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ABSTRACT

Early psychosis intervention programmes
have been around for 20 years. The duration of
psychosishas been hypothesised to be neurotoxic,
and there is a critical period, postulated to be
up to five years from the onset of psychosis,
for intervention before the psychosis becomes
established. Early intervention is expected to
change the course of psychosis and hence, the
outcome. However, despite the proliferation of
early intervention services, research has shown
that improvement in outcome is at best modest,
lasting only for the duration of the intervention,
and these benefits are not sustained after five
years. Evidence for the cost-effectiveness of
these services is accumulating and indicates that
the reduction in costs is due to reduced inpatient

stays.
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INTRODUCTION

Early psychosis intervention movement began in the 1990s
and has become a mainstream approach to psychotic
illnesses. Early intervention programmes for psychotic
disorders have been established around the world.® In
Singapore, the Early Psychosis Intervention Programme®
was established in 2001. The aim was to provide a holistic,
comprehensive and accessible service for those at risk of
early psychosis, in addition to reducing the overall burden
and costs of psychosis to the community.

The early psychosis intervention services have been
considered a “waste of valuable resources”™® by some,
and the rapid implementation of these services have been
charged with being a matter of “faith before facts”® by
others. The debate®® on whether early intervention in
the major psychiatric disorders is justified continues.
Some of these controversies may be related to how early
intervention is defined. Early intervention can be divided
into a prepsychotic phase, i.e. before the onset of psychosis,
and a post-onset phase characterised by early initiation
of treatment, symptomatic and functional recovery, and
relapse prevention. So does early intervention in psychosis

make a difference and is it cost-effective?

DURATION OF UNTREATED PSYCHOSIS
AND OUTCOME
The duration of untreated psychosis (DUP)? is
defined as the time from manifestation of psychotic
symptoms to the initiation of adequate treatment. This
is to be distinguished from the duration of untreated
illness (DUI), which is the time from manifestation
of the first symptom to the initiation of adequate
treatment. The mean DUP is 1-2 years.®

The rationale underpinning the development of
early intervention services is the “critical period”
hypothesis.®19 The early phase of psychosis is
hypothesised to be a “critical period” that influences
its long-term outcome, and the early course of the
disorder is particularly malleable to intervention. This
provides an opportunity for secondary prevention.
Furthermore, untreated psychosis has  been
hypothesised to be neurotoxic,®? so that people with
a longer DUP may have a poorer outcome due to the
deterioration of brain function. Lappin et al found that
temporal grey matter reductions were more marked in
patients with a long DUP.%? A recent study has shown
the progressive reduction of grey matter of the superior
temporal gyrus during the transition to psychosis, thus
providing evidence for this hypothesis.!®

Crumlish et al™ recruited 118 participants in a
prospective, naturalistic inception cohort study of
first-episode non-affective psychosis. Both the DUP
and DUI (defined in this study as the sum of the
prodrome and DUP) were ascertained, and the sample
was assessed at four years and eight years of follow-
up. The authors found that negative and disorganised
symptoms improved at between four and eight years,
and that DUP predicted remission, positive symptoms
and social functioning at eight years. The median
DUP was 12 months. 9 Birchwood and Fiorillo,1?
however, suggested that the critical period was the
first five years after onset, after which the illness
stabilises. Crumlish et al’s study did not support this
hypothesis due to improvement in the functioning in
a subgroup with DUI of two years or less. The DUP
predicted an eight-year outcome after controlling for
confounders. Their results provided qualified support
for the critical period hypothesis and show that DUI
seems to be more important than DUP in predicting

outcome. The authors have suggested that the critical
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period could be extended to include the prodrome as
well as early psychosis.(®

A Cochrane review evaluating the effects of early
detection, phase-specific treatments and specialised
early intervention teams in the treatment of people with
prodromal symptoms or first-episode psychosis (FEP) was
unable to draw any definitive conclusions.® Since then,
two meta-analyses®? of follow-up studies on first-
episode cohorts have shown the small to moderate
effects of a longer DUP and poorer outcome. The
clearest evidence for this was seen in Marshall et al’s
meta-analysis of correlated data at the six- and 12-month
follow-up, where the association was consistent
over a number of outcome measures, including total
symptoms, depression/anxiety, negative symptoms,
overall functioning, positive symptoms and social
functioning. Patients with a long DUP were less likely
to achieve remission.'® Simonsen et al recruited 301
patients with first-episode, non-affective psychosis
and followed them up for two years. They found that
a long DUP predicted both three-month and two-year
non-remission rates.® A meta-analysis conducted
on the relationship of DUP and outcome in low- and
middle-income (LAMI) countries found a similar
association of longer DUP with poorer response to
treatment and increased levels of disability.*

However, the association between longer DUP
and poorer outcome does not establish causality, as
the association could be due to a third factor. Poor
premorbid adjustment®-? has been suggested to be the
third factor moderating the relationship between DUP
and outcome, although a meta-analysis®® did not find
this association. Jeppesen et al®® studied a sample of
423 patients drawn from the OPUS trial (a randomised
controlled trial, in which information about DUP was
collected to allow for analysis of this variable as a
prognostic factor), which examined the association
between premorbid adjustment, DUP and outcome
in FEP. This longitudinal, two-year follow-up study
found that a longer DUP was associated with a poorer
two-year outcome of psychosis in schizophrenia
spectrum disorders that was independent of premorbid
functioning and other prognostic factors. Impaired
premorbid functioning was independently associated
with more negative symptoms and poorer social
outcome.®?

Factors intrinsic to the illness have been
suggested to be a possible factor contributing to the
delay in treatment. Wyatt?? argued that patients given
antipsychotics earlier had better long-term outcomes.

One of the sources from which he drew his evidence
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was the Northwick Park Study of First Episodes,®
which was designed to study the value of maintenance
antipsychotics following first-episode schizophrenia.
A correlation was found between prolonged DUI and
a shortened time to relapse. Two hypotheses were
used to explain the results: certain features that were
associated with a high relapse risk had led to a delay in
admission, or the delay in starting treatment itself had
led to poorer outcomes. Many studies have considered
the association between DUP and outcome, but few
have studied the DUI A study that investigated the
DUI and outcome in schizophrenia was carried out
on 101 patients from the Northwick Park sample who
completed 12 months of follow-up. The authors re-
examined the data and found that a long DUI reflects
the characteristics of psychosis rather than a delay
in treatment.®® Although DUP predicts short-term
outcome, its role in the medium and long term is
uncertain. White et al, in a ten-year follow-up of FEP,
identified the following as independent predictors of
poor long-term outcome: poor premorbid functioning,
baseline symptoms, DUP and neurological soft signs

at onset.?”

REDUCING THEDURATION OF UNTREATED
PSYCHOSIS

The Scandinavian Early Treatment and Intervention
in Psychosis (TIPS)®® project was the first® to
reduce the DUP with a specialised early detection
programme.®® This was a four-site quasi-experimental
prospective clinical trial conducted in Norway and
Denmark, and was designed to investigate the timing of
treatment in FEP. Two health sectors developed a system
of early detection aimed at reducing the DUP, while two
other sectors that were used as comparisons relied on
existing referral systems for FEP. The system of early
detection consisted of public education and prompt
access to treatment via active outreach detection teams.
One study found that in the early detection (ED) area, the
mean DUP was significantly reduced compared to the
no-ED area. The median DUP was five weeks in the ED
area and 16 weeks in the no-ED area. The reduction in
DUP is associated with better clinical status at baseline
that is maintained after three months.®? The differences
become attenuated by one year, but not for the negative
symptoms.®? The early detection programme® also
significantly lowered the rates of suicidal behaviour in
areas with the ED programme compared to areas without
it. Reducing the DUP®? has effects on the course of the
symptoms, including negative symptoms and functioning

in first-episode schizophrenia during the first two years.



INTERVENTIONS IN THE EARLY PHASE OF
PSYCHOSIS

Specialised intervention programmes for FEP have been
around for some time now, but do they really make a
difference to the outcome? A meta-analytic approach®®
that examined the benefits of enriched intervention (EI)
and standard care (SC) for patients with recent onset
psychosis found that EI was significantly more effective
than SC for symptomatic improvement over a period
of about one year. Most early intervention programmes
last for about two years, and few studies have looked at
longer-term outcomes.

The UK Lambeth Early Onset (LEO) study®® is a
randomised controlled clinical trial investigating the
effectiveness of an 18-month specialised treatment
programme for early psychosis. 144 patients presenting
with first- or second-episode non-organic, non-affective
psychosis  were randomised into specialised care
(assertive outreach with evidence-based biopsychosocial
interventions) or standard care (control group) delivered
by community mental health teams, and followed up for
18 months. The primary outcome measures were rates
of relapse and readmission. The mean DUP was 10.5
months in the specialised care group and 7.6 months in
the control group. Patients in the specialised care group
were less likely to relapse and were admitted fewer times.
The limitations of this study were the small sample size,
which resulted in the study being underpowered, as well
as the randomisation process, which did not produce
well-matched groups, with the specialised care group
at baseline having more features of better prognosis for
gender, previous psychotic episodes and ethnicity than
the standard care group. When the rates were adjusted
for these factors, relapse was no longer significant, and
only the total number of readmissions and the dropout
rates remained significant.®® The group that received
specialised care showed improvements in social and
vocational functioning, user satisfaction, quality of life
and medication adherence.®” The outcome at five years
using case note review found no significant differences
between the two groups in terms of the admission rate or
the mean number of bed days.®®

The OPUS study®®*® is a randomised clinical
trial involving 574 participants with first-episode
schizophrenia spectrum disorder. The participants were
randomised to integrated or standard treatment. The
integrated treatment lasted two years and consisted of
assertive community treatment with programmes for
family involvement and social skills training. Standard
treatment offered contact with a community mental

health team. In the integrated treatment group, a primary

Singapore Med J 2010; 51(9) : 691

team member was designated for each patient and was
responsible for maintaining contact and coordinating
the treatment. The median DUP was 46 weeks in the
integrated treatment group and 53 weeks in the standard
treatment group. At one year,“V significant beneficial
effects of integrated treatment over standard treatment
on “any poor outcome” were observed. This was
especially so for patients with schizophrenia. At two
years,®? the integrated treatment group demonstrated
improvements in psychotic and negative symptoms,“?
greater patient satisfaction, reduced substance misuse,
improved adherence to treatment and fewer days in
hospital. However, integrated treatment did not have
significant effects on depression, suicidal behaviour
and suicidal ideation, unlike in other studies.®3* The
improvements found in this study were not sustained at
five years. However, secondary outcome measures
showed differences in the proportion of patients living
in supported housing and the number of days in hospital,
favouring the intensive early intervention group.

The long-term outcomes of individuals with
FEP who were detected and treated in specialised
early psychosis programmes are undetermined. The
Early Psychosis Prevention and Intervention Centre
(EPPIC)“> follow-up study is the first to look at long-
term outcomes. This is a naturalistic, prospective follow-
up of an epidemiological sample of 723 consecutive FEP
patients at a median of 7.4 years after initial presentation
to EPPIC in Melbourne, Australia. The patients had been
treated for up to two years in EPPIC, an early psychosis
intervention programme. Relatively positive outcomes
with symptomatic remission occurring in 37%—-59% of
the cohort and social/vocational recovery in 31% of the

cohort were observed.

COST-EFFECTIVENESS
INTERVENTION

There has been an ongoing debate regarding the cost-

OF EARLY

effectiveness of treating patients with FEP“® with some
suggesting that specialist early intervention teams are a
“waste of clinical resources”. The cost-effectiveness of
an early intervention service®” for psychosis in London
using a net-benefit approach showed that it did not
increase costs and was highly likely to be cost-effective
when compared to standard care. Hospitalisation was
reduced, but the overall cost difference in favour of early
intervention was not statistically significant. Three other
economic evaluation studies®3” of early intervention
services have also shown that early intervention teams
are cost-effective because of the reduction in inpatient

stay. A recent meta-analysis demonstrated that early



intervention services prevented relapse more effectively

than treatment as usual.®P

CONCLUSION

Early intervention services do improve outcomes in the
first 1-2 years, although the effect ranges from small
to moderate. Most studies supporting the effectiveness
of these services are based on observational studies
rather than on randomised controlled trials. The active
components of an early intervention service that exerts
this effect are still not understood. Whether these
benefits are maintained in the longer term remains

unclear, particularly after specialised service is

withdrawn. At this point, more research is required in
order to determine the long-term impact and optimal
duration of early psychosis intervention programmes.
Studies suggest that these services are cost effective
because they reduce inpatient stay. The suggestion that
the critical period could include the psychosis prodrome
opens up a new area of early intervention and research —

ultra high-risk services.
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