
on the early phase of a psychotic illness) treatment.

Types of outcome measures
Timing of outcome assessment

We recorded post-treatment outcomes,
outcomes during treatment.

and any available

Primary outcomes

« Global state
* Recovery, as defined by the study
« Service use
* Disengagement from services, as defined by the study

Secondary outcomes

« Service use
* Admission to psychiatric hospital
* Readmission to psychiatric hospital
*  Number of days in psychiatric hospital
« Global state
* Relapse, as defined by study
« Mental state
*  General
[ Clinically important change in general mental state
[ Any change in general mental state
[ Average endpoint/change score on a general mental state
scale
* Specific
[1 Clinically important change in positive symptoms
(delusions, hallucinations, disordered thinking), as
defined by individual studies
[1Any change in positive symptoms (delusions,
hallucinations, disordered thinking), as defined by
individual studies
[ Clinically important change in negative symptoms
(avolition, poor self-care, blunted affect), as defined by
individual studies
[1 Any change in negative symptoms (avolition, poor self-
care, blunted affect), as defined by individual studies
[ Clinically important change in depression, as defined by
individual studies
[ Any change in depression, as defined by individual studies

[1 Average endpoint/change score on specific symptoms
mental state scale/subscale

» Behaviour
*  Specific
[ Occurrence of violentincidents (to self, others or property)
« Adverse effects/events
* General
[ At least one adverse effect/event
[1 Average endpoint/change score on adverse effect scale
*  Specific
[ Incidence of any specific adverse effects, as defined by
individual studies
* Death
[] Suicide or natural cause
« Leaving the study early
* Forany reason
* Due to adverse effect
« Quality of life (recipient orinformal carers or professional carers)
* Qverall
] Clinically important change in overall quality of life
[ Average endpoint/change score on quality of life scale
« Functioning
* General
[ Clinically important change in general functioning
[] Average endpoint/change score on general functioning
scale
*  Specific (including social, cognitive, life skills)
[ Clinically important change in specific functioning
[] Average endpoint/change score on specific functioning
scale
] Any change in educational status
1 Any change in employment status
« Satisfaction with care (including subjective well-being and
family burden)
* Recipient
[J Recipient satisfied with care
[] Average endpoint/change score on satisfaction scale
* Carers
[ Carer satisfied with care
[] Average endpoint/change score on satisfaction scale

'Summary of findings' table

We used the GRADE approach to interpret findings (Schiinemann
2011); and used GRADEpro GDT to export data from Review
Manager 5 (RevMan 5) to create a 'Summary of findings'
table. A 'Summary of findings' table provides outcome-specific
information concerning the overall certainty of evidence from each
included study in the comparison, the magnitude of effect of
the interventions examined, and the sum of available data on
all outcomes we rate as important to patient care and decision
making. We selected the following main outcomes for inclusion in
the 'Summary of findings' table.

« Global state: recovery, as defined by each study

« Service use: disengagement from services, as defined by each
study

+ Service use: admission to psychiatric hospital
« Service use: number of days in psychiatric hospital
» Mental state: clinically important change in general mental state
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« Adverse effects/events: death - any cause

« Functioning: specific - clinically important change in social
functioning

If data were not available for these prespecified outcomes but
were available for ones that are similar, we presented the closest
outcome to the prespecified one in the table but took this into
account when grading the finding.

Search methods for identification of studies
Electronic searches
Cochrane Schizophrenia’s study-based register of trials

On 3 October 2018 and 22 October 2019, the Cochrane
Schizophrenia Information Specialist searched the register using
the following search strategy:

(*Early Intervention* AND *Special*) in Intervention Field of STUDY

In such study-based registers, searching the major concept
retrieves all the synonyms and relevant studies because all the
studies have already been organised based on their interventions
and linked to the relevant topics (Shokraneh 2017; Shokraneh
2018).

This register is compiled by systematic searches of major resources
(AMED, BIOSIS, CENTRAL, CINAHL, ClinicalTrials.Gov, Embase,
MEDLINE, PsycINFO, PubMed, WHO ICTRP) and their monthly
updates, ProQuest Dissertations and Theses A&l and its quarterly
update, Chinese databases (CBM, CNKI, and Wanfang) and their
annual updates, handsearches, grey literature, and conference
proceedings (see Cochrane Schizophrenia website). There are no
language, date, document type, or publication status limitations for
inclusion of records into the register. For the full search strategies
used to build Cochrane Schizophrenia's study-based register of
trials, please see: schizophrenia.cochrane.org/register-trials.

Searching other resources
Reference searching

We inspected references of all included studies for further relevant
studies.

Personal contact

We contacted the first author of each included study and known
experts in the field for information regarding unpublished trials. We
noted the outcome of this contact in the 'Characteristics of included
studies' and 'Characteristics of ongoing studies' tables.

Data collection and analysis
Selection of studies

Review authors SP and AM independently inspected citations from
the searches and identified relevant abstracts; FDC independently
re-inspected a random 20% sample of the abstracts to ensure
reliability of selection. Where disputes arose, we acquired the
full report for more detailed scrutiny. SP and AM obtained and
inspected full reports of the abstracts or reports meeting the review
criteria. FDC re-inspected a random 20% of these full reports in
order to ensure reliability of selection. In cases of disagreement,
we involved another member of the review team (BL) to reach
a final decision. We resolved disagreement by discussion, and

therefore did not need to attempt to contact the authors of the
study concerned for clarification.

Data extraction and management
Extraction

Review authors SP, AM, and RH independently extracted data from
all included studies. We attempted to extract data presented only
in graphs and figures whenever possible, but included the data
only if two review authors independently obtained the same result.
SP and AM discussed any disagreement and documented our
decisions. If necessary, we attempted to contact authors through
an open-ended request in order to obtain missing information or
for clarification. AC and BL helped clarify issues regarding any
remaining problems and we documented these final decisions.

Management
Forms

We extracted data onto standard, predesigned, simple forms.

Scale-derived data

We included continuous data from rating scales only if:

« the psychometric properties of the measuring instrument had
been described in a peer-reviewed journal (Marshall 2000);

» the measuring instrument had not been written or modified by
one of the trialists for that particular trial; and

« theinstrumentshould have been a global assessment of an area
of functioning and not subscores which are not, in themselves,
validated or shown to be reliable.

However there were exceptions; we included subscores from
mental state scales measuring positive and negative symptoms
of schizophrenia where subscales had been previously validated
in the empirical literature and were commonly used. Ideally, the
measuring instrument should have either been i) a self-report or ii)
completed by an independent rater or relative (not the therapist).
We realise that this is not often reported clearly; in 'Description of
studies' we noted if this was the case or not.

Endpoint versus change data

There are advantages of both endpoint and change data: change
data can remove a component of between-person variability
from the analysis; however, calculation of change needs two
assessments (baseline and endpoint) that can be difficult to
obtain in unstable and difficult-to-measure conditions such as
schizophrenia. We decided primarily to use endpoint data, and only
used change data if the former were not available (Deeks 2011).

Skewed data

Continuous data on clinical and social outcomes are often not
normally distributed. To avoid the pitfall of applying parametric
tests to non-parametric data, we applied the following standards to
relevant continuous data before inclusion.

Endpoint data from studies with fewer than 200 participants

When a scale started from the finite number zero, we subtracted
the lowest possible value from the mean, and divided this by the
standard deviation (SD). If this value was lower than one, it strongly
suggested that the data are skewed and we excluded these data.

Specialised early intervention teams (extended time) for recent-onset psychosis (Review) 10
Copyright © 2020 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://schizophrenia.cochrane.org/register-trials

Trusted evidence.
Informed decisions.
Better health.

1\ Cochrane
é) Library

Cochrane Database of Systematic Reviews

If this ratio was higher than one but less than two, there was
a suggestion that the data are skewed: we entered these data
and tested whether their inclusion or exclusion would change the
results substantially. If such data changed the results we entered
as 'other data'. Finally, if the ratio was larger than two we included
these data, because it is less likely that they are skewed (Altman
1996).

If a scale started from a positive value (such as the Positive and
Negative Syndrome Scale (PANSS), which can have values from 30
to 210 (Kay 1986), we modified the calculation described above to
take the scale starting point into account. In these cases skewed
data are present if 2SD > (S-S min), where S is the mean score and
'S min' is the minimum score.

Please note: we entered all relevant data from studies of more
than 200 participantsin the analysis irrespective of the above rules,
because skewed data pose less of a problem in large studies. We
also entered all relevant change data, as when continuous data are
presented on a scale that includes a possibility of negative values
(such as change data), it is difficult to tell whether or not data are
skewed.

Common measurement

To facilitate comparison between trials we aimed, where relevant,
to convert variables that can be reported in different metrics, such

as days in psychiatric hospital (mean days per year, per week or per
month) to a common metric (e.g. mean days per month).

Direction of graphs

Where possible, we entered data in such a way that the area to
the left of the line of no effect indicates a favourable outcome
for extended SEl. Where keeping to this made it impossible
to avoid outcome titles with clumsy double-negatives (e.g. 'not
unimproved') we reported data where the left of the line indicated
an unfavourable outcome and noted this in the relevant graphs.

Assessment of risk of bias in included studies

All included studies had two independent 'Risk of bias'
assessments. Review authors SP, AM, and RH worked
independently to assess risk of bias by using criteria described in
the Cochrane Handbook for Systematic Reviews of Interventions to
assess trial quality (Higgins 2011a).

If the raters disagreed, we made the final rating by consensus. We
reported non-concurrence in quality assessment, but if disputes
arose regarding the category to which a trial is to be allocated, we
resolved this by discussion.

We note the level of risk of bias in both the text of the review, Figure
1 and Figure 2 and the 'Risk of bias' tables.

Figure 1. 'Risk of bias' graph: review authors' judgements about each risk of bias item presented as percentages

across all included studies.
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Figure 2. 'Risk of bias' summary: review authors' judgements about each risk of bias item for each included study.
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Measures of treatment effect Continuous data

Binary data For continuous outcomes we attempted to estimate the mean
difference (MD) between groups if the measurement scales were the

For binary outcomes we calculated a standard estimation of the same, otherwise we used standardised mean difference (SMD).

risk ratio (RR) and its 95% confidence interval (Cl). For binary
data presented we calculated illustrative comparative risks (Hutton
2009).
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Unit of analysis issues
Cluster trials

Studies increasingly employ 'cluster randomisation' (such as
randomisation by clinician or practice), but analysis and pooling
of clustered data poses problems. Authors often fail to account
for intraclass correlation in clustered studies, leading to a unit of
analysis error whereby P values are spuriously low, Cls unduly
narrow and statistical significance overestimated (Divine 1992).
This causes type | errors (Bland 1997; Gulliford 1999).

Where clustering had been incorporated into the analysis of
primary studies, we presented these data as if from a non-cluster
randomised study, but adjusted for the clustering effect.

Where clustering had not been accounted forin primary studies, we
presented data in a table, with a (*) symbol to indicate the presence
of a probable unit of analysis error. We sought to contact first
authors of studies to obtain intraclass correlation coefficients (ICCs)
for their clustered data and to adjust for this by using accepted
methods (Gulliford 1999).

We have sought statistical advice and have been advised that
the binary data from cluster trials presented in a report should
be divided by a 'design effect’ This is calculated using the mean
number of participants per cluster (m) and the ICC: thus design
effect=1+(m-1) * ICC (Donner 2002). If the ICC is not reported we
will assume it to be 0.1 (Ukoumunne 1999).

If cluster studies have been appropriately analysed and taken
intraclass correlation coefficients and relevant data documented
in the report into account, synthesis with other studies will be
possible using the generic inverse variance technique.

Cross-over trials

A major concern of cross-over trials is the carry-over effect.
This occurs if an effect (e.g. pharmacological, physiological or
psychological) of the treatment in the first phase is carried over
to the second phase. As a consequence, participants can differ
significantly from their initial state at entry to the second phase,
despite a washout phase. For the same reason cross-over trials are
not appropriate if the condition of interest is unstable (Elbourne
2002). As both carry-over and unstable conditions are very likely
in severe mental illness, we only used data from the first phase of
cross-over studies.

Studies with multiple treatment groups

Where a study involves more than two treatment arms, if relevant,
we presented the additional treatment arms in comparisons.
If data were binary, we simply added these and combined
them within the two-by-two table. If data were continuous, we
combined data following the formula in the Cochrane Handbook
for Systematic Reviews of Interventions (Higgins 2011b). Where
additional treatment arms were not relevant, we did not reproduce
these data.

Dealing with missing data
Overall loss of credibility

At some degree of loss of follow-up, data must lose credibility (Xia
2009). We chose that, for any particular outcome, should more than
50% of data be unaccounted for we would not reproduce these

data or use them within analyses. If, however, more than 50% of
those in one arm of a study are lost, but the total loss was less
than 50%, we addressed this within the 'Summary of findings' table
by downgrading certainty. Finally, we also downgraded certainty
within the 'Summary of findings' table(s) if the loss was between
25% to 50% in total.

Binary

In the case where attrition for a binary outcome was between
0% and 50% and where these data were not clearly described,
we presented data on a 'once-randomised-always-analyse' basis
(an intention-to-treat analysis (ITT)). Those leaving the study early
were all assumed to have the same rates of negative outcome as
those who completed. We used the rate of those who stay in the
study - in that particular arm of the trial - and applied this also to
those who did not. We undertook sensitivity analyses to test how
prone the primary outcomes were to change when data only from
people who completed the study to that point were compared to
the ITT analysis using the above assumptions.

Continuous
Attrition

We used data where attrition for a continuous outcome was
between 0% and 50%, and data only from people who complete the
study to that point were reported.

Standard deviations

If SDs were not reported, we tried to obtain the missing values
from the authors. If these were not available, where there were
missing measures of variance for continuous data, but an exact
standard error (SE) and Cls available for group means, and either
P value or t value available for differences in mean, we calculated
SDs according to the rules described in the Cochrane Handbook
for Systematic Reviews of Interventions (Higgins 2011b). When only
the SE was reported, SDs were calculated by the formula SD
= SE * y/(n). The Cochrane Handbook for Systematic Reviews of
Interventions presents detailed formulae for estimating SDs from
P, t or F values, Cls, ranges or other statistics (Higgins 2011b). If
these formulae did not apply, we calculated the SDs according to
a validated imputation method which was based on the SDs of the
other included studies (Furukawa 2006). Although some of these
imputation strategies can introduce error, the alternative would be
to exclude a given study's outcome and thus to lose information.
Nevertheless, we examined the validity of the imputations in a
sensitivity analysis that excluded imputed values.

Assumptions about participants who left the trials early or were lost to
follow-up

Various methods are available to account for participants who left
the trials early or were lost to follow-up. Some trials just present
the results of study completers; others use the method of last
observation carried forward (LOCF); while more recently, methods
such as multiple imputation or mixed-effects models for repeated
measurements (MMRM) have become more of a standard. While the
latter methods seem to be somewhat better than LOCF (Leon 2006),
we feel that the high percentage of participants leaving the studies
early and differences between groups in their reasons for doing so
is often the core problem in randomised schizophrenia trials. We
therefore did not exclude studies based on the statistical approach
used. However, by preference we used the more sophisticated
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approaches, i.e. we preferred to use MMRM or multiple imputation
to LOCF, and we only presented completer analyses if some kind of
ITT data were not available at all. Moreover, we addressed this issue
in the item 'Incomplete outcome data' of the 'Risk of bias' tool.

Assessment of heterogeneity
Clinical heterogeneity

We considered all included studies without seeing comparison
data to judge clinical heterogeneity. We inspected all studies for
participants who were outliers or situations that we had not
predicted would arise and, where found, discussed such situations
or participant groups.

Methodological heterogeneity

We considered all included studies initially, without seeing
comparison data, to judge methodological heterogeneity. We
inspected all studies for clearly outlying methods that we had
not predicted would arise and discuss any such methodological
outliers.

Statistical heterogeneity
Visual inspection

We inspected graphs visually to investigate the possibility of
statistical heterogeneity.

Employing the I? statistic

We investigated heterogeneity between studies by considering the
12 statistic alongside the Chi? P value. We interpreted an I estimate
greater than or equal to 50% and accompanied by a statistically
significant Chi? statistic as evidence of substantial heterogeneity
(Deeks 2011). Where substantial levels of heterogeneity were found
in the primary outcome, we explored reasons for heterogeneity
(Subgroup analysis and investigation of heterogeneity).

Assessment of reporting biases

Reporting biases arise when the dissemination of research findings
is influenced by the nature and direction of results (Egger 1997).
These are described in section 10.1 of the Cochrane Handbook for
Systemic reviews of Interventions (Sterne 2011).

Protocol versus full study

We attempted to locate protocols of included RCTs. If the protocol
was available, we compared outcomes in the protocol and in
the published report. If the protocol was not available, we will
compared outcomes listed in the methods section of the trial report
with actually reported results.

Funnel plot

We are aware that funnel plots may be useful in investigating
reporting biases but are of limited power to detect small-study
effects. We did not use funnel plots for outcomes where there were
10 or fewer studies, or where all studies were of similar size.

Data synthesis

We understand that there is no closed argument for preference for
use of fixed-effect or random-effects models. The random-effects
method incorporates an assumption that the different studies are
estimating different, yet related, intervention effects. This often

seems to be true to us and the random-effects model takes into
account differences between studies, even if there is no statistically
significant heterogeneity. There is, however, a disadvantage to the
random-effects model: it puts added weight onto small studies,
which often are the most biased ones. Depending on the direction
of effect, these studies can either inflate or deflate the effect size.
We chose to use a random-effects model for analyses.

Subgroup analysis and investigation of heterogeneity
Subgroup analyses
Extended SEI treatment duration

We planned to conduct a subgroup analysis of extended SEI
treatment based on the total length of treatment duration in
months, with studies of comparing extended SEl teams that provide
shortterm (up to 36 months treatment from entrance into specialist
care), medium term (longer than 36 months and up to 60 months),
and long term (longer than 60 months from the entrance into
specialist care) treatment packages (i.e. the dose-response effect).
However, we only identified one study that offered treatment up
to 36 months, and no studies that reported long-term treatment
longer than 60 months. Therefore, we only present subgroup
analyses for trials of longer than 36 months and up to 60 months.

Investigation of heterogeneity

We reported if inconsistency was high. Firstly, we investigated
whether data had been entered correctly. Secondly, if data were
correct, we inspected the graph visually and removed outlying
studies successively to see if homogeneity was restored. For this
review we decided that should this occur with data contributing to
the summary finding of no more than 10% of the total weighting,
we presented data. If not, we did not pool these data and discussed
any issues. We know of no supporting research for this 10% cut-off,
but are investigating use of prediction intervals as an alternative to
this unsatisfactory state.

When unanticipated clinical or methodological heterogeneity was
obvious we simply stated hypotheses regarding these for future
reviews or versions of this review.

Sensitivity analysis

We carried out sensitivity analyses for primary outcomes only. If
there were substantial differences in the direction or precision of
effect estimates in any of the sensitivity analyses listed below,
we did not add data from the lower-quality studies to the results
of the higher-quality trials, but presented these data within a
subcategory. If their inclusion did not result in a substantive
difference, they remained in the analyses.

Implication of randomisation

If trials were described in some way as to imply randomisation,
we compared data from the implied trials with trials that were
randomised.

Assumptions for lost binary data

Where assumptions have to be made regarding people lost to
follow-up (see Dealing with missing data) we compared the findings
when we used our assumption and where we made the comparison
with completer data only. If there was a substantial difference, we
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reported results and discussed them but continued to employ our
assumption.

Assumptions for lost continuous data

Where assumptions had to be made regarding missing SDs (see
Dealing with missing data), we compared the findings when we
used ourassumption and where we made the comparison with data
that were not imputed. If there was a substantial difference, we
reported results and discussed them but continued to employ our
assumption.

Risk of bias

We aimed to analyse the effects of excluding trials that were at high
risk of bias across one or more of the domains, however all included
studies were at high risk of bias in at least one domain, therefore we
could not conduct this sensitivity analysis. (see Assessment of risk
of bias in included studies).

Imputed values

We also undertook a sensitivity analysis to assess the effects of
including data from trials where we use imputed values for ICC in
calculating the design effect in cluster-randomised trials.

Fixed- and random-effects

We synthesised data using a random-effects model; however, we
also synthesised data for the primary outcome using a fixed-effect

model to evaluate whether this altered the significance of the
results.

RESULTS

Description of studies

For substantive descriptions of the studies please see Included
studies, Excluded studies, and Ongoing studies.

Results of the search

The electronic search on 3 October 2018 identified 3321 references
comprising 1854 studies. The second, updated search on 22
October 2019 identified a further 88 references. We identified
a further four references but no further studies through a
cross-referencing check of relevant papers. After duplicates were
removed 3335 references remained for screening. We excluded
3063 references through inspection of titles and abstracts, and
obtained the full texts for the remaining 272 references comprising
54 studies to further assess eligibility. We excluded 50 studies; the
reasons for exclusion are described in Excluded studies. One trial
with two references is in the Characteristics of ongoing studies list
as the primary outcomes from this study have yet to be published
(JCEP 2010). Overall, we included three trials with 41 references in
this review. Figure 3 presents the flow chart of the study screening
process.
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Figure 3. Study flow diagram.
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Included studies

We included a total of three trials with 780 participants.

Design and duration

All three trials were individually-randomised controlled trials
(RCTs) (EASY_Extended; Malla 2017; OPUS IlI). All three trials
compared extended specialised early intervention (SEl) to standard
SEl + treatment as usual (TAU); none compared extended SEI to
TAU. The total extended SEI treatment duration was three years
in one study (EASY_Extended), and five years in two studies (Malla
2017; OPUS ). The extended intervention duration (the difference
in duration between standard SEI and extended SEI given by the
same health service) was between 12 months in EASY_Extended
and 36 months in Malla 2017 and OPUS II. In all trials, participants
were randomised to extended SEI or standard SEI + TAU after
receiving a period of standard SEI treatment. Those randomised to
extended SEI would receive the extended SEI intervention, while
those randomised to standard SEI + TAU would be discharged from
the SEl team or transferred to a community mental health team at
24 months after starting their standard SEI treatment. The follow-
up duration from randomisation for two trials was 36 months in
EASY_Extended and Malla 2017, and 41 months for OPUS 1.

Participants
Diagnosis

Participants in all three trials had to meet the criteria for
schizophrenia spectrum disorders or affective psychoses according
to International Classification of Diseases (ICD-10) (OPUS l1), or
Diagnostic and Statistical Manual of Mental Disorders: (DSM-IV)
criteria (EASY_Extended; Malla 2017).

Age and gender

Two trials had an inclusion criteria that participants had to be
aged between 16 and 35 years at the start of treatment (OPUS II;
Malla 2017), and one had an age criteria of between 15 and 25
years (EASY_Extended). Mean age in the trials was between 20.3
(EASY_Extended) and 25.6 (OPUS IlI) years of age. The included
participants involved 352 (45.1%) females and 428 (54.9%) males.

Duration of previous SEI treatment

All participants had been treated previously by SEl teams and were
still under the care of SEI teams at the point of randomisation into
the three trials. Duration of previous SEl treatment ranged between
18 months (OPUS Il) and 24 months (Malla 2017; EASY_Extended).

Size
Thesample size of included trials ranged from 160 (EASY_Extended)
to 400 participants (OPUS I).

Setting

Participants in all three trials were recruited from existing standard
duration SEl teams.

o One trial with 400 participants was conducted in Denmark
(OPUSII).

« One trial with 220 participants was conducted in Canada (Malla
2017).

« One trial with 160 participants was conducted in Hong Kong
(EASY_Extended).

Interventions
Extended SEI

OPUS Il provided an extended SEI service which offered three
extra years of SEl care, totalling five years of treatment in
comparison to the usual two years of standard SEl. The
intervention included the standard elements of their SEl care,
including modified assertive case management, psychoeducation,
family interventions (including psychoeducation) and social skills
training. The extended SEl treatment had a patient to case manager
ratio of 15:1 in comparison to standard SEI ration of 12:1. All
standard SEl treatments were offered as well as psychoeducational
booster sessions.

Malla 2017 provided an extended SEI service which offered
three extra years of SEI care, totalling five years of treatment
in comparison to the usual two years of standard SEI. The
intervention included the standard elements of their SEl
care, including modified assertive case management with a
caseload of 20 to 22 per case manager, lowest effective dose
pharmacotherapy relapse prevention strategy, family counselling
(multiple family interventions and psychoeducation for families),
cognitive behaviour therapy (CBT) (in patients with a major
depressive episode, anxiety disorder or residual psychotic or
negative symptoms), substance abuse education and monitoring.
All standard SEI treatments were offered in the extended SEl team,
as well as booster sessions of family psychoeducation and CBT if
required.

EASY_Extended provided an extended SEI service which offered
one extra year of SEI care, totalling three years of treatment
in comparison to the usual two years of standard SEI. A
trained case manager provided care in line with SEI care, which
involved psychoeducation and supportive care, along with family
counselling and carer support groups. For the extended SEI
treatment there was a focus on functional enhancement, and
booster psychoeducation for the patient and their family delivered
by the case manager. Case managers had a caseload of up to 80
patients.

Specialised early intervention (SEI) followed by treatment as usual
(TAU)

Forallthreeincluded trials the control arm was SEl followed by TAU.
The SElin all trials was two years in duration.

OPUS Il offered a SEl service for two years which provided modified
assertive case management, psychoeducation, family involvement
(including family psychoeducation) and social skills training. At the
end of the two years, patients were discharged to primary care or
transferred to an adult community mental health team or, in some
cases, an assertive community treatment team (n = 31, 19%). The
treatment given would depend on which of these services a patient
was discharged to.

Malla 2017 offered a SEI service for two years which provided
modified assertive case management with a caseload of 20
to 22 per case manager, lowest effective dose pharmacotherapy
relapse prevention strategy, family counselling (multiple family
interventions and psychoeducation for families), CBT (in patients
with a major depressive episode, anxiety disorder or residual
psychotic or negative symptoms), and substance abuse education
and monitoring. At the two-year point, patients were discharged
to primary care or transferred to an adult mental health team. The
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treatment given would depend on which of these services a patient
was discharged to.

EASY_Extended offered a SEI service which provided two years of
treatment with a trained case manager providing psychoeducation
and supportive care, along with family counselling and carer
support groups. The treatment as usual following SEI care was
step-down care. This included an outpatient medical follow-up
with limited community support which focused mainly on crisis
intervention.

Outcomes
Non-scale data

We were able to report dichotomous data on disengagement,
psychiatric hospital admission, days in hospital, relapse, death - all-
cause mortality, and not engaged in education and employment or
training (NEET) status.

Disengagement was measured in two different ways:
EASY_Extended measured disengagement if participants were no
longer attending mental health treatment during the trial follow-
up, while Malla 2017 considered those who completed all research
assessments as per their protocol were considered to have not
disengaged.

We used data for participants leaving the study early in all three
trials (EASY_Extended; Malla 2017; OPUS II). Leaving the study
early was defined by any drop out from the study for any reason,
including loss to follow-up as reported in the study consort diagram
and other supplementary materials. Disengagement relates to
leaving treatment from mental health services, while leaving the
study for any reason specifically relates to leaving the research
study.

Psychiatric hospital admission was reported in one trial
(EASY_Extended). This was defined as the total proportion of
participants who were admitted to a psychiatric hospital at the end
of the study.

Number of days in psychiatric hospital was reported as mean
hospital days per year in two trials (EASY_Extended; OPUS Il).

Relapse, as a measure of global state was reported in one study
(EASY_Extended). The authors defined relapse as the recurrence or
exacerbation of positive symptoms necessitating either psychiatric
hospital admission or adjustment of antipsychotic medication.

Death, all-cause mortality was reported in all three studies
(EASY_Extended; Malla 2017; OPUS 11).

Outcome scales providing usable data

We were able to report outcome scale data on recovery,
general psychopathology, positive psychotic symptoms, negative
psychotic symptoms, depressive symptoms, general functioning,
and service satisfaction.

Recovery

No data using a definition of recovery were observed in any of
the trials. We used data on remission as a proxy measure for
our primary outcome, which was reported in all three studies
(EASY_Extended; Malla 2017; OPUS II). Each trial differed in its
criteria. In OPUS Il criteria were defined as no global scores

exceeding 2 (that is, mild symptoms) on the Scale for Assessment
of Positive Symptoms (SAPS) and the Scale for Assessment of
Negative Symptoms (SANS) over the past three months. Malla 2017
defined it as the proportion in remission judged by SAPS <2 and
SANS < 2 for a three-month period. In EASY_Extended, recovery
was defined according to the Remission in Schizophrenia Working
Group based on the Positive and Negative Syndrome Scale (PANSS)
criteria of a PANSS score of less than 3 on questions P1 - P3, N1, N4
and N6, and G5 and G9 for six months.

Mental state scales

« Positive and Negative Syndrome Scale - PANSS (Kay 1986)

PANSS is a 30-item scale including three subscales for measuring
the severity of general psychopathology, positive symptoms, and
negative symptoms. Each item is rated on a seven-point scale,
with higher scores indicating worse outcome. One trial reported
outcomes on this scale (EASY_Extended).

« Scale for the Assessment of Negative Symptoms - SANS
(Andreasen 1984)

The SANS is a valid instrument to assess the negative symptoms
of schizophrenia. Each item is based on six-point scale. Higher
scores indicate more symptoms. OPUS Il and Malla 2017 reported
outcomes from this scale.

« Scale for the Assessment of Positive Symptoms - SAPS
(Andreasen 2004e)

SAPS is a rating scale to measure positive symptoms in
schizophrenia. The scale is split into four domains, and within each
domain separate symptoms are rated from zero (absent) to five
(severe). OPUS Il reported outcomes from this scale.

« Calgary Depression Scale - CDS (Addington 1993)

CDS is a nine-item scale designed to measure depression in
schizophrenia patients without negative symptoms. The possible
score ranges from zero to 27 with higher scores indicating poor
depression state. One trial reported outcomes on this scale
(EASY_Extended).

Social functioning scales

« Personal and Social Performance Scale - PSP (Morosini 2000)

PSP scale is a validated clinician-related scale that measures
personal and social functioning in the domains of: socially useful
activities (e.g. work and study), personal and social relationships,
self-care, and disturbing and aggressive behaviours. OPUS Il
reported outcomes from this scale.

« Role Functioning Scale - RFS (Goodman 1993)

The RFS, comprising four subscales, is used to assess functional
levels of various domains including independent living and self-
care, work productivity, and immediate and extended social
networks. Values range from one to seven, representing minimal
functioning to optimal level of functioning, with scores ranging
between four to 28. EASY_Extended reported outcomes from this
scale.

+ Social and Occupational Functioning Assessment Scale - SOFAS
(Saraswat 2006)
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SOFAS is a measure of social and occupational functioning on
a continuum from excellent to grossly impaired functioning.
EASY_Extended reported outcomes from this scale.

Service satisfaction scales

« The Client Satisfaction Questionnaire - CSQ-8 (De Wlide 2005)

The CSQ-8 is an eight-item self-report of global measure of patient
satisfaction with services. The CSQ is substantially correlated with
treatment drop out, number of therapy sessions attended, and with
change in client-reported symptoms. The CSQ-8 consists of eight
items rated on a four-point Likert scale. The items are concerned
with quality of services received, how well services met the client’s
needs and general satisfaction. The total score ranges from eight
to 32. Higher scores indicate greater satisfaction of the responders.
OPUS Il reported outcomes from this scale.

Missing outcomes

The following prespecified outcomes were not reported:
occurrence of violent incidents (to self, others or property),
quality of life was reported in OPUS Il using the World Health
Organization (WHO) Quality of Life questionnaire (WHOQoL-BREF)
but the questionnaire only reports four subscales and not an overall
score.

Excluded studies

We excluded 50 studies from this review. We have summarised
them in Table 1. The most common reasons for exclusion were
that studies did not compare an extended SEI service in 36 (72.0%)
studies, that the intervention was a psychiatric inpatient-only
intervention in six (12.0%) studies, that the study was a medication
only trialin four studies (8.0%), and that study was not randomised
in three studies (6.0%).

Ongoing studies

We identified one ongoing trial; the results have not yet been
published. Please refer to Ongoing studies for more details.

Awaiting assessment

No studies are awaiting assessment.

Risk of bias in included studies

The summary of risk of bias in included trials is presented in Figure
1and Figure 2.

Allocation

We rated the three included trials (3/3, 100%) as having low
risk of bias from randomisation as they described adequate
random sequence generation. The methods used for sequence
generation were all centralised and computer-generated allocation
sequencing.

We rated all trials (3/3, 100%) as having low risk of bias from
allocation concealment through reporting randomisation being
conducted by staff independent of the research team, or was
conducted centrally.

Blinding

None of the three trials blinded participants and treatment team
from the treatment arm allocation. This is unsurprising as long-

term treatment interventions are complex interventions involving
the whole healthcare system and would be difficult to mask. All
three trials also used primary outcomes which were assessment-
based rather than objectively measured. Therefore, all three
studies (3/3, 100%) were rated as at high risk of bias for blinding of
participants.

Two of three studies (2/3, 66.6%) were rated low risk of bias
for blinding of outcomes assessments (EASY_Extended; OPUS II)
as both had independent outcome assessors who were blind to
treatment allocation. The third study (1/3, 33.3%) was rated at high
risk of bias for blinding of outcomes assessment (Malla 2017) as
while the assessors were blind to the treatment allocation, almost
athird (n=49/154,31.8%) of participants' treatment allocation was
unblinded to the assessors during the course of the trial.

Incomplete outcome data

One trial EASY_Extended was rated as low-risk of incomplete
outcome data as it had few participants leaving the study early in
the intervention (n = 3, 3.6%) and control arm (n = 1, 1.3%) and
little missing data. Malla 2017 was rated as at high risk of attrition
bias as it had a much higher attrition rate for SEI + TAU (51.8%)
than extended SEI (20.9%). While the authors tried to account for
this through multiple imputation and by obtaining additional data
from clinical files across all services, the quality of records quote:
"was likely better in the extended SEI" (Malla 2017, pg. 285). OPUS II
was considered at unclear risk of bias for attrition bias. Participants
leaving the study early were balanced between groups but was
high, 26.4% in the extended SEl arm and 30.1%in the SEI + TAU arm,
and while the authors used an appropriate method of imputation,
the effect of this high number of participants leaving the study early
is unknown.

Selective reporting

All three trials (3/3, 100%) were considered at low risk of bias for
selective reporting (EASY_Extended; Malla2017; OPUS II). Two trials
reported all outcomes detailed in a trial registry or protocol. One
trial was rated at low risk of bias for selective reporting following
detailed correspondence with authors (OPUS II). For this trial all
outcomes specified in protocol were reported in the primary paper,
however, they used modified versions of their prespecified primary
and secondary outcomes assessment measures not explicitly
detailed in their protocol or trial registry. It used the same scale
as its primary outcome (the SANS) in both the published protocol
and primary study paper, but included only four of the five domains
measured in the scale in its primary study paper with no mention of
this alteration to the scale in either its protocol or the trial registry.
However, this was because of imprecision of reporting rather
than selective reporting. Trial authors implicitly refer to modified
measures in the protocol in regards to stratification of participants
and criteria for remission. Data for unmodified measure were not
collected in case report forms during data collection, only data
for the modified version were collected. We consider this robust
evidence that no selective reporting was conducted.

Other potential sources of bias

We did not think there was a high risk of other potential sources of
bias within the included trials.
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Effects of interventions

See: Summary of findings 1 Extended specialised early
intervention (SEI) teams compared to standard SEI teams plus
treatment as usual (TAU) for recent-onset psychosis

See Summary of findings 1 for the main comparison. We did not find
any trials comparing extended SEI to TAU alone.

Extended specialised early intervention (SEI) compared to
standard SEI plus TAU

Global state: recovery, as defined by the study

Three trials reported recovery data. There was no clear difference
between extended SEI and standard SEI + TAU groups (risk ratio
(RR) 1.13, 95% confidence interval (CI) 0.97 to 1.31; 3 studies, 780
participants; 12 = 0%; very low-certainty evidence; Analysis 1.1).
We found no substantive differences in sensitivity analysis when
we used data for completers only (RR 1.11, 95% CI 0.96 to 1.27;
3 studies, 596 participants; Analysis 1.15), or using a fixed-effect
model (RR 1.13, 95% CI 0.97 to 1.31; 3 studies, 780 participants;
Analysis 1.17). A subgroup analysis only including extended SElI
services providing 60 months or more of treatment found no
substantive differences (RR 1.09, 95% CI 0.86 to 1.39; 2 studies, 620
participants; Analysis 1.19).

Service use: disengagement from services, as defined by the
study

Two trials reported end of treatment data on disengagement. There
was a clear difference between extended SEl and standard SEI +
TAU, favouring extended SEI with fewer disengagements in the
intervention arm (RR 0.45, 95% Cl 0.27 to 0.75; 2 studies, 380
participants; 12 = 16%; low-certainty evidence; Analysis 1.2). We
found no substantive differences in sensitivity analysis when we
used data for completers only (RR 0.45, 95% Cl 0.27 to 0.75; 2
studies, 380 participants; Analysis 1.16), or using a fixed-effect
model instead of a random-effects model (RR 0.44, 95% Cl 0.30 to
0.64; 2 studies, 380 participants; Analysis 1.18). A subgroup analysis
only including extended SEI services providing 60 months or more
of treatment found no substantive differences (RR 0.40, 95% CI1 0.27
to 0.61; 1 study, 220 participants; Analysis 1.20).

Service use: admission to psychiatric hospital

EASY_Extended reported on psychiatric hospital admission and
found no clear difference (RR 1.55, 95% CI 0.68 to 3.52; 1 study, 160
participants; low-certainty evidence; Analysis 1.3).

Service use: number of days in psychiatric hospital per year

Data for this outcome were presented as 'other data' because of
marked skew (Analysis 1.4), which makes it difficult to interpret
the findings. A subgroup analysis only including extended SEI
services providing 60 months or more of treatment found no clear
difference between extended SEI and standard SEI + TAU groups
(mean difference (MD) -2.70, 95% Cl -8.30 to 2.90; 1 study, 400
participants; low-certainty evidence; Analysis 1.21).

Global state: relapse, as defined by study

EASY_Extended reported relapse outcomes and found no clear
difference (RR 0.82, 95% Cl 0.42 to 1.62; 1 study, 160 participants;
very low certainty-evidence; Analysis 1.5).

Mental state: specific, average endpoint score on specific
symptoms mental state scale/subscale, general psychotic
symptoms

EASY_Extended reported relapse outcomes and found a clear
difference, favouring extended SEI (MD -1.90, 95% ClI -3.28 to -0.52;
1 study, 156 participants; very low-certainty evidence; Analysis 1.6).

Mental state: specific, average endpoint score on specific
symptoms mental state scale/subscale, positive psychotic
symptoms

Two trials reported data from scales that measure positive
psychotic symptoms. Data for this outcome were presented as
'other data' because of marked skew (Analysis 1.7), which makes it
difficulttointerpret the findings. Asubgroup analysis only including
extended SEI services providing 60 months or more of treatment
found no clear difference between extended SEl and standard SEI +
TAU groups (standardised mean difference (SMD) -0.15,95% CI-0.34
to 0.05; 1 study, 400 participants; Analysis 1.22).

Mental state: specific, average endpoint score on specific
symptoms mental state scale/subscale, negative psychotic
symptoms

Three trials reported data on negative psychotic symptoms. Data
for this outcome were presented as 'other data' because of marked
skew in one of the trials (Analysis 1.8), which makes it difficult to
interpret the findings. A subgroup analysis only including extended
SEl services providing 60 months or more of treatment found no
clear difference between extended SEI and standard SEI + TAU
groups (SMD -0.03, 95% CI-0.19 to 0.14; 2 studies, 578 participants;
Analysis 1.23).

Mental state: specific, average endpoint score on specific
symptoms mental state scale/subscale, depressive symptoms

EASY_Extended reported on depressive symptoms. Data for this
outcome were presented as 'other data' because of marked skew
(Analysis 1.9), which makes it difficult to interpret the findings.

Adverse effects/events: death, suicide or natural cause

Three trials reported data on death from all-cause mortality and
found no clear difference between extended SEI and standard SEI
plus standard care groups (RR 0.38, 95% CI 0.09 to 1.64; 3 studies,
780 participants; 12 = 0%; low-certainty evidence; Analysis 1.10). A
subgroup analysis only including extended SEI services providing
60 months or more of treatment found no substantive differences
(Analysis 1.24).

Leaving the study early: for any reason

All three trials reported data on leaving the study early for any
reason. There was no clear difference between trial arms (RR
0.58, 95% Cl 0.33 to 1.01; 3 studies, 780 participants; 12 = 75%;
low-certainty evidence; Analysis 1.11); there was considerable
heterogeneity (Tau? = 0.17; Chi? = 8.05, df = 2; P = 0.02; I* = 75%).
Inspection of forest plots suggests that OPUS Il was an outlier, with
a substantially smaller difference between the number of people
leaving the study in the extended SEI in comparison to the SEI +
TAU arm (25.4 versus 30.0%, respectively) than in either Malla 2017
(20.9% versus 51.8%) or EASY_Extended (7.3% versus 14.1%). A
subgroup analysis only including extended SEI services providing
60 months or more of treatment found no substantive differences

Specialised early intervention teams (extended time) for recent-onset psychosis (Review) 20
Copyright © 2020 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

(RR 0.59, 95% Cl 0.29 to 1.22;2 studies, 620 participants; Analysis
1.25).

Functioning: general, average endpoint score on general
functioning scale

Two trials reported on end of treatment outcomes for general
functioning and found no clear difference (SMD 0.23, 95% Cl -0.29
to 0.76; 2 studies, 560 participants; 12 = 88%; very low-certainty
evidence; Analysis 1.12); there was considerable heterogeneity
(Tau?=0.13; Chi®=8.06,df=1; P=0.005; I>=88%). Further statistical
investigation of this heterogeneity was not possible due to there
being study data for only two studies. A subgroup analysis only
including extended SEI services providing 60 months or more of
treatment found no substantive differences (RR -0.02, 95% Cl -0.22
to 0.18; 1 study, 400 participants; Analysis 1.26).

Functioning: specific, any change in education or employment
status

Two trials reported on end of treatment outcomes for change
in employment status and found no clear difference between
extended SEI and standard SEI + TAU (RR 1.11, 95% Cl 0.79 to
1.56; 2 studies, 560 participants; I2 = 50%; low-certainty evidence;
Analysis 1.13). A subgroup analysis only including extended SEI
services providing 60 months or more of treatment found no clear
difference between extended SEl and standard SEI + TAU, but point
estimates and confidence differed from the main analysis, with
point estimated in the opposite direction favouring SEI + TAU (RR
0.93,95% Cl 0.66 to 1.31; 1 study, 400 participants; Analysis 1.27).

Satisfaction with care: recipient, average endpoint score on
satisfaction scale

OPUS Il reported on service satisfaction and found a clear difference
in favour of extended SEI (MD 2.60, 95% Cl 1.38 to 3.82; 1 study, 400
participants; very low-certainty evidence; Analysis 1.14).

DISCUSSION

Summary of main results

This review includes three trials of 780 participants. No eligible
trials compared extended specialised early intervention (SEI) with
treatment as usual (TAU). All three included trials compared SEI
with standard specialised early intervention followed by TAU (SEI +
TAU).

No study reported our prespecified primary outcome of recovery.
We used remission as a proxy for recovery and downgraded the
certainty of evidence because of this. One of the primary aims of
SEl services is to improve the likelihood of recovery from recent-
onset psychosis. Given this importance, the lack of measurement
of recovery may have been due to too short a duration of follow-
up in the eligible trials for it to have been measured. Recovery
is often defined with a duration component of at least one year,
but more often of at least two years (Lally 2017). All three eligible
trials comparing extended SEI with standard SEI plus TAU observed
a measure of remission, with us finding no clear evidence that
extended SEl increases rates of recovery with the evidence graded
as 'very low' certainty. The point estimate is in favour of extended
SEl but contained confidence intervals that suggested no benefit.
For our co-primary outcome, disengagement from services, two
studies provided data and we found low-certainty evidence that

extended SEI reduces the number of patients who disengage from
secondary mental health services, with half the relative risk of
disengagement in comparison to standard SEI + TAU at the end of
the treatment.

We recorded data for a number of our secondary outcomes,
although all were between low or very low uncertainty of evidence
and a number of outcomes, including number of days in psychiatric
hospital, and positive, negative, and depressive symptoms had
outcome data that were markedly skewed, making interpretation of
the findings difficult. Furthermore, for many outcomes, there were
only data from a single trial, and we have downgraded our certainty
of the evidence for these outcomes because of this. We found a
clear, but small difference between extended SEIl and standard SEI
+ TAU for fewer reported psychotic symptoms, favouring extended
SEl. We also found a difference in satisfaction with care, again
favouring extended SEl. We did not find a difference between
extended SEI and standard SEI + TAU in the following outcomes:
admission to psychiatric hospital, deaths from suicide or natural
causes, leaving the study early for any reason, general function of
the individual, or change in education or employment status.

We conducted subgroup analyses, only including extended SEI
services that provided 60 months or more of treatment to
test whether dose-response was an effect modifier. We found
no substantive differences between extended SEI services that
provided between 36 and less than 60 months of extended SEI and
those that provided 60 months or more. However, these results
must be interpreted with extreme caution, as the comparison
included so few trials.

Overall completeness and applicability of evidence
Completeness

We know of no further trials of extended SEI planned or underway
other than those identified in our included studies or ongoing
studies. While all published data were available to us, the number of
common outcomes between trials was low and the two longer trials
of extended SEI (Malla 2017; OPUS II) did not report outcomes at 36
months from start of treatment so could not be directly compared
to EASY_Extended trial. None of the included trials reported data on
our primary outcome of recovery. Much of the data we had were of
low certainty, not because of the quality of the studies but because
of the lack of consistency in collected outcomes between trials. The
result of this heterogeneity is a lack of confidence in the accuracy of
our estimates from this review. Even when point estimates tended
to favour extended SEI treatment, as most did, the resulting wide
confidence intervals meant that none of our reported outcomes
were a definitive finding.

Applicability

The three included trials actively recruited participants who were
currently under SEI care, so we are confident that these trial
participants were an accurate representation of the population of
interest. Participants were recruited at a similar point in their SEI
care (between 18 and 24 months), with a range of illness severity
as one would expect at that point in SEI treatment. Duration
of untreated psychosis (DUP) differed markedly both within and
between trials, but this would also be expected in everyday clinical
practice. Each trial differed slightly in the treatment given, in
both the extended SEI and standard SEI + TAU arms. The biggest
difference between trials was the caseload size, with OPUS Il
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and Malla 2017 having a similar caseload ratio (15:1 and 22:1,
respectively), while EASY_Extended had a much larger ratio at
80:1. One would expect this to result in differences in care, most
likely through frequency of contact with participants, however
none of the trials reported on the number of service contacts. We
are unaware of any mental health systems in any country which
commission an extended SEl-type service, beyond the exemplary
services from which the eligible trials recruited (although some
standard SEI services may provide a longer duration of care
informally), and this is unsurprising given the considerable cost
involved to implement extended SEI, without clear evidence of its
effectiveness.

Certainty of the evidence

All studies included were well-conducted randomised controlled
trials, however the graded certainty of evidence was between
low and very low primarily due to a lack of consistency in
outcome measures and the small number of published trials.
This led to outcomes with imprecise estimates or outcomes being
below the threshold for optimal information size. These were the
primary reasons for downgrading the evidence. Given the early
stage of research into extended SEl, this is not unexpected but
disappointing given the difficulty and high cost in conducting
service-level intervention trials of this nature. We downgraded
all trials due to high risk of bias from lack of blinding. We also
downgraded Malla 2017 due to high risk of bias on blinding of
outcome assessments and incomplete outcome data. The study's
use of blinded outcome assessors was compromised by a high
rate of unbinding in the intervention arm (36.3%), while using an
assessor-rated scale for their primary outcome measure that was
administered every three months during the trial. They also had a
large amount of missing data, with different rates of missing data
in the SEI + TAU arm in comparison to the extended SEl arm. OPUS
Il was at unclear risk of incomplete outcome data due to the high
number of participants leaving the study early in both trial arms.

Potential biases in the review process

We conducted a thorough and comprehensive search in order to
identify all relevant studies, and contacted leaders in the field about
any trials that may be currently underway. Two of the authors
involved in this review (BL and SP) are currently submitting grant
applications to conduct a trial of extended SEI versus standard SEI
+ TAU.

Agreements and disagreements with other studies or
reviews

This is the first review of extended SEI of which we are aware.
However, this topic has been identified as a National Health Service
(NHS) England research need and National Institute of Health
and Clinical Care Excellence (NICE) research recommendation,
and questions about whether extended SEI would improve the
outcomes for people with psychosis is a common theme in the
literature. NICE guideline CG178 suggest that clinicians should
quote: "Consider extending the availability of early intervention in
psychosis services beyond 3 years if the person has not made a
stable recovery from psychosis or schizophrenia" (NICE 2014).

AUTHORS' CONCLUSIONS

Implications for practice
For people with recent-onset psychosis

There is low-certainty evidence that more people remain engaged
with secondary mental health care if they are treated by extended

specialised early intervention (SEI) teams. It is currently unclear
whether extended SEI has any benefit on recovery over standard
SEl care. There is also inconclusive evidence on clinical, social and
functional outcomes. There is low-certainty evidence that people
who are treated by extended SEI are more satisfied with their care.
There is also no evidence of any harm of extended SEI over SEI +
treatment as usual (TAU).

For clinicians

There is low-certainty evidence of increased engagement and
greater satisfaction from people treated by extended SEI in
comparison to standard SEI + TAU. There is a lack of evidence
for clinical- or cost-effectiveness for extended SEI. Clinicians who
consider better engagement a highly beneficial aspect of clinical
care could consider the use of extended SEI.

For policy makers

There is low-certainty evidence of increased engagement and
greater satisfaction from people with psychosis in extended SElI
services. There is a lack of evidence for clinical- and cost-
effectiveness. There is therefore currently limited data to support
the promotion or implementation of extended SEI. As there is only
one ongoing study of extended SEI, policy makers should be aware
that there will likely be a paucity of new evidence for a decade,
rather than years, and factor this into their decision making.

Implications for research
General

In paradigms where it is unlikely that many trials will be conducted
(due to the difficulty and expense of running such trials), it would
be useful if there was greater concordance between the outcome
measures that are used and co-ordination between different study
teams. We have included a suggested design of a future trial of
extended SEl in Table 2.

Specific

There is a need for further trials comparing extended SEl to either
TAU or SEI + TAU. One of the major limitations of standard SEI
is that evidence suggests that the effects are not sustained at
follow-up. Only one of the trials included in this review measured
post-intervention outcomes (EASY_Extended), although further
outcome assessment for the other trials may yet take place. Future
trials of extended SEl need to incorporate long-term outcome
assessment, and address the question of whether the intervention
is only as effective as long as it is continued.
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* Indicates the major publication for the study

Study characteristics
Methods Study design: individually-RCT
Duration: 12 months extension of SEI + 12-month post-treatment follow-up. Two-year duration stan-
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EASY_Extended (continued)

Setting: community-based mental health team, Hong Kong

Recruitment method: patients who had received two years of the standard EASY programme following
their first episode of psychosis

Participants

Diagnosis: the majority were schizophrenia spectrum disorders (84% in extended SEl arm and 80% in
SEl+TAU arm)

Sample size: 160 participants randomised
Age: mean age of onset of psychosis of 20.3 (SD =3.1)
Sex: 50% male and 51% male in extended SEI, and standard SEI + TAU, respectively

Inclusion criteria: received 2 years of treatment in the EASY programme following a first episode of psy-
chosis

Exclusion criteria: intellectual disability, substance-induced psychosis, psychotic disorder due to a gen-
eral medical condition or an inability to speak Cantonese Chinese for the research interview

Interventions

« Extended SEI (n = 82) consisted of 1 additional year of SEl in patients that already underwent at least
2 years of SEI
* components of treatment included
] phase-specific case-management

[ caseload 1:80
[ relapse prevention
] psychoeducation
o SEI+TAU (n=78) included outpatient medical follow-up with limited community support

Outcomes

» Recovery - used remission as proxy - recovery was defined according to the Remission in Schizophre-
nia Working Group based on the PANSS criteria of a PANSS score of less than 3 on questions P1 - P3,
N1, N4 and N6, and G5 and G9 for six months

« Disengagement - if participants were no longer attending mental health treatment during the trial
follow-up

« Admission to psychiatric hospital

« Number of days in psychiatric hospital

+ General psychotic symptoms score - PANSS
« Positive psychotic symptoms score - PANSS
» Negative psychotic symptoms score - PANSS
« Depressive symptoms score - CDS

» Death via suicide or natural causes

« General functioning score - RFS

« Employment or education status

Notes

Funding source: the study was supported by a grant from the Commissioned Research on Mental
Health Policy and Services (SMH-29) of the Food and Health Bureau, Government of Hong Kong Special
Administrative Region

Author Conflicts of Interest: EYHC has been a member of the paid advisory board for Otsuka and has
received educational grant support from Janssen-Cilag, Eli Lilly, Sanofi-Aventis and Otsuka. EHML has
been a member of the paid advisory boards for Eli Lilly and AstraZeneca.

Risk of bias

Bias

Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Computer-generated allocation sequence.
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EASY_Extended (continued)

Quote: "An allocation sequence was computer-generated with a fixed block

size of four".

Allocation concealment Low risk Randomisation carried out by an independent staff member.

(selection bias) Quote: "Randomisation and concealment procedures were conducted by an
independent research staff member who was not involved in recruitment, clin-
ical management or research assessment of the study participants"

Blinding of participants High risk Not blinded. While the primary outcome measure was subjective, the outcome

and personnel (perfor- assessors were blind to treatment allocation.

mance bias)

All outcomes

Blinding of outcome as- Low risk Research assistant carrying out assessment was masked to allocation group.

sessment (detection bias) Quote: "Trained research assistants masked to treatment allocation adminis-

All outcomes tered all assessments".

Incomplete outcome data  Low risk Missing data balanced in numbers across groups (3 lost from extended SElI, 1

(attrition bias) from SEI + TAU) with similar reasons for leaving. Intention to treat analysis car-

All outcomes ried out using a linear mixed model.

Selective reporting (re- Low risk Outcomes reported as in registry

porting bias)

Other bias Low risk None detected

Malla 2017
Study characteristics
Methods Study design: Individually-RCT

Duration: 36 months extension of SEI. Two-year duration standard SEI (prior to trial) is followed by
three-year extension of ESEI (in intervention arm). Total SEI plus ESEI duration was five years

Setting: community-based mental health team, Canada

Recruitment method: all patients receiving treatment for first-episode psychosis in an early interven-
tion service of the McGill University Network following an 18-month clinic review

Participants

Diagnosis: majority diagnosed with a primary diagnosis of schizophrenia spectrum disorder, n = 143
(65%)

Sample size: 220 participants randomised

Age: mean age of onset 22.4 (SD = 4.4) years of age

Sex: 68.6% male

Inclusion criteria: having completed 24 months (plus or minus 3 months) of treatment in SEl services.
DSM-IV criteria for a psychotic disorder (schizophrenia spectrum psychoses or affective psychosis).

Exclusion criteria: inability to provide informed consent or to speak either English or French fluently,
and an 1Q below 70 as assessed using the short form of the Wechsler Adult Intelligence Scale
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Malla 2017 (continued)

Interventions

« Extended SEI (n=110) consisted of:
* an extra 3 years (following 2 years of SEI) of modified assertive case management (caseload 20-22
cases per case manager);

* lowest effective dose pharmacotherapy relapse prevention strategy;
* family counselling (multiple family intervention and psychoeducation for families);
* CBT (in patients with a major depressive episode, anxiety disorder or residual psychotic or negative

symptoms);

* substance abuse education and monitoring.

« Standard SEI + TAU consisted of discharge to a primary care physician or transfer to a standard com-
munity mental health team

Outcomes « Recovery - used remission as proxy - defined as the proportion in remission judged by SAPS <2 and
SANS < 2 for a three-month period
« Disengagement - those who completed all research assessments as per their protocol were consid-
ered to have not disengaged
« Negative psychotic symptoms - SANS (skewed)
» Leaving the study early
« Death by suicide or natural causes
Notes Funding source: Canadian Institutes of Health Research (grant MCT 94189; registration CCT-
NAPN-18590).
Conflicts of interest: A Malla is supported by the Canada Research Chairs Program
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Centralised and computerised randomisation
tion (selection bias) Quote: "...were allocated to either the experimental or the control intervention
using a computerized urn randomisation protocol carried out by a trial statisti-
cian not connected with any of the services".
Allocation concealment Low risk Quote: "Group allocation was concealed in sealed opaque envelopes".
(selection bias)
Blinding of participants High risk Intervention not blinded. Primary outcome subjective measure, with repeated
and personnel (perfor- assessments every three months. Assessors blinded, but a third participants
mance bias) unblinded during trial.
All outcomes
Blinding of outcome as- High risk Assessors blind to treatment allocation, not involved in patient's care or have
sessment (detection bias) access to patients' clinical notes but 49/154 patients lost their blind assess-
All outcomes ment status as patients inadvertently revealed their treatment group
Incomplete outcome data  High risk Higher attrition rate for TAU (51.8%) compared with extended SEI (20.9%).
(attrition bias) Tried to account for this by obtaining additional data from clinical files across
All outcomes all services, however, the quality of records "was likely better in the extended
SEI"
Selective reporting (re- Low risk The published protocol does not differ to the published outcomes
porting bias)
Other bias Low risk None detected
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OPUS I

Study characteristics

Methods Study design: individually-RCT

Duration: 36 months extension of SEI. Two-year duration standard SEI (prior to trial) is followed by
three-year extension of ESEI (in intervention arm). Total SEI plus ESEI duration was five years
Setting: community-based mental health team, Denmark

Recruitment method: all patients receiving treatment for first-episode psychosis in OPUS teams recruit-
ed an average of 19 months into their 24 months standard treatment

Participants Diagnosis: majority schizophrenia diagnosis (74.6% versus 74.9% in the extended SEI, and standard SEl
+ TAU arms, respectively)

Sample size: 400 participants randomised
Age: mean age of 25.6 (SD 4.3)
Sex: 53.7% male and 43.3% male in the extended SEI, and standard SEI + TAU arms, respectively

Inclusion criteria: having completed at least 18 months of 24 months of treatment in SEl services, first
diagnosis of schizophrenia spectrum disorder (ICD-10 (international classification of diseases, 10th re-
vision):

« schizophrenia F20

 schizotypal disorder F21

« persistent delusional disorders F22

« acute and transient psychotic disorders F23
« induced delusional disorder F24

« schizoaffective disorders F25

« other non-organic psychotic disorders F28
 and unspecified non-organic psychosis F29)

Exclusion criteria: patients with an 1Q below 70 points

Interventions « Extended SEI (n = 197) consisted of 3.5 additional years of SEl in patients that already underwent at
least 1.5 years of SEI
* components of treatment included
[] assertive community treatment
O psychoeducational booster
[ social skills training
[ 1:15 caseload
« Standard SEI + TAU (n =203) involved the 1.5 years of SEl after which patients would be discharged to
a primary care provider or transferred to a standard adult community mental health care

Outcomes « Recovery - used remission as proxy - defined as no global scores exceeding 2 (that is, mild symptoms)
on the SAPS and the SANS over the past three months

« number of psychiatric hospitalisations

« number of days in psychiatric hospital

« positive psychotic symptoms score - SAPS (modified)
« negative psychotic symptoms score - SANS (modified)
 death by suicide or natural causes

« general functioning score - PSP

« Inemployment or education

« client satisfaction score - CSQ

Notes Funding source: Danish Agency for Science and Technology and Innovation. The Capital Region Den-
mark and the Central Region Denmark funded the clinical part of the trial.
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OPUS Il (Continued)

Conflicts of Interest: authors supported by the Danish Agency for Science and Technology and Innova-
tion, the Capital Region Denmark, and the Central Region Denmark for the submitted work; no finan-
cial relationships with any organisations that might have an interest in the submitted work in the previ-
ous three years; no other relationships or activities that could appear to have influenced the submitted

work

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Quote: "The randomisation was centralised and computerised with concealed

tion (selection bias) randomisation sequence carried out by the Copenhagen trial unit".

Allocation concealment Low risk The randomisation was centralised and computerised with concealed ran-

(selection bias) domisation sequence carried out by the Copenhagen trial unit (CTU). Block
sizes ranging between 10 and 6 were concealed to clinicians and investigators

Blinding of participants High risk Not blinded. Subjective primary outcome measure but outcome assessors

and personnel (perfor- blind to treatment allocation.

mance bias)

All outcomes

Blinding of outcome as- Low risk Assessors blind to treatment allocation, not involved in patient's care or have

sessment (detection bias) access to patients' clinical notes

All outcomes

Incomplete outcome data  Unclear risk Multiple imputation analysis. Participants leaving the study early balanced be-

(attrition bias) tween groups but there is a high proportion of 26.4% in the extended SEl arm

All outcomes and 30.1% in the SEI + TAU arm.

Selective reporting (re- Low risk Used modification of originally reported primary and secondary outcomes

porting bias) measure (SAPS) not explicitly stated in protocol. However, data collection CRF
only included modified measure not full scale, and implicitly stated in protocol
through stratification of participants and criteria for remission only included
modified measure, therefore original measure never part of analysis plan and
not considered as selective reporting.

Other bias Low risk None detected

BTPD: Brief and Transient Psychotic Disorder
CBT: cognitive behaviour therapy

CDS: Calgary Depression Scale

CRF:case report form

CSQ: Client Satisfaction Questionnaire
EASY: Early Assessment Service for Young people with psychosis
NEET: not engaged in education and employment or training
PANSS: Positive and Negative Syndrome Scale
PSP: Personal and Social Performance Scale
RCT: randomised controlled trial

RFS: Role Functioning Scale

SANS: Scale for Assessment of Negative Symptoms
SAPS: Scale for Assessment of Positive Symptoms

SD: standard deviation

SEl: specialised early intervention

TAU: treatment as usual

Characteristics of excluded studies [ordered by study ID]
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Study

Reason for exclusion

Alaghband-Rad 2006

Intervention:

not an ESEI service

Cai 2013

Intervention:

medication trial

Carpenter 1982

Intervention:

medication trial

Cechnicki 2017

Intervention:

not a standalone service

Chen 2013 Intervention: inpatient population, not community healthcare team intervention
COAST 2004 Intervention: not an ESEI service
Dai 2007 Intervention: inpatient population, not community healthcare team intervention
Fan 2005c Intervention: not an ESEl service

GET UP PIANO 2013

Intervention:

not a standalone service

Hansen 2012

Intervention:

not an ESEI service

Hou 2007 Intervention: inpatient population, not community healthcare team intervention
ISRCTN58681229 Intervention: not an ESEI service
J-CAP 2014 Intervention: not an ESEl service
LEO Intervention: not an ESEl service

LEO-CAT 2004

Intervention:

not an ESEI service

Li2012a

Intervention:

inpatient population, not community healthcare team intervention

Li2012b

Intervention:

not an ESEl service

Linszen 1994

Intervention:

not an ESEI service

Linszen 2002

Intervention:

not an ESEI service

Linszen 2003

Intervention:

not an ESEl service

Linszen 2006

Intervention:

not an ESEl service

Linszen 2007

Intervention:

not an ESEl service

Liu2012a Intervention: not an ESEl service
Liu2012b Intervention: not an ESEl service
Malla 2000 Randomisation: not a RCT
NCT01783457 Intervention: not an ESEI service
NCT01936220 Intervention: not an ESEl service
NCT02037581 Randomisation: not a RCT
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Study Reason for exclusion
NCT02751632 Intervention: not an ESEl service
NCT03409393 Intervention: not an ESEl service
OPUS Intervention: not an ESEI service
oTP Intervention: not an ESEl service
Pan 2012 Intervention: not an ESEl service
Qi 2006 Intervention: not an ESEI service
Qu 2012 Intervention: medication trial
RAISE Intervention: not an ESEl service

Rosenbaum 2002

Randomisation: not a RCT

Santos 2008 Intervention: not an ESEl service
Shahrivar 2010 Intervention: not an ESEl service
Sheng 2009 Intervention: inpatient population, not community healthcare team intervention
STEP 2012 Intervention: not an ESEl service
Sun 2010 Intervention: not an ESEl service
Tang 2012 Intervention: inpatient population, not community healthcare team intervention

Valencia 2010

Intervention:

not an ESEl service

Valencia 2012

Intervention:

not an ESEl service

Valencia 2013

Intervention:

not an ESEI service

Wan 2012 Intervention: medication trial
Wang 2012 Intervention: not an ESEI service
Zhang 2009 Intervention: not an ESEI service

Zipursky 2004

Intervention:

not an ESEl service

ESEl: extended specialised early intervention
RCT: randomised controlled trial
SEl: specialised early intervention

Characteristics of ongoing studies [ordered by study ID]

JCEP 2010

Study name

Stage-specific case management for early psychosis

Specialised early intervention teams (extended time) for recent-onset psychosis (Review)
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JCEP 2010 (Continued)
Methods

Study design: individually-RCT with 3-way design (SEI versus TAU (2-year duration) versus extended
SEI (4-year duration) versus TAU)

Setting: community-based mental health team, Hong Kong

Recruitment method: inpatient and community referrals

Participants

Diagnosis: schizophrenia, schizophreniform disorder, schizoaffective disorder, delusional disorder,
brief psychotic disorder, psychotic disorder not otherwise specified, or manic episodes with psy-
chotic behaviour

N =240

Interventions

Extended SEI consisted of 2 additional years of SEl in patients that already underwent at least 2
years of SEI

SEl components of treatment included:

« phase-specific case-management
« caseload 1:80

« relapse prevention

« psychoeducation

Outcomes

« Functioniong

o Psychotic symptoms

« Depressive symptoms

« Neurocognitive functioning
« Health economics

Starting date

June 2019

Contact information

eyhchen@hku.hk

Notes

Funding source: Hong Kong Jockey Club Charities Trust

RCT: randomised controlled trial
SEl: specialised early intervention
TAU: treatment as usual

DATA AND ANALYSES

Comparison 1. Extended specialised early intervention versus standard specialised early intervention + treatment

as usual
Outcome or subgroup title No. of studies No. of partici- Statistical method  Effect size
pants
1.1 Global state: recovery 3 780 Risk Ratio (IV, Ran- 1.13[0.97,1.31]

dom, 95% Cl)

1.2 Service use: disengagement from services 2 380 Risk Ratio (IV, Ran- 0.45[0.27,0.75]

dom, 95% Cl)
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Outcome or subgroup title No. of studies No. of partici- Statistical method  Effect size
pants

1.3 Service use: admission to psychiatric hospi- 1 160 Risk Ratio (IV, Ran- 1.55[0.68, 3.52]

tal dom, 95% Cl)

1.4 Service use: number of days in psychiatric 2 Other data No numeric data

hospital per year - skewed data

1.5 Global state: relapse, as defined by the study 1 160 Risk Ratio (IV, Ran- 0.82[0.42, 1.62]
dom, 95% Cl)

1.6 Mental state: specific, average endpoint 1 156 Mean Difference (IV, -1.90[-3.28,

score on specific symptoms mental state scale/ Random, 95% Cl) -0.52]

subscale, general psychotic symptoms

1.7 Mental state: specific, average endpoint 2 Other data No numeric data

score on specific symptoms - skewed data men-

tal state scale/subscale, positive psychotic

symptoms

1.8 Mental state: specific, average endpoint 3 Other data No numeric data

score on specific symptoms mental state scale/

subscale, negative psychotic symptoms -

skewed

1.9 Mental state: specific, average endpoint 1 Other data No numeric data

score on specific symptoms mental state scale/

subscale, depressive symptoms - skewed

1.10 Adverse effects/events: death, suicide or 3 780 Risk Ratio (IV, Ran- 0.38[0.09, 1.64]

natural cause dom, 95% Cl)

1.11 Leaving the study early: for any reason 3 780 Risk Ratio (IV, Ran- 0.58[0.33, 1.01]
dom, 95% Cl)

1.12 Functioning: general, average endpoint 2 560 Std. Mean Differ- 0.23[-0.29,0.76]

score on general functioning scale ence (IV, Random,
95% Cl)

1.13 Functioning: specific, any change in educa- 2 560 Risk Ratio (IV, Ran- 1.11[0.79, 1.56]

tion or employment status dom, 95% Cl)

1.14 Satisfaction with care: recipient, average 1 400 Mean Difference (IV, 2.60[1.38, 3.82]

endpoint score on satisfaction scale Random, 95% Cl)

1.15 Sensitivity analysis (assumptions for lost bi- 3 596 Risk Ratio (IV, Ran- 1.11[0.96,1.27]

nary data) - global state: recovery dom, 95% Cl)

1.16 Sensitivity analysis (assumptions for lost 2 380 Risk Ratio (IV, Ran- 0.45[0.27,0.75]

binary data) - service use: disengagement from dom, 95% Cl)

services

1.17 Sensitivity analysis (fixed-effect model) - 3 780 Risk Ratio (IV, Fixed, 1.13[0.97, 1.31]

global state: recovery 95% Cl)

1.18 Sensitivity analysis (fixed-effect model) - 2 380 Risk Ratio (IV, Fixed, 0.44[0.30, 0.64]

service use: disengagement from services

95% Cl)

Specialised early intervention teams (extended time) for recent-onset psychosis (Review)
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Outcome or subgroup title No. of studies No. of partici- Statistical method  Effect size
pants
1.19 Subgroup analysis (extended SEI 60 months 2 620 Risk Ratio (IV, Ran- 1.09[0.86, 1.39]
or more) - global state: recovery dom, 95% Cl)
1.20 Subgroup analysis (extended SEI 60 months 1 220 Risk Ratio (IV, Ran- 0.40[0.27,0.61]
or more) - service use: disengagement from ser- dom, 95% Cl)
vices
1.21 Subgroup analysis (extended SEI 60 months 1 400 Mean Difference (IV, -2.70[-8.30, 2.90]
or more) - service use: number of days in psychi- Random, 95% Cl)
atric hospital
1.22 Subgroup analysis (extended SEI 60 months 1 400 Std. Mean Differ- -0.15[-0.34, 0.05]
or more) - mental state: specific, average end- ence (IV, Random,
point score on specific symptoms mental state 95% Cl)
scale/subscale, positive psychotic symptoms
1.23 Subgroup analysis (extended SEI 60 months 2 578 Std. Mean Differ- -0.03[-0.19, 0.14]
or more) - mental state: specific, average end- ence (IV, Random,
point score on specific symptoms mental state 95% Cl)
scale/subscale, negative psychotic symptoms
1.24 Subgroup analysis (extended SEI 60 months 2 620 Risk Ratio (IV, Ran- 0.44[0.06, 2.99]
or more) - adverse effects/events: death, suicide dom, 95% Cl)
or natural cause
1.25 Subgroup analysis (extended SEI 60 months 2 620 Risk Ratio (IV, Ran- 0.59[0.29, 1.22]
or more) - leaving the study early: for any reason dom, 95% Cl)
1.26 Subgroup analysis (extended SEI 60 months 1 400 Std. Mean Differ- -0.02[-0.22,0.18]
or more) - functioning: general, average end- ence (IV, Random,
point score on general functioning scale 95% Cl)
1.27 Subgroup analysis (extended SEI 60 months 1 400 Risk Ratio (IV, Ran- 0.93[0.66, 1.31]

Analysis 1.1. Comparison 1: Extended specialised early intervention versus standard
specialised early intervention + treatment as usual, Outcome 1: Global state: recovery

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total [Events Total Weight IV, Random,95% CI IV, Random, 95% CI
EASY_Extended 64 82 53 78  61.5% 1.15[0.95, 1.39] 4+
Malla 2017 48 110 42 110 22.0% 1.1410.83, 1.57] — |
OPUS I 44 197 44 203 16.4% 1.03[0.71, 1.49] e
Total (95% CI) 389 391 100.0% 1.13[0.97, 1.31]
Total events: 156 139

Heterogeneity: Tau? = 0.00; Chi2 = 0.27, df = 2 (P = 0.87); 12 = 0%

Test for overall effect: Z = 1.57 (P = 0.12)
Test for subgroup differences: Not applicable

05 0.7 1
Favours SEI + TAU

15 2
Favours ESEI
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Analysis 1.2. Comparison 1: Extended specialised early intervention versus standard specialised
early intervention + treatment as usual, Outcome 2: Service use: disengagement from services

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
EASY_Extended 5 82 6 78  17.2% 0.79[0.25, 2.49] =
Malla 2017 23 110 57 110  82.8% 0.40[0.27,0.61] _._
Total (95% CI) 192 188 100.0% 0.45 [0.27 , 0.75] ‘
Total events: 28 63

Heterogeneity: Tau? = 0.04; Chi? = 1.19, df = 1 (P = 0.28); I = 16%
Test for overall effect: Z = 3.10 (P = 0.002)
Test for subgroup differences: Not applicable

2 5
Favours SEI + TAU

02 05
Favours ESEI

Analysis 1.3. Comparison 1: Extended specialised early intervention versus standard specialised
early intervention + treatment as usual, Outcome 3: Service use: admission to psychiatric hospital

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
EASY_Extended 13 82 8 78 100.0% 1.55[0.68, 3.52]
Total (95% CI) 82 78 100.0% 1.55 [0.68 , 3.52]
Total events: 13 8

Heterogeneity: Not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
Test for subgroup differences: Not applicable

01 02

5 10
Favours SEI + TAU

05 1 2 '

Favours ESEI

Analysis 1.4. Comparison 1: Extended specialised early intervention versus standard specialised early intervention
+ treatment as usual, Outcome 4: Service use: number of days in psychiatric hospital per year - skewed data

Service use: number of days in psychiatric hospital per year - skewed data

Study Intervention Mean SD N Notes
EASY_Extended ESEI 7.4 20.6 82 Reported no difference
TAU 35 12.8 78 Reported no difference
OPUSIII ESEI 9.1 21.9 197 Reported no difference
TAU 11.8 34.1 203 Reported no difference
Analysis 1.5. Comparison 1: Extended specialised early intervention versus standard specialised
early intervention + treatment as usual, Outcome 5: Global state: relapse, as defined by the study
ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight 1V, Random, 95% CI IV, Random, 95% CI
EASY_Extended 13 82 15 78 100.0% 0.82[0.42, 1.62]
Total (95% CI) 82 78 100.0% 0.82[0.42, 1.62]
Total events: 13 15

Heterogeneity: Not applicable
Test for overall effect: Z = 0.56 (P = 0.57)
Test for subgroup differences: Not applicable

2 5
Favours SEI + TAU

02 05 1
Favours ESEI
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Analysis 1.6. Comparison 1: Extended specialised early intervention versus standard
specialised early intervention + treatment as usual, Outcome 6: Mental state: specific, average
endpoint score on specific symptoms mental state scale/subscale, general psychotic symptoms

ESEI SEI + TAU Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
EASY_Extended 19.2 3.7 79 21.1 5 77 100.0% -1.90 [-3.28, -0.52] _._
Total (95% CI) 79 77 100.0% -1.90 [-3.28 , -0.52] ’
Heterogeneity: Not applicable
Test for overall effect: Z = 2.69 (P = 0.007) 4 2 2 4
Test for subgroup differences: Not applicable Favours ESEI Favours SEI + TAU

Analysis 1.7. Comparison 1: Extended specialised early intervention versus standard specialised
early intervention + treatment as usual, Outcome 7: Mental state: specific, average endpoint score
on specific symptoms - skewed data mental state scale/subscale, positive psychotic symptoms

Mental state: specific, average endpoint score on specific symptoms - skewed data mental state scale/subscale, positive psychotic symptoms

Study Intervention Mean SD N Notes

EASY_Extended ESEI 8.3 2.5 82 Reported no difference
TAU 8.6 2.8 78 Reported no difference

OPUSIII ESEI 1.72 1.48 197 Reported no difference
TAU 1.94 1.48 203 Reported no difference

Analysis 1.8. Comparison 1: Extended specialised early intervention versus standard specialised
early intervention + treatment as usual, Outcome 8: Mental state: specific, average endpoint
score on specific symptoms mental state scale/subscale, negative psychotic symptoms - skewed

Mental state: specific, average endpoint score on specific symptoms mental state scale/subscale, negative psychotic symptoms - skewed

Study Intervention Mean SD N Notes

EASY_Extended ESEI 8.5 2.5 82 Reported a difference
TAU 9.8 3.8 78 Reported a difference

Malla 2017 ESEI 12.2 9.8 90 Reported a difference
TAU 11.4 8.9 88 Reported a difference

OPUSIII ESEI 1.72 1.17 197 Reported no difference
TAU 1.81 1.177 203 Reported no difference

Analysis 1.9. Comparison 1: Extended specialised early intervention versus standard specialised
early intervention + treatment as usual, Outcome 9: Mental state: specific, average endpoint
score on specific symptoms mental state scale/subscale, depressive symptoms - skewed

Mental state: specific, average endpoint score on specific symptoms mental state scale/subscale, depressive symptoms - skewed

Study Intervention Mean SD N Notes
EASY_Extended ESEI 0.9 1.6 79 Reported a difference
TAU 1.8 2.7 7 Reported a difference

Specialised early intervention teams (extended time) for recent-onset psychosis (Review)
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Analysis 1.10. Comparison 1: Extended specialised early intervention versus standard specialised early
intervention + treatment as usual, Outcome 10: Adverse effects/events: death, suicide or natural cause

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
EASY_Extended 1 82 3 78  42.2% 0.32[0.03, 2.98]
Malla 2017 0 110 1 110  20.8% 0.33[0.01, 8.09] =
OPUS I 1 197 2 203 37.0% 0.52[0.05, 5.64] »
Total (95% CI) 389 391 100.0% 0.38 [0.09, 1.64]
Total events: 2 6
Heterogeneity: Tau? = 0.00; Chi2 = 0.09, df = 2 (P = 0.95); 12 = 0% 0.005 0. 1 10 200
Test for overall effect: Z = 1.29 (P = 0.20) Favours ESEI Favours SEI + TAU

Test for subgroup differences: Not applicable

Analysis 1.11. Comparison 1: Extended specialised early intervention versus standard specialised
early intervention + treatment as usual, Outcome 11: Leaving the study early: for any reason

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
EASY_Extended 6 82 11 78  20.3% 0.52[0.20, 1.34] =
Malla 2017 23 110 57 110 38.2% 0.40[0.27, 0.61] JE—
OPUS II 50 197 61 203 41.4% 0.84[0.61, 1.16] -
Total (95% CI) 389 391 100.0% 0.58 [0.33, 1.01] ’
Total events: 79 129
Heterogeneity: Tau? = 0.17; Chi2 = 8.05, df = 2 (P = 0.02); I = 75% 0.2 0.5 2 5
Test for overall effect: Z = 1.92 (P = 0.06) Favours ESEI Favours SEI + TAU

Test for subgroup differences: Not applicable

Analysis 1.12. Comparison 1: Extended specialised early intervention versus
standard specialised early intervention + treatment as usual, Outcome 12:
Functioning: general, average endpoint score on general functioning scale

ESEI SEI + TAU Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
EASY_Extended 22.1 3.2 78 20.3 3.7 82 47.3% 0.52[0.20, 0.83] RN E—
OPUS II 54.2 14.44 197 54.5 14.44 203 52.7% -0.02 [-0.22, 0.18]
Total (95% CI) 275 285 100.0% 0.23 [-0.29, 0.76]
Heterogeneity: Tau? = 0.13; Chi2 = 8.06, df = 1 (P = 0.005); 12 = 88%
Test for overall effect: Z = 0.87 (P = 0.38) 1 0.5 0 05 1
Test for subgroup differences: Not applicable Favours SEI + TAU Favours ESEI
Specialised early intervention teams (extended time) for recent-onset psychosis (Review) 51
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Analysis 1.13. Comparison 1: Extended specialised early intervention versus
standard specialised early intervention + treatment as usual, Outcome
13: Functioning: specific, any change in education or employment status

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
EASY_Extended 43 82 31 78  50.3% 1.32[0.94, 1.86]
OPUS I 46 197 51 203 49.7% 0.93[0.66, 1.31]
Total (95% CI) 279 281 100.0% 1.11 [0.79, 1.56]
Total events: 89 82
Heterogeneity: Tau? = 0.03; Chi? = 1.99, df = 1 (P = 0.16); I* = 50% 05 07 1 15 2
Test for overall effect: Z = 0.59 (P = 0.56) Favours SEI + TAU Favours ESEI

Test for subgroup differences: Not applicable

Analysis 1.14. Comparison 1: Extended specialised early intervention versus
standard specialised early intervention + treatment as usual, Outcome 14:
Satisfaction with care: recipient, average endpoint score on satisfaction scale

ESEI SEI + TAU Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
OPUS I 27 6.2 203 24.4 6.2 197  100.0% 2.60[1.38, 3.82] .
Total (95% CI) 203 197 100.0% 2.60 [1.38, 3.82] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 4.19 (P < 0.0001) 10 5 5 10
Test for subgroup differences: Not applicable Favours SEI + TAU Favours ESEI

Analysis 1.15. Comparison 1: Extended specialised early intervention versus
standard specialised early intervention + treatment as usual, Outcome 15:
Sensitivity analysis (assumptions for lost binary data) - global state: recovery

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
EASY_Extended 64 79 53 77 57.2% 1.18[0.98, 1.42] -,
Malla 2017 48 82 42 72 27.3% 1.00[0.77, 1.31] R
OPUS I 43 140 43 146 15.6% 1.04[0.73, 1.48] R S
Total (95% CI) 301 295 100.0% 1.11[0.96 , 1.27]
Total events: 155 138
Heterogeneity: Tau? = 0.00; Chi? = 1.05, df = 2 (P = 0.59); 12 = 0% 05 0.7 1 15 2
Test for overall effect: Z = 1.42 (P = 0.16) Favours SEI + TAU Favours ESEI

Test for subgroup differences: Not applicable
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Analysis 1.16. Comparison 1: Extended specialised early intervention versus standard
specialised early intervention + treatment as usual, Outcome 16: Sensitivity analysis
(assumptions for lost binary data) - service use: disengagement from services

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
EASY_Extended 5 82 6 78  17.2% 0.79[0.25, 2.49] -
Malla 2017 23 110 57 110  82.8% 0.40[0.27,0.61] .
Total (95% CI) 192 188 100.0% 0.45 [0.27 , 0.75] ‘
Total events: 28 63

Heterogeneity: Tau? = 0.04; Chi? = 1.19, df = 1 (P = 0.28); I> = 16%
Test for overall effect: Z = 3.10 (P = 0.002)
Test for subgroup differences: Not applicable

10 100
Favours SEI + TAU

001 0.1
Favours ESEI

Analysis 1.17. Comparison 1: Extended specialised early intervention versus standard specialised early
intervention + treatment as usual, Outcome 17: Sensitivity analysis (fixed-effect model) - global state: recovery

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
EASY_Extended 64 82 53 78  61.5% 1.15[0.95, 1.39] +m—
Malla 2017 48 110 42 110 22.0% 1.14[0.83, 1.57] R R —
OPUS II 44 197 44 203 16.4% 1.03[0.71, 1.49] [
Total (95% CI) 389 391 100.0% 1.13[0.97, 1.31]
Total events: 156 139
Heterogeneity: Chi2 = 0.27, df =2 (P = 0.87); 2= 0% 05 07 1 15 2
Test for overall effect: Z = 1.57 (P =0.12) Favours SEI + TAU Favours ESEI

Test for subgroup differences: Not applicable

Analysis 1.18. Comparison 1: Extended specialised early intervention versus
standard specialised early intervention + treatment as usual, Outcome 18:
Sensitivity analysis (fixed-effect model) - service use: disengagement from services

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
EASY_Extended 5 82 6 78 11.1% 0.79[0.25, 2.49] [ R
Malla 2017 23 110 57 110 88.9% 0.40 [0.27 , 0.61] _._
Total (95% CI) 192 188 100.0% 0.44 [0.30, 0.64] ‘
Total events: 28 63
Heterogeneity: Chi2=1.19, df = 1 (P = 0.28); 2= 16% 0.2 0.5 i > 5
Test for overall effect: Z = 4.27 (P < 0.0001) Favours ESEI Favours SEI + TAU

Test for subgroup differences: Not applicable
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Analysis 1.19. Comparison 1: Extended specialised early intervention versus
standard specialised early intervention + treatment as usual, Outcome 19:
Subgroup analysis (extended SEl 60 months or more) - global state: recovery

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Malla 2017 48 110 42 110  57.3% 1.14[0.83, 1.57] — .
OPUS I 44 197 44 203 42.7% 1.03[0.71, 1.49]
Total (95% CI) 307 313 100.0% 1.09 [0.86 , 1.39]
Total events: 92 86
Heterogeneity: Tau? = 0.00; Chi? =0.17,df =1 (P = 0.68); I = 0% 0.5 0.7 1 15 >

Test for overall effect: Z = 0.73 (P = 0.47)
Test for subgroup differences: Not applicable

Favours SEI + TAU Favours ESEI

Analysis 1.20. Comparison 1: Extended specialised early intervention versus standard
specialised early intervention + treatment as usual, Outcome 20: Subgroup analysis
(extended SEI 60 months or more) - service use: disengagement from services

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Malla 2017 23 110 57 110  100.0% 0.40[0.27, 0.61] _._
Total (95% CI) 110 110 100.0% 0.40 [0.27 , 0.61] ‘
Total events: 23 57

Heterogeneity: Not applicable
Test for overall effect: Z = 4.38 (P < 0.0001)
Test for subgroup differences: Not applicable

2 5

Favours SEI + TAU

02 05 1
Favours ESEI

Analysis 1.21. Comparison 1: Extended specialised early intervention versus standard
specialised early intervention + treatment as usual, Outcome 21: Subgroup analysis
(extended SEI 60 months or more) - service use: number of days in psychiatric hospital

ESEI SEI + TAU Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total  Weight IV, Random, 95% CI IV, Random, 95% CI
OPUS II 9.1 219 197 11.8 34.1 203 100.0% -2.70[-8.30, 2.90]
Total (95% CI) 197 203 100.0% -2.70 [-8.30, 2.90]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
Test for subgroup differences: Not applicable

0 5 0 5
Favours ESEI Favours SEI + TAU
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Analysis 1.22. Comparison 1: Extended specialised early intervention versus standard specialised early
intervention + treatment as usual, Outcome 22: Subgroup analysis (extended SEI 60 months or more) - mental state:
specific, average endpoint score on specific symptoms mental state scale/subscale, positive psychotic symptoms

ESEI SEI + TAU Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
OPUS II 1.72 1.48 197 1.94 1.48 203 100.0% -0.15[-0.34, 0.05]
Total (95% CI) 197 203 100.0% -0.15 [-0.34, 0.05]
Heterogeneity: Not applicable
Test for overall effect: Z = 1.48 (P = 0.14) 05 -025 0 025 05
Test for subgroup differences: Not applicable Favours ESEIL Favours SEI + TAU

Analysis 1.23. Comparison 1: Extended specialised early intervention versus standard specialised early
intervention + treatment as usual, Outcome 23: Subgroup analysis (extended SEI 60 months or more) - mental state:
specific, average endpoint score on specific symptoms mental state scale/subscale, negative psychotic symptoms

ESEI SEI + TAU Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Malla 2017 12.21 9.8 90 11.4 8.87 88 30.8% 0.09 [-0.21, 0.38]
OPUS II 1.72 1.17 197 1.81 1.17 203 69.2% -0.08 [-0.27, 0.12]
Total (95% CI) 287 291 100.0% -0.03 [-0.19, 0.14]
Heterogeneity: Tau? = 0.00; Chi2 = 0.82, df = 1 (P = 0.37); 2= 0%
Test for overall effect: Z = 0.32 (P = 0.75) 05-025 0 025 05
Test for subgroup differences: Not applicable Favours ESEI Favours SEI + TAU

Analysis 1.24. Comparison 1: Extended specialised early intervention versus standard
specialised early intervention + treatment as usual, Outcome 24: Subgroup analysis
(extended SEI 60 months or more) - adverse effects/events: death, suicide or natural cause

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Malla 2017 0 110 1 110 36.0% 0.33[0.01, 8.09] »
OPUS I 1 197 2 203  64.0% 0.52[0.05, 5.64] |
Total (95% CI) 307 313 100.0% 0.44 [0.06 , 2.99]
Total events: 1 3
Heterogeneity: Tau? = 0.00; Chi2 = 0.05, df =1 (P = 0.83); I>= 0% 0.005 0. 1 10 200
Test for overall effect: Z = 0.84 (P = 0.40) Favours ESEIL Favours SEI + TAU

Test for subgroup differences: Not applicable
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Analysis 1.25. Comparison 1: Extended specialised early intervention versus
standard specialised early intervention + treatment as usual, Outcome 25: Subgroup
analysis (extended SEI 60 months or more) - leaving the study early: for any reason

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Malla 2017 23 110 57 110  48.5% 0.40[0.27,0.61] —m—
OPUS I 50 197 61 203  51.5% 0.84[0.61, 1.16]
Total (95% CI) 307 313 100.0% 0.59 [0.29, 1.22]
Total events: 73 118
Heterogeneity: Tau? = 0.24; Chi2 = 7.88, df = 1 (P = 0.005); I = 87% 0.2 05 1 > 5
Test for overall effect: Z = 1.43 (P = 0.15) Favours ESEI Favours SEI + TAU

Test for subgroup differences: Not applicable

Analysis 1.26. Comparison 1: Extended specialised early intervention versus standard specialised
early intervention + treatment as usual, Outcome 26: Subgroup analysis (extended SEI 60
months or more) - functioning: general, average endpoint score on general functioning scale

ESEI SEI + TAU Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
OPUS I 54.2 14.44 197 54.5 14.44 203  100.0% -0.02 [-0.22, 0.18]
Total (95% CI) 197 203 100.0% -0.02 [-0.22, 0.18]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.21 (P = 0.84) 1 0.5 0 05 1
Test for subgroup differences: Not applicable Favours SEI + TAU Favours ESEI

Analysis 1.27. Comparison 1: Extended specialised early intervention versus standard
specialised early intervention + treatment as usual, Outcome 27: Subgroup analysis (extended
SEI 60 months or more) - functioning: specific, any change in education or employment status

ESEI SEI + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
OPUS II 46 197 51 203  100.0% 0.93[0.66, 1.31]
Total (95% CI) 197 203 100.0% 0.93 [0.66 , 1.31]
Total events: 46 51
Heterogeneity: Not applicable 05 07 1 15 2
Test for overall effect: Z = 0.41 (P = 0.68) Favours SEI + TAU Favours ESEIL

Test for subgroup differences: Not applicable

ADDITIONAL TABLES

Table 1. Reasons for study exclusion

Totals Reasons References
3 Not randomised Malla 2000; NCT02037581; Rosenbaum 2002
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Table 1. Reasons for study exclusion (continued)

2 Not community mental Chen 2013; Hou 2007
health

9 Not a specialised early Cai 2013; Carpenter 1982; Hansen 2012; NCT01783457; NCT01936220;
intervention service NCT03409393; Pan 2012; Santos 2008; Wan 2012

36 Not an extended spe- Alaghband-Rad 2006; Cechnicki 2017; COAST 2004; Dai 2007; Fan 2005¢; GET
cialised early interven- UP PIANO 2013; LEO; LEO-CAT 2004; ISRCTN58681229; J-CAP 2014; Li 2012a;
tion service Li 2012b; Linszen 1994; Linszen 2002; Linszen 2003; Linszen 2006; Linszen

2007; Liu 2012a; Li 2012b; OTP; NCT02751632; OPUS; Qi 2006; Qu 2012; RAISE;
Shahrivar 2010; STEP 2012; Sun 2010; Tang 2012; Valencia 2010; Valencia 2012;
Valencia 2013; Wang 2012; Sheng 2009; Zhang 2009; Zipursky 2004

Table 2. Suggested design for a new study

Methods Allocation: randomised

Blinding: n/a. There is a very low likelihood of blinding being maintained in a such a complex inter-
vention.

Duration: > 2 years intervention period, at least > 1-year follow-up period

Participants Diagnosis: psychosis and related diagnoses
N=477*
Gender: men and women

Age: 14 to 65

Interventions Extended SEI comprised of continuation of SEl treatment combined with small caseload sizes (<
25), and inclusion of booster sessions of therapeutic intervention where indicated.

Outcomes Global state: recovery**
Global state: relapse
Service use: disengagement from services
Service use: admission to psychiatric hospital
Functioning: clinically important change in functioning
Quiality of life: clinically important change in quality of life

Economics: cost of care

Notes * Sample size suggested relates to the size of a study with sufficient power to highlight a 10% differ-
ence between groups for the primary outcome

** Primary outcome

SEl: specialised early intervention

WHAT'S NEW
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Date Event Description
17 February 2021 Amended Amended "blunted effect" to "blunted affect" in abstract text.
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DIFFERENCES BETWEEN PROTOCOL AND REVIEW

In the protocol the title of the review was 'Specialised early intervention teams (extended time) for first episode psychosis'; in the review
we changed the title to: 'Specialised early intervention teams (extended time) for recent-onset psychosis.' We have explained our decision
to use the term 'recent-onset psychosis' rather than 'first episode psychosis' in the Description of the condition.

In the protocol we used the following terms for the interventions: 'standard early intervention in psychosis' (SEIP) and 'extended early
intervention in psychosis' (EEIP); in the review we changed these terms to: 'standard specialised early intervention' (standard SEI) and
'extended specialised early intervention' (extended SEI), respectively.

In the protocol we used the following terms for the comparator: 'usual community mental health care' or 'standard care' or 'treatment as
usual'; in the review we standardised this to 'treatment as usual' (TAU).

In the protocol our comparisons were: 1) extended early intervention in psychosis (EEIP) specialised team care compared to usual
community mental health care; and 2) EEIP specialised team care compared to standard early intervention in psychosis (SEIP) specialised
team care. In the review our comparisons are: 1) extended SEI teams compared to TAU; and 2) extended SEI teams compared to standard
SEl teams followed by TAU (standard SEI + TAU).

In the protocol our primary objective was to compare extended early intervention in psychosis (EEIP) specialised team care to usual
community mental health care for the treatment of people with first episode psychosis (FEP). The secondary objective was to compare
the effectiveness of EEIP specialised team care to standard early intervention in psychosis (SEIP) specialised team care (i.e. to test whether
there is a dose-response effect). In the review our primary objective is to compare extended SE| teams to TAU for people with recent-onset
psychosis. The secondary objective is to compare extended SEI teams with standard SEI teams followed by treatment as usual (standard
SEl + TAU) for people with recent-onset psychosis.

Inclusion criteria for participants in the extended SEI teams versus standard SEl teams + TAU studies: participants had to be eligible for the
SEl service, and had been eligible to receive SEI care for the same duration in both trial arms. Participants did not need to conform to a
duration of untreated psychosis criteria, as stated in the protocol.

In the protocol, under 'duration of outcome assessment' we stated that the duration of extended SEI treatment can differ substantially
between trials so where appropriate, and if the data were available, we categorised treatment outcomes into short-term (up to 36 months
treatment from entrance into specialist care), medium-term (longer than 36 months and up to 60 months from entrance into specialist
care), and long-term (longer than 60 months from entrance into specialist care). In the review, we have moved this section to a subgroup
analysis. We planned to conduct a subgroup analysis of extended SEI treatment based on the total length of treatment duration in months,
with studies comparing extended SEI teams that provide short-term (up to 36 months treatment from entrance into specialist care),
medium-term (longer than 36 months and up to 60 months), and long-term (longer than 60 months from the entrance into specialist care)
treatment packages (i.e. the does-response effect). However, we only identified one study that offered treatment up to 36 months, and no
studies that report long-term treatment longer than 60 months. Therefore, we only present subgroup analyses for trials of longer than 36
months and up to 60 months (i.e. the does-response effect).

We have included relapse as an outcome in the full review. Relapse was measured as the proportion of participants who had relapsed, as
defined by the study. We did not include relapse as an outcome in our protocol due to researcher error after a version edit of the protocol.
We have added relapse to Types of outcome measures, Effects of interventions and Data and analyses sections.

We have used standardised mean difference (SMD) where different scales which assessed the same construct were comparable, while we
have used mean difference (MD) where the construct was measured with the same scale. In our protocol we aimed to only use MD.
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Affective Disorders, Psychotic [*therapy]; Bias; Community Mental Health Services; Confidence Intervals; Early Medical Intervention
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