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Statistical Analysis

All analyses were done on an intent-to-treat basis. If pa-
tients withdrew from the study, data were handled by the
last observation carried forward (LOCF) method. Treat-
ment effects were assessed with the paired #-test. We used
one way repeated-measures analysis of variance (ANOVA)
to test differences among the changes of scores, and
Bonferroni’s correction was employed on a post hoc basis.
A probability of less than 0.05 (p <0.05) was considered
statistically significant for ANOVA and the post hoc tests.
Calculation of descriptive statistics, ANOVA, and Bon-
ferroni’s test were performed with SPSS Statistics soft-
ware (ver. 17.0; SPSS Inc., Chicago, IL, USA).

RESULTS

Eleven treatment-seeking prodromal patients (63.6%
female, with a mean+standard deviation [SD] age of 26.7+

Table 2. Summary of clinical features

6.5 years) were enrolled in this study (intent-to-treat sam-
ple). Their demographic and clinical characteristics are
presented in Table 1. Eight (72.7%) of the 11 patients had
attenuated positive symptoms, 2 (18.2%) patients had

Table 1. Demographic and clinical characteristics of subjects

Total number 1

Age (year) 26765
Gender (female) 7 (63.6)
First-degree family history 1600
Dropout 3 27.3)
Type

COPS-A (brief intermittent psychotic syndrome) 2 (18.2)
COPS-B (affenuated positive symptom syndrome) 8 (72.7)
COPS-C (genetic risk and deterioration syndrome) 0 (0)

COPS-B+COPS-C 16@0D

Values are presented as number only, meanzstandard deviation,
or n (%).
COPS, Ciriteria of Psychosis-risk Syndromes

21
39
15
27
25
28
27
27
25
36
24

25 o0mNo U ®wN |

Suspiciousness, transient auditory hallucinations and hypobulia
Anxiety, feeling that she had incurred enmity of others
Suspiciousness, complained of hostility of classmates, and peculiar somatic complaints

Transient auditory hallucinations, vague sense of her thoughts being laughed at by others

Brief intermittent auditory hallucinations, insomnia, and perplexity

Susurrus aurium, transient auditory hallucinations, felt that others were talking about him

Peculiar somatic complaints, vague sense of her thoughts being known by others, and compulsive checking
Transient auditory hallucinations, emotional furmoil, and difficulty in expressing his thinking

Fear of others’ eyes, peculiar somatic complaints, fransient auditory hallucinations, and illusions
Interpersonal oversensitivity, feeling of being watched, and anxiety

Transient auditory hallucinations, vague anxiety, and emotional turmoil

M. male; F, female.

Table 3. Mean changes of SOPS, SWNS, GAF. and BAS scores from baseline to 26 weeks (LOCF analysis)

SOPS
Total score 41.7 (6.5)
Posifive symptoms 150 2.1
Negative sympfoms 132 3.1
Disorganized symptoms 3.6 2.2)
General symptoms 99 3.1

SWNS
Total score 545 (11.1)
Physical functioning 116 2.4
Social integration 10.0 2.6)
Mental functioning 10.9 (3.3)
Self-control 11.4 (3.2)
Emotional regulation 105 (2.7)
GAF scale 54.5 (14.9)
BAS fotfal score 0.2 (0.6

22.3 (18.7) -20.1 <005
62 (7.4) -9.2 <0.05
85 (6.1 —a46 NS
22 (1.9) -09 NS
50 (5.1) 49 NS

672 (12.1) 1n.2 NS
12.9 (3.8) 1.1 NS
125 (2.7) 2.3 NS
13.8 (32) 2.4 NS
145 (4.0) 2.8 NS
135 (1.9) 2,6 NS

68.0 (11.6) 118 NS
16 (29) - -

SOPS, Scale of Prodromal Symptoms; SWNS, Subjective Well-being under Neuroleptics, short version; GAF, Global Assessment of Functioning;
BAS, Barnes Akathisia Scale; LOCF, last observation carried forward; SD, standard deviation; NS, not significant.
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Fig. 1. Mean changes of total Scale of Prodromal Symptoms
(SOPS) score from baseline in the patients. *p<0.05.

brief intermittent positive symptoms, and 1 (9.1%) patient
had attenuated positive symptoms combined with genetic
risk and deterioration according to the SIPS. Table 2 pro-
vides a summary of the clinical features of the 11 subjects.

After 26 weeks of follow-up, 8 subjects (72.7%) re-
mained in the trial. None of them converted to psychosis.
LOCEF analysis revealed significant improvement of the
SOPS total score and positive symptoms score compared
with baseline (Table 3). The change of the SOPS total
score from baseline was statistically significant (p <0.05)
(Fig. 1). On the other hand, the SWNS total score (mean
+SD: 67.2+12.1; p=0.26) and the GAF scale (mean+SD:
68.0+11.6; p=0.57) did not show a significant change after
26 weeks (Table 3).

The mean+SD (chlorpromazine equivalent dose) daily
dose of perospirone at baseline was 4.0+0.0 (50.0) mg,
while the final mean+SD (chlorpromazine equivalent
dose) daily was 10.2+6.0 (127.3) mg. The mean BAS total
score returned to baseline by the final evaluation (Table 3).
No serious adverse events including hyperglycemia or
diabetes mellitus occurred during the study.

DISCUSSION

Perospirone was developed in Japan and has been mar-
keted in this country for the treatment of schizophrenia
since 2001. However, perospirone is not well-known out-
side Japan and could not be investigated in the interna-
tional clinical practice guidelines established in 2005.7
The present study showed the efficacy and tolerability of
perospirone for patients at clinical high risk. Not all clin-
ical high risk patients will convert to full-blown psy-
chosis, so ethical problems are raised by prepsychotic in-
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tervention, especially with regard to prescribing anti-
psychotics that have various adverse effects. However,
help-seeking individuals who meet the clinical high risk
criteria are already suffering from their psychotic symp-
toms, even if they do not have full-blown psychosis. In ad-
dition, attenuated positive symptoms vary in severity,
which raises the question as to whether a common ap-
proach can be applied to the severer symptoms of patients
at imminent risk for psychosis. Antipsychotic agents can
be expected to improve the more severe attenuated pos-
itive symptoms. In the present study, perospirone im-
proved the symptoms of clinical high risk patients without
causing severe adverse effects. Our findings suggested
that perospirone therapy may be of clinical benefit for in-
dividuals with ARMS and could be one of optimum treat-
ments for those at imminent risk of psychosis.

Pharmacologically, perospirone is a combined seroto-
nin (5-HT)/dopamine antagonist and 5-HT1A receptor
agonist, so it may not only improve positive symptoms but
also be effective against anxiety, negative symptoms, and
cognitive deficits. Perospirone is less potent than other
atypical antipsychotics like risperidone, and causes fewer
adverse effects such as sedation or akathisia. Moreover,
perospirone has a lower propensity to elicit metabolic side
effects.'” These pharmacological properties of perospir-
one might have been important for achieving such a favor-
able outcome in our mostly young and previously un-
treated clinical high risk patients.

The SWNS scores and the GAF scale tended to improve
after 26 weeks, but did not change significantly from
baseline. It was thought that these results might have been
influenced by the higher functioning of individuals with
ARMS at baseline. The mean dose of perospirone was be-
low the dose range used to treat schizophrenia, and this
could also have been associated with the clinical features
of ARMS.

This study had some limitations. First, it was not blind-
ed and was uncontrolled. Another limitation is the small
number of subjects. Further research on perospirone is
needed to provide confirmation that it can produce a clin-
ical benefit in prodromal subjects.
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Efforts toward Comprehensive Early Intervention at Early Psychosis Unit “Il Bosco”

Tomoyuki FUNATOGAWA, Takahiro NEMOTO, Kiyoaki TAKESHI, Junichi SAITO,
Taiju YAMAGUCHI, Naohisa TsujiNo, Masafumi MizuNo

Department of Neuropsychiatry, Toho University Faculty of Medicine

Recently, shortening of the duration of untreated psychosis (DUP) and intensive treatment
within the critical period are taken as determinants of a favorable prognosis, and various ser-
vice systems and treatment approaches for early intervention in schizophrenia have been pro-
posed in the world. At the Toho University Omori Medical Center, Early Psychosis Unit “Il
Bosco” was established as an intervention service from the viewpoint of preventing full-blown
psychosis at the prodromal stage, where cognitive training for a direct therapeutic approach to
brain function and psychosocial treatment for patients at puberty and adolescence are adminis-
tered. In this article, we introduce the practice at “Il Bosco” and consider future prospects.

< Authors’ abstract>

< Key words : early intervention, duration of untreated psychosis, critical period,
at risk mental state, early psychosis unit>
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The significance of the early detection and intervention for schizophrenia
Kiyoaki Takeshi, Taiju Yamaguchi, Masafumi Mizuno
Department of Neuropsychiatry, Toho University School of Medicine

Abstract

Early detection of, and intervention for, schizophrenia improve the social and functional
outcome of the schizophrenia patient. A shorter duration of untreated psychosis(DUP) is
an indication of a good prognosis for schizophrenia, but the DUP in Japan is comparatively
long. There are some reports which have suggested shortening the DUP, for example, the
Buckingham project and TIPS. They show early intervention services reduce the rate of
onset of schizophrenia, and improve functions of schizophrenia patients. Intervention for
patients with At Risk Mental State (ARMS) may stop or delay the onset of schizophrenia.
Furthermore, intensive cares for patients in the critical period can also induce better
clinical and functional outcomes. A shorter DUP and an intensive and comprehensive
approach within the critical period are eagerly awaited in Japan.

Key words: duration of untreated psychosis(DUP), At Risk Mental State (ARMS),

critical period
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REHERET 2 LMK T AT 2-5FICb7:
DWHEETHEVDRTWS, BEERREFRTLE
MRoOD2EMRE LRI HROICEIZEL, ARMS
EY, COHME»LAAT S EDOERDIW
ASNIED T 5.
FERTENRHR LIS ToFHeHR
ETHERFO—2L LT, HHmELEUME
(duration of untreated psychosis: DUP) 41 &
NTWb. DUPOEZRIEHMSNTVEA,
—REICIIBEERR —BIEROBEL, T4
bbb TEV-FORLEY 20, PHEHRE
WKL BEYEECARERVEBENSETO
B, LEFESINTWEY. ZODUPDOEMH
HERMEDOTFHOBEIIKELHAS LTS
A, EHEICBIREBELIHRL ST
w5,

ERFETIX, T THEDLNTELRYHAH»
SBOLRMBRRLIC, TOERIIOVTHR
9 5.

1. DUP &F#

DUP BHEERREDTFHERET S I X T,
HEIR-oTLHRELBHDO—DLLT
e A (critical period) DFEHEN BTSN 5.
Birchwood S48 LB R L 1L, B
FEE 2 ELNIC BT 2 MEKENSRIICRER L
T, BEEB LZ5EUHNOHRBOREH
EHTFHREZRES TS0, BEZOEHER
TOERBIZTEETHDILTIHHDTHA.

EBEICDUPORS L FHROBRIZOVTIX
INFTEELOHMEF L SN TVBH, 2005
FEWRRENLE2DODATTF Y T A¥IIE
WTHDUPHEWIIEFENETRRETHY, &
WITERIFCH B Z LR INT. HFERE
DENVFHEARICOLENIERE LT, RIE
B—EHBNOREBKENRBILLLT VI L
(plateau effect) R ATRAEIRE T IR OZF
BHHZEICRIZTEENETOA TS,

k3 % £ Wik HF St Treatment and Interven-
tion in Psychosis(TIPS) {2875 10 ER D 7 *
U—7 v 7HE"CBVTH, BN A (early
detection: ED) B3B8 HE DA A (no-ED)# & It
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B L CTHBRPEFENK L, Positive and Nega-
tive Syndrome Scale (PANSS) ® FatfE IR %222
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