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Briefly, microplates (Immunoplate 1; Nunc, Rockilde,
Denmark) were pre-coated with monoclonal BNT77 (IgA
isotype specific for AB11-16) and then sequentially incubated
for 24 h at 4°C (100 pl of whole plasma/well), followed by
24h incubation at 4°C with horseradish-peroxidase-
conjugated BA27 (anti-AB1-40, specific for AB40) or BCO5
(anti-AP35-43, specific for Ap42). Color was developed
with 3,3',5,5'-tetramethylbenzidine and evaluated at 450 nm
with a microplate reader (Molecular Devices, CA). Synthetic
AR40 and AB42 (Sigma, St Louis, MO) of known concentration
(estimated from the amino acid composition) were used as stan-
dards. The plates were normalized as to each other by inclusion
of three standard plasma samples on all plates.

Statistical analysis

Allele frequencies were calculated by allele counting. To
evaluate deviation from the HWE of each SNP marker, we
carried out an exact test (62) based on the probability of occur-
rence of genotypic contingency tables with fixed total numbers
of alleles within each sample set (LOAD patients and controls
included in two screeming sets, Exploratory and Validation).
For single SNP case - control analysis, the allelic distributions
in LOAD patients and controls were compared by means of
x’ tests via standard 2% 2 contingency tables. Evidence of
replication, rather than multiple testing corrections, was used
1o evaluate the significance of associated SNPs. To compre-
hensively assess the reproducible SNPs, we conducted a
Mantel-Haenszel test, where Exploratory and Validation
samples in our case—control study were considered as the
strata (63), and computed pooled ORs with 95% CI and
P-values from Mantel-Haenszel statistics (Statcel 2; OMS,
Tokyo, Japan). Estimation of haplotypes and their frequencies
was carried out for LOAD patients and controls separately by
the maximum-likelihood method from unphased diploid geno-
type data using an EM algorithm (64) with the following par-
ameters; iteration counter, 5000; conversion criterion,
0.000001. To assess the differences in haplotype distribution
between LOAD patients and controls, a permutation test
(65) was performed. In this test, all permutation P-values
were empirically computed using 10000 iterations of
random sampling with fixed total numbers of both LOAD
and control subjects. OR (95% Cl), as an estimate of the rela-
tive risk of disease, of each marker or haplotype was calcu-
lated from a 2x2 contingency table. For all statistical
methods mentioned above, except the Mantel-Haenszel test,
we used SNPAlyze software versions 3.2.3 or 6.0.1
(DYNACOM, Chiba, Japan; http://www.dynacom.co.jp/). For
caleulation of LD measures (D) and LD block definition by
Gabriel et al.’s method (66), we used Haploview version 3,32
(67, http://www broad.mit.edu/mpg/haploview/index.php).
Using SPSS version 13.0 software (SPSS, Chicago, USA),
multiple logistic regression analysis (Table 5) was performed
to reveal the effects of the APOE-g4 [non-carrier of the &4
allele (e2*2, £2*3 and e3"3)/carmier of the &4 allele (e2*4,
e3'4 and e4'4)], gender (male/female), age and significant
SNPs identified here (major-allele homozygote/heterozygote/
minor-allele homozygote) on the risk for LOAD as well as
their second-order interaction terms, The strength of associ-
ation between these variables and disease status (control/

LOAD) was evaluated with ORs with 95% Cl, based on
Wald statistics. We examined the four vaniables by means of
a two-step multiple logistic regression analysis according to
Akazawa et al. (68). In order to examine which variables
explain an association with LOAD independently, we initially
carried out stepwise logistic regression analysis (forward
selection method) without interaction terms. A significance
level of 0.05 was used to enter a variable in the model.
Through this analysis, the following multple logistic
regression model was fitted (Model | in Table 5): log(P/
(1 = P) = a+ B X1 + B X2 + B X3 + B.X4, where P
denotes the probability of having LOAD, a is the intercept,
B, represents the estimated parameters and Xj the independent
variables (X1, APOE-e4; X2, gender; X3, age; X4, SNP). We
next analyzed the four variables including their second-order
interaction terms (SNP_gender, SNP_4POE-e4, SNP_age,
gender_APOE-e4, gender_age and age_APOE-g4) by means
of a forward stepwise regression method with a significance
level of 0.05 for the inclusion of a variable in the model. As
a result, the following model was fitted (Model 2 in
Table 5);  log(P/(] — P)) = a+ BiX1 + BX2 + B:X3 +
BaX4 + BsXS + BuX6 + B.XT7, where P denotes the prob-
ability of having LOAD, a is the intercept, 8, represents the
estimated parameters and Xj the independent variables (X1,
APOE-e4; X2, gender; X3, age; X4, SNP; X5, SNP_gender;
X6, gender_APOE-ed; X7, age_APOE-ed). Subjects with
undetermined SNP genotype data were omitted for multiple
logistic regression analysis.

The Mann—Whitney U-test was applied to compare differ-
ences in the levels of AB40 and AP42, and their ratio
(AB40/42) between LOAD patients and controls (Prism
4.0b; GraphPad Software, CA, USA). After Bartlett's test
for the homogeneity of variances (Statcel 2) and the KS nor-
mality test (Prism 4.0b), the effects of three SNP genotypes
(minor-allele homozygotes, heterozygotes and major-allele
homozygotes) in three sub-groups stratified as to gender
(female~male mixture, female or male) were examined as to
levels of the plasma AB40/42 ratio using two-way ANOVA
(Prism 4.0b). To create more normally distributed datasets,
the AP40/42 ratio was subjected to log transformation
[log2( AB40/42 ratio + 1)] before the two-way ANOVA.

The statistical significance was set at P < 0.05.

SUPPLEMENTARY MATERIAL
Supplementary Material is available at HMG Online,
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INTRODUCTION

Abstract

Background: The increasing number of patients with dementia in Japan,
together with the rapid aging of society, is currently considered to have a
substantial impact on Japan's medical, economic and sociological systems.
Therefore, the longitudinal estimation of changes in the prevalence
of dementia based on accurate diagnostic evaluation has important
implications.

Methods: We undertook three separate epidemiological studies on long-
term changes, 10 years apart (1980, 1990 and 2000), in the prevalence of
dementia in an elderly population using identical methods (DSM-IIl and
Hachinski's ischemic score) for the same rural area in Japan (Daisen-cho).
Results: The percentage of the population that was eiderly (over 65 years of
age) increased steadily from 16.0% in 1980 to 21.7% in 1990 and 27.1% in
2000. The prevalence of dementia (cases/100 people aged 65 years or older,
adjusted to the population structure of 1980) in 1980, 1990 and 2000 was
4.4, 4.5 and 5.9, respectively, for all types of dementia, 1.9, 2.5 and 3.6,
respectively, for Alzheimer-type dementia (DAT) and 2.0, 1.7 and 2.2, respec-
tively, for vascular dementia (VaD).

Conclusions: These findings of an increase in the number of cases and
prevalence of DAT and VaD in a Japanese rural community have important
implications for interventional medicine.

that the incidence of DAT is equal to or greater than

One of the most important issues in the public health
of Japan is the rapid aging of society. It is highly
possible that the increasing number of patients with
dementia may become a serious social problem,
impacting on Japan medically, economically and
sociologically. Therefore, longitudinal estimation of
changes in the prevalence of dementia based on
accurate diagnostic evaluation has important
implications.

It has been reported previously that vascular
dementia (VaD) is more predominant than dementia of
the Alzheimer type (DAT) among the Japanese popu-
lation.! However, several recent reports have shown
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that of VaD.? At present, there are few reports that
consider longitudinal changes in the prevalence of
dementia in Japan.

Several clinical criteria have been developed to
standardize the diagnosis of dementia, including DAT
and VaD. Significant differences in patient classifica-
tion have been reported, depending on the criteria
used. In particular, recent studies have demonstrated
that clinical criteria for VaD are not interchangeable.®’
Thus, the use of identical clinical criteria is indispens-
able for the accurate estimation of changes in the
prevalence of dementia. We have been conducting
longitudinal prevalence studies of dementia, 10 years

© 2007 The Authors
Journal compilation © 2007 Japanese Psychogenatric Society
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apart, in the elderly population using identical methods
for the same area (Daisen-cho) in Japan.

METHODS

Epidemiological studies were repeated at 10 year
intervals (1980, 1990 and 2000) for the entire popula-
tion of Daisen-cho. Daisen-cho is located in a rural
area of western Japan (Fig. 1). The population struc-
ture of Daisen-cho in 1980, 1990 and 2000 is shown in
Fig. 2. The population was 7741 (3668 men and 4073
women) in 1980, 7749 (3674 men and 4075 women) in
1990 and 7020 (3354 men and 3666 women) in 2000.
The number of elderly people over 65 years of age
increased over two decades: 1236 (16.0%) in 1980,
1626 (21.0%) in 1990 and 1851 (26.4%) in 2000. The
migration rate of the population was approximately
1% or less and is therefore considered very low, espe-
cially among the elderly population of Daisen-cho.
We examined the prevalence rate of dementia in
the elderly population over a 10 year period using
methods detailed previously®™'® (Fig. 3).

First, we performed screening tests of the data
obtained from the Daisen-cho questionnaire for all
inhabitants over 20 years of age. The Daisen-cho ques-
tionnaire data consist of lifestyle items (including occu-
pation and working hours), an abridged medical history
(including information about hypertension, hyperlipi-
demia, diabetes mellitus, cerebrovascular disease,
Parkinson's disease, DAT and cancer) and recent sub-
jective symptoms focusing on neurological issues
(including amnesia, headache, numbness, weakness
and speech and gait disturbances). The total response

Daisen-cho

Figure 1 Map of Japan, showing the location of Daisen-cho

© 2007 The Authors
Journal compilation € 2007 Japanese Psychogenatric Society

rate of the Daisen-cho questionnaire in 2000 was
85.5% and the response rate for the elderly population
(over 65 years of age) was 82%. We identified individu-
als who had cerebrovascular disease, DAT and Parkin-
son’s disease based on their medical history and who

Total population Population above 65 years of age
Yoar (] yoar (m;  raie)

3 1980 (T741) Men W 1980 (1236; 16.0%|

3 1990 (TT48) 1990 (1626; 21.0%)

B 2000 (T020) 30

2000 (1851; 27.1%)

O age © 200
(ysars)

Figure 2 Popuiation structure and the number and ratio of people
above 65 years of age in Dalsen-cho In 1980, 1990 and 2000,

First screening tests
Data in Daisen-cho questionnaire
Checking the data of registered people
Population stroke screening
National Health Insurance Medical Records elc.
Hearing from health officers in the town

¥

Possible cases of dementia
127 cases in 1980
167 cases in 1980
186 cases in 2000

Second evaluations

Neurologists visited the candidates in their homes
Interviews of these candidates and their families
General physical and neurological examinations
Several brief cognitive scales

Mini-Mental State Examination

Barthel Index

DSM-IIl (DSM-IIl -R)

Definite cases of dementia
56 cases in 1980
B2 cases in 1990
137 cases in 2000

Figure 3 Methods used to investigate dementia.
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150~

No. patients
-
2

8

All types DAT VaD

of dementia

Figure 4 Number of cases of dementia in people over 65 years of
age in 1980 (1236; O0), 1990 (1626; B9 and 2000 (1823; W). DAT,
Alzheimer-type dementia; VaD, vascular dementia.

Adjusted prevaience rate
-
T

n 56 82 137 24 41 66 26 31 S0
All types DAT VaD
of dementia

Figure § Adjusted prevalence rates of dementia in people over 65
years of age in 1880 ([J), 1990 &) and 2000 (W). DAT, Alzheimer-
type dementia; VaD, vascular dementia.

may have had amnesiac episodes or other neurological
signs based on subjective symptoms.

We conducted further documentary searches,
including the population stroke screening record,
National Health Insurance Medical Records and
nursing care insurance records. Volunteer health
cofficers operate in each small community in Daisen-
choand we interviewed them to determine whether
there are any individuals with neurological disabilities,
including amnesiac symptoms, in their communities.
There were 127, 167 and 186 possible cases of
dementia in 1980, 1990 and 2000, respectively.

For supplementary evaluation of dementia, quali-
fied neurologists visited the candidates and their
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family member(s) in their homes or met with them
in the official day-care center of Daisen-cho. The
supplementary evaluation consisted of assessment of
these patients based on a thorough medical history,
physical examination, including a drug inventory,
neurological examination, comprehensive cognitive
evaluation using the Mini-Mental State Examination,"
activity of daily life evaluation with the Barthel Index,"
psychosocial assessment of the patient's environ-
ment and routine laboratory tests. Patients who sat-
isfied the DSM-IIl and those scoring 4 points or less
on Hachinski's ischemic score were diagnosed as
having DAT.'*'* Patients who satisfied the DSM-II|
and those scoring 7 points or more on Hachinski's
ischemic score were diagnosed as having VaD. The
degree of dementia (mild, moderate or severe) was
assessed according to a functional assessment
staging of Alzheimer's disease (FAST).™

RESULTS

The progressive aging of society was clearly evident in
Daisen-cho. The percentage of individuals over 65
years of age was 16.0% in 1980, 21.0% in 1990 and
26.4% in 2000. The number of all types of dementia
was 56 of 1236 people aged 65 years or more in 1980,
82 of 1626 persons in 1990 and 137 of 1823 persons
in 2000. Therefore, the number of all types of demen-
tia in 1990 and 2000 had increased approximately
1.5- and 2.4-fold, respectively, compared with that in
1980 (Fig. 4).

Unadjusted prevalence rates for dementia in the
elderly population were 4.4 per 100 population in
1980, 4.9 in 1990 and 7.4 in 2000. The age-adjusted
prevalence rate in those aged 65 years or more com-
pared with the 1980s population structure in Daisen-
cho was 4.5 per 100 population in 1980 and 5.9 in
2000. The number of DAT cases was 24 in 1980, 41 in
1990 and 66 in 2000. The adjusted prevalence rates of
DAT were 1,9 in 1980, 2.3 in 1990 and 2.8 in 2000.
There were 26 cases of VaD in 1980, 31 cases in 1990
and 56 cases in 2000. The adjusted prevalence rates
of VaD were 2.0 in 1980, 1.7 in 1990 and 2.2 in 2000
(Fig. 5). The ratio of VaD to DAT was 1.1 in 1980, 0.8 in
1990 and 0.8 in 2000, indicating that DAT had clearly
become more prevalent than VaD over the two
decades.

Dividing the cases of dementia into two groups
according to FAST severity, the ratio of mildly
demented patients had increased over the two

© 2007 The Authors
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Miid Severe—moderate

1980 [ 15.4 | 84.6 |
All types of 4999
o [ 41.9 I‘\ 58.14 |
2000 [ 454 | 536 ]
1980 | 292 | 70.8 ]
_-‘-"‘-h__

DAT 1990 | 484 IK 518 ]
2000 [ 53.0 [ 470 1

1980 | 214 | =
| I =" "ns ]
VaD 1990 | 47.6 | 524 |

—— - S

2000 [ 327 oo 618 - - |

Figure 6 Ratio of mild and severe-moderate cases of dementia
in people over 65 years of age in 1980, 1990 and 2000. DAT,
Alzheimer-type dementia; VaD, vascular dementia.

decades. In particular, the increase in the ratio of
mildly demented DAT patients was obvious through
the two decades, whereas the ratio of mildly
demented VaD patients increased from 1980 to 1990
and decreased from 1990 to 2000 (Fig. 6).

DISCUSSION

The present study shows the longitudinal transition of
the prevalence of dementia in the population over 65
years of age in a community (Daisen-cho) situated ina
rural area of western Japan. Because Daisen-cho was
an evidently stable population, it was suitable for
investigations of longitudinal changes in the preva-
lence of dementia patients. Further, to avoid dis-
crepancy of the longitudinal prevalence owing to dif-
ferences in patient collection methods and diagnostic
criteria, we used identical methods throughout the
present study. We used DSM-IIl criteria for dementia
evaluation and Hachinski's ischemic score to differ-
entiate DAT and VaD.

The progressive aging of the population was shown
to be significant in Daisen-cho. As predicted, the
number of dementia patients increased steadily.
Unadjusted prevalence rates for dementia in the
elderly population aged 65 years or more were 4.4 per
100 population in 1980, 4.9 in 1990 and 7.5 in 2000,
indicating that the progressive aging of the population
has had an impact on the increased number of
dementia patients. The unadjusted prevalence rate for
dementia in Daisen-cho in 2000 substantially agrees
with the recently developed epidemiological study of

© 2007 The Authors
Journal compilation © 2007 Japanese Psychogenatric Society

dementia in Japan.’® Furthermore, the age-adjusted
prevalence of dementia obviously increased in 2000
compared with 1980 and 1990. Recent epidemiologi-
cal studies in Japan have demonstrated that the
prevalence of DAT exceeds that of VaD.?™*

Although it is predicted that the Japanese lifestyle
(particularly dietary habits), even in rural areas, is
closely associated with the increased ratio of DAT, the
precise factors responsible are yet to be identified.
The increased number and prevalence of VaD in
Daisen-cho is consistent with the recent results of a
computed tomography based study conducted in
another rural area in Japan.* Although the precise
factor(s) explaining the increasing prevalence of
dementia, DAT and VaD in Daisen-cho remains
unknown, the increasing ratio of moderate or severe
VaD may reflect reduced mortality from cerebrovas-
cular diseases and the increase in disease duration in
Japan. Moreover, owing to the therapeutic progress in
Japan for aging-related diseases, such as infectious
diseases (e.g. pneumonia), lifestyle-related diseases
(e.g. hypertension, diabetes mellitus, hyperlipidemia,
coronary heart diseases, chronic cardiac failure and
cerebrovascular diseases), orthopedic diseases (e.g.
bone fractures) and cancers, the number of elderly
people having (or surviving) those diseases has
increased in the Japanese population and this issue
may lead to increased numbers of elderly people ‘at
risk’ of developing dementia. Recent epidemiological
studies have shown that hypertension, diabetes
mellitus or other atherosclerosis-related factors (e.g.
increased plasma levels of homocysteine) are impor-
tant risk factors in the elderly population for the devel-
opment of dementia, VaD and DAT."*" Assuming that
not only vascular factors, but also other unidentified
factors (e.g. alterations in hormonal homeostasis)
based on these diseases are closely related to the
pathogenesis of DAT, the decrease in acute and
mortal vascular diseases (cardiovascular diseases or
cerebrovascular diseases) as a result of effective
therapies could be inversely associated with the
increase in the prevalence of chronic brain diseases,
especially DAT.

Conversely, in the severity analysis based on FAST
staging, an increased ratio of mild dementia cases, in
particular DAT cases, was observed. Although it may
be predicted that recent developments in Japan in
medical and social intervention for the aging-related
diseases mentioned above could also have a benefi-
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cial impact on the progression of DAT, leading to an
increased ratio of mild cases, these predicted aspects
will need to be investigated in the future.

In conclusion, we have shown an increased preva-
lence of dementia, in particular DAT, in a Japanese
rural area using clinical criteria. We did not have neu-
roradiological or pathological evidence of the demen-
tia subtype in our patients. However, our data have
important implications for future interventional medi-
cine for dementia in Japan.
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S Lo TEdtlBE /T HHEMER LB T 6N 5.

HERFITORIMERZ X LD 5 &, 49% (21 §l) iIC@EB A 6, TEH 357%
(1541), ®ILT7% @BH), FLI% UH) TH-72Y, ZOFRR, ERHWC
BIAETOMOME L b—BL TS, HAEBEHOPRIZIX, TTEDUDEAD
BOPNZITT 2 B ofe TA BROICMEDS, W F AV IVARICE DERT W
HZTWABIEBEZL RS REITIRZLS, YHEDOREZL TWLIRSA
OHBOFEVWEEBALTEL LSRR LE>IEDP LD 5.

72, BIE, BEFARVIVEEELOLPFEED AD BNBILER->TWS
05, HEEMATLENALBDHS., bLbhEEFENELEAENALHDLX T
THEENT, BB FARVIVOBSIZLVERVERZ > TEFDAT LA
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HHIEOCD, FOXREHIB LS CRERNEREL .. BRYIGE
R2BROOBTRITHo 7, REBEEEPET, ROTABBISLITZ
D, BERT LIk, 20, 3FEXEABLIBEELRERT THVT
WT, L7 rvIvhoiRDBEANEEIERICHESELALGNTVSY,
AD BETHEORK[THY, “TE" OFXA/AVEETHS. FIATERFEZ
CHEBEOBI THNE, TERHEL TiWn I itk 35, AD TRAEA
a—NVETIMEIEEZ B IENTES, £, BEFARYLVEER W1F
BT 2L RRCBELTLBELbATWSY, 2F8ZE53485bUTR
<, RIFRRESHERFESNIEALHZ. E5VIAH»H6 bIERFARY
Wz & BIEROAEFTINE X QOL OKERF, MEEMBBRORERZ LI D)
N, EREFENCATHIERICEHTH S,

BB | Very early AD i34 31888 F 2RI OB |
Very early AD 20 R & L - SRR AR BOIKE TR 2 h, KEHR
Bk SERBEBONT. 153 HID very early AD xR e LT, HEF AR
Y 10mg/H T 24 8 #& 5 3 % randomized, double-blind, placebo-
controlled study 23fEfTE iz, DROBEREAE L L T, CDR0.5~1.0 T,
MMSE & 21~26 s2 & L, B3MEOFMEIZ Modified ADAS cog &£ MMSE
ERAWTWA, FO#HE, Modified ADAS cog @ total score, MMSE &
LIHBF AN VEBERT T 7R BELEBRL THEELRRERALGNT.
BLFEEEVDIIRE -1 R~ T I & { Modified ADAS cog @ Cognitive
performance IZBWT, & < i veryearly ADHTERL BLBENREZRL
t:ZeThH5. £72, MMSE THRIBROFERER LI HEF AT V% AD
DEVBEE»SRETIEENIHAEINLLOLEEIOGNS.

Bl [MCI =37 2168 F AT DR |

AD DORFIERRE L LT MCI £ WwHBE»#RIBE T 5. Petersen 5435
g L7z MCI 0EZE I O BENZVENOFZH 5, @ FHH 2 CEEE
ED 3, @ THEEELSN OB IBIERE 2 v, @ HELEEMEIRIN

[yors| 498-12920



104 9, BRAMEDEEM

*p=0.025 *p<0.0001
=*x **5=0008 ?P<0-015
E ***p=0.001

Clinical improvement
t
Basfline
Clinical decline

-4 Donepezil
I (very Mild AD)
—-= Donepezil 10mg/d
(pivotal)
-o- Donepezil 5mg/d
' (pivotal)
0 6 12 18 24 Endpoint | —a Placebo
Study Weeks (very Mild AD)
-X- Placebo
(pivotal)

9-1 Modified ADAS-cog Total Score
A EEN T ICHE I L TUL S, (Rogers, Farlow, Doody, et al. Data on File.
Eisai Inc., NJ; Teaneck; 1998.)

TWw3, O BAEOLMRHEL - &2\, LI LDTHS. ZOMCIOD
FHEICEIBREOLIA2—HBLIERENZ o TLILY, PR EHIEFE
AD OICBATIHOD & 5 WRELTFET 5 Z L RENTH D, FBAME DO RTB
BEHEVWRELDTRYOAD 2 626N TV AAREMENH 5.

bHBETIE MCIL i3 238 F AR VOMIGIR 2V, BREAITIYE
hathE L] 20 [EXAyFY L] vl EBESBOH, BB/
A S AR E —WETAR (HDS-R) & % v» i3 mini-mental state exami-
nation (MMSE) Z ¥ DA a7 OXEH & 6 NI fER % FEEL Iz,

Bk TIRIERR F ARV %13 CHEHER O MCL it 3 2 BERAR LT
bhTwz, XETOMCIEBE 270 P20 RE L SHEEE_—EHERT
7 ¥ ABHEAR T, 77 t REERHICH UERF ARV LVRERT 24
WD ADAS-Cog A7 BERICHEBET 5 LR ENL. ¥z, BEOL
REHEIC BT HERPIE 77 € RERCE L, FARY VRS TIIUES
NEVEVSIFERBF/OATVLS (K9-2)Y.
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p<0.001

[ Donepexzil
Bl Placebo

Mean Change from Baseline

MCI Study AD Study
9-2 Modified ADAS-cog total score at Week 24

Bl (7 v /A = —RRREE IS OREMEN DR
L ¥ —/MARUER&E (DLB) Tid AD Eic 7 £ F v 2 ) ¥ RiiERHEE
EXNTED, ZOROEBEARIVSENEFR SR TS, RMIEHE
%ﬁﬁ(WDTﬂ&*?:ﬁﬁﬁ%&ﬁﬁﬁ??ﬁﬁbnfﬂo,HE&&
EMENWE SN T VDY, HEKBESST Y VEBRBEORAMEBETIC Y
UESELASNIETIRELRINTV S,

B (55 S h B RAERE LIEM F 2DV ORROER ]
Y4, AD DL EREIR IR R ek B L LIRS HAMRRT, &
P THAMCFbRTVLS, BERLEREZVLSTVRIORABLT v ¥
sy —VREFILT7 04K BEAY 7 F UREITRETHS. £H 56
L AD DR LEMIFRE LBz oNn5T7 304 F SEH (Ap) OUEERS,
HBLIRMNET2HRENT 70 —FTh 3. HEHREEINALESGNL5DT,
ZH 5 REBBENIL, 2O ) RRAEBERRELLENTETVRLIHT,
HER AUV DISRRER L LT3, @ & 3R EIRAFEREANOEELR
D) — 7%, @NHEREEL LTSRLEELREELD, O2OWHLL
£z o505 @22 TIEREF ARV REROETINHBRTH 525,
HLTHEFER ¢ - B TENE, &7 EREBRMECHICE D ATHE

498-12920
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STE 2R i 0L TY N 2

NIE & modifying &

7PUutZhaE WEDEZIBELEL

FrRSE8

HRHTLZEWIZLETHE, @DV TIE, BABRFESTE THNNE
FEELSTBECRIZERRVEVS Z L THS. HBENREE TR, EIE
HEENEE L W OTRE LD 50, T TIHIREHNPAT oA FfREL Lo
BAERESHELINT WY, MMERETHZ272F VA ) Y2 AT7—¥
FHEERFEC R > TRy, KB ZOMEREETHLTEF LI
TA77—CHEEERS L ENBEIAC L THAEE2ERETE,
BRLEENZ2OTHS. 0L 2HELGY, MHEREETDH 5IHM K 2
RINVBEGEBRLEERBRFZEH->TWEFIGNS,

BIv=UxF |
BE{LA bV AHS AD RiE - RIS T2 L OE1NHY, ZOLHES
SV C EFIVE AuT vEREOVIBEMENERE T &SR &N
TWw3, ¥, HBEYEERELSERLLES LY TV A PELTH
WMLUBAEHBLTAaAZ L, AELLEBRLLHBEAD VAZ 2ETEE
5 EDMEBBVH, H Y AV FOBERF—HULERESB SR TR,
7, EYIVERY T AL b ELTRHOEFERRE TR, HEBENEAR

JoLS| 498-12920
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40

37 —4- 28¥ GBS-A

36 \ -~ AD GBS-A

35 \
24 \—| *p<0.05

33

Al #®0 #*Q@
9-3 HMEIMEE (GBS-A) &R

DEFIVERYFY A b ELTERLIES, 77 e REEHBL TH
HEMNEBRCRECELE Lo ELTWE?, 2O LS, HFTEF I Y
ESEBCELTIE, Y7V AV ML 2BREHRIAZVEFEZOGND,
BB DARAEEEDOFHICRIDOL T ARENZEN TS, &R
%1 H2HLUERATWS AR, B 3IHFUTLULLRE ZWLA XD RABREE
BEOERENEVEVIERTH LY, ZOKES BEEADDO) A7 28
BERDZLIZVAZVY, SHORFTVH/FEINIEISTHS.

B (s &niiRE 1
AD DEFETIE, BB TR ZFEEYRE L OHAXEUTH S
ATREMEDS D 29, DL D RBAL» S, S F X RIEEYMELHALONTE
D, babhd7ovtIE—iowTHH L. FORR BEEL»SHE
BEDAD BErBWwT, BREMED X CRWHEREED 472 & T HIRERREIC b
HErEsSTRE N (D9-3). SBRRESEHEHFTRELTHLELVEFZT
W3, FEEYIEERN A OEYFE L OSFAZRICOLTHLNIZ L TL
ZELRUITHS.

BRD & 3 IR REREOHMRINEA TV 558, SHERSEIRAFERHT]
BEIC o ELTHVLOTHLERLDOTHY, ERFARINVBZ) V=7

[IeLs] 498-12920
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BELTHOEELZGFIZE-TWS, LHL, REEETIR AD ity 23R
wBIL T, Rt EIFZEE (responder) & RIFTZWEE (non-responder)
DEFEEDHISATEY, ZOEROBANKEZHRELZ->TWS. bhb
hix Ach 2%k (AchR) &HBL, AchRa 7 DBEFHFROMRMICED
non-responder B2t L responder HETAT 0 DHELNHARIECZ VI L%
BES Iz L7210, 7RI 2L Ao R 5RPBLETH 52, AchRa 7
BEFEBOBREHERE F ANV OBEMMED FAN BRI DA REMHREE &
2. 4%, EO responder & non-responder % XFI3F %/37 2 — ¥ — D
BABLETHS.
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