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INTRODUCTION I
1. INTRODUCTION

1.1. Schizophrenia in the Asia-Pacific region

Schizophrenia is a serious mental health condition affecting patients, caregivers and societies at large'.
Globally, the prevalence of schizophrenia has increased gradually by 7% between 2016 and 2021,
affecting over 23 million individuals in 2021. Within the Southeast Asia region, it impacts 2.2 million
individuals, resulting in a Disability-Adjusted Life Year (DALY) loss of 14 million years (Figure 1)>°.
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Figure 1- Burden faced by schizophrenic patients in the APAC region

Patients with schizophrenia and their caregivers face a significant disease burden. While individuals
with schizophrenia experience moderate symptom severity, as measured by a Positive and Negative
Syndrome Scale (PANSS) score of =75 and a Clinical Global Impression-Severity (CGI-S) score of 4-5,
47% of patients face metabolic syndrome and 28% are obese*.
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The economic burden of schizophrenia includes both direct and indirect economic costs, with
direct costs also including medical and non-medical costs (Figure 2)>~. In Japan, outpatient care
for schizophrenia can cost up to USD 9,000 annually®. In Malaysia, schizophrenia accounts for
0.04% of the national gross domestic product (GDP), resulting in a government expenditure of
USD 100 million in direct medical, non-medical, and indirect costs®. However, the true extent of this
burden may be under reported due to the limited number of studies focusing on non-medical costs.

Schizophrenia imposes significant economic burden on patients

DIRECT COSTS INDIRECT COSTS
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Figure 2 - Fconomic burden of schizophrenia

Schizophrenia also poses substantial consequences on the mental health and behaviour of patients
and their caregivers. Schizophrenic patients are 8 times more likely to commit suicide and nearly
half (~50%) experience agitation®'.

Caregivers also bear a heavy burden; many have to alter their
employment, often taking monthly leaves or switching to part-time
employment to fulfil caregiving responsibilities. Furthermore, around
78% of caregivers reportedly suffer from anxiety’.
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Without proper care management, schizophrenic patients display elevated rates of criminal
behaviour, placing a significant burden on society. For instance, patients in South Korea are found
to be twice as likely to engage in drug-related crimes, five times more likely to commit murder and
six times more likely to commit arson compared to the general population (Figure 3)". Similarly,
in Thailand, approximately 7.7% of schizophrenic patients exhibit violent or aggressive behaviour',
while in rural China, the rate of criminal activity among schizophrenic patients is reported at 10%".
These societal issues are closely associated with high levels of illness symptoms™, highlighting the
critical need for effective symptom control.

Schizophrenic patients may engage in elevated rates
of criminal behaviours
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Figure 3 - Burden of schizophrenia on society

Despite the substantial burden on patients, caregivers, and society, support for individuals with
schizophrenia remains inadequate, underscoring the importance of expanding resources and
improving treatment options.

1.2. Comprehensive schizophrenia treatment combines antipsychotics
and psychosocial interventions to achieve functional recovery

The goal of schizophrenia treatment is to achieve symptomatic remission and improve overall
quality of life, ultimately leading to functional recovery''. Functional recovery is the ability of a
person with stabilised symptoms to live independently and without relapse for an extended period,
while actively engaging in work, social activities and independent living'™.
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Functional recovery is critical because it represents not only the absence of
symptoms but also the restoration of a person’s ability to lead a productive,
independent, and fulfilling life as part of society.

Schizophrenia treatment typically involves a combination of pharmacological therapy, psychosocial
interventions and supportive care®®. Pharmacological therapy involves the use of antipsychotic
medication, with second-generation (atypical) antipsychotics (SGAs) beingmore commonly prescribed
as first-line treatment compared to first-generation (typical) antipsychotics (FGAs)®'. Second-
generation and first-generation antipsychotics are available in both oral and long-acting injectable
(LAl formulations. Antipsychotic treatments, both oral and LAl formulations, reduce symptom
severity'®2® and improve the personal and social performances of schizophrenic patients?2272939,
The oral formulations of antipsychotic treatments are commonly considered the initial treatment

option#9-45,

Psychosocial interventions, including cognitive-behavioural therapy, family therapy, and social skills
training, are essential inimproving communication, reducing relapse, and enhancing daily functioning™®.
Additionally, supportive care services, such as rehabilitation programmes, employment assistance,
and community support groups, are important to reduce stigma and discrimination among patients,
reintegrate schizophrenic patients into society and improve their quality of life significantly™.

Challenges in achieving function recovery among schizophrenic patients in the APAC region -
The critical role of long-acting injectable antipsychotics and community support
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Poor adherence to treatment is a significant challenge among individuals with schizophrenia, often
resulting in relapses and hospital readmissions*#, This hinders patients’ progress towards achieving
symptomatic remission and functional recovery. Studies indicate that lack of treatment adherence
is associated with an over 7-fold increase in the risk of hospitalisation for schizophrenic patients*®,

2.1. Long-acting injectable (LAI) formulations of antipsychotics enhance
treatment adherence and patient functional recovery, resulting in
alleviated economic burden on patients and society

LAls offer a promising alternative to daily oral medications for schizophrenia, requiring less frequent
administration — typically every 2 to 4 weeks, and more recently every 3 or 6 months (Figure 4
in page 8). This reduced dosing frequency enhances medication adherence?*25393134 and improve
patient outcomes*.

Research suggests that switching from oral antipsychotics to LAls canlead to higher rates of remission
and low relapse rates'®2437, with many patients reporting improvements in symptom severity?2633375051,
Additionally, LAls have been linked to greater patient satisfaction regarding medication263%',
Reduced relapse rates and better symptom management through LAls also help lessen the burden
on caregivers and the healthcare system, allowing for more sustainable care delivery.

Furthermore, studies indicate that LAI treatment contributes to significant improvements in patients’
psychosocial functioning?326375052 'including a reduction in disturbing and aggressive behaviours of
approximately 40%°%°, increased employment rates®, and improved quality of life measures, which
encompasses subjective well-being, cognitive function, and social functioning®3%%. With fewer
episodes of disruptive behaviours, public safety is improved, and individuals with schizophrenia can
be reintegrated more effectively into the workforce and community. The accelerated functional
recovery associated with LAls may also reduce productivity losses to the economy, estimated at
around USD 20,000 per patient per annum in developed countries like Japan and Korea®s,
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The improvement in symptoms among schizophrenic patients receiving LAls has led to reduced
hospitalisation days — up to 6-fold in some studies®”®'56-%° — and reduced hospital admissions and
emergency room visits®¢-%, The reduction in hospitalisation, emergency interventions, and long-term
care needs contributes to more efficient healthcare resource allocation, lowering the overall cost
burden to healthcare systems and allowing reallocation of resources.

Cost-effectiveness studies conducted in the Philippines, Hong Kong, and Japan highlight the financial
advantages of increased LAl use®-%'. For instance, Kasahara-Kiritani et al. (2020)%° estimated that the
budgetary impact of providing an additional 10% of patients with LAl each year will create net savings
of JPY 36.5 billion over 5 years. This was mainly due to a reduction in hospitalisation costs.

Key benefits of LAls

Clinical Outcomes

. Improved Greater patient
High rates Low relapse . . : .
. symptom medication
of remission rates . . .
severity satisfaction

Societal and Humanistic Outcomes

.~4(?% reo!uchon Increased Improved Redfu?ed
in dlsj[urblng al?d employment quality of life productivity loss
aggressive behaviours rates to economy

Economic Outcomes and Healthcare Resource Utilisation

Lowered Reduced hospital | 6-fold reduction Net savings of
hospitalisation admissions and in hospitalisation | JPY 36.5 billion
rates ER visits days over 5 years

Figure 4 - Benefits of LAl treatment

2.2. Longer formulations of LAls amplify improvements in patient outcomes

The advantages of LAls are further enhanced in formulations with longer dosing intervals.
Studies indicate that switching from monthly LAls to those administered every three months can
yield greater improvements in symptom severity®2%% and remission rates', along with additional
reductions in hospital admissions and emergency room visits'®. These longer-acting formulations
have also been shown to result in significant improvements in psychosocial functioning'%2,

A study in China revealed that longer-acting injection formulations are more cost-effective

compared to their shorter-acting counterparts, underscoring the potential for both clinical and
economic benefits in managing schizophrenia with longer-acting options®4,
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Limited access to LAls for all schizophrenic patients, along with patients’ reluctance to accept LAl
treatment, impede progress towards achieving symptomatic remission and functional recovery.

3.1. Guidelines in the region typically recommend the use of depot
antipsychotics or LAl for non-adherent patients, rather than as a
standard option for all individuals with schizophrenia

Clinical guidelines in Southeast Asia, and the Asian region at large, have not yet been updated
to recommend LAl as an early treatment option for all patients, including those with first-
episode schizophrenia. Currently, the use of LAls is often restricted to the maintenance phase
and is typically reserved as a second- or third-line treatment for non-adherent patients with
acute schizophrenia®-5" or those unresponsive to oral antipsychotics**-%%, This is despite existing
evidence indicating that early use of LAls can reduce hospital stays, lower emergency room visits,
and generate cost savings®. As a result, oral antipsychotics continue to be widely prescribed, with
a high prescription rate of approximately 72%5869,

However, an exception is the 2021 consensus statement by the Taiwanese Society of Biological
Psychiatry and Neuropsychopharmacology (TSBPN)#4, which recommended that LAls be offered
as a treatment option for all patients, including those with first-episode schizophrenia, and can be
initiated both during an acute episode and after stabilisation.

3.2. LAl usage among patients lags due to stigma, fear, and high costs
of injections

Based on a study conducted among psychiatrists in 2019, only 9% of patients were prescribed LAl in
Japan and China, compared to 47% in France and Spain and 22% in the US, reflecting a notable gap
in the adoption of LAls in the region”. Common barriers to LAl use reportedly include fear/dislike of
injections, high costs associated with injections and social stigma faced by patients®%,
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Fear of injections is a common factor limiting LAl adoption. In a cross-sectional study conducted
in Beijing in 2021, LAI prescriptions accounted for only 2.4%, with over 68% of patients unwilling to
accept LAl treatment*®. Concerns about pain, discomfort, and potential complications associated
with injections contribute to patients’ hesitation, which may be substantial, especially among
patients with limited exposure to or knowledge about injectable treatments.

Financial constraints also limit the uptake of LAls. The cost of injectable antipsychotics is often
higher than that of oral medications, making them less accessible for many patients. For instance,
a study conducted in China in 2022, LAl medication costed twice that of oral treatment®’.

Besides financial barriers and fear of injections, schizophrenic patients also face stigma in some
regions, where injectable treatments are associated with severe illness™. This perception can deter
patients from choosing LAls, or treatment in general, as the stigma may intensify feelings of shame

or reinforce negative stereotypes associated with schizophrenia™.

Challenges in achieving function recovery among schizophrenic patients in the APAC region -
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In Asia, 80% of psychiatric patients report
experiencing discrimination and reported that
the burden extends to their family members™",

The stigma surrounding schizophrenia in Asia is driven by cultural and social factors. In many Asian
countries, mental iliness is sometimes perceived as a moral failing or a family disgrace”. These cultural
beliefs can result in people viewing schizophrenia as shameful or embarrassing, reinforcing stigma.
Limited public awareness and mental health education may also exacerbate this issue. Without
widespread initiatives to inform the public, misinformation about causes and symptoms persists,
leading to widespread misconceptions™7®,

Furthermore, sensationalised portrayals of schizophrenia in media, often associating it with violence or
erratic behaviour, reinforce negative stereotypes. This creates fear and misunderstanding among the
public, especially in places where mental health awareness is limited”. Additionally, outdated or limited
mental health policies can lead to inadequate support systems and a lack of protective laws for people
with schizophrenia, leaving many without the care or legal protections they need’.

The resulting impact of stigma discourages schizophrenic patients from seeking or adhering to
treatment™. These individuals may perceive seeking treatment as a sign of personal weakness, which
sustains a belief system that discourages them from pursuing necessary care™.

As a case in point, while approximately 1in 7 individuals live with a mental
health condition in the Southeast Asian region, up to 90% of patients do not

receive timely care in some countries®.

As such, addressing stigma and creating a safe, empowering environment is crucial to promote timely
care-seeking behaviour, treatment adherence, and support recovery among patients. When designing
such intervention programmes, the needs of caregivers should also be considered as they play critical
roles in patient care, providing support throughout the extended treatment and recovery process to
help schizophrenic patients achieve symptomatic remission and functional recovery.
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4.1. Progress in combating stigma and discrimination against mental
health conditions, including schizophrenia, in Asia

Recent years have seen progress in combating stigma and discrimination against mental health
conditions, including schizophrenia, through advocacy efforts and the implementation of community-
based interventions aimed at reducing stigma and discrimination.

Several countries in the region, such as Thailand, the Philippines, and Singapore, have integrated mental
health services into their national public health service system. In Thailand, community mental health
(CMH) services are integrated into the public health service system throughout the Ministry of Public
Health administrative infrastructure, from villages to regions®..

@ Thailand?8"82

Community mental health (CMH) services are integrated into the public health service system
throughout the Ministry of Public Health administrative infrastructure, from villages to regions

»  New mental health legislation was signed into law

»  New publication of a mental health plan?

» Nationalinitiatives toraise public awareness andreduce stigma are also beingimplemented?®?

9 Philippines®?

Signed into law the Mental Health Act (Republic Act no. 11036), which establishes a
comprehensive framework for optimal mental healthcare

» The law mandates the provision of psychiatric, psychosocial, and neurological services in
hospitals and basic mental health services in community settings

» It includes measures to protect patient’s rights, such as the right to freedom from
discrimination

Singapore84-8¢

Singapore’s National Council of Social Service launched the Beyond the Label (BTL) Collective,
aimed at raising public awareness and acceptance of individuals with mental health conditions

Singapore’s Inter-agency Taskforce on Mental Health and Well-being initiated the National
Mental Health and Well-being Strategy
»  Seeks to enhance the mental health ecosystem

» Encourage individuals with mental health needs to seek help without facing stigma

However, there are still rooms for improvement. In Vietnam, while access to mental health services has
improved over the years, the country lacks a comprehensive mental health policy or legislation. Mental
health services are not fully integrated into primary care, and there is inadequate government support for
community caregivers, who are responsible for the majority of care for individuals with mental disorders®“s8,
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5. CALL TO ACTION

To support functional recovery in individuals with schizophrenia, HCPs, policymakers, and payers
should act decisively by ensuring access to LAls and advancing anti-discrimination initiatives.

We propose three key actions targeted for the APAC region:

Review and update clinical guidelines to align with updated evidence
a. Local and regional policymakers can leverage international data to update and ensure clinical
guidelines are aligned with updated evidence

b. Payers can use international data to guide evidence-based decisions in the absence of local
data and expand LAI reimbursement coverage for all individuals with schizophrenia

c. Healthcare providers and patient associations can advocate to expand LAl use to all
schizophrenic patients in acute and maintenance phases in the guidelines

Promote the use of LAls and longer-injection formulations to achieve
functional recovery

a. Healthcare providers can offer diverse treatment options, including longer-injection
formulations, tailored to patients’ needs

b. Healthcare providers can educate patients and caregivers on injection procedures using
videos or hands-on demonstrations to reduce reluctance towards injections

ISWe Empower mental health patients and caregivers to promote timely
s

care-seeking behaviour and support recovery

a. Policymakers and patient associations should drive anti-discrimination campaigns and
educate caregivers to better support mental health patients

b. Policymakers should uphold mental health patients’ rights to discrimination-free
communities and ensure access to affordable and inclusive mental health services

c. Healthcare providers can advocate for navigation services, with resources such as financial
aid options and personalised support services, to simplify patient and caregiver journeys

In conclusion, schizophrenia is a serious mental health condition affecting patients, caregivers, and
society. Reducing this burden demands collective actions from all stakeholders. By ensuring access
to proper treatment and fostering a stigma-free environment, we can enhance patient outcomes,
reduce caregiver burden, and ease economic strain on both the family and society.
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