(kA4 )

[FREE R S]] 16dk0207025h0001
TRk 2 94 5 H27H

Wk 2 8 AR EGLAF SR B %8 K R Wl E

I EAER

$ % ZI : (HZ’—(%}E‘ u»u%urﬁjbﬁﬁ%\é$%

(I #5) Research and Development Grants for Dementia

MRS EREA, © (AAGE) ERERFASOFER L B L KHBEREE =2 &~ — M

(I FB) Large-scale dementia cohort study for realizing healthy aging society

FeBH Y (AARGE) ENIRFAENIUNKRY: RFPEEFERE #de  —=2FiG
e &0k K4 : (3% FB) Toshiharu Ninomiya, Professor, Graduate School of Medical Sciences,

Kyushu University

F o OB R ERK284E 4H 1HMMLERK294 3H31H

PAR LN E e T S o E A
(A AFE
1) FEENIE = AR — MIFZED KIF R X 5
2)ﬁﬂ%&mm:‘fémﬂrnf~bﬁ%
3) EfFak— b T — X DA
4) = RARA v MW OREEE R GRAVE - 5 DIR)
5) = NARA » MO EE A (LIMER - JET)
6) FIRIEBYEE, (A7) - HEBhA ﬁ%;o§¢%7v4w#mﬁf%f I KIET B ORET
7) BFMER A DFEEIERIE I KX T B O
8) ZhikIZI T D MR E{g T — & % W= 38 AE - 5 DI O A
9) FREME = AR — MIFJEIZ I T D M ERAIRRE O FiFt

(& FF)
1) Large-scale, multisite prospective cohort study for dementia
2) Cohort study of dementia in Hisayama, Fukuoka
3) Meta—analysis of pre—existing cohort study for dementia
4) Quality control of endpoints (dementia and depression)

5) Quality control of endpoints (cardiovascular events and mortality)



6) Association of physical activity, physical fitness, and physical frailty with incident
dementia

7) Study on the influence of dietary factors on the onset of dementia

8) Relationship between dementia/depression and brain structure using malticentric MRI
data

9) Ethical, Legal, and Social Issues in Prospective Studies on Dementia

MRS PR Rk K4
(HAGE
D ESZRFHEN JUNRT: KPR B BHAlA
2) ESLRFEEN UK R¥FBRESIEE Bk Mg &5
3) ESLRFHEN UK REFEFRESNGEE BhZ /MR e

4) [ENIIEBR G TE v & — Ek PAR EFik
5) ESLRZFFIEN UK RFBRESAEE HER R Oi=F
6) [ENLRFIEN JUNRY: RS BE iz REL K=
T) ERHEN TATEREIRT: AR HEHEE N R

8) ENZRZFEN HALKRT: INEmEZFAERT  BiX W B2
9) ENRFEN FRRT:  [ERENERT iz Wk EFik

(& 8
1) Toshiharu Ninomiya, Professor, Graduate School of Medical Sciences, Kyushu University

p=11

2) Shigenobu Kanba, Professor, Graduate School of Medical Sciences, Kyushu University

3) Tomoyuki Ohara, Assistant Professor, Graduate School of Medical Sciences, Kyushu
University

4) Yoshihiro Kokubo, Director, National Cerebral and Cardiovascular Center

5) Jun Hata, Associated Professor, Graduate School of Medical Sciences, Kyushu University

6) Shuzo Kumagai, Professor, Faculty of Arts and Science, Kyushu University

7) Kazuhiro Uchida, Associate Professor, Nakamura Gakuen University Junior College

8) Yasuyuki Taki, Professor, Institute of Development, Aging and Cancer, Tohoku University

9) Kaori Muto, Professor, The Institute of Medical Science, Tokyo University



II. REOHE (BIEFFRRE)

1)

2)

FBEE = A — MHFZED KRR & SEEHTH

T RE R OUNRFERZEGEEZIE M - AREAEESE) SRR HE b, F
Bk 28 EREIT, AR 27 AEEEICARRK LTCFSE 7 1 b = — WS H DT AlE 8 Ml (B AR IR SR, AF
VRO MIBT, ) IR S HT SORCHST | X, S AR T i VR P BT, ] A LT, BB IR

) OFZET — LBV CGRAED KB = R — MR BIAE L 7o, AMEE T 8 Hillkd 5+ 6 Mk (54

AT, JRMET, HEET SR, HILET, SRR T IZB N TN— R 7 1 s X OWEE MRT A &
Fhi U7z, FAEICHNL D, BIRRORE X O ERTS & ORI oL E21T > 7,

HARWRILATITICIR T 2FATIE, FAk 2846 A LV 65 5 LL EOHURAER 1, 301 A% X8R A
HE « D DIEIROFMA, 1, 241 A% 6t GTHHES MRT M & 506 L7z, — R & L C 3 L 7= 3R i AE
FRAE TUE 533 A (41%) . 9 DA Tid 223 A (17%) BHETH Y | ZIKREOXR L e o7, AR
HISETIZEB T DREB WV TH . FE 9 A XY 0 65 Ll EOER 551 AMIFRAMERE . > DR O,
258 NIZHEYD MRT M 4 920 L. 263 A (52%) 2558 FIERAERR AL, 118 44 (24%) 2% 9 DR S — R
Btk &I Stz E£72, A4 10 H L0 EFRAMETO 65 skl EOER 5756 NIZFREERE « © DIE
WROFA, 552 NTHHES MRT fid 2 i L7= & Z A, 318 A (55%) 23 i npkaed, 74 4 (13%) 235 D
FRREN —RIREGECTH -7, RRARRTETNICE T 2EIT. Fak 28 4 11 H XLV 65 Ll Lot
BUER 1,553 A& xtgel L CHEM SNz, BRERHRAE L 5 SIRRE O —REEBMEE 1L, £i
Zh 698 N (45%) & 160 N (10%) Th-olz, Fiz, FEFHMRI RAIL 1, 545 AW T To70, H
RS X OFRA TIL, AR 28 4F 10 H 12 65-84 5k O HUIIE R 42, 990 A & HEAE 2l H Z 4172 2, 000
NEFHEMBE L Lz, 2055, FAL29 4 1 H XV 361 ANGRARERE « 2 SIEROFA, 342 A
(ZHEHD MRT ARAT 2 5206 L, FRANASAERAAS CI1% 193 A (B3%), 5 DA TIL 74 A (13%) 23, —KR
EEMETH oz, BREFILITICENTH, FFE 1A LY 65 5%l EOHIRER 751 N80Tk
A 2 i L 7z, BUEAS MU CRARIIE, © DR O IKIRA Z F i L T\ 5, L ED XS i A FE
L. SRR 28 EEEIE, #8EF 5,370 A ORMEJHE Fahin T8 AJLD 80%) D sk i lin #4712 d5\ » TR A RE -

D OSER DA A Fh L, 4, 647 N R F N T 7E ANLD 97%) 1238\ THAES MRT A& 21T > 7=,

I HIT, BHUIZIUN T, Pk 29 FOFBEIRERE - 5 DHEIR O FRA D UE( & sk~ oD R FE TE 8 2 Akt
L7,

WFZEstE 2 B E L CRMRFRICHREB D E2ME L7, T— 2 BHEEMNE LT, X2 T 4
—DEWEIER Yy NI = F— A EH L AT AOWEEITo T2, KR CTIE ST — % 1%, B
MAZERLONT LST AT 4 = AP RTRT Y — FEEERERX) IZBWCTHIET S Z &2k,
WAL T — 2 OIERELE 1T o 70, S HIS, AR E R — R CRIFE T 572012, & Mg T
LN AEBUEE (g, M, DNA) %, PREEFICHVT 16-18 RICHEfk, @IKR7 U —%
— (=80°C) IZRTFE L7z, Z DRy, KM CORMBHCEE OB, /i, RFEO—EOEERR L 1E
¥HhoREDOn 7 EFek L, AFRREEOMEICEE LT,

&R RALETIZ 31T 2 BAE = & — M5

e ] VLG ILET IR 29 SR 65 mkLA B oo @il KA 2, 400 A& B & LIZRBAVE & 9 DI D
BEREEITO) PETHD, 5 AR il QU RFZERZBLE ST G fA - 2R A 00 8F) |
R WHRE OUNKZERZRLESERE 4 - AREEFZDE) . /NE M2 B JuUNKFER
FRREFATERE  REMREEET) O, PRk 29 8IS T E T d B @k AR AL 81 5

3




3)

4)

5)

6)

FRHVE 2 AR — MFFEDR— R T A iR & TEE MRI B DU 21T > 7=, FRk 28 4£ 7 HIZiE. #F%E
FHHEEFICOWTRBEFEEOKE 2572, S 61T, [ 11 A X0 AT Bigik JOGRA#IX R4
KB E LTS 2 EZ T 2 2 &I2 kY, AFEOEZEN 4 B vk L O R o 5 I e
ATy il W R NGl [ A PR
BEfFads— T — % OE

TE FE Bug OUNRFRFPEEFEE 4 - AREET D) LS T DR HE
I, @R RACLET )R ST S AR g T B R e LTI W TR (S %Méht%f@
FRENE D 2 AR — MMFFEOBIFRAE & H A LI 2 VT, sl Fs X OWERIE 2S5 RAEFIE LS
ETRELRE Lz, KA EZITO LT, &2k — MNEOBREK T3 L OFBEAERAE O E %ﬁ
B L, ATREZR R U ft— S W7o, £ 2 AR — MM BIREE R 1 OFBIIEIIE DO — N (S EHER)
& BWEHEXFEOT =2 ZINEL, 7 FDRET NV EHNTRENT— FEEERH Lz, L
L7228 5 i 1 RS C Ui B PERREIIE O BRI RS TIE T LY A ~ —RIZREIE FS L UM 8 MR
HUEDFRIE Y A2 3 ER-$ DM A b zh, AERBRERD Lo, Zhid, BifFak—h

METH D=, KFak— N TIEINTT — X ORBERE—TlIhoTclzd Lt EZXHND,
TV FRA v FEWOBEER GREE - 9 2WR)

fHEE HAE Hdz OUNKFPRFBEEFGE R REES) | /NR Fn2 B OUNKRFERFERE
EEERFERE  REMIRREEE ) DX, 2E 8 » AT T SN DHFREE & O Ol Dz 2 EEE(L T
DI, WL SRR, HIEEZEDT, 7o, K284 T A 30 BICRAIE L D D D2
Wiv—r v ayZTaBEL. KA FROEBAOHEEENRSM LTz, S HIT, = FRA M
ﬁ@illlﬁk%@ﬁfﬂ HETEDT, ETOTY RiRA v MIFRFERNLBREINT 2 Zn@ﬁﬂiib
THEBIC L 22W0 B LI G e Ikl & 5, MEOBEN R B TH o718 3
®ﬂméﬁ LDHELEDT-ABETHET S, i/bf%/b@ﬂmuﬁﬁﬁﬁk%ﬁ%%%b
TREEE L ZOHERITPTREEREN L CEM S, BEROHEZORMIIUNKENET S
T ANEHE AT L E WD, BEYE « 2 OROBWOFMEE B Sk L. &hsk 5o~ 38
L OMRNEIE, FHRELTMES S L TRE L,

TV FRA v FEWOBEER (LOLER - EL)

ARFFECIE4E 8 BT TBER LIZ(ERICOWT, L& (MzEs « b kA ORIERB IO
IR RFET., JFAERRBIFEL) 2= RARA > e LEBREZITY TETH D, MR =
ol ER (ESLERSRII e o & — T i) . & % de#EdR OUNKRPERFEBEE SRR f
A INRAEAESSYER) SIX. BERE O D720, Bl LR R & INZE T O SN B ER D J5 1 % ST
L. ZTODIZNER TR E A2 B Lz,

FEEBE, K7 - EBRRAB L CHEN 7 LA VHBRIEREICRIETHEORS

B K= #d% JuNRFESEFRE) S, GPAQ(Global Physical Activity Questionnaire) <X
Z OMOIETER S L7z R A A U BIOEENATE OFEME O m g (280 2 240 - FHvEICrE T
DimL VB a—%{Tolc, ZORMEEFEIC, 3EIEEE o — NGB &5 (Active style Pro; 4
Dt VAT —REREAE) HAERERE L LT GPAQ (T & - TRl & U= S ATE B B L OVEAATH)
DM - BBMEARRFET D70 O OMREIB A SR Lo, SO, HENT LA VT A OFHEY 7 &
BRI 24TV, FBUC T LA VTR Y AT B EAERR LTz, 1% T, & 24— b CIE S-S T
— X DT — X Bl SR Lz,




7)

8)

9)

(
1)

530)

BEHERFIBEIEREICRIETHEBOBRE

W FZs HEEER (FPRREIDCFREIIR T 13, A il THf S R ERMED T — Z DI
EHEi, BRI EITV, M RE ~ORE R HWEE & F i L7z,
SHRMNCIT 2 VR BT — & & AWTZRBAE - 5 DR ORAHZR
W e Bk GRALRZAINERE AT ZE TR RE MR R 22T JE 50 ) 13, SRk 27 RIS L 72 BED
MRT 5 DRI BT 2 i 7 it S itk 2 FEIT . ZMiRR T F 1T 2 HHER MRT M Ahliats D Il S fF 2 3
L, E7o. &KMoz —miIhk 5 12D Ot ik, 7'v 7T DAL LTz, S bIZ, Fiisx T
was SAVTZEARD MRT BT — # Z FEAACRISRALR AT U — 7 27— a VITRAF L. o7z
DDT —F =2 Z AT o T,
FAE 2 R — MFRICET 2 MERRREEORE

W ik 202 UL RZERSEIZEITALBORIITE 2 5F) 13, ERSMIIRIT 2 2 — hOSETH
Bl ZRURN O, mEAERESAIE 2> & 7o 2 i 2 & & b ic, WITRTRZ W Tl
SEFEM L GEY RS T A =L arkr bOH Y HICETIHE LT AEROER, ak
— N DL IR AT N T AT BRI TE SN L OEERICED 2 FHIZHOWTORE, of
ZokE R OREANBIT 285 . S B, ERMAEZ B U7 /o EES 2 5540 TEBROERFRA D
BUIGIZSL H M L T ORMUE & R L7,
Large—scale, multisite prospective cohort study for dementia(Dr. Ninomiya)

Dr. Ninomiya and collaborators launched a large—scale, multisite prospective cohort
study for dementia from 8 sites (Hirosaki city, Aomori; Yahagi town, Iwate; Nakajima town,
Ishikawa; Arakawa ward, Tokyo; Ama town, Shimane; Nakayama town, Ehime; Hisayama town,
Fukuoka; Arao city, Kumamoto), on the basis of the research protocol established in 2015.
Six of eight sites (Hirosaki city, Yahagi town, Nakajima town, Arakawa ward, Nakayama town,
Arao city) conducted the baseline screening surveys and the brain magnetic resonance
imaging (MRI) examinations in this year. Before starting surveys, they strengthened the
cooperative relationship with the local government and the local medical association.

In Hirosaki city, Aomori, a total of 1301 residents aged 65 years or older participated
in the screening survey of dementia and depression and the brain MRI examination from June,
2016. In the first screening, 533 individuals (41%) and 233 individuals (17%) had cognitive
impairment and depressive state, respectively. In Nakajima town, Ishikawa, 551 residents
aged 65 years or older received the examination of dementia and depression, 258 of which
underwent the brain MRI, from September, 2016. Among them, 263 individuals (52%) were with
positive cognitive impairment and 118 individuals (24%) were with positive depressive
state in the first screening. In Yahagi town, Iwate, 575 residents aged 65 years or older
underwent the screening survey of dementia and depression from October, 2016, of which 318
individuals (55%) 74 individuals (13%) had cognitive impairment and depressive state. The
brain MRI examination also performed in 552 residents. Likewise, the survey of dementia
and depression conducted in 1,553 residents aged 65 years or older in Arakawa city,

Kumamoto from November, 2016. As a consequence, the number of positive cognitive impairment
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and depressive state was 698 individuals (45%) and 160 individuals (10%), respectively.
1,545 individuals also underwent the brain MRI examination. In the survey in Arakawa ward,
Tokyo, 2,000 individuals were selected randomly from 42,990 residents aged 65-84 years,
of which 361 individuals and 342 individuals received the psychological test for dementia
and depression and the brain MRI examination from January, 2017. Among them, 193 individuals
(53%) and 74 individuals (13%) were positive in the first screening test for cognitive
impairment and depressive state, respectively. In Nakayama town, Ehime, the first screening
test for dementia and depression and the brain MRI examination were conducted in 751
residents aged 65 years or older. In 2016, a total 5,370 community—dwelling elder
individuals were enrolled in the screening survey of dementia and depression, of which
4,647 individuals underwent the brain MRI examination.

The central secretariat was organized in Kyushu University for the project management.
The secured wide area network system for the data management was established. Serum
biochemistry data was standardized by measuring the data in central laboratory of the LSI
Medience Corporation. Biological specimens (serum, plasma, and DNA) collected in each site
were stored at —80°C in the central secretariat
Cohort study of dementia in Hisayama, Fukuoka (Drs. Ninomiya, Hata, and Ohara)

Dr. Ninomiya, Dr. Hata, and Dr. Ohara are planning to perform a comprehensive screening
survey for dementia and depression for approximately 2,400 residents of Hisayama Town,
Fukuoka, in 2017. In 2016, they had a discussion with Health and Welfare Division of
Hisayama Town, and had brief meetings and lectures for Hisayama residents. They also
prepared some documents that would be necessary for a screening survey in 2017
Meta—analysis of pre—existing cohort study for dementia(Dr. Ninomiya)

Dr. Ninomiya and collaborators performed a meta—analyisis from pre—existing prospective
cohort studies for dementia from 4 sites (Hisayama town, Fukuoka; Nakajima town, Ishikara;
Ama town, Shimane; Nakayama town, Ehime) to investigate the influence of hypertension and
diabetes on the development of dementia. Before pooling the follow-up data from each cohort,
the definitions of risk factors and diagnosis criteria of dementia were reviewed to
standardize them among the included cohorts. Pooled hazard ratios and their 95% confidence
intervals were computed by using a random effects model with the aggregated data from each
cohort. As a results, hypertensive subjects were likely to have a greater risk of vascular
dementia than normotensive subjects. In addition, the risk of Alzheimer’ s disease tended
to increase in the subjects with diabetes as compared with those without. However, these
associations did not reach to the statistically significant level, probably because of
heterogeneity in the precision of the data among cohorts.

Quality control of endpoints (dementia and depression) (Drs. Kanba and Ohara)

To standardize the diagnosis of dementia and depression conducted in the screening and
follow—up surveys at eight different local areas in Japan, Dr. Kanba and Dr. Ohara defined
the criteria and its diagnostic procedure of each endpoint. They conducted the diagnosis

workshop of dementia and depression on July 30, 2016, and a total of 38 staffs of each
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area participated in the workshop. They also defined the criteria of endpoint adjudication
and its registration form. Every endpoint was assigned by the central committee, and the
final diagnosis was determined based on the consensus of diagnosis by two independent
adjudicators. A third independent adjudicator adjudicates disagreement cases, and the
adjudication committee makes a final diagnosis. All relevant data without personal
information and registration forms were sent by the central committee using the secured
file sharing system owned by the Kyushu University A cumulative total of 38 neurologist
or psychiatrist was registered as an endpoint adjudicator (23 adjudicators for dementia;
15 adjudicators for depression).

Quality control of endpoints (cardiovascular events and mortality) (Drs. Kokubo and Hata)

In this collaborative study, Dr. Kokubo and Dr. Hata are planning to follow up the
participants prospectively (recruited from 8 sites). The endpoints of this follow-up study
are the development of cardiovascular disease (CVD) (stroke, and coronary heart disease)
and mortality (all-cause and cause—specific mortality) In 2016, they established the
methods for registration of CVD events. They also prepared case report forms for
registration of CVD events
Association of physical activity, physical fitness, and physical frailty with incident
dementia (Dr. Kumagai)

Dr. Kumagai and colleagues reviewed the articles addressing the validity and reliability
of the measurement of the physical activity and sedentary behavior in global physical
activity questionnaire (GPAQ) and various questionnaires among elder people. Based on the
findings of this review, they designed a research protocol to confirm the validity and
reliability of GPAQ, using tri-axial accelerometer (Active style Pro, Omron Health Care
Co. Ltd.) as golden standard. They also developed physical frailty evaluation system along
with its feedback sheet to each subject. In addition, they supported the process of the
data cleaning for the exercise data collected in each cohort
Study on the influence of dietary factors on the onset of dementia (Dr. Uchida)

Dr. Uchida and colleagues managed the collected dietary data in each facility and returned
the analyzed results of diet to participants of each site.

Relationship between dementia/depression and brain structure using malticentric MRI data
(Dr. Taki)

Based on the most suitable imaging condition about the brain MRI, Dr. Taki and colleagues
adjusted the imaging conditions of the brain MRI scan among all the facilities. In addition,
they established a method of analysis, a program to treat the image of the condition
unitarily. Furthermore, they saved the data of brain MRI image from each facility to Tohoku
University analysis work station after anonymity and performed database making for analysis
Ethical, Legal, and Social Issues in Prospective Studies on Dementia (Dr. Muto)

Dr. Muto and colleagues extracted and indicated considerations regarding ethical, legal,
and social issues referring to previously conducted national and international research

for prospective cohort studies, because some cohort sites planned to start recruitments
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and investigations of residents this year. For the principal investigator (PI), co—Pls,
and other researchers and administrator who practically conducted the study, they first
proposed an appropriate framework for informed consent in this study (e.g., proxy consents
and informed assents) and created a format for informed consent. Second, they suggested
matters pertinent to the governance of prospective studies and the creation of
relationships based on trust between researchers and residents. Third, they started to
discuss about the return of both individual and aggregated research results. In addition,
they visited two sites that had started investigations for residents and identified ethical

considerations in practice.
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A preliminary survey (baseline survey) was conducted among residents of Arao City, Kumamoto
Prefecture aged >65 years as of November 1, 2016. Participants were primarily selected from three
designated model areas of the city (Ariake, Idegawa, and Shinsei/Shinsei-nishi). However,
participation was also open to residents from outside these areas.

To facilitate an accurate understanding of dementia and increase cooperation and motivation
toward study participation among model area residents, seven health classes (total participants: 343)
promoting participation in creating a dementia-friendly community were held in cooperation with the
Arao City Regional Comprehensive Support Center and Elderly Support Section in July and August
2016. To encourage even greater study participation, a total of 20 community discussion meetings
(total participants: 372) were held between December 2016 and February 2017 in all administrative
districts within the three model areas and in non-model areas home to other voluntary participants.

The preliminary survey was conducted on Saturdays, Sundays and public holidays between
November 2016 and February 2017. Health checks including medical interviews, neuropsychological
evaluations, blood and urine testing, electrocardiograms, and motor function assessments were
performed at Arao Municipal Hospital Health Evaluation Center. Cranial magnetic resonance
imaging (MRI) was performed in the radiology departments of Arao Municipal Hospital and Omuta
Tenryo Hospital.

Atotal of 1,553 individuals participated in the survey (612 men, 941 women; mean age, 74.1 years),
comprising 900 from inside the model areas and 653 from outside. A total of 1,545 images were
obtained from MRI.
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We designed a large cohort study for 3,000 people (65 - 80 years old) in Hirosaki city, Aomori
prefecture, targeting for dementia. Collaborating with Hirosaki city, 1,301 people in Hirosaki city
were participated in this study from June 6 to June 13 in 2016. At “Chuo Koumincan Iwakikan”
and “Iwaki Bunka Center (Asobe-ru) in Hirosaki city, we performed various tests including
interview tests, cognitive function / depression tests, head MRI tests, physical examination, blood

/ urine tests, physical fitness tests, vacteria tests, genetic testing, and so on.
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Preparations to set up the foundations of a cohort study were made in 2015 with a baseline study initiated in 2016 of
residents aged 65 years and older living in Yahaba Town, lwate Prefecture.
Of the 41 administrative districts in Yahaba Town, 1812 residents living in 13 administrative districts with high
aging rates were selected following discussions with the Yahaba Town Office and the Liaison Council for the
Community Chairman of Yahaba Town and information on the study (medical examination) was mailed out. As a
result, a total of 575 residents (31%) participated in this study. The study was split into two phases. Phase 1 took
place between October 3, 2016 and December 12, 2016 and a number of tests were conducted including
anthropometric measurement, blood and urinary tests, electrocardiogram, and preliminary cognitive functioning
tests. Phase 2, carried out between January 10, 2017 and March 10, 2017, included the following tests: head MRI
tests, questionnaire survey, gait and grip strength tests, follow-up and cognitive functioning tests. Biological
samples (blood and urine) were kept under required temperatures and sent to the secretariat office in Kyushu
University. The venue and relevant staff (nurses and administrative staff) to implement the medical examination
were secured.
The results of the Mini-Mental State Examination (MMSE) and the Geriatric Depression Scale (GDS) conducted as
preliminary tests in Phase 1 showed that 318 subjects (55%) and 74 subjects (13%) had positive MMSE and GDS
scores, respectively. These subjects became candidates for the follow-up study. After obtaining a safety clearance to

undergo testing, a brain MRI was performed on 552 subjects (96%). All collected data from the study were entered

2



and managed in a database, ensuring the accuracy of the data. On March 28, 2017, a briefing session (The Medical

Examination Project Briefing) was conducted and a summary of the collected data was presented to 102 subjects of

the medical examination and people involved in the project.

This fiscal year we were able to secure participants and establish a necessary system to implement the study,

aiding our plans to conduct another baseline study at our facility next fiscal year. All items on the research and

development list were largely fulfilled.
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Summary of findings
The prevalence of dementia is increasing as the population ages, and it has become a serious

medical and social problem. In Japan, older people with dementia were estimated to be 4.22 million
(about 15% of older people) in the year 2012, and people with mild cognitive impairment (MCI)
were to be 4.00 million people (about 13%) (Research Group of the Ministry of Health, Labor and
Welfare). These prevalence were almost consistent with our research results (Dementia 13.3%, MCI
15.5%): Population-based cohort study have investigated the correlation between lifestyle and the
prevalence of dementia since 2006 (participation rate > 90%) in Nakajima-town, Nanao-city,



Ishikawa, Japan (Noguchi-Shinohara, Yamada, et al. J Alzheimer’s Dis 2013; Noguchi-Shinohara,
Yamada, et al. PloS One 2014).

In the dementia cohort study in Nakajima-town, Ishikawa, we have conducted a screening survey,
using unified questionnaire at 8 cohorts, for older people living in Nakajima. In addition, we have
conducted a follow-up study.

In Apr 2016 to Mar 2017, we explained to Nanao-city for the research purposes and methods. We
also held explanatory meetings for residents in Nakajima two times (May 2016 and Aug 2016). We
have started the screening survey (brain check-up) in Sep 2016 in public hall and health and welfare
center in Nakajima. We have also started the in-home survey for residents who did not receive a
screening survey in public hall or health and welfare center. The 1.5 tesla MRI loading vehicle have
been placed at a public hall or health and welfare center, and we have started the head MRI
examination for residents in Nakajima.

The number of older residents aged >65 years in Nakajima was 2,141, we have got written
consent from 551 people (26%). Within the 551 people, 502 people have received neuropsycological
test (Mini-Mental State Examination) and 494 people have received depression assessment test
(Geriatric Depression Scale). 258 people have underwent head MRI examination. In addition, a
citizen public lecture was held in Nakajima, Ishikawa Prefecture in Mar 2017, and there were about
100 visitors.
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(FE30)
First, approximately 2,000 potential participants were randomly sampled from 42,990 people aged
65-85 as of October 3, 2016, living in Arakawa ward, Tokyo. Then, a survey was mailed with an
informed consent form of the present study. 361 participants who provided informed consent visited
either Keio University Hospital or Tokyo Metropolitan University’s Arakawa Campus for medical
screening with a physical examination on any day during January 8 to 9 or February 27 to March 3,
2016. Of 361, 193 (53%) were evaluated as “positive (showing cognitive decline)” in neuropsychological
tests, and 74 (183%) were “positive” in depression screening. As secondary screening, diagnostic
interview was conducted to all the “positive” participants. Also, magnetic resonance imaging (MRI) of

the head was performed to 342 of the total participants.
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In this study, we started a baseline survey in Nakayama Town, Iyo City, Ehime Prefecture. We
sufficiently prepared this study, such as schedule adjustment and collaboration with administrative
organizations, and we performed the primary survey from January to March 2017. We were able to
investigate 751 out of 1,500 final goals, such as interview, cognitive function tests, blood biochemical
examinations, head MRI, exercise function tests, and nutrition survey. In addition, we linked the data
of this survey with the results of the past "Nakayama study" from the first to the fourth times, which

are exhaustive surveys of dementia.
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SRR TERTICR T 5 60 MLl Lok FERA 1,100 A (95 65 LA EER : £ 900 A) 122\ T,
RAVERIEIZ B B fERAF 24 5720, fJiifa & ak— b REF5E 2 Bh LTz,
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In order to clarify the risk factors of dementia, we started the prospective cohort study in Ama-Town.
Participants included about 1,100 subjects, aged 60 years or older, residing in the town. In order to
increase the participating rate in this study, we gave lectures on this study, showed bill, etc.
Standardized neurological examinations including the abbreviated (10-item) version of the motor
portion of the Unified Parkinson’s Disease Rating Scale (mUPDRS), a Mini-Mental State
Examination (MMSE), and a Geriatric Depression Scale 15 (GDS-15), were performed for 278
participants in 2016. In 278 subjects, 149 for dementia (54%) and 37 for depression (13%) were

selected for advanced studies.
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