FHEFE : 2005 - 2009 F &

TIVYNA T —imDOEEETF

@ CIHHER: » @ ARSI
QLIFREA
1) KBRS 2) ARG BT 3) A K

L 4LV

&I

BB

ST @hiEfE Y @RiHER®

2

2

BRI 4) B EER S 5) M KR 6) BIRAFE AR

<WFEDHM LHED Jj>

DAED 65 KU EOERHED ANDIZHT 2 E AL 2 0% %8
ATWBHM 205042 512134 0 %IET 5, ALOEEMEIZE
WT LI NA v —REF ORI T 5. RN LB KU
Pitkof s, ERICS HAERIC WA GE43 /7267,

W RZTMHRK & & B REET VY4 < =% (AD) #ff%%
BRAY AD BB R HTRARESE DR &2 L 72, SENZ2
FEZ 12 WEL OB TR, BB TR TB S LTHE
PR Z DTS, —J. BENEEABEI RS 7L YN
42 —=% (AD) TIIMOWFEER A LR T30 X B ket s
100 fERiT A 5 4rb T b, LA LAaMS, AD DL - 551
VRO IGEE TR SN E R REL CE 2R &
5, oI EYF 4 ¥V — XK AD 3L R BB TH 512
E22boF. bFrEEEOS TIZAER L T Eh T
5, ZNEBEIETROBENLHIZH S,

AD BEIZFIIFRORE L 23X 5. AD ORYIOREFAHE < h
7z DIERI 100 FRTTH - 720 7 DI 25 FEHITIE. AD OREH
MR ER ch T3, &9 VIEREIT AD L XBIA D5 0E
EHPORGRELEN T R AR, 21 FRAEHEO M) U I -
& VIEREEDIRINTH 5 Z & A 1958 #:ibdr 572, F LTH
21 FYR BICd 52 APP ERMAFREN AD ORKEE T T 5
ZEN 1991 b 0. AD WIZEIZH1F 5 APP X 2 OREEN
Ths37 304 B (AR)EHDHEEMAPEMIZHE. X iz,
(BAERAIZKITY 725 8 APP ZERAFHFORFEMET LY A4
v wAEWE L) XS ICHOREN AD FHIKEETFE LT
presenilin 1 (PSEN1) X Uf PSEN2 Al & hrz, (KfRTV 7T
§ PSEN1ZRERORREDIUbLID I I — T #HEL T
%,) FLTADRIEA H =X L L LT, PSEN DZRM A B 42
FEd A FPREXVBZENRWESNIZEINE, TOZ LA L EHD
LULETILINA Y —IRRIEA T =X L, WbOBET7IaAf K
27— FIRBEA X BICHEE R D& Lz, KISHBEMIEE WS
BRT AD BIEFIFZEORER 25, FEA LR L 72 1970
FER. 7EFLAY VOWRDH AD TR I N, ZOFEFEE
FizTeFa) v 27 5 — YHERLSHIE X NERB o
BNBEIESDEFETANPER20FHTH 72, €TAT
BAETIR 7T £ F L3 VO3 AD HELEFED TiRO—2>Tdh
0. EfRICHDF0E%b ADWEA A= LIEABLEEALN
T (7394 FH27— FIR#). 1991 412 APP #{EZ 1%
RPFEN 20 FRHBREDOBUE, AREL -7y PELEEL
OFHEBRENERIABROBRBIZE TTTATH S, EIETORE
RESONBBUE, BRI HHIAR S — 7 v P &S 2
L. 20 F12I10 F - 2 < HT L WIRBREMTEN. S h B 2 & 3 HIfF &
hs,

2D X IZFKEN AD OBIEFIIFRITRE aRHRE LF T
72o ZFORMOBMEAERLTAHS, 1 DOHOMHBIZHE - EEZET
PRBT ® 5 5I5EGIA AD TIHAET 2 2 & Th 5, 2D HOBHII,
KIGMEAD OKBMUTH 5, Z<DAEV T4 V=Tl Kl

FIEFHBRR I N TS, ZORBUAHFSI OB L k& < Fixp
5ZLhEEDD, AT OREW S—F VY VIROERIK
HRFBULAIIENE S — 5 v v VIR M4 i TR G 5, AD DA,
ETTIRIEVWSE L OFRKENE AD TRIEEFHOF 252 BRiTIE,
Z OEBIBNTINFENE AD OMALZ 2 & D3V, D F O KENE AD
DOWRHET T ¥ Z DM FERITBIRFERTH %5, T hLIEOwRE
7o 2K AD A EWEE Z S h b, KIEWE AD
MBI TH B0, ZDOX G =X LT AD DKL A 5D
BN AD Oz RVIZRYDEEZ SR TV 5,

F MM AD OV ZZBIAT & LT, BRTREREE L TN
SHIZEN 354 E0nIF y XL VU F ERT ApoE MREIE X
7eo LA LZAEAS ApokE [EELIFEDHK 15 4L EE TR 1l
PWERNEELZIZE 2 2D6 T, MEFELWAZHHAD VY 2
IBIBFRFER I TN,

A TIIE»TER A Y 22 BIZT2FET 5720, WED
BET ) LD ALE ST, HAENT 70 —F & HO# IR
R, EHICKEIRT OB ED 5, HENT Tu—FI13H
IR, BBURN. BT FLEYIC X 3 BEHEE TR TS
B, ZOEIHERDOTILYINA v — UG 7028 & 13 R Bk
W% & 0 28 5 AISER BT I D 2 A B B Ol {E T O RIE & B
T b MEETIIROKRE LEEOVE DL, BRIOARHEREE &
SRABRENTCTh 5, ET LA HOCITIREN L &METO
iR BRI & B OB AR & 72 B, & 2 [AlE & h 7z liE s
TASDOWCIIHEREfIT 20 . A 6 L X DR E . EIZTH 6
YIDAA ZZWREDBE, IBRZWREDMR OIS 2 HiE 7§,

<WFZE BRI O WFZERT i >

OHAZFEZ/NR L L7 YA ~ —RBHE(E i v
V=Y TLEREL, BRKT -4 —X=2BLUDNA Y Y —2
EHEMT 5,

@QNEINLTAINA Y —REE R L LT, RIEMR
B FHCFAEBEIZ OV THEL. HRANCB T 5T L YN g v —
DRI FIER & 5 2123 5,

QMBI 200 WA HEEE LTIEL., 7y v —J{idi
ZBT 57 ) AZAF v &S, FRHZRIEA—IFEIEX 300
OWNEEPIET 5, REORE L OERERETT 5720, Hirzic
FHHkY) 22 8IEFHREXN-EEE. HERATOY 27501

ERETT 5,
OBEROBIETF 2L B ) 2R ERGEL, HAATDY
2 2R ERGET B,

® NIMH % > 7L TR &z A xR & LT, fEIRRE s/
LAF v VEITI, YoV T ENEY - —-DRHIEDONL 0
Mb %R E UT, HBHK 400 (i, JEGRRIE 559 400 FlizBI L
SNP 2%y V252K,

®FIEY A 7 SNP OWEHENNR, EFEE TR BIHR
EMETL. VA2 SNPOREFREME LTS, ZLTHEhZY
2 SNPICKBFIED Z 2 BWi T LT ) XL DFERE4T5 .



<WFFemIm o>

W AD SRIEG T ) AEET 5720 RETLYNA v —F
KED B 5 DRI KAFERFE ORI S % TH B Z b7, G
I LT T3 FAERIC & BbihoBHEISHT B FED
HUS R I3 TEy (RIS KAURIZIE L 0 0 %) A% HYEE
L CORGRD WIS 2 BRI KR ZE R T D - 72, St
FETH BT NYNA T = WDEE, F—/3—v &5 S
T TISELTED, WHRHORREZ LA D L &
Vo KRR, ARANESR W & R o BERBE IS A, 74 ¥ —
Y ZHE 6 2. RIEF A 5 WA H s h 2kl #/EL T
Wo o, FERE T 84FE 2 fHl. TR 19 4% 7 M 14 AL Rk 20 4R
7THL16 AL PR 21 (1 2 HBIAE) 1 1412 4 A LIRIRICINEAN
B3smL s, AN O 16 134 A& 572, #iiE
KPR, TRt RdPre & 312, Zh 6 WHRBIERD GWAS
fEBTICHE LT B,

FIFFED R I N — 212DV THZ Presenilin 7 & KE(E
FOY =LV ZA%T>T0ED, ZhETOLIAERIIRD
o TVEN,

W AD TFLEMAFIWZ 7 3 a4 FREMEAHELE T O FRE
HATVS, 127 AR X &7 508ETH R %5 APP Tg
VI AD AD OFIREETH BN A B ERtE A ELISA THllE
L7z, SIL RMHROEEEIZ TN\~ 2T X, DBA %
AR EBE T AL~ 2IE A pER-ENEEIZ DA 5
7z. Bl 213X DBA HREIRT 75%. B6 HREIRT 16%. SJL H
K 9% D~ AL SJL84%. B6 16% D~ AT, Triton
SO A B 40 13 -82% (p < 0.01 Turkey-Kramer). A 8 42 &L
68% (p <0.01) TH-7ze KORBEWETH % GuHCl 3HEIT & [FH
BMOFRBAS NI, Bl 2 IEEREIZT 5 DBA 75% B6 16%
SJL 9% O~ 2% SJL 69% B6 31% D~ 7 ZIZHANA B 40 &
12-85%. A B 42 %1% -68% TdH > 7= (p < 0.01, Turkey-Kramer),

A B HEREEDOFRE M A B OHIEKEHATH 5 APP OFBETK
WZ L AERT2%. APP ® mRNA BB, BEREHEIIYY 2R
M TEEEIRD N LGP 572, IEHEORMA~Y 2, 73
a4 FREEA S % APP Tg, 8% 7% APP Tg &/ L—T &
IZmRNA 27— L L=4 Y &R, AD EBIE-§ 2 &5 il
52 OHDOBEH D 55 100 DB T2 DWW THRAND mRNA
Bl % Micro Fluidic Cards TE® L7z, &#{nT D mRNA ¥
BEL A PEME L OBRERET L2, v A RBIEFICK
5 A BEMBOLEEFATEIBIZTIE AL 72, TOT LITE
RMIOBIET @) 2k Ihd vy 20 AD WHAMBAT X T
BT LERMTD, 2T, FBET VA & HEENEE T3
RETH7, MOEBRTIIF2 vy 252 /R L L QTL @k
WIHOMEBLZLITORTNER, ZTOIFEEAEIZNDO2DT )
LREIMAMRER & U THEM B 2T CRHEDBIZT OB T ETIZIR
EoTa, BT LA &HW S & BRN R T L ~NL TR
RER/ZZENTE, BEANBETFOEREVW) T-LETEL
BLEHAMTHDLEHMW L, 72, BIEWIZE b TORRERER £
TE->TWKIZH-> T, FBRLEZHMD SNP OFERMNE Z
% C translation T& 2 I APHEE LA RE WV, SNP LD &%
BUS & — v O SRR TRT I T3 & Bbh, BT S
WEHEEZ Z 72, BEMANTIZIE llumina Ref-8 & 40 7L £ W
2o FTAPPA LI VAV -V ERTWEWHRY Y X 3 2%t
(B6, SJL, DBA) IZDOWTRHMBE TRIAENH 5 85 TH
(1694 probes FDR=0.05) % % 72, RIZHFHBIEFHREI DA
7ZAPP VT VAV 2=y v ADRET LA AR L7,
1694 probe D&M TA BEMBELMHBESH S (r> 05 D%
A& 194 probes I 6 N7z, SR REBETEH > T

FIN—TATE A BERBEEMY (r>05) »Rhse0%
AT & 5 DD probe 2k ->72, ZD S5 B 3 DD probe ([F—
DBEIZF AL TH D, ZOBEETF X 2 5H%ORELBERE L
725

WEALINIEEFT -4 —N— 2 L EHBOBRT — % —
N—ZADMENEEET > 72 MBI T -2 —FHOTETIE
PUTDES BB &17 - 72, G4 RU D OO@ITICZ 0T —
S—NR=ZBRMNOND I LIk D, FBHEFA IR T 3 & Wi
(Papassitiropoulos A Science 2006) & #1C\»5% KIBRA £MiZ>
WTHEBZEOMROHT — 4 — L OBRE# Nz, ADDY 22
AIREEETIMELALETIMELHAVEIT ST S,
FKADY VY TILTIEAD D) A7 BIET EZE>TWEN 572,
L5 L&A 5 Rivermead Behavioral Memory Test (RBMT) D
REMITT 5L ADEEHETH > TE KIBRA ZTUAEIEFAEIZE
BEHZTCWAZE#RNL, ZOEIIAFERIT2HIEL TS
¥tz (BERGHENEH) . R U+ Y 7L T ApoE i3 AD DY 22 T
H B LNYRIMER SN0, BHEHEORMIZIZENR 6N
Kh o572, ApoE &E > T AD FAEIZEH U KIBRA X cognitive
reserve D K 5 %8 & R D W REMEAVRIR S 7z,

M Dynamin family protein T& % DNM1L, DNMI1 & DNM2 &
ZIC) 22 0 5hiz G 16). FEBU#NTTIZ DNM2
mRNA 287 LY 4 = =il T & BRI T IKT LTz, 1%
BEMICIEDNMLI A7 I v FREADOYM A AL ¥ 3

(Fukumori A Biochemstry 2006) . Dynamin (ZJEBEFEIZH T2
T 2) VI NMNEO YT IZ 22 4 5, DNM1/2 dominant negative
Mg Tix APP OMIBENIEEAZH D plasma membrane (Z51E3
54 DONEEIL 7z, %72 DNM1/2 dominant negative fllfld Ti% A
B40 Dwd EH L7z, V) 22 ZHITIE Dynamin O FBLE K
A L. APP %' endosome % 5 plasma membrane IZ[GFEDNZEDHD A
B EEAEDBMT 3L VI A DXL fEI N, ZDXSIC
DNM IS DWW TCEIATIIZE. FEBLENT. HEREMENT % A S D2 fr
7275 ADWRHE A 71 = 2 L &M 6 22 Lan SO L7z (Gt 11).

WEH S %2 v, HERFFIC KD X 2R a 32 Z2fffr T
YINA 7 —§/34 X~ — 1 — plasmalogen Z[EELTW5, 775
4V ETH > HETE 7IILY N < —IR & (@ Sing O cF
BaEMER I N GEX13). MIRMET LY A v —FHROBIR
THIROBEFEDO L DBBW D SN FE WV ERPEOARY) & Th
%, plasmalogen DL 5 KN4~ — =N ZDOMEZHIL S
5, BUE, BIEROBWI~— 71— & L TOMEEN 25 72D, Hh
WERMFEENRE LEBRET#T > T35, 2 0 04 0k &k
BIZOWT 1 HFRHIZ b7 5 5E 2 iR IS HEEM AL (ADAS-cog & &
EEA6HBIZ3M), 7/ 4, MME MEEH/TH 5,
Plas,malogen DF v 7 7 & — % & 51T > TV L,

WIEKRD 70— T2 5 S 725 11 BYLEHAR SORL 1 381x
T3, bUbROHKAY Y FLTEHEE Y 2 7 RS EHBL X
M7= (Neurosci Lett 2009), 1 2 7 13 15% FBLL ~IL MK L
ToTwdeHE I sy, BEEKT & LT DHA EHH»
SORL1 O¥Bi% LA EEZZ L% APP F 9V AV =9 o~
I AEFAGTRA LTS, BIATRG F D IGRTVIEORFEN
DORIEP R S AR RTH 5,

W7 LY A 7 =Rl CRBZER N S N 2 8571 4 5N

(FVTFyy 7)) HFETHBLZ BHY X0k T
Spinocerebellar ataxia type 12 OBHEZT T8 » D HKIZIIT 5
VoV g AL o Hil i BB Ak &% # % FF 5 PPP2R2B (protein
phosphatase PP2A regulatory subunit B protein) (Zy:H U7z, :
MAFER AT & XV 2D & 3Dy ¥ T il % PPP 2
R2B ORHAWE L AD TORBK LA E2FHMERAL L, ZhoDE



{ZFIZ DWW T BRI D SNPs & 3D £ 5D DNA Bk T~ 7=
L Z A, PPP2R2B D 3OMD SNP s TEREMET LY INA < —)FK
& MO ER CH RS A R s,

<EPST DR DONLE DT >

AD FRIGEIE 12D\ TR 1995 4E0 presenilin PIFE, AD V) X
7 BIZTIZDWTI 1993 4D ApoE DA%, FifiSr & /= AD B
BETRFEE ST RL, KBRS Y 70 o, Bribudg
iEBFALTYE, EELELED 10 Ehvend opnHtRo
BIRTH %,

ARWFFEHETIEBEE T BHEIRNT O A 25 & 3 HBERERIT % B 11T
5 ZETEDHEHNS Ly AD BEUEEFORIEZ AT 5, #
[% dual-specificity tyrosine-(Y)-phosphorylation regulated kinase
1A (DYRK1A). DNM2 i3#(ZF 2RO, R, e o
3MmMA» 5 AD EDBEERTZ LA TE %, DYRKIA IZDWTIE
E ot 2 )L —F (Ryoo SR J Neurochem 2008 7 &) & AD
EDOBREMBIRAZIH S 22 L TW5, DNMIZDWTiE 7 73 ) —
57 CTd 5 DNMBP(dynamin binding protein) ® AD & D
MWHRAZ T ) 2 DFEFYPE % £ (Kuwano R Hum Mol Genet 2006,
Bettens K Neurobiol Aging 2008) 12X DB ST 5,

HRBETIZED 7 304 FREARESLEDS L0 FRIC
DWTIE, ENSOTEE. & ITBERE» S ZROMVED
FEZIT TS, ZHUEETHIRE LTOERZT T <HM
HHIMRIIAS HOS TS ETLEHE L TIRBIZ» b D
NEMEL B IR TH 2720 THA 5, KOBBHTILYNA
v —IEEEE LT I a4 FWENC Y 2 A O BT A R
DN ETITDIT0 5, ZORRBIZH 72> TOERRELY -
D—DONETLEHYELTDAPP F 7V AV 2=y YT ZXT
b, WERD EREHST20NA T v Fv o 2L ORETHE
REN T2 7= WHH T HRBET AR —ITE->TE T
NE TOMEAFEICODhDIORMRITER AFE AT 52 L
2% %,

KI5 bk & 3 1 B8Rt &2 A& b7z AD V)
27 BIETHRIIBAKRE OISR EBHEP T AP TTHS
NTW3, ZhIZE b o FI D1 5HEMMEHEL WY X 28z
TAEE S TRV, KWEELREHE LT, SISO It
EFEOREEROBGOKRE &, HIRKZIOb N F &, HEE
DEDDA BB oND, ETALYIAEHVS LTINS
ORIEN XU E NS, RAVITI BTNy A& HOE
EZFHERIIMHANICR TEIZL AL R WIRIE TS 5,

HAANERNZR L L7z SORL]1 OBEMIZII DWW THE L WS H
EHE L7z, HRAD SORLLIZEL Tid. FiBKFRBFIETE K
FREL 2 BEIENT AT DT %, RORATE W< D& OBHERTY
BEZEDONTEDFEHESGVEIZTEINTH S, K4 3HY
FEFCRE O DHA & SORL1 OfAFBL XL, 73Ia4 F
FREEDOBIfRE TSI L TW5, DHAIZODWTIE 7L YA
7 —WEF IS L 2 DORBUE L BIREBSR A KETHbN T 5

<ERTELP-o7Zl. PRIIOWE. Z0BHL>
SURREGINE I K & Md 72, FIRRE L TrhboTnN g
BEPSDOWMNIZZ DO TRVIERTH S zh, FIREEFE
R N b DIEE D L 2 o 7z, & <AL 28 B T T
IZEATWR5E. AESE LN DHERIIKER, 5 720 KW
be % & SRR DRI A D 78 < 28 o> TV BRI T, KEAAHH
BLTWBRELNTH DI L. EiERALGHIZE > T
F5E Y E TRIZBIG L RMIZH 2D L) DB REEHHETH
%, BUBIET 22 SR, TIE D 2 BRFEM L & A 2K

HWZERBL 2O 3 FRIZNER MM G5 2N TEZ, L
LA, BERICIARA T 5= 2 Tld s,

WL O OBEEIE IR o Nz d OO, FEFMED RS TEW
E VIR T ORE £ TITIEE > T, BIED RIS T
Hh2MA B LV, BEOT Fu—FH4 X 510ED T EIER
IZETE ORI 22 KR T ERE L TOL BB D 5,

<AH%OHUE. EUE>

S FIEFIN RIS DO TE SIS X B A B LT
o WY ) LSBT HA Y TR TETH B,

VU AR FIZ OV TR, BIRTRBIES S AD BIE i
BIZTE2BHERL T, BB 7 L 4 (Illumina MouseRef-8
Expression BeadChip) IZ& 2f##i %935, mRNA OFERIC
SNP 7 L 4 (Illumina low density linkage array), X #:Ka 327 A
fEHT (LC/MS Orbitrap) &#llA B bHH & 5 IZEHED @ S
27 ¥ - S29x14) 28G5, RESN/ S 2y A4d
7 IaA4 MIREOER S — 7y MThD D b, 500
BoNANEBEETIZOVTE MKICH T3 RBL. by /A4
1246517 % SNP I2DW T AD & HaRE % ik 3 5,

INETH SN AD BHEBHHEIZ FI2 DWW T, MRERIT. &
R L & OBIROfEMT &2 5 E hi & 47> T <,

FFRO B A T — 2 — LBIR T 2T OBEMI IS D0 TE IR
LT BBIATOHIHZIATFTHIEHEIT > T <,

WHHZ I TIE 60000 ARAED GWAS 238 E) R RH]CefT
Thbd, PIEEIRTNMEZINE IR A AP 57 DONRRTT
RBEVHIFEICHEDIE, BOREPOLIZIhETERL ERED
HEA 2 2 KRR FEIT SN TE R, LrLEAb0nE
7212 ApoE DS D2 4 BB A TR FE S Tnen, END
WigE) v —ZDBREN T BHELR#ML. £-RE57 o —
FHEOHMARDOHEN & S HAFRIEO R A L U 2B & 5%
Bl TS, FRBEFIIROKICH S5, IREOWRTHI=E
ATAHD, BETHRITOATHRONMERED S, HALADLS I
LT 70 — F RLBEREMRNT IS I D W 72 K5 R D 5 23 BARI 2 G5
THEORFIZ O AN R TNEEZ B,

S FEREGI D AT IR KRB IR, Wat K BE T 5 h
T3, WL OLDBAITIR S 55 T3 2, iERLERE G
B27-DICI35%EMITE T AUEERRT 52 Z 08Kk 6 h
%o

<WIEMIMO LB ALY X b >

1 0901131613
Decrease of dynamin 2 levels in late-onset Alzheimer's
disease alters Abeta metabolism.Kamagata E, Kudo T,
Kimura R, Tanimukai H, Morihara T, Sadik MG, Kamino
K, Takeda M. Biochem Biophys Res Commun Jan 3. 2009

2 0901131645
Prevalence of Dementia in the Rural Island Town of Ama-
cho, Japan. Wada-Isoe K , Uemura Y, Suto Y, Doi K,
Imamura K, Hayashi A, Kitayama M, Watanabe Y, Adachi
Y Nakashima K Neuroepidemiology. 32(2):101-106 2009

3 0912041620
Genetic association analysis between TDP-43
polymorphisms and Alzheimer's disease in a Japanese
population. Shibata N, Ohnuma T, Baba H, Arai H.
Dement Geriatr Cogn Disord. 28(4):325-9 2009

4 0912041625

No genetic association between polymorphisms of heme



10

11

12

13

14

15

oxygenase 1 and 2 and Alz heimer's disease in a Japanese
Shibata N, Ohnuma T, Baba H, Arai H.
27(3):273-7 2009

population.
Dement Geriatr Cogn Disord.
0912041835

Differential interaction and aggregation of 3-repeat and
4-repeat tau isoforms with 14-3-3zeta protein.  Sadik G,
Tanaka T., Kato K, Yanagi K, Kudo T, Takeda M
Commun 22;383(1):37-41,2009.

0912041839

Involvement of puromycine-sensitive aminopeptidase in
proteolysis of tau protein in cultured cells, and attenuated
proteolysis of FTDP-17 mutant tau. Yanagi K, Tanaka
T, Kato K, Sadik G,, Morihara T, Kudo T, Takeda M
Psycogeriatrics in press 2009

0912041842

Novel therapeutic strategies for neurodegenerative
Tanimukai H, Kudo T, Tanaka T, Grundke-Igbal
I, Igbal K, Takeda M. Psychogeriatrics. 9:103-109 2009
0912071033

Prevention of psychiatric illness in the elderly I -Path to
Tanaka T, Kazui H, Sadik G,
Tanimukai H, Tagami S, Morihara T, Okochi M, Kudo K,
Takeda M. Psychogeriatrics in press 2009

0912071130

Endogenous catecholamine enhances the dysfunction of

disease.

Prevention of Dementia

unfolded protein response and alpha-synuclein
oligomerization in PC12 cells overexpressing human alpha-
synuclein.Ito S, Nakaso K, Imamura K, Takeshima T,
Nakashima K Neurosci Res. in press 2009

0912071040

Validation of the Parkinson's disease sleep scale in
Japanese patients: a comparison study using the Pittsburgh
Sleep Quality Index, the Epworth Sleepiness Scale and
Polysomnography. Uemura Y, Nomura T, Inoue Y,
Yamawaki M, Yasui K, Nakashima K J Neurol Sci. Dec
15;287(1-2):36-40 2009

0912071043

Long-term prognosis of patients with large subcortical
infarctions.Suto Y, Nakayasu H, Maeda M, Kusumi M,
Kowa H, Awaki E, Saito J, Nakashima K. ur Neurol.
62(5):304-10 2009

0912071046

Aassessment of dementia in patients with multiple system
atrophy Kitayama M, Wada-Isoe K, Irizawa Y, Nakashima
K. Eur J Neurol. May;16(5):589-94 2009

0912071048

Changes in prevalence and incidence of Parkinson's disease
in Japan during a quarter of a century. Yamawaki M,
Kusumi M, Kowa H, Nakashima K. Neuroepidemiology.
32(4):263-9 2009

91207111

Neuropsychological profile of dementia with Lewy bodies,
Haruhiko Oda,Yasuji Yamamoto,and Kiyoshi Maeda
PSYCHOGERIATRICS 85-90 2009

0901131447

Phosphorylation of tau at Ser214 mediates its interaction

with 14-3-3 protein: implications for the mechanism of tau

16

17

18

19

20

21

22

23

24

25

26

aggregation. Sadik G, Tanaka T, Kato K, Yamamori H,
Nessa BN, Morihara T, Takeda M.
108(1):33-43 2009

0912071119

Association Study of RGS2 Gene Polymorphisms with

J Neurochem

Panic Disorder in Japanese. Mouri K,Hishimoto A,
Fukutake M, Shirakawa O, Nishiguchi N, Maeda K. Kobe
Journal of Medical Sciences in press 2009

0912071116

TPH2 is not a susceptibility gene for suicide in Japanese
population. Mouri K,* *_Hishimoto A,_ Fukutake M,
Shiroiwa K, Asano M, Nagasaki Y, Ueno Y, Shirakawa O,
Nishiguchi N, Maeda K. Prog Neuropsychopharmacol Biol
Psychiatry/. 33(8), 1546-1550 2009

0901131620

Analysis of DNA variations in promoter region of HCNP
gene with Alzheimer's disease. Okita K, Matsukawa N,
Maki M, Nakazawa H, Katada E, Hattori M, Akatsu H,
Borlongan CV, Ojika K. Biochem Biophys Res Commun.
Dec 25 2008

0811121416

Association between quality of life of demented patients
and professional knowledge of care workers. Kazui H,
Harada K, Eguchi YS, Tokunaga H, Endo H, Takeda M. J
Geriatr Psychiatry Neurol Mar;21(1):72-8 2008
0912071052

Hemispatial visual defect in Alzheimer’s disease. Oda H,
Ohkawa S, Maeda K NEUROCASE 14(2):141-146 2008
0912071108

The neuropsychological profile in dementia with Lewy
H Oda, Y Yamamoto, K
Maeda Int J Geriaty Psychiatry 23:1-7 2008
0801231123

A molecular chaperone inducer protects neurons from ER
stress. Kudo T, Kanemoto S, Hara H, Morimoto N,
Morihara T, Kimura R, Tabira T, Imaizumi K, Takeda M.
Cell Death Differ. Feb;15(2):364-75 2008

0801231550

Dynamin 2 gene is a novel susceptibility gene for late-

bodies and Alzheimer’s deisease,

onset Alzheimer disease in non-APOE-¢4 carriers
Aidaralieva N ,Kamino K ,Kimura R ,Yamamoto M
,Morihara T ,Kazui H , Hashimoto R , Tanaka T , Kudo T
JKida T et al J Hum Genet 53(4):296-302 2008
0901131318

Sugar chains of cerebrospinal fluid transferrin as a new
biological marker of Alzheimer's disease. Taniguchi, M.,
Okayama, Y., Hashimoto, Y., Kitaura, M., Jimbo, D.,
Wakutani, Y., Wada-Isoe, K., Nakashima, K., Akatsu, H.,
Furukawa, K., Arai, H., and Urakami, K.Dement Geriatr
Cogn Disord. 26(2):117-22 2008

0901131332

A functional polymorphism of the g -opioid receptor gene
is associated with completed suicides Akitoyo Hishimoto,
Huxing Cui, Kentarou Mouri, Hideyuki Nushida, Yasuhiro
Ueno, Kiyoshi Maeda, Osamu Shirakawa J Neural
Transmission 115:531-536 2008

0901131338



27

28

29

30

31

32

33

34

35

Association of RGS2 Gene Polymorphisms with Suicide
and Increased RGS2 Immunoreactivity in the Postmortem
Brain of Suicide Victims Huxing Cui, Naoki Nishiguchi,
Elene Ivleva, Masaya Yanagi, Masaaki Fukutake, H
Nushida, Y Ueno, Noboru Kitamura, Kiyoshi Maeda, Osamu
Shirakawa Neuropsychopharmacology 33(7):1537-1544
2008
0901131402
Expression of Kruppel-like factor 5 gene in human brain
and association of the gene with the susceptibility to
schizophrenia. Masaya Yanagi, Takeshi Hashimoto,
Noboru Kitamura, Masaaki Fukutake, Osamu Komure,
Naoki Nishiguchi, Toshio Kawamata, Kiyoshi Maeda,
Osamu Shirakawa Schizophr Res, 100:291-301 2008
0901131416
Association of alpha2A-adrenergic receptor gene
polymorphism with susceptibility to suicide in Japanese
females. Fukutake M, Hishimoto A, Nishiguchi N,
Nushida H, Ueno Y, Shirakawa O, Maeda K.Prog
Neuropsychopharmacol Biol Psychiatry. 1;32(6):1428-33
2008
0901131441
Event-related synchronization of alpha activity in early
Alzheimer's disease and mild cognitive impairment: an
MEG study combining beamformer and group comparison.
Kurimoto R, Ishii R, Canuet L, Ikezawa K, Azechi M,
Iwase M, Yoshida T, Kazui H, Yoshimine T, Takeda M.
Neurosci Lett. 3;443(2):86-9 2008
0801231112 Regulation of Notch signaling by dynamic
changes in the precision of S3 cleavage of Notch-1
Tagami S, Okochi M, Yanagida K, Ikuta A, Fukumori A,
Matsumoto N, Ishizuka-Katsura Y, Nakayama T, Itoh N,
Jiang J et al Mol Cell Biol Jan;28(1):165-76 2008
0801221731
Association of visual hallucinations with reduction of
MIBG cardiac uptake in Parkinson's disease. Kitayama
M, Wada-Isoe K, Irizawa Y, Nakashima K. J Neurol Sci
Jan 15;264(1-2):22-6 2008
901131512
Validation of grading scale for evaluating symptoms of
idiopathic normal-pressure hydrocephalus. Kubo Y,
Kazui H, Yoshida T, Kito Y, Kimura N, Tokunaga H, Ogino
A, Miyake H, Ishikawa M, Takeda M. Dement Geriatr
Cogn Disord 25(1):37-45 2008
0901131519
Curcumin structure-function, bioavailability, and efficacy
in models of neuroinflammation and Alzheimer's disease.
Begum AN, Jones MR, Lim GP, Morihara T, Kim P, Heath
DD, Rock CL, Pruitt MA, Yang F, Hudspeth B, Hu S,
Faull KF, Teter B, Cole GM, Frautschy SA. J Pharmacol
Exp Ther 326(1):196-208 2008
0901131534
Possible association between SORL1 and Alzheimer
disease? Reanalysing the data of Shibata et al. Lee JH,
Shibata N, Cheng R, Mayeux R. Dement Geriatr Cogn
Disord. 26(5):482 2008
0901131547

36

37

38

39

40

41

42

43

44

Genetic association between SORL1 polymorphisms and
Alzheimer's disease in a Japanese population. Shibata N,
Ohnuma T, Baba H, Higashi S, Nishioka K, Arai H.
Dement Geriatr Cogn Disord 26(2):161-4 2008
0811121422
Processes of beta-amyloid and intracellular cytoplasmic
domain generation by presenilin/gamma-secretase. Tagami
S, Okochi M, Fukumori A, Jiang J, Yanagida K, Nakayama
T, Morihara T, Tanaka T, Kudo T, Takeda M.
Neurodegener Dis 5(3-4):160-2 2008
0701202132
Identification of homozygous deletions of the tumor
suppression gene FAT in oral cancer using CGH-array
Nakaya, K., Yamagata, HD., Arita, N., Nakashiro, K-I,,
Nose, M., Miki, T., Hamakawa, H. Oncogene. Aug
9;26(36):5300-8 2007
0801221642
The DYRKIA gene, encoded in chromosome 21 Down
syndrome critical region, bridges between beta-amyloid
production and tau phosphorylation in Alzheimer disease.
Kimura R, Kamino K, Yamamoto M, Nuripa A, Kida T,
Kazui H, Hashimoto R, Tanaka T, Kudo T, Yamagata H, et
al Hum Mol Genet. Jan 1;16(1):15-23 2007
0801221651
Clinical evaluation of Parkinson's disease dementia:
association with aging and visual hallucination. Kitayama
M, Wada-Isoe K, Nakaso K, Irizawa Y, Nakashima K.
Acta Neurol Scand. 116(3):190-5 2007
0801221654
The Tottori (D7N) and English (H6R) familial Alzheimer
disease mutations accelerate Abeta fibril formation without
increasing protofibril formation. Hori Y, Hashimoto T,
Wakutani Y, Urakami K, Nakashima K, Condron MM,
Tsubuki S, Saido TC, Teplow DB, Iwatsubo T J Biol
Chem. 282(7):4916-23 2007
0801221700
Reduced Neuron-Specific Expression of the TAF1 Gene Is
Associated with X-Linked Dystonia-Parkinsonism.
Makino S, Kaji R, Ando S, Tomizawa M, Yasuno K, Goto
S, Matsumoto S, Tabuena MD, Maranon E, Dantes M et
al Am J Hum Genet. Mar;80(3):393-406 2007
0801221704
Expression of alpha-synuclein, a presynaptic protein
implicated in Parkinson's disease, in erythropoietic lineage.
Nakai M, Fujita M, Waragai M, Sugama S, Wei J,
Akatsu H,Ohtaka-Maruyama C, Okado H, Hashimoto M.
Biochem Biophys Res Commun. 22;358(1):104-10 2007
0801221710
Genetic association between Notch4 polymorphisms and
Alzheimer's disease in the Japanese population.Shibata N,
Ohnuma T, Higashi S, Higashi M, Usui C, Ohkubo T,
Watanabe T, Kawashima R, Kitajima A, Ueki A et al J
Gerontol A Biol Sci Med Sci.62(4):350-1 2007
0801221715
nepezil in the treatment of musical hallucinations. Ukai
S, Yamamoto M, Tanaka M, Shinosaki K, Takeda M.
Psychiatry Clin Neurosci 61(2):190-2 2007



45

46

47

48

49

50

51

52

53

54

0801221718

Diagnostic markers for diagnosing dementia with Lewy
bodies: CSF and MIBG cardiac scintigraphy study.
Wada-Isoe K*, Kitayama M, Nakaso K, Nakashima K. J
Neurol Sci. 260(1-2):33-7 2007

0801221725

Serum proteomic profiling of dementia with Lewy bodies:
diagnostic potential of SELDI-TOF MS analysis. Wada-
Isoe K, Michio K, Imamura K, Nakaso K, Kusumi M, Kowa
H, Nakashima K. J Neural Transm. Dec;114(12):1579-83
2007

0801231115

Peripheral ethanolamine plasmalogen deficiency: a logical
causative factor in Alzheimer's disease and dementia.
Goodenowe DB, Cook LL, Liu J, Lu Y, Jayasinghe DA,
Ahiahonu PW, Heath D, Yamazaki Y, Flax J, Krenitsky
KF et al J Lipid Res Nov;48(11):2485-98 2007
0801231121

Omega-3 fatty acid docosahexaenoic acid increases
SorLA/LLR11, a sorting protein with reduced expression in
sporadic Alzheimer's disease (AD): relevance to AD
prevention. Ma QL, Teter B, Ubeda OJ, Morihara T,
Dhoot D, Nyby MD, Tuck ML, Frautschy SA, Cole GM.
Neurosci Dec 26;27(52):14299-307 2007

0701202114

A novel alternative splice variant of nicastrin and its
implication in Alzheimer diseaseMitsuda, N., Yamagata,
HD., Zhong, W., Akatsu, H., Uekawa, N., Kamino, K.,
Taguchi, K., Yamamoto, T., Maruyama, M., Kosaka, K.,et
al. Life Sciences 78 (21), 2444-2448 2006

0701171944

Albumin gene encoding FFA and beta amyloid transporter
is a risk gene for Alzheimer disease. Kimura, R., Kamino,
K., Yamamoto, M., Akatsu, H., Uema, T., Kobayashi, T.,
Hattori, H., Nuripa, A., Nessa, B., Kudo, T., et al.
Psyichiat Clin Neurosci 60, S34-S39 2006

0701202126

Variation in the BDNF gene in autopsy-confirmed
Alzheimer's disease and dementia with Lewy bodies in
Japan Akatsu, H., Yamagata, HD., Kawamata, J.,
Kamino, K., Takeda, M., Yamamoto, T., Miki, T., Tooyama,
I., Shimohama, S., Kosaka, K. Dement Geriatr Cogn
Disord 22(3), 216-222 2006

0701172051

Toll-like receptor 3 mediated hyperphosphorylation of tau
in human SH-SY5Y neuroblastoma cells Nessa, B.N.,
Tanaka, T., Kamino, K., Sadik, G., Ansar, A.B., Kimura,
R., Tanii, H., Okochi, M., Morihara, T., Tagami, S., et al.
Psyichiat Clin Neurosci 60, S27-S33 2006

0701172023

Presenilin-dependent gamma-secretase on plasma
membrane and endosomes is functionally distinct. Fukumori
A, Okochi M, Tagami S, Jiang J, Itoh N, Nakayama T,
Yanagida K,Ishizuka-Katsura Y,Morihara T, Kamino, K et
al. Biochemistry 45(15), 4907-4914 2006

0608060014

Neurobiological studies of dementia--biological markers

55

56

57

58

59

60

61

62

63

64

and neuroprotective strategies for Alzheimer disease.
Tanaka T, Isoe-Wada K, Yamamori H, Kato K, Nessa BN,
Sadik GM, Takeda M. Acta Neurol Taiwan 15(1): 68-71
2006

601310119

The heterogeneity and natural history of mild cognitive
impairment.Frisoni GB, Geroldi C, Binetti G, Zanetti O.
Jan;62(1):163 2005

601310144

Evaluation of a computerized test system to screen for
mild cognitive impairment . Inoue M,Nakashima K et al .
psychogeriatrics 5:36-41 2005

601310201

Alpha-synuclein-positive structures induced in leupeptin-
infused rats. Nakajima T, Takauchi S, Ohara K, Kokai M,
Nishii R, Maeda S, Takanaga A, Tanaka T, Takeda M,
Seki M, Morita Y.Brain Res. Apr 8;1040(1-2):73-80. 2005
601310205

Lib, transcriptionally induced in senile plaque-associated
astrocytes, promotes glial migration through extracellular
matrix. Satoh K, Hata M, Shimizu T, Yokota H, Akatsu
H, Yamamoto T, Kosaka K, Yamada T.Biochem Biophys
Res Commun. Sep 23;335(2):631-6 2005

601310210

Genetic association between matrix metalloproteinase
MMP-9 and MMP-3 polymorphisms and Japanese sporadic
Alzheimer's disease. Shibata N, Ohnuma T, Higashi S,
Usui C, Ohkubo T, Kitajima A, Ueki A, Nagao M, Arai H.
Neurobiol Aging. 26(7):1011-4 2005

601310151

Brain-derived neurotrophic factor gene polymorphisms and
Alzheimer's disease.Matsushita S, Arai H, Matsui T,
Yuzuriha T, Urakami K, Masaki T, Higuchi S. J Neural
Transm. May;112(5):703-11 2005

601310144

Association of the insertion/deletion polymorphism of the
angiotensin I-converting enzyme gene in patients of
migraine with aura. Kowa H, Fusayasu E, Ijiri T, Ishizaki
K, Yasui K, Nakaso K, Kusumi M, Takeshima T,
Nakashima K. Neurosci Lett. Feb 10;374(2):129-31 2005
0601310128

Clinical diagnosis of MM2-type sporadic Creutzfeldt-Jakob
disease.Hamaguchi T, Kitamoto T, Sato T, Mizusawa H,
Nakamura Y, Noguchi M, Furukawa Y, Ishida C, Kuji I,
Mitani K, Murayama S, Kohriyama T, Katayama S,
Yamashita M, Yamamoto T, Udaka F, Kawakami A, Thara
Y, Nishinaka T, Kuroda S, Suzuki N, Shiga Y, Arai H,
Maruyama M, Yamada M. Neurology. Feb 22;64(4):643-8
2005

0601310132

Risk of falls in Alzheimer's disease: a prospective study.
Horikawa E, Matsui T, Arai H, Seki T, Iwasaki K, Sasaki
H. Intern Med. Jul;44(7):717-21 2005

0601310215

Identification of hippocampus-related candidate genes for
Alzheimer's disease.Taguchi K, Yamagata H, Zhong W,
Kamino K, Akatsu H, Hata R, Yamamoto T, Kosaka K,



65

66

67

68

69

Takeda M, Kondo I, Miki T. Ann Neurol 57(4):585-8
2005

0601302352

Promoter polymorphism in fibroblast growth factor 1 gene
increases risk of definite Alzheimer's disease. Yamagata H,
Chen Y, Akatsu H, Kamino K, Ito J, Yokoyama S,
Yamamoto T, Kosaka K, Miki T, Kondo I. Biochem
Biophys Res Commun 321: 320-3 2004

0601310007

C677T polymorphism of methylenetetrahydrofolate
reductase gene affects plasma homocysteine level and is a
genetic factor of late-onset Alzheimer's disease.Kida T,
Kamino K, Yamamoto M, Kanayama D, Tanaka T, kudo T,
Takeda M.\PSYCHOGERIATRICS 4: 4-10 2004
0601310012

TAFI polymorphisms at amino acids 147 and 325 are not
risk factors for cerebral infarction.Akatsu H, Yamagata H,
Chen Y, Miki T, Kamino K, Takeda M, Campbell W, Kondo
I, Kosaka K, Yamamoto T, Okada H. British J
Haematology 127: 440-447 2004

0601310022

Pathological entity of dementia with Lewy bodies and its
differentiation from Alzheimer's disease. Marui W, Iseki
E, Kato M, Akatsu H, Kosaka K. Acta Neuropathol.
108(2):121-8 2004

0601310030

Increased incidence of dementia with Lewy bodies in
patients carrying the ed-allele of apolipoprotein E.Akatsu
H, Kamino K, Yamagata H, Isojima D, Kondo I, Yamamoto
T, Kida T, Takeda M, Miki T, Kosaka K.
PSYCHOGERIATRICS 4: 23-32 2004



