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Introduction

Familial agpregation and twin studies have
suggested that genetic factors play a signifi-
cant role in susceptibility to anorexia nervosa
(AN) and bulimia nervosa (BN) (1-3). Many
association studies used candidate genes re-
lated to mental function, appetite control,
neuroendocrine response o stress, obesity,
and/or energy expenditure in search of pre-
dispositions to eating disorders. Three inde-
pendent groups showed —-1438G/A polymor-
phism in the promoter region of the S5HT2A
receptor gene to be one of the likeliest candi-
dates for AN (4, 7, 8, 10)

Serotonin plays an integral role in appetite
control, sexual and social behaviour, and
stress response. with serotonin dysfunction
indicated in the etiology in eating disorders
(11, 12).

The purpose of this study was to determine
if the A-allele of the -1438G/A 5-HT2A re-
ceptor promoter polymorphism is associated
with AN or AN-R in Japanese patients,

Materials and Methods

1. Subjects
Seventy five unrelated Japanese patients
(all female, mean age, 24.4%5.8 (5D.)

years; mean minimum BMI, 12.8£2.0 kg
m™?)  were collected. According to DSM-1V,
diagnosis of the subtype of AN (Le. restricting
type, AN-R or binge/purging type, AN-B/P)
was made at presentationWe further classi-
fied the patients into two subgroups based on
the clinical course; a group of AN patients
who started as the AN-R and who satisfied
the diagnostic criteria for more than one year
(Restrictors) and a group of those who
started and continued as AN-B/P or started
as AN-R then changed to AN-B/P within one
year (Non—Restrictors). A control cohort of
127 healthy, unrelated Japanese female volun-
teers was recruited and screened for a per-
sonal history without an eating disorder or
any other psychiatric illness,

After written informed consent was ab-
tained, peripheral venous blood was drawn
from each individual. The investigation was
approved by the ethics committee of Kohno-
dai Hospital, NIMH, Kyushu University Hospi-
tal and Kagoshima University Hospital.

2. Genotyping

Genomic DNA was extracted from periph-
eral blood by usual procedure. 5HT24A-1438
G/A polymorphism was analyzed by PCR-
RFLP as previously described (13). The for-
ward primer used was 5 -CCTAGCCAC-
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CCTGAGCCTATGT G and the reverse
primer was 5" ~GGAAGAGCTGTCTGCAC-
CAAGG. Digestion with a restriction enzyme,
Mspl, was performed as described by the
manufacturer. The digestion products were
analyzed in ethidium bromide-stained 3%
agarose gel under UV light.
3. Statistics

Allele frequencies were estimated by gene
counting, The statistical signufucance of the
difference in the frequency of each polymor-
phic allele or genotype between the patients
and controls was evaluated by a Chisquare
test, Significance was defined at the 0,05
level, The strength of association was esti-
mated by the odds ratio.

Results

Table 1 shows the distribution of SHT2A~
1438G/A genotypes and alleles in the patient
and control groups. The distribution of ~1438
A/A, -1438A/G and -1438G/G genotypes in
all groups followed Hardy-Weinberg equilib-
rium. No significant difference was observed

= e —

for the distribution of genotypes and the allele
frequencies between AN and the control
group (P=0.1). AN patients were subdivided
into AN-R and AN-B/P, or Restrictors and
Non-restrictors as described in the methods.
None of the subgroups showed any difference
in genotype distribution or the allele fre-
quency from that in the control (P=0.1).

Discussion

The present study showed, for the first
time, no association between 1438G/A in the
promoter region of 5-HTZA receptor and
AN in Japanese patients. After the initial re-
port of positive association of the polymor-
phism with AN (4), there were additional re-
ports confirming (7, 8, 10) and rejecting such
an association (5, 6, 9).

On the other hands, the Sorhi and Nacmias
group reported that the AN-R, but not that of
the AN-B/P, was associated with the A-allele
and A/A genotype of the —1438G/A polymor-
phism (8, 10). Therefore, it is still question-
able as to whether or not this pilymorphism is

Table 1 Frequencies of —1438G/A polymorphisms in 5HT-2A gene promoter region
in Japanese patients with anorexia nervosa

Groups Genotvpe

L P —— — TSR N—

N -1438A/A -1438A/G -1438G/G -1438A -1438G  OR (95%CI)

Allele frequencies

Anorixia Nervosa 75 21(28.0%) 39(52.0%) 15(20.0%) 0.547 0.453  1.19(0.80-1.79)

Restricting 37 10(27.0%) 19(51.4%) 8(21.6%) 0.527 0.473  1.13(0.68-1.90)
Binge/purging 38 11(28.9%) 20(52.6%) 7(18.4%) 0.553  0.447 1.26(0.75-2.10)

Restrictor 44 14(31.8%) 23(52.3%) 7(15.9%) 0.580  0.420 1.40(0.86-2.29)
Non-Restrictor 31  7(22.6%) 16(51.6%) B8(25.8%) 0.484 0,516 0.95(0.55-1. 66)

Control 127 32(25.2%) 62(48.8%) 33(26.0%) 0.496 0. 504

Genotype—wise | Allele—wise .
Anorexia nervosa vs controls. ¥7=0.95, 2df, p=0. 62 x=0.73, 1df, p=0. 39,
Restricting vs controls: x¥=0.29, 2df, p=0. 86 x'=0.20,2df, p=0.62
Binge/purging vs controls: x¥=0.93, 2df, p=0. 63 ¥'=0,752df, p=0. 39
Restrictors vs controls: ¥ =2.08,2df,p=0.36 x*=1,82,1df, p=0. 18
Non—Restrictors vs controls! x'=0.11,2df,p=0.95 x '=0,03, 1df, p= 0. 86,
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associated with a subset of AN or influences
the clinical course of AN.

We firstly subdivided AN patients into AN-
R and AN-B/P based on DSM-1V. No differ-
ence was found among the AN-R, AN-B/P
and control groups. Clinical observation often
indicates that a certain percentage of patients
with AN-R change to AN-B/P, or even to
BN, in their clinical course. Therefore, we fur-
- ther classified the patients into Restrictors
and Non-Restrictors as described in the meth-
ods. The results showed that even this classi-
fication resulted in no significant difference in
the distribution of genotype nor in the allele
frequency between the Restrictors and the
controls.

In conclusion, this study in Japanese pa-
tients did not replicate the previous studies
indicating that the —1438A/A genotype and —
1438A allele are more frequent in patients
with AN and AN-R than in controls,
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V. RENT

Family Psychoeducation with Schizophrenic Patients and
their Families: from the Viewpoint of Empowerment

Junichiro Ite”, M.D., Ph.D. Iwao Oshima®, Ph.D. Kazumi Tsukada”, M.D. Ph.D.
Hiraki Koisikawa®”, M.D.

1) Dept. of Psychiatric Rehabilitation, National Institute of Mental Health
2) Dept. of Mental Health, Graduate School of Medicine, University of Tokyo
3) Dept. of Psychiatry, Kounodai Hospital, National Center of Psychiatry and Neurology

Objective:

We evaluated the effectiveness of psy-
choeducational intervention in the families of
schizophrenic patients for reducing Expressed
Emotion (EE) components in relatives and
for preventing psychotic relapse of the pa-
tients.

Method:

Eighty—five schizophrenic patients admitted
to Kounodai Hospital were randomly assigned
1o receive either multiple family psvchoeduca-
tional intervention monthly for ten months
(intervention group) or routine treatment
alone (control group). EE scores ware as
sessed three times; at the patients’ admission,
at the patients’ discharge, and at the date
nine months after discharge. Rates of psy-
chotic exacerbation were monitored by Brief
Psychiatric Rating Scale (BPRS). The dosages
of anti-psychotics were also measured retro-
spectively when all of the interventions had
finished.

Results:

In the nine months follow up after the dis-
charge, family psychoeducation significantly
decreased the risk of psychotic relapse not
only in the high EE group but in the full
group. The rate of high Emotional Over In-
volvement (high EOI) was decreased signifi-
cantly in the intervention group, although
there is no significant change in the control

gt L

group. Total anti-psychotics dosage was also
significantly decreased during the hospitaliza-
tion in the intervention group.

Discussions

These findings suggest that psychoeduca-
tion combined with the routine treatment in
the families of schizophrenic patients resulted
in greater improvement in protecting the pa-
tients against psychotic relapse than routine
treatment alone. A remarkable decrease in
EOQI of relatives and decrease in the total anti
psychotic dosages of the patients could be
the indices of the change in the relationships
between the patients and their relatives. In
the multiple family psychoeducation, the par-
ticipants can get a lot of helpful information in
living with schizophrenia, and also they can
get some opportunities to cooperate each
other to construct some solutions to their own
problems. Such an experience of empower-
ment in the program could have positive influ-
ence on the interpersonal relation among the
family.
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