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Abstract

to September 30, 2012,

4 Registry (No. UMIN0O00005092).

Introduction: Comprehensive approaches for patients with psychotic symptoms play essential roles in the
symptomatic and functional outcomes of patients, especially during disease onset. In Japan, the shortage of mental
health services, particularly for outpatients, and community-based supports has been a major problem. The
purpose of this trial is to investigate the effectiveness and affordability of 18-month comprehensive early
intervention services for patients with first-episode psychosis compared with typical treatment.

Methods: This interventional, parallel, single-blinded (open but blinded raters trial) was effectively designed. The
participants are patients with a diagnosis of F2 or F3 (International Classification of Disease, 10 th revision), with
psychotic symptoms. The inclusion criteria were an age of 15-35 years, onset of psychotic symptoms within 5
years, first-episode psychosis, and residence in the catchment area of each site. Allocation will be conducted
equally between case management and standard care groups. After enrollment, standard care will be provided for
both groups, and community-based care to promote recovery for 18 months will be provided for the
comprehensive approach group. The primary outcome will be the function domain of the global assessment of
functioning scores at 18 months after enroliment. Data assessment will be performed at enrollment and 18, 36,
and 60 months after enrollment. The target sample size will be 150, and registration will occur from March 1, 2011,

Discussion: This trial will provide promising results about the effectiveness and cost-effectiveness of early
intervention services in Japan to improve the quality and quantity of community mental health services.

Trial registration: This trial was registered in The University Hospital Medical Information Network Clinical Trials

Introduction

Comprehensive approaches for patients with schizophre-
nia play essential roles in their symptomatic and func-
tional outcomes[1-4]. Particularly after the onset of
psychosis, most patients and their families are extremely
confused and distressed because of the conditions of
patients and the lack of knowledge about their illnesses.
Several randomized controlled trials (RCTs) have

* Correspondence: skoike-tky@umin.ac.jp; nishida-at@igakuken.orjp
'Department of Neuropsychiatry, Graduate School of Medicine, The
University of Tokyo, Bunkyo-ku, Tokyo, 113-8655, Japan

Department of Psychiatry & Behavioral Science, Tokyo Metropolitan Institute
of Medical Science, Setagaya-ku, Tokyo, 156-8506, Japan

Full list of author information is available at the end of the article

( ) BioMed Central

suggested that intensive community-based care for
patients with first-episode psychosis (FEP) improve
patient symptoms[5,6] and functional outcomes such as
relapse, readmission, dropout from services, and social
and vocational functioning(5-8]. Furthermore, additional
analyses of cost-effectiveness revealed that patients with
FEP who received intensive care had better outcomes
without increase costs[9]. On the basis of these results,
the use of early intervention services (EIS) has increased,
especially in England[1].

Japan has among the best medical services in the
world (e.g., the longest average life expectancy and smal-
lest perinatal mortality rate). However, the shortage of

© 2011 Koike et al; licensee BioMed Central Ltd. This is an Open Access article distributed under the terms of the Creative Commons
Attribution License (http:/creativecommons,org/licenses/by/2.0), which permits unrestricted use, distribution, and reproduction in
any medium, provided the original work is properly cited.

- 176 -



Koike et al. Trials 2011, 12:156
http//www trialsjournal.com/content/12/1/156

mental health services for outpatients has been a major
problem. In Japan, there are approximately 350,000 psy-
chiatric beds, and approximately 210,000 patients
majorly diagnosed with schizophrenia remain in psy-
chiatric hospitals for more than 1 year (Reported from
the Minster of Health, Labour, and Welfare). One issue
preventing the discharge of patients with severe mental
illnesses from hospitals is the shortage of community
mental health services with psychosocial approaches,
including family support despite the vast medical
resources of Japan[10]. To change this situation and
broaden EIS based on community settings, an RCT is
needed to confirm the clinical effectiveness and afford-
ability of EIS compared with existing hospital-based
mental health service systems in Japan. Additionally,
these trials must examine whether these specialized
community mental health services will sustain the func-
tional recovery of patients even after they finish 18-
month support.

Methods

Trial design

This trial is designed with effectiveness, interventional,
parallel, single-blinded (open but blinded raters) trial.
The allocation of participants will be equal (1:1)
between the comprehensive approach (CAP) and stan-
dard care (SC) groups. The entire trial design is illu-
strated in Figure 1. After enrollment, all participants will
be provided standard care, and in the CAP group, com-
prehensive community-based care by an early interven-
tion team will be provided for 18 months. Eighteen
months after enrollment, all participants will be pro-
vided standard care only. The assessment of clinical
data will be conducted at enrollment and 18 (first end
point), 36 (second end point), and 60 months after
enrollment (last end point). The target sample size will
be 150, and registration will occur from March 1, 2011,
to September 30, 2012. The last follow-up date will be
September 30, 2017. This trial was registered in the Uni-
versity Hospital Medical Information Network Clinical

CAP group

Care with

TR Standard care only

]

Informed consent /
and registration allocation.

SC group

Standard care only

Fintendpoint Secondendpoint Last endpomt

(18 months) (36 months) (60 months)
Pre-observation period i Follow-up period
(1 — 4 weeks) ' (60 months)

Figure 1 Entire design of this trial.
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Trials Registry (UMIN-CTR) accepted from the Interna-
tional Committee of Medical Journal Editors (ICMJE)
(No. UMIN000005092).

Participants

The participants are patients who received a diagnosis of
F2 or F3 (International Classification of Disease, 10 th
revision){11], with psychotic symptoms, at 4 sites: the
University of Tokyo Hospital, Tokyo Metropolitan Mat-
suzawa Hospital, Mie Prefectural Mental Medical Cen-
ter, and Hinaga General Center for Mental Care and
Sasagawa Clinic. The relevant details of the sites are
summarized in Table 1.

Eligibility criteria are summarized in Table 2. The
inclusion criteria are an age of 15-35 years old, onset
of psychotic symptoms within 5 years, first-episode
psychosis, and residence in the catchment area of each
site (Table 1). Psychotic symptoms are defined by the
first clear evidence of a positive psychotic symptom
(i.e., delusion, hallucination, or thought disorder) that
was scored 4 or higher on the positive and negative
symptom scales (PANSS) [12] regardless of its
duration.

Exclusion criteria are premorbid 1Q [13,14] of less
than 80, inability to sufficiently communicate in Japa-
nese, requirement of care for any organic mental disor-
der or inpatient care for any physical condition, a
history of dependency on alcohol and/or other sub-
stance of abuse, under physical restraint and/or seclu-
sion, received electroconvulsive therapy and/or
transcranial magnetic stimulation therapy within the
past month, present involuntary hospitalization, not hav-
ing been given the explanation of his or her condition
or diagnosis from a psychiatrist, and being regarded as
inappropriate by their doctors for any other reason.
Although the use of illegal substances such as cannabis
among young people has been a major problem, a very
small number of young people have used these drugs in
Japan. Therefore, we adopted a history of continuous
substance abuse as one of the exclusion criteria in this
trial.

All of the eligibility criteria will be assessed by psy-
chiatrists at each site; to complement these criteria, the
laboratory data of all patients will be assessed within 30
days of enrollment, and a brain CT or MRI will be per-
formed within 12 months.

Ethical consideration

All participants will be presented with written informed
consent to the ethical committee of each site (Univesity
of Tokyo, No. 3307; Matsuzawa, No. 22-23; Mie,
H23.2.21; Hinaga, H22.12.22) according to the Declara-
tion of Helsinki after receiving a complete explanation
of this trial.
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Table 1 Characteristics of facilities, number of patients, and number of staff members on early intervention teams at

each site
Univ of Tokyo Matsuzawa Mie Hinaga
Beds in closed wards 29 713 200 255
Beds in open wards 31 149 200 300
Annual Total 1107 2150 896 706
hospital 15-35 years 381 445 165 184
old
admissions F2 129 212 55 94
Average number of daily 170 3294 214.2 309.8
patients the in outpatient unit
Average number of daily 331 576 499 109.6
participants in the outpatient
rehabilitation center
Annual new Total 1102 5656 1405 1150
patients
15-35 years 474 NA 476 450
old
F2 124 NA 43 58
Catchment area Bunkyo, Arakawa, Setagaya, Suginami, Ota, Meguro, Tsu, Matsuzaka, Suzuka, Yokkaichi, Suzuka,
Taito, and Chiyoda Shibuya, Komae, Chofu, and Mitaka Iga, Nabari, and Ise Kameyama, and Mie-gun
Population (x 1000} 800 3020 870 620
Psychiatrists 6 5 1 3
Nurses 0 4 5 6
Psychologists 3 0 1 2
Members of Psychiatric 1 2 3 2
the EIS team  social workers
Vocational 0 0 1 1
workers
Pharmacist 0 0 1 0

Abbreviations: Univ of Tokyo, the University of Tokyo Hospital; Matsuzawa, Tokyo Metropolitan Matsuzawa Hospital; Mie, Mie Prefectural Mental Medical Center;

Hinaga, Hinaga General Center for Mental Care and Sasagawa Clinic; EIS, early intervention service.

Table 2 Summary of eligibility criteria

Inclusion criteria:

1. Residence in the catchment area of each site (also see Table 1)

2. Age between 15 and 35 years old

3. Within 5 years of the onset of psychotic symptoms

4. FEP

Exclusion criteria:

. Premorbid 1Q below 80

N

. Unable to sufficiently communicate in Japanese

. Require care for any organic mental disorder

. Require inpatient care for any physical condition

. A history of dependency on alcohol and/or other substance of abuse

. Under physical restraint and/or seclusion

_ Received electroconvulsive therapy and/or transcranial magnetic stimulation therapy within the past month

. Present involuntary hospitalization

L]jolNiainierlw

. Not having received an explanation of his or her condition or diagnosis by a psychiatrist

10. Regarded as inappropriate by medical doctors in charge for any other reason

Target patients: Patients with a diagnosis of F2 and F3 (International Classification of Disease, 10 th revision), with psychotic symptoms.
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