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Abstract
Providing optimal care to patients with recent-onset psychosis can
improve outcomes and reduce relapse. However, there is a lack of con-
sistency of the implementation of guidelines for such patients across the
Asia-Pacific region. We determined a pragmatic set of recommendations
for use on a day-to-day basis to help provide optimal care at this crucial
stage of illness. The recommendations were developed over a series of
meetings by an international faculty of 15 experts from the Asia-Pacific
region, Europe, and South Africa. A structured search of the PubMed
database was conducted. This was further developed based on the fac-
ulty’s clinical experience and knowledge of the literature into 10 key
aspects of optimal care for patients during the first five years of a diag-
nosis of a psychotic disorder, with particular relevance to the Asia-Pacific
region. Several common principles emerged: adherence to antipsychotic
medications is crucial; substance abuse, psychiatric and medical
comorbidities should be addressed; psychosocial interventions play a
pivotal role; and family members can play a vital role in overall patient
care. By following these recommendations, clinicians may improve out-
comes for patients with recent-onset psychosis.

Introduction

Evidence is emerging that relapse prevention after the
initial onset of psychosis may confer significant clinical

and functional benefits (Andreasen et al., 2013). Also,
longer duration of untreated psychosis (DUP) is asso-
ciated with worse long-term outcome (Tang et al.,
2014). For example, Fraguas et al. (2014) reported
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longer DUP to be associated with a lower Children’s
Global Assessment of Functioning (C-GAF) score at
two years, less improvement in C-GAF, and
lower rates of clinical remission in early-onset psycho-
sis. There is also evidence that brain-derived
neurotrophic factor (BDNF) levels are negatively cor-
related with DUP and may reflect both an acute
neurodegenerative reaction during the untreated
phase of psychosis (Rizos et al., 2010); and develop-
ment of psychosis has itself been associated with
progressive structural brain changes around the time
of onset (Ziermans et al., 2012). Thus, prompt initia-
tion of antipsychotic medication is a vital component
of optimal care early in the course of psychosis. Of
particular importance is medication adherence
as non-adherence to antipsychotic medication has a
significant negative impact on treatment response
(Lindenmayer et al., 2009). Poor adherence leads to an
increase in hospitalization rates (Ascher-Svanum
et al., 2006; Novick et al., 2010), impaired functioning
(Ascher-Svanum et al., 2006), and an increased risk
of relapse (Novick et al., 2010). Problems with adher-
ence are particularly common during the early stages
of schizophrenia, with as many as 59% of patients
becoming partially adherent or non-adherent
within 12 months of their first psychotic episode
(Coldham et al., 2002). Non-adherence to anti-
psychotic medication during the first year following
diagnosis is a significant predictor of poorer outcomes
in the subsequent two years (Ascher-Svanum et al.,
2006) and the biggest predictive factor of
relapse after a first episode of psychosis (Caseiro et al.,
2012).

These findings highlight the importance of pro-
viding optimal care in a timely fashion to patients in
the early stages of their disease. There is compelling
literature on optimal care in recent-onset psychosis;
however, these guidelines may not have been uni-
formly adopted in the Asia-Pacific (A-P) region.
Therefore, there is a need to evaluate the available
evidence and identify the key aspects of optimal
care for patients during recent-onset psychosis
which are applicable in the A-P region. The A-P
region is extremely diverse with different health
care systems, levels of socioeconomic development
and cultural attitudes, and we recognize that it is
not possible to provide that same level of treatment
throughout the region. To this end, we aimed to
evaluate the recent evidence relating to the first
five years of a diagnosis of psychosis and reach con-
sensus about general principles of care that could
become expected clinical practice across the A-P
region.

Methods

An international group of 15 clinicians from the A-P
region, Europe and South Africa (Australia [DC, MW];
mainland China [YH, TS]; Hong Kong [TLL]; India
[SK, MT]; Indonesia [NA]; Malaysia [AH]; Philippines
[TB]; Singapore [CL]; South Africa [RE]; Spain [JO];
Taiwan [YKY], and Thailand [RK]) with extensive
experience of treating patients with schizophrenia and
an interest in recent-onset psychosis convened to
propose a concise set of principles aimed at helping
psychiatrists within the A-P region to provide optimal
care to recent-onset psychosis patients.

A structured literature search was conducted
focusing on the impact of adherence, as this was con-
sidered one of the key influences on treatment out-
comes on recent-onset psychosis. The search of
PubMed used the following search terms: (schizophre-
nia OR schizophrenic OR psychosis OR psychotic)
AND (first episode OR FEP OR first-episode OR early
psychosis OR early onset OR early illness OR treat-
ment naive) AND (adherence OR adherent OR adhere
OR compliance OR comply OR discontinuation OR
discontinue) limited to English language articles pub-
lished between 1 January 2007 and 1 April 2014.
Initially, 400 abstracts were identified and subse-
quently reviewed by a medical writer against the
search criteria. Of these, 216 were retained for abstract
review by the core group of clinicians (TLL, RE, JO,
DC). Ultimately, 137 full articles were selected and
reviewed to evaluate the level of evidence and identify
key themes.

Articles previously highlighted for rejection at
full article review stage were also reassessed (see
Figure 1).

In addition, based on their clinical experience and
knowledge of the literature, the core group considered
that a number of additional aspects beyond treatment
adherence were relevant in providing optimal care
and outcomes for patients with recent-onset psycho-
sis. They delineated nine proposed themes for consid-
eration and discussion with the wider group of
clinicians. The wider group revised the proposed
themes and reached agreement on 10 aspects of care
that should be the focus for delivering optimal benefits
for patients following the first five years of a diagnosis
of psychosis with a particular focus on their feasibility
and applicability in the diverse settings of the A-P
region. At this stage, an additional 94 articles were
included and 89 of the original full articles were dis-
carded, leaving a total of 142 articles. The 10 themes
and our recommendations are shown in Table 1. The
rationale for their inclusion is discussed below.
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Results

Theme 1: Strategic engagement of patients with
recent-onset psychosis is important to the
success of subsequent care

Poor therapeutic alliance predicts poor service engage-
ment (Lecomte et al., 2008) and poor adherence
(Tunis et al., 2007; Montreuil et al., 2012) in recent-
onset psychosis. In turn, the severity of positive symp-
toms, agreeableness as a personality trait, and poor
capacity in building an alliance, all have a negative
impact on treatment adherence and service engage-
ment (Lecomte et al., 2008). The patient’s decision to
stay with treatment is dependent upon relationships
between clinicians who embrace patient-centered per-
spectives and peers who have also experienced first-
episode psychosis (FEP) (Stewart, 2013). A critical
time for engagement is the transition between initial
treatment and community care (Tiihonen et al., 2011).
Success of this transition is marked by patient contact
with patient-centered care providers and a supportive
peer group. Patient-centered early intervention staff is
important for engagement (Stewart, 2013).

Patients have different needs based on their age,
education, and support systems; older first-episode
patients tend to have an increase in metabolic and
mood disorder comorbidity, and a longer DUP
(Selvendra et al., 2014). Patients who are older at
initial diagnosis often achieve better outcomes than
younger patients (Rabinowitz et al., 2006).

Within the A-P region, the patient’s family plays a
particularly important role in many aspects of care.

For example, Filipino psychiatrists always seek
actively to engage with, and seek the help of, the
patient’s family, especially to provide an understand-
ing of the nature of the illness. Family members are
trained to assist patients with recovering psychosocial
functions and play a key role with medication adher-
ence. Due to the stigma associated with schizophrenia,
peer group interventions are unpopular and patients
and families seek to keep the illness a private, family
matter wherever possible (Bautista T, 2015 personal
communication).

Treating positive symptoms with a reactive admission-
based approach and little or no follow-up is a sub-optimal
approach. It is not enough to manage an episode of psychosis
as an isolated event. Once a patient is discharged, ongoing
continuity of community care, together with consistency
within the treatment team, where possible, are crucial. This
approach will facilitate a deeper level of engagement with the
patient and their family and a greater understanding of the
patient’s individual needs and broader issues, thereby assist-
ing with the selection of optimum interventions to promote
continued recovery. This theme reflects a need for willingness,
on the part of patients, health care professionals (HCPs) and
families, to engage in continuous and monitored treatment
and acknowledges the importance of a combined approach
that includes both family members and HCPs.

Theme 2: Effective symptom control in
recent-onset psychosis can usually be achieved
with antipsychotics

Patterns of prescribing differ widely across the A-P
region. The Health Insurance Review & Assessment

Figure 1. Structured literature search. FEP, first episode psychosis.
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Table 1. Themes and recommendations

Theme Recommendation

1. Strategic engagement of

patients with recent-onset

psychosis is important to

the success of subsequent

care

Treating positive symptoms with a reactive admission-based approach and little or no follow-up is a suboptimal

approach. It is not enough to manage an episode of psychosis as an isolated event. Once a patient is

discharged, ongoing continuity of community care, together with consistency within the treatment team,

where possible, are crucial. This approach will facilitate a deeper level of engagement with the patient and their

family and a greater understanding of the patient’s individual needs and broader issues, thereby assisting with

the selection of optimum interventions to promote continued recovery. This theme reflects a need for

willingness, on the part of patients, HCPs and families, to engage in continuous and monitored treatment and

acknowledges the importance of a combined approach that includes both family members and HCPs.

2. Effective symptom control

in recent-onset psychosis

can usually be achieved

with antipsychotics

While we acknowledge that the availability, cost, and reimbursement status of different antipsychotics varies

throughout the A-P region, patients and their families should be informed of the pharmacological treatment

options available to them including possible AEs.

3. Restoring psychosocial

function in recent-onset

psychosis is an essential

component in recovery

Remission and recovery are achievable for many patients providing they are well informed, adequately treated,

and closely monitored. The expectations of patients and their caregivers should be taken into account when

evaluating remission and recovery, together with a realistic and culturally sensitive outlook provided by the

HCP.

4. Medication adherence is

a critical contributor to

relapse reduction in

recent-onset psychosis

Adherence to medication is crucial in preventing relapse and improving outcomes in schizophrenia. Patients

should be warned of the dangers of stopping their medication and that they may be required to keep taking

medication despite improvement in their symptoms. Care should be taken by HCPs when conveying this

information as poor timing and/or bad phrasing can reduce the patient’s willingness to comply. Interventions

that directly improve adherence behavior, especially those that target substance abuse and depressive

symptoms, should be developed. Measures to improve patient insight could be a specific target of treatment in

early intervention programs.

5. Long-acting injectable

antipsychotics should be

considered in recent-onset

schizophrenia

While we acknowledge that there is a need for a large-scale, randomized controlled trial comparing oral and LAI

APs in recent-onset psychosis, to assess long-term outcomes, we believe LAI APs may play a role in relapse

prevention via increased rates of adherence and should be considered as an early stage treatment. LAI APs are

frequently perceived by patients and family members as an indication that the patient has a severe mental

illness and are therefore reluctant to use them. However, many first-episode patients respond well to LAI APs

and, once provided with balanced information, are open to their use.

6. Psychosocial

interventions contribute

much to desirable clinical

outcomes in recent-onset

psychosis

A number of culturally adapted psychosocial therapies are now available throughout the A-P region. Psychosocial

therapies, together with continuous antipsychotic therapy, facilitate recovery and improve adherence to

treatment, thereby offering significant benefits to recent-onset patients in social and vocational aspects.

Psychosocial therapies should be implemented early to prevent deterioration of psychosocial and cognitive

functions.

7. Involvement of families

and carers is an integral

part of comprehensive

patient management in

recent-onset psychosis

As already highlighted in themes 1, 2, and 6, family members and carers play an important role in supporting

patients with medication adherence and day-to-day tasks. Stigma may prevent patients and family members

seeking help during the early stages of the disease and beyond. Efforts should be made to reduce stigmatizing

behavior within health care services and society as a whole particularly in countries where there is strong

stigma attached to mental illness. The sociocultural context is important to take into account in discussions

with family members.

8. Substance abuse in

recent-onset psychosis

impacts negatively on

outcomes and needs to be

addressed

Comorbid substance abuse can worsen symptoms and outcomes and is a growing problem in the A-P region,

despite the variability in the rates and types of substances abused. The negative contribution that illicit drugs

and alcohol make to the course of the illness, not least the legal complications, including a heightened risk of

incarceration should be emphasized early in the treatment pathway. Patients should be offered interventions

that address comorbid substance abuse in a culturally sensitive manner.

9. Psychiatric comorbidities

are common and should be

addressed in recent-onset

psychosis

Psychiatric comorbidities such as depression and anxiety disorders can have a negative impact on outcomes. We

recommend that psychiatric comorbidities be given high priority during treatment planning in the context of

the socioeconomic and cultural background.

10. Medical comorbidities are

common and should be

monitored and addressed

fastidiously in recent-onset

psychosis

Psychiatrists should be conscious of the physical conditions and metabolic issues associated with the use of

antipsychotic drugs and the potential for antipsychotic therapies to worsen existing conditions such as

diabetes and compromised lipid metabolism. Strategies to improve health and well-being should be promoted

early on, and all patients should be screened regularly for metabolic abnormalities.

AE, adverse event; A-P, Asia-Pacific; HCP, healthcare professional; LAI AP, long-acting injectable antipsychotic.
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Service-National Patients Sample was a stratified sam-
pling from the entire population under the South
Korean national health security system in 2009
(Park et al., 2014). The 26,254 patients who were pre-
scribed first-generation antipsychotics (FGAs) only
were significantly older, more likely to be male and on
Medicaid, had higher total medical costs and lower
rates of self-payment, and higher co-medication rates
of anti-Parkinsonian agents and anxiolytics than
the 67,361 patients prescribed second-generation
antipsychotics (SGAs) only (Park et al., 2014). Japan
has a high frequency of polypharmacy (Kishimoto
et al., 2013b). Singapore has a high utilization of depot
injections (Chong et al., 2004). Owing to the availabil-
ity of inexpensive generics, clozapine has been exten-
sively used in China for the treatment of resistant
and non-resistant schizophrenia for longer than in
any other East Asian country (Chong et al., 2004).
Haloperidol is the most commonly prescribed
antipsychotic in Malaysia and a third of patients are
prescribed SGAs, with olanzapine the most common
(Yoon and Aziz, 2014). Strict regulations for the use of
SGAs, including clozapine, have been implemented in
other countries, making it difficult to prescribe these
drugs; however, there has been an increase in their
use in recent years (Shinfuku and Tan, 2008; Tan et al.,
2008).

Positive symptoms are more readily addressed by
antipsychotic treatments and the negative and cogni-
tive symptoms which often remain are a considerable
impairment for patients (Citrome, 2014). Meta-
analysis of the efficacy and tolerability of FGAs versus
SGAs in FEP shows that, when pooled, SGAs are
similar to FGAs regarding total psychopathology
change, depression, treatment response, and meta-
bolic changes (Zhang et al., 2013a). SGAs significantly
outperformed FGAs regarding lower treatment
discontinuation (irrespective of cause), negative
symptoms and global cognition; and were associated
with fewer extrapyramidal symptoms and akathisia.
In contrast, SGAs tended to be associated with more
weight gain (P < 0.05–0.01) (Zhang et al., 2013a). A
meta-analysis of the relapse rates associated with
FGAs versus SGAs failed to demonstrate a consistent
superiority of individual SGAs over FGAs. Neverthe-
less, SGAs as a group were associated with less study-
defined relapse, overall treatment failure and
hospitalization, than FGAs, with a modest but clini-
cally relevant effect size (Kishimoto et al., 2013a).
Meta-analysis of mid- to long-term outcomes associ-
ated with SGAs showed efficacy not only during the
acute phase but, more importantly, as maintenance
treatments (Glick et al., 2011).

Some long-term studies of FEP have found no
difference between individual SGAs in clinical
and functional outcomes, (Shrivastava et al., 2012)
whereas others demonstrate benefits for particular
SGAs. For instance, olanzapine might lead to longer
treatment continuation in treatment-naive FEP
patients than haloperidol and, possibly, ziprasidone
(San et al., 2012). What is clear is that appropriate
antipsychotic options are available to address symp-
toms in recent-onset psychosis (Schimmelmann et al.,
2007; Gafoor et al., 2010).

Clozapine has a high maintenance rate (Noguera
et al., 2013), and may have a marginally superior effi-
cacy in the initial year of treatment of treatment-naive
FEP patients, which can be explained for the most part
by greater adherence (Sanz-Fuentenebro et al., 2013).
Guidelines recommend that clozapine should be con-
sidered as a third-line treatment as it leads to earlier
and longer remission intervals (Remington et al.,
2013); however, identification of true refractoriness
should be made as early as possible and clozapine
considered earlier rather than later. Antipsychotics are
effective treatments in FEP at doses lower than those
used in patients with long-term schizophrenia (Gafoor
et al., 2010; Zhang et al., 2013a) though they may be
associated with a relatively higher incidence of
adverse effects (AEs) such as tardive dyskinesia
(Zhang et al., 2013a).

Current (UK) National Institute for Health and
Care Excellence (NICE) guidelines recommend the
integration of pharmacological and psychosocial treat-
ments for optimal long-term outcomes for patients
with schizophrenia (NICE, 2014). Long-acting inject-
able antipsychotics (LAI APs) should be considered for
patients with recurrent relapses related to partial/non-
adherence. The oral form of the same medication is
the logical choice for initial treatment (APA, 2004;
Lehman et al., 2004).

Whilst we acknowledge that the availability, cost and
reimbursement status of different antipsychotics varies
throughout the A-P region, patients and their families should
be informed of the pharmacological treatment options avail-
able to them including possible AEs.

Theme 3: Restoring psychosocial function in
recent-onset psychosis is an essential
component in recovery

Improvements in patient functioning have a consider-
able impact on patients’ lives, which in turn will
improve quality of life and reduce carer burden
(Durmaz and Okanlı, 2014). Remission is significantly
associated with adherence, and outcome is significantly

© 2016 The Authors Asia-Pacific Psychiatry Published by John Wiley & Sons Australia, Ltd

Optimal care of recent-onset psychosis T.L. Lo et al.

158 Asia-Pacific Psychiatry 8 (2016) 154 171–



associated with good adherence to medication
(Bachmann et al., 2008; Hassan and Taha, 2011). While
there has been some discussion around remission being
able to be achieved with low dose or intermittent
treatment (Wunderink et al., 2007, 2013), there is con-
sistent evidence that relapse rates are high following
discontinuation regardless of the preceding period of
stabilization (Subotnik et al., 2011; Emsley et al., 2012,
2013; Zipursky et al., 2014). Relapse, following
discontinuation, frequently occurs with little warning
(Gaebel and Riesbeck, 2014) and once illness recurs,
symptom severity rapidly returns to previous levels.
Furthermore, treatment nonresponse may emerge in a
subset of patients after relapse (Emsley et al., 2013).

Long-term remission can be achieved in FEP
patients for a relatively long follow-up period (Üçok
et al., 2011; Morgan et al., 2014). Strategies to reduce
DUP and achieve early response could improve remis-
sion rates in FEP patients (Verma et al., 2012). Both
negative symptoms (Austin et al., 2013) and neuro-
cognitive deficits (Fervaha et al., 2014) play a central
role in the process of recovery from schizophrenia.

Remission of symptoms alone is no longer consid-
ered sufficient and recovery is about a broader set of
psychosocial outcomes (Andreasen et al., 2005). The
physician’s view of recovery (e.g. maintaining a job in
a supermarket) does not always match with family/
carer’s views, where there is often an expectation that
recovery will be reflected in a return to the pre-disease
state (Siu et al., 2012). Such views might be impacted
by social role expectations that vary across the A-P
region. For instance, mental health nurses in Thailand
(Kaewprom et al., 2011) tend to view recovery as
symptomatic remission rather than the emerging,
consumer-based concept of personal recovery (Tse
et al., 2014). Rates of functional recovery are lower
than those of symptomatic remission (Menezes et al.,
2009; Henry et al., 2010). Nevertheless, patients
enrolled in specialized early intervention programs
can achieve both social/vocational recovery and
symptomatic remission (Henry et al., 2010).

Remission and recovery are achievable for many
patients providing they are well informed, adequately
treated, and closely monitored. The expectations of patients
and their caregivers should be taken into account when
evaluating remission and recovery.

Theme 4: Medication adherence is a critical
contributor to relapse reduction in
recent-onset psychosis

In a recent survey, 56% of patients with psychosis in
the A-P region were judged by their psychiatrists to be

partially or non-adherent to medication, while only
32% of patients related clinical deterioration to
antipsychotic non-adherence (Olivares et al., 2013).
Patients’ insight and treatment adherence significantly
predict the clinical course and functional outcome in
FEP (Steger et al., 2012). A better attitude toward
antipsychotic medication at the first lifetime psychiat-
ric admission is significantly related to lower all-cause
antipsychotic treatment discontinuation following a
first early-onset psychotic episode (Fraguas et al.,
2008). There are complex and often overlapping
factors that influence non-adherence. Ongoing sub-
stance abuse/dependence (Tunis et al., 2007; Perkins
et al., 2008) and depressive symptoms (Perkins et al.,
2008) are associated with poor adherence and are
significant predictors of treatment discontinuation.
Non-adherence early after discharge is associated with
a higher risk or hospitalization (Bodén et al., 2011);
however, adherence and outcome are similar irrespec-
tive of whether a patient’s first hospitalization was
involuntary or voluntary (Opjordsmoen et al., 2010).
Medication costs have also been associated with poor
adherence especially in developing countries such as
India (Shoib et al., 2014) and Pakistan (Tharani et al.,
2013).

A poor treatment response may cause some
patients to stop medications prematurely (Perkins
et al., 2008), while others may become non-adherent
if their symptoms improve – presumably because they
believe that they no longer require treatment (Steger
et al., 2012). Of these, FEP patients who experience a
rapid reduction of negative symptoms are at particu-
larly high risk of non-adherence and should be closely
monitored (Steger et al., 2012). There is also a sub-
group of patients who refuse medication altogether; a
medical file audit of 605 FEP patients revealed that
almost 20% were persistent medication refusers
(Lambert et al., 2010). In this group, poor premorbid
functioning, comorbid substance use, poor insight,
forensic history, and a lack of previous contact with
psychiatric care predicted medication refusal (Lambert
et al., 2010).

Relapse rates in the three years following the first
psychotic episode are high at around 50% (Gearing
et al., 2009; Hui et al., 2013). Non-adherence to medi-
cation is highly predictive of relapse (Gearing et al.,
2009; Novick et al., 2010; Alvarez-Jimenez et al., 2012;
Caseiro et al., 2012; Hui et al., 2013) and even brief
periods of partial non-adherence (2–4 weeks) lead to a
greater risk of relapse (Subotnik et al., 2011). Relapse
prevention after the initial onset of schizophrenia may
convey a significant clinical benefit (Andreasen et al.,
2013). Therefore, strategies to enhance treatment
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adherence, as a way of preventing relapse, should be
implemented at the time of illness onset. This is espe-
cially important since early warning signs of relapse
are often unreliable (Gaebel and Riesbeck, 2014) and
“rescue” medication may prove ineffective in prevent-
ing a full-blown psychotic recurrence (Emsley et al.,
2013).

Adherence to medication is crucial in preventing relapse
and improving outcomes in schizophrenia. Patients should be
warned of the dangers of stopping their medication and that
they may be required to keep taking medication despite
improvement in their symptoms. Care should be taken by
HCPs when conveying this information as poor timing
and/or bad phrasing can reduce the patient’s willingness to
comply. Interventions that directly improve adherence behav-
ior, especially those that target substance abuse and depres-
sive symptoms, should be developed. Measures to improve
patient insight could be a specific target of treatment in early
intervention programs.

Theme 5: Long-acting injectable antipsychotics
should be considered in recent-onset
schizophrenia

Despite their potential advantages, most treatment
guidelines advise limiting the use of LAI APs to
multiple-episode or non-adherent patients, with con-
troversy in relation to their role in early schizophrenia
(Kim et al., 2012); however, recommendations for LAI
AP use early in the disease course are emerging, not
least during the first two to five years following diag-
nosis (Malla et al., 2013) and as maintenance treat-
ment following the initial episode (Llorca et al., 2013).
Using LAI APs as the initial therapeutic treatment can
reduce relapse rates and improve prognosis (Viala
et al., 2012), and many first-episode patients taking
oral antipsychotics will accept a recommendation of
the corresponding LAI therapy (Weiden et al., 2009).
Recent-onset psychosis patients receiving LAIs show
more symptom reduction and better health-related
quality of life and functional outcomes (Emsley et al.,
2008) as well as significantly lower 1- and 2-year
relapse rates than patients receiving oral therapy (Kim
et al., 2008). LAI APs may be useful in the treatment of
recent-onset psychosis in terms of symptom control
and relapse reduction, particularly if chosen by the
patient or when medication adherence is a priority
(Taylor and Ng, 2013). However, in a recent survey,
only one in three psychiatrists from mainland China,
India, Australia, Taiwan, Vietnam, New Zealand, Indo-
nesia, Hong Kong, the Philippines, Thailand, Singa-
pore, Malaysia, and South Korea favored switching to
or adding an LAI AP as their preferred treatment

option for addressing adherence problems, compared
with three in five psychiatrists practicing in Europe
(Olivares et al., 2013). A survey conducted in 2004 in
East Asia showed that LAI APs were prescribed in
15.3% (368/2399) of patients, rates were highest
in Singapore (75.0%), followed by Taiwan (20.3%),
Japan (6.2%), mainland China (5.9%), and Hong
Kong (4.7%) (Sim et al., 2004). The current prescrip-
tion rate of LAI APs is less than 1% in South Korea
which may reflect negative attitudes, inexperience, or
reluctance of psychiatrists rather than patient resis-
tance (Kim et al., 2013).

While we acknowledge that there is a need for a large-
scale, randomized controlled trial comparing oral and LAI
APs in recent-onset psychosis, to assess long-term outcomes,
we believe LAI APs may play a role in relapse prevention
via increased rates of adherence and should be considered
as an early-stage treatment. LAI APs are frequently per-
ceived by patients and family members as an indication
that the patient has a severe mental illness and are there-
fore reluctant to use them. However, many first-episode
patients respond well to LAI APs and, once provided with
balanced information, are open to their use.

Theme 6: Psychosocial interventions contribute
much to desirable clinical outcomes in
recent-onset psychosis

Community psychosocial interventions for schizo-
phrenia have been found to be effective in reducing
positive and negative symptoms and general psycho-
pathology, both after the first psychotic episode and at
other stages of the illness (Armijo et al., 2013). Both
long-term psychosocial therapies (Zaytseva et al.,
2010) and peer support initiatives (Boardman et al.,
2014) can be effective in improving medication adher-
ence. Specific adherence coping education therapy is
well accepted and associated with significant decreases
in symptoms, as well as trend-level improvements in
attitudes toward treatment (Uzenoff et al., 2008). Cog-
nitive Behavioral Therapy (CBT) is widely accepted
as an effective intervention for the treatment of FEP
(Fanning et al., 2012). However, when CBT is avail-
able as part of a package of phase-specific interven-
tions within an early intervention service, it appears
that individuals who have fewer years in education
and more negative symptoms are less likely to engage
with and complete the treatment (Fanning et al.,
2012). A longer DUP and a low level of insight also
predict poor adherence to CBT (Alvarez-Jiménez et al.,
2009). Treatment in specially designed early detection
and intervention centers may improve functioning
of people with an early initial prodromal state of
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psychosis, and although both CBT and supportive
counseling (SC) led to significant social adjustment
improvements, CBT was not superior to SC at the end
of treatment (Bechdolf et al., 2007). CBT has been
culturally adapted for low and middle-income coun-
tries and has been effective in reducing psychopathol-
ogy and improving insight in Pakistani patients
(Naeem et al., 2015). Phase-specific early psychosocial
interventions in Hong Kong have been shown to sub-
stantially reduce hospitalization and symptoms (Chen
et al., 2012).

Meta-analysis shows that interventions that
include families are more effective in reducing symp-
toms by the end of treatment and preventing relapse
at 7–12 month follow-up (Lincoln et al., 2007). Fur-
thermore, young people and their parents are more
likely to endorse informal social supports, generic
counseling, and general stress reduction methods than
taking antipsychotic medication, using mental health
services, or the helpfulness of seeing a psychiatrist
(Jorm et al., 2008). Interventions involving family
members have been shown to improve outcomes in
mainland China, Hong Kong, and Australia (in both
English and Vietnamese families (Bradley et al., 2006;
Chien and Wong, 2007; Chien and Chan, 2013; Chien
and Thompson, 2013; Chen et al., 2014).

Interventions of a purely educational nature are
the least successful at improving antipsychotic adher-
ence, and the greatest improvements are seen with
interventions employing combinations of educa-
tional, behavioral, and affective (designed to optimize
social and emotional support) strategies (Dolder et al.,
2003). Combination strategies also reduce relapse,
decrease hospitalization, decrease psychopathology,
improve social function, provide gains in medication
knowledge, and improve insight into the need for
treatment. Longer interventions and a good thera-
peutic alliance are also important for successful out-
comes (Dolder et al., 2003). Vocational programs,
especially the individual placement and support
model, are effective in schizophrenia and have been
validated in many different cultures (Mueser and
McGurk, 2014) including in Hong Kong (Kin Wong
et al., 2008), Australia (Killackey et al., 2008), and
Japan (Sato et al., 2013).

A number of culturally adapted psychosocial therapies
are now available throughout the A-P region. Psychosocial
therapies, together with continuous antipsychotic therapy,
facilitate recovery and improve adherence to treatment,
thereby offering significant benefits to recent-onset patients in
social and vocational aspects. Psychosocial therapies should
be implemented early to prevent deterioration of psychosocial
and cognitive functions.

Theme 7: Involvement of families and carers is
an integral part of comprehensive patient
management in recent-onset psychosis
In recent years, the responsibility of care has seen a
global shift in emphasis from the hospital setting to
patients’ families (Gutiérrez-Maldonado et al., 2005;
Awad and Voruganti, 2008). Families have tradition-
ally been the mainstay of care for the mentally ill in
the A-P region (Chakrabarti, 2011), and the move
toward greater deinstitutionalization has resulted
in about 70% of East Asian patients with schizophre-
nia being cared for in the community by their
families (Chan, 2011). Recent initiatives including
psychoeducational programs involving family
members improve relapse rates (Lincoln et al., 2007).

Within the A-P region, case management and
mutual support groups involving family members
have been shown to reduce symptoms and improve
functioning in patients in mainland China, Hong
Kong, and Australia (in both English and Vietnamese
speaking families) (Bradley et al., 2006; Chien and
Wong, 2007; Chien and Chan, 2013; Chien and
Thompson, 2013; Chen et al., 2014).

However, non-professional carers of patients with
schizophrenia experience a considerable level of
burden due to the significant demands imposed by the
condition, which impacts detrimentally on their
quality of life. In 1937, the Japanese Society of Psy-
chiatry and Neurology approved the translation of
the term schizophrenia as “seishin-bunretsu-byo”
(Chinese pronunciation “jing-shen-fen-lie-zheng,”
Korean pronunciation “jungshinbunyeolbyung”). The
Japanese Society of Psychiatry and Neurology
replaced the old term with “togo-shitcho-sho (integra-
tion disorder)” in 2002 at the request of the National
Federation of Families of the mentally ill in Japan
(Sato, 2008). In Hong Kong, the term “si-jue-shi-diao”
(dysregulation of thought and perception), which
means psychosis, has been used instead of “jing-shen-
bing” in an effort to make psychiatric services more
accessible to young people with psychosis (Chung and
Chan, 2004). Taiwan uses the term “si-jue-shi-diao”
(Sartorius et al., 2014). In 2011, the Korean Neuro-
psychiatric Association and the Korean Society of
Schizophrenia Research replaced the old term with
“johyeonbyung” (metaphorically describing schizo-
phrenia as a disease of inadequate tuning of the neural
network or the mind) following a South Korean Inter-
net schizophrenia advocacy group petition (Lee et al.,
2014). Despite these and other efforts throughout the
A-P region to reduce the stigma associated with
schizophrenia, patients and families continue to be
stigmatized and discriminated against.
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The 97 FEP patients surveyed as part of the Italian
Psychosis Incident Cohort Outcome Study reported
experiencing discrimination in several key life areas;
in relationships with family members (43%), making
friends (32%), relationships with neighbors (25%),
keeping a job (25%), finding a job (24%), and inti-
mate relationships (23%) (Lasalvia et al., 2014).
Patients’ awareness of the negative consequences of
symptoms and disabilities led them to perceive dis-
crimination more easily and anticipated discrimina-
tion further limited their access to life opportunities;
37% had stopped seeking a close relationship and
34% had stopped looking for work, 58% felt the need
to conceal their diagnosis, and 37% reported that
other people avoided them (Lasalvia et al., 2014).
Relatives may experience “stigma by association,” and
this can be greater in relatives experiencing mental
health problems of their own (Ostman and Kjellin,
2002).

In a study of 441 patients in urban northern
China, the majority sought nonmental health path-
ways first rather than contacting mental HCPs
directly. On average, each patient consulted 3.4
carers, and the vast majority first visited local tertiary
general hospitals (56.4%) or local secondary general
hospitals (24.8%) (Zhang et al., 2013b). Mental
health stigmatizing attitudes in Japan are stronger
than in countries such as Taiwan or Australia, pos-
sibly due to institutionalism, lack of national cam-
paigns to tackle stigma, and/or society’s valuing of
conformity in Japan (Ando et al., 2013). Stigma
toward patients with schizophrenia among the
Malay community is strong, and individuals who
have been exposed to patients with schizophrenia or
neurotic illnesses tend to have better perceptions
toward schizophrenia than the general public (Razali
and Ismail, 2014). A survey of 133 Chinese patients
with schizophrenia revealed that education level
impacts on the perception of stigma (Ren et al.,
2014); therefore, more psychoeducation should be
undertaken to improve patients’ knowledge about
schizophrenia.

As already highlighted in themes 1, 2, and 6, family
members and carers play an important role in supporting
patients with medication adherence and day-to-day
tasks. Stigma may prevent patients and family members
seeking help during the early stages of the disease and
beyond. Efforts should be made to reduce stigmatizing
behavior within healthcare services and society as a whole
particularly in countries where there is strong stigma
attached to mental illness. The socio-cultural context is
important to take into account in discussions with family
members.

Theme 8: Substance abuse in recent-onset
psychosis impacts negatively on outcomes and
needs to be addressed
Relative to the general population, individuals with
severe psychotic disorders have increased risks for
smoking (odds ratio [OR] 4.6, 95% confidence CI
4.3–4.9), heavy alcohol use (OR 4.0, 95% CI 3.6–4.4),
heavy cannabis use (OR 3.5, 95% CI 3.2–3.7), and
recreational drug use (OR 4.6, 95% CI 4.3–5.0) (Hartz
et al., 2014). Around half of patients have a lifetime
diagnosis of comorbid substance abuse (Buckley
et al., 2009). Patients with comorbid substance abuse
have more positive symptoms, a greater risk of
relapse, heightened risk of violence and suicide, more
medical comorbidities, and a greater propensity to
antipsychotic-related side-effects (Buckley et al.,
2009). There are high rates of substance misuse in
recent-onset psychosis. For example, in the Spanish
Child and Adolescent First Episode Psychosis study,
rates were: tobacco 30.9%, cannabis 29.1%, alcohol
21.8%, cocaine 8.2%, amphetamines 2.7%, lysergic
acid diethylamide (LSD) 1.8%, and opiates 0.9%
(Baeza et al., 2009), and persistent substance misuse is
associated with poor outcome in the first year after
presentation (Turkington et al., 2009). Cannabis,
alcohol, and tobacco/nicotine are the most commonly
used substances in those at clinical high risk of devel-
oping psychosis, although there is limited evidence to
suggest that increased rates of substance use may be
associated with transition to psychosis (Addington
et al., 2014).

Greater doses of cannabis have been associated
with subsequent higher depression and anxiety
(Barrowclough et al., 2015), and cannabis use may be
related to higher positive symptom scores for FEP
patients (Baeza et al., 2009). Cannabis use is associated
with discontinuation of antipsychotic medication in
recent-onset psychosis (van Nimwegen-Campailla
et al., 2010), and cannabis abusing FEP patients may
be making two crucial decisions during treatment:
whether to reduce or cease consumption of cannabis,
and whether or not to continue to take medications
(Faridi et al., 2012).

Cocaine and ecstasy use is relatively uncommon
in the A-P region, and cannabis use is below the global
average. But opioid and amphetamine-type stimulant
use is common, and there is an emerging trend in the
use of ketamine, particularly in Hong Kong where use
increased from 9.8% of total drug users in 2000 to
37.6% in 2009 (Dargan and Wood, 2012). These dif-
ferences are reflected in the varied rates of substance
abuse seen in patients with recent-onset psychosis in
the A-P region. For instance, among first-episode
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treatment-naive patients with psychosis in Bangalore,
Southern India, the rate of alcohol dependence was
17.3% and cannabis dependence 3.6%; lifetime and
current use of cannabis was less than 6% (Chand
et al., 2014). Self-reported cannabis use among 3644
patients receiving treatment for schizophrenia or
schizoaffective disorder at the Provincial General
Hospital, Ratnapura, Sri Lanka, over five years (2000–
2004) was less than 3%, and all cannabis users were
men (Rodrigo et al., 2010). Nevertheless, there is
within-country variation, with an 11-year study of
psychiatric comorbidity in patients with substance
abuse disorders attending an addiction treatment
center in Northern India reporting that inhalant and
cannabis use was more likely to be found with psy-
chotic disorders and that 71.5% of patients with a
psychotic disorder had more than one substance abuse
disorder (Basu et al., 2013).

There is some evidence that dual diagnosis
patients might have a better outcome when prescribed
clozapine, with less relapse into abuse of drugs or
alcohol (Buckley et al., 2009). Identification and treat-
ment of substance misuse should be a key component
of early intervention services with implications for
staff training and structure of services (Turkington
et al., 2009).

Comorbid substance abuse can worsen symptoms and
outcomes and is a growing problem in the A-P region, despite
the variability in the rates and types of substances abused.
The negative contribution that illicit drugs and alcohol make
to the course of the illness, not least the legal complications,
including a heightened risk of incarceration, should be
emphasized early in the treatment pathway. Patients should
be offered interventions that address comorbid substance
abuse in a culturally sensitive manner.

Theme 9: Psychiatric comorbidities are common
and should be addressed in recent-onset
psychosis

Psychiatric comorbidities are common among patients
with schizophrenia at all phases of the illness. There is
an estimated prevalence of 15% for panic disorder,
29% for post-traumatic stress disorder (PTSD), and
23% for obsessive–compulsive disorder. Comorbid
panic and PTSD symptoms may be associated with
more severe psychopathology, as well as increased
risks of suicidal ideation and behavior (Buckley et al.,
2009). Panic symptoms may also increase vulnerabil-
ity to comorbid substance use (Buckley et al., 2009). It
is estimated that comorbid depression occurs in 50%
of patients and is associated with a heightened risk
of relapse (Buckley et al., 2009). Aripiprazole and

quetiapine in particular may improve depressive
symptoms in FEP (Crespo-Facorro et al., 2013).

Clozapine has established antisuicidal effects
(Kasckow et al., 2011; Meltzer, 2012), but it may take
several months for this to become apparent, and a
high dose may be required (Kasckow et al., 2011). The
use of high doses is associated with a higher risk of
developing AEs (Kasckow et al., 2011); however,
many of clozapine’s side-effects can be detected, pre-
vented, minimized, and treated (Meltzer, 2012). For
example, when one considers the hematological AEs,
it is estimated that one in 10,000 people treated with
clozapine will die from agranulocytosis. Among
patients at high risk of suicide, approximately one in
10–20 will die from suicide. Thus, the relative risk
favors clozapine when comparing only the suicide risk
with risk from agranulocytosis (Kasckow et al., 2011).
The reduced suicide risk in most patients also out-
weighs the low risk (0.015–0.188%) of a serious
adverse cardiac event (Merrill et al., 2005).

Psychiatric comorbidities such as depression and anxiety
disorders can have a negative impact on outcomes. We rec-
ommend that psychiatric comorbidities be given high priority
during treatment planning in the context of the socioeconomic
and cultural background.

Theme 10: Medical comorbidities are common
and should be monitored and addressed
fastidiously in recent-onset psychosis

Patients diagnosed with schizophrenia have an
increased mortality rate compared with the general
population (hazard ratio 2.05, 95% CI 2.01–2.09);
around two thirds of this excess is associated
with increased rates of cardiovascular risk factors,
including obesity, smoking, diabetes, hypertension,
and dyslipidemia (Nielsen et al., 2013). All SGAs are
associated with weight gain compared with placebo
treatment, although some (e.g. olanzapine, clozapine,
and quetiapine) are more problematic than others
(e.g. ziprasidone and aripiprazole) (Das et al., 2012);
however, non-pharmacological factors also contribute
to obesity development in schizophrenia (Megna et al.,
2011). Diet, exercise and CBT, alone or in combina-
tion, can improve physical health and reduce body
weight in patients with schizophrenia (Das et al., 2012;
Hjorth et al., 2014).

There is a significantly lower cardiovascular risk in
early schizophrenia than in chronic schizophrenia,
and both diabetes and prediabetes appear uncommon
in the early stages, especially in never-medicated
(NM) patients (Mitchell et al., 2013). Meta-analysis
shows that in both NM and FE patients, the overall
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rate of metabolic syndrome (MetS) using standardized
criteria is approximately 10% compared with 30–40%
in medicated patients not in their first episode
(Mitchell et al., 2013). Rates of MetS are high among
medicated patients in Malaysia (46.7%), and those
with MetS have a greater cardiovascular risk (Said
et al., 2012). At least 40% of patients in South Korea
exhibit MetS, with the greatest prevalence associated
with the use of a combination of SGAs (Ko et al.,
2013). Elsewhere, the rate of MetS among medicated
patients has been estimated to be 46.0% in Singapore
(Lee et al., 2012), 27.5% in Japan (Sugawara et al.,
2010), 20.0% in Thailand (Srisurapanont et al., 2007),
and 44–45% in India (Grover et al., 2012).

Psychiatrists should be conscious of the physical condi-
tions and metabolic issues associated with the use of
antipsychotic drugs and the potential for antipsychotic
therapies to worsen existing conditions such as diabetes
and compromised lipid metabolism. Strategies to improve
health and well-being should be promoted early on and
all patients should be screened regularly for metabolic
abnormalities.

Conclusions

Antipsychotics are effective in treating acute psychotic
symptoms, particularly in patients with a recent onset
of psychosis. However, in many cases outcomes
remain far from satisfactory. Providing optimal care to
recent-onset psychosis patients can improve these
outcomes and not only benefits the patient, but their
families, friends, and society as a whole. The impor-
tance of optimal care in recent-onset psychosis is well
established, but clinical practice has yet to incorporate
many of the more recent developments and there is a
lack of consistency of approach across the A-P region.
We therefore developed a set of principles for clini-
cians across the region to use on a day-to-day basis
throughout the patient journey. For instance, these
principles could form the basis of a checklist of items
to be discussed with patients and family members
during initial consultations and at follow-up appoint-
ments. These issues are dynamic and change over
time. For instance, themes 1 and 2 are relevant for
initial consultations, whereas substance abuse (theme
8), psychiatric (theme 9), and medical (theme 10)
comorbidities will need to be revisited frequently.
HCPs will need to review and reprioritize the issues at
different stages of recovery, and adjust interventions
appropriately. These principles could also be inte-
grated into the initial training of junior HCPs and
patient support group members.

Among the 10 themes, several common prin-
ciples emerge: adherence to antipsychotic medica-
tions is crucial; substance abuse, psychiatric and
medical comorbidities can and should be addressed;
psychosocial interventions play a pivotal role
in each of these areas; and family members can
play a vital role in overall patient care. The applica-
tion of the 10 themes and recommendations
discussed in this expert consensus should help to
raise awareness of the specific issues involved
in the care of recent-onset psychosis patients
regardless of their socioeconomic and cultural
backgrounds.

Limitations

The A-P region is extremely diverse with different
health care systems, levels of socioeconomic develop-
ment and cultural attitudes, and we recognize that it is
not possible to provide the same level of treatment
throughout the region. We therefore focused primar-
ily on general principles of care as a full analysis of
treatment strategies within each country in the A-P
region was beyond the scope of this article. These
recommendations should not be viewed as a compre-
hensive guide for treating schizophrenia. Our initial
literature search was limited to articles published in
the English language only however, non-English
articles were included after the initial review stage if
appropriate.
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