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MCL 12% Tdhotz, 3V 27 5 —VPIHEHRME AT 1. 2% FREMEREMERRE & BB Co bl TId. BB
2% 1 4F T MMSE, HDS-R & & IZH BAIZRRAMEEEAME T L7z, MMSE, TYM-] FAZIE H TOLE T, 1 F% 12 MMSE
TS L EE, BT, TYM-] CIEAE CRAR S o7,

[%%52)] WIZ2HERCRARSEE DN LRI - TR Y . FORE TITERAEIZIZTE > TRV, 2L TH. 32
JE~HERT 5 AEEMEIC DWW T, BEICOE 2RIBBENLETH LN, %2 1 FHORBIEREOELT, 5
FRE, BAE~OHEREZTHRTE 00 LR,

S82 BERMBAEETECHTSAENERTOS S LIS
AN - STRNOLL

OMPESR ' bbb Hhzeee’, HhTF 5 X e,

AW, RARERT. REHE°

1. mR R AR AR ER TS, 2. BEGRZEREZENIIER, 3. BRIk,
4. JERITREREERIRER, 5. AAERRZETERMEE, 6. WEI A EY - 7=y 7,
7. W ERRO AR RS, 8. AL B R A SH

[BAY] BERMEEER T E~OQUFEN/EB A L D, RBAERE - BITIEI~ORIFE L. FRAEHE L H1THE
T OZEOBEELRET 5,

[F¥:] A T CRAMEREIR T TRASFEIC SN U7 MU 7E (R Sk 37 44 (ERJAEHED 73.83. 9%, B 74 - Lotk
3044) b BRI FRENTINE A B0 AN T BFERIERY 7 1 7T A EAT o 7o, A ARI# C Japanese version of Montreal
Cognitive Assessment (MoCA-]). #8277, MEfifEERH /1. Timed up and go test(TUG). 5 [EIfFTF3eH BT A b

(CST). HMISZALAERT, o — FRTFBINER 74— Way MW-1000, 7 =) & F\ 7z ERESE 0T &
TR (NW) OATEME A F20E L7, MoCA-J 73 26 SLL LoD 14 4 AR H . 26 SRMD 2342 MCL FH& L, 4%
KR DI AT DOEALE T L, MoCA-] & BTEEM D22 (b s o> B A it L7z,

[F53] E2MBITBNT, TUG, CST, FHREGTOBTHEL r—F A, DIW DA RT A4 K, AL—FK -/
—FT VR« ANTA RO ZEREFUHERNAEICEEE L TV e, MCL 3 TITEBIERRIZN X MoCA-] A EIZH
FL TV, BIESART, BAMRELE L. DIW R T4 REBMREOSE, NW AN « HITAEERES AR
B L CUhi,

[Z22] ZREnHIIL 2 B AR T- ALFG O TEBN A A DS B SR AN BE RE R ~ D) - FRAERE LISV RN H D Z L avRig
SNz, S HICRARSRELGEICEVBRANELT 5 2 & BTRO “EETWHER BN SE T2 2 L 0VRIR S,

N
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S8-3 BEFMEEZERLIUBRHATILYNAIT—BBIEIZHS TS
FEIRRE L 1TE) - DIRSEIR (BPSD) & DREEE

ORMEE ARRE A8 el iR b SPar L g

I ESLRFEFEMNIEE 2 — 2. A EBRFRELE B RIFFEE
3. AIFBERFRFEE AW ATE AR

[ 5 ERAE I do W TRl L 2R RE & OB 2 THE STV 528, BPSD & OREIZRATH 5,
AWFGED BH9IE, BERMEE MCI) BLOREH T VYo <~ —RIZBEERE (AD) 1281 DR IE L BPSD
LOREAA ST HZETH D,

[FIE) RITENL EHFERPFIE V4 — b OISRk E =7 Lo MCT - ] AD B 590 4 Th D (77.4 =
5.7 %), BPSD /X Dementia Behavior Disturbance Scale (DBD), Z#JIKHEIZ Mini Nutritional Assessment—Short
Form (MNA-SF), % Dfth, FR%0KEREIZMMSE, BADL (X Barthel Index, TADL}Z Lawton Index, &#AKi%Vitality Index,
PO DIRABIL DS ZHWTEMI L, ARIE, OHEHRE, IEWARE, MURRIRI &2 8 ~7-, SCEHRHTIZ DBD FAIEE & 3
A 7%, Promax [BIHRIZ X DI 21T 72, k5HE % MNA-SF OFFSIC L0 568 BAF#E 247 4 (MNA-SF:14-12
R, RERERE 343 4 (11-0 &) (2, WEEEOZE% Kruskal-Wallis JECTHRET L2, S BRI CIXRAZL
BUZRFINEE, HAUZEC DBD R F45 48, S Z OMBHAEHEE 2 %A LBt 217 - 72,

(RS R IR T7-0#r OFER, DBD 16 K7 (FFEMBUERM:/JEERMBH], 1TEIBCERNE, 1TEIRE, RIBEE/ &R,
2 MROBINEHD) (SIS, RERBRECBW TS BB/ EEIBHE (-0.17 £ 0.74 vs. 0.13 =
1.00, p < 0.001) &aofEmEd/ M7 (-0.22 = 0.84 vs. 0.16 = 0.89, p < 0.001) DHEECEMEZTL, £
EEATIZI N T O HERBEEL R LT,

[Z22IMCI, FHIAD X 0 SRR OIEE D BPSD & BIi§~ 2 WREMEAS R 41, S %AW 24TV, [KIERBIMR
ZAONCTHMERNH D,

S58-4 EHEEIZBLTIENIL=—F ABDETIFEREEEEETICREET 5

OKIATEA /NRO & B, MEEIFFRL, FRIRE —
BMRFELE ElEs

(5] I =F VIFFRICEBN TRV X —OFEAICEED Y | FRIEEICNADT I JBEWEThD, Zh
FTHN=F AT & 0 B AECAEIEHRE 2 M LS5 LW O RFHIFTOR TV D3, BRIV =F i
JE L BREIRERE & OENE AR L BT — 2132 LV, £ 2 TAHEL ERE IR TH L =F R L3R5
HERE & NEEET 2 0 & 2 RRET L=,

[5iE] BARKEFBE S ORNE > 7 —@feh O &g 198 4 (BPE83 &4/l 115 44, 81618 ZRGLL L
7oo WRJNFSHEEIX MMSE |2 CREAN L7z, 7oz ERHRIN A1 TWEER A 7 UV ZIRICCHNV =T VIREZHIE LT,
(#5551 MMSE 155 & QBB IR v =F o (r=0. 192, p<0.01), WEEEHD L =F > (FC) (r=0. 164, p<0.05),
TN HN=F 2 (AC) (r=0.170, p<0.05) E HERIEOHBEEZR L, —J7, BV =F O % X9 5 AC/FC
bb & MMSE £ L I3 B AR BEH 238D 2o T, An, MBI THEE L= ERUR /AT CH HAER & FERIC,
HN=F WEIN=F > T N=TF L WSE BE & NA S BEE DT,

F 72 MMSE 155 23,724 mRARABEEIR T O v hA Tl L L, Fin, MR THEL THLV=F Uil OfEEZ o
DRTF 4w ARSI TR L L 2 A, AL =F PR (umol/L) D3 K (OR) 1T H L =F >
(OR0. 96, p<0.05), WA /L= > (0R0. 97, p=0.05), 7 /L A)L=F > (0R0.85, p<0.01) TH-7=,

[B£] mlE BT IV =F AR TR A AR T I 5 WREE O R ST,
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S8-5 BEOMELFEIVMHAT7TIOLN FLIEME
HT 5BRMOER

OREFRF—, AT MR, R R RS R, /RS
RIFREE AT, Bk, SFILES ., AR, /T
L OBHBSERRE S AEMBEE, 2 BHRREMEFERT. 3. BRI,
4. Wt BERRAEAL, 5. BB AU BT AR AL

(L] BRI IE, EEAAEEERTHY ., DAEORMIEBERIL 460 FA L L, 4%, SHITHENTD5
LHEE SN TWD, Balt, BERMBDSEEEVE D RIEZMRHET D E OMENRH Y | ABFFE T, B X DHRIE L
FRFNE DOFIETBHZBE T 2 PR 2175 2 L2 BN E L,

[FiL] BREOEMAKEDD > LD, PRSI OB €7 L ¥ —BHETHEOMN b OEER L, HT A
L7t — kDD WVITNERICEA L TRED B VTS L, B Lz, BRI HIR LIS O
EEF ML > TRER LT, BBE2~ 7 22 L 2835 L0 FEERGRBRICHE L,

[(FE3] SHEOBEMAKERO > H, SV T, £E THRA R, NV il ERFOIIEEEZ R L, &
KM, TARA R, RXTU DR ERB-T LA —BIHEEEZ TR L, KO S BT, BkRFEE Bbii,
BEXMEAET I A B (AR) FEAET AL Tau U LT T AHINIC & 2 B BRICHE L7/ R, AR RE
AR Tau Y BRI Sz, BRBEE S%ECA L7o/fid, ~ 7 A0 3 » AfABERBRICEB N T, ABEAD
PR E R Lic, BKkE 40%EA Lo mEABRMEE R AR IE, b M HEERGRBRICI VT, B% e B2
S, BEIMT AL OB GINH S,

(B8] BXRBET v by T R aFEEE S, MBS L OSEOBEREDREZRTZ LD, BEMHEF L
AROBEBMPT I oA KBEIMEMHIL7-bDEHEIND A% AERLEMOBEREMET D & & HIT,
bt M EHERERIC L o THKOEAHEEEIZ OV THBRT 2 TETH 5,

S8-6 AT N BRAH SRR T AR ORI A T Bz R

OfFEMEd, AP, MEBF. RERI, MAEE,
AR, TG, BUEHES . BTSRRI UREREL

BIRRFRFE  BERER SBHNEIE

[%5] BAETEE S E DR EAEICBN T2 L b EHENTWAERD—STH S, ITERHFED
FIETH. Wb =K THHIZERNY THNTWD, RIS TIT i E TOIERENFIE CRREEREUCE O FTEEME
DHEINTNWDIA—TF 77 (AR BDEFITEH EN D ABUA T2 F W TE &G e U RARESEE
RO L7,

[ FiE] BB RPIwbe THEAT L7250 Ry 7 OBH D 5 HLAEICEE L=HF e tag L Lz, UTnk>
(IR SR O B B 2 MBS L. 77 AR B EMEEGERBR 21T - 72,

1) RERECEL : 6mg D AUR % & o Syt okt

2) XtHREICKEE 1 0. Img D AUR %5 do B iHaCk

WERFE TR O 6 7 AMWT N OEEE H T Lz, FRAERRICEI L TIE MCT screen (BERAEH:I L
=)IZEENSD [CERAD /X 5 U — 10 word recall] Zf\V ., 3EIOEEHA T NI H W=,

[F553] 82 &4 (CE¥FHn 71+ 9 %) MNRBRAZZET L. 7 — M Sivic, SUBRECEHE (41 44) . <HREEHEE (41
£) & HICRBRHIFICH O 2R RAERIZR O e o 1o, ifEE bICRBRAIGR CHERA 27T O LRI eho7 R
BRECEIEE - BIfE 19.2 = 4.2, f&fE 19.9 + 3.8, XIHAHCEMEE : AifE 19.5 = 3.4, $&fE 18.9 = 3.4), L»
L7273 BT TOZL R A2 BER L3 2 & SRBRECEHE & STRRECRIEE CIE A B e =B bivjz (6.3% 18. 9%,
-2.4 £ 14.8%, p<0.05), HFEAHKER 1% MIE L 7= L BT OFE R T REECE S FRAEERR IZ N L 7 8 %
B ZTWBHZ ERHLMNI -T2,

[(B22] AR %% < E&Toi IR O SRR ICFRAMSREIR T2 PRI 2 e’ & 5 2 E LMo T2, 5% %
FERMIZE N D AR OFBAE TR 2 BEERZRMNTHIMLERD D LEX LN,
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S9-1 SERZFHEO IO 4 —ILRAENLH D
SHEXEOLEN

PP
HARERRZER OE B < HOABAEH T 2 —

HliFER 2 WX T D PO ET, SlEICLDNFPEIML TN D, 20 20 FTHRES W HBEITR L5
2720 . FBFICE S-S E b M L Q0 d, 20T 20 A5 40 AN ORZEE I, ZHELLA
HPLTVDD LK TH 5, EIZIE ORINITEREEIC I LZBRTH 5 L 9 7208, DS EOZH
%é%ﬁﬁ@é;#%@m#ikmLTW5o:@kﬂ ED LD RRENEA T D OPERGT S Z L%
BAEREREE - RAVEEIRIZ E > CHUIFERT —~ThH D L Bbh b,

L, :@ﬁ%@ﬁ@%ﬁ%fm#xﬁﬁmﬁ%% EfRA (MMSE) Ll m 7 ¢ — VA ZIT> T 5,
Z OREFITEIZINE OHRICREMEREIR TARD 5D — A H D 2 & REE L BB T 2ZMENND Z L,

NEOBHNOIRIZES>TLEI ANLBRND I LERLTWD, SRIOEE TIEINE TOFERHRELRE
Té:k%ﬁbfmﬂr®%% B - 77 0D FIZHONWTHE LIzuy,

S9-2 HBICHE TS EEmED RRITE]
~HEEEXEE A —~ADA VA Ea—REN L~

JIvE A

Elzigl:ﬁ{‘j(%ﬁ}@éd *’rﬁmwfﬂf?/?—

BB, Hol&E, M TA, DT ELWVWE, HUKTE S TREEIC X 2ROk RIS 2 TREEAITA
DATAERI L 7o o T D, EBATHIT, (TTAENE —BRNICHCOFCKRFTERZBMNE L, #RE L ThHITRR
BB AR ISED L, EIFFOTA] (FHD 1999) 2 EEERINTEY, R&A 52 2BROGES
RO EBHIC R & 7 ﬁénéﬁ%%hf RPITERCEO X B EZETLERA G HH LB D N, 174
DOFME EZ 9 LIEBITIIBRGIZORN DI N EEZEZ BN D,
KvyﬁyﬁbﬂizﬁLt%%%@%%ﬁ%ﬁ@bfﬁﬁﬁzﬂE%9%W@%ﬁ@%%ﬂ%Kﬁot%y
AU a—iRlEEZRET D, TANETIL, AiG0HEEO RNk XE R TIT AR, MBI 57075
X0 LD AR E % b OIT AR, BIHICREZREREZ W 21TAR A SN, T80 SRk
RO E BN DN D EHINLZ N DD, FDIFEALIIRZZ ThoT-, HIRHBEAHER N3 %
<, ENEREOHFLELFFALH LD, B - NP —ERA~OORNRLRINFELY Lo,
NIRRT A — txﬁﬁ%aiéé%mmgn\Eﬂ%ﬁﬂk%%méb<\%%%%%ﬁﬁf%oto%
MR TES T RN L, N LTRIIZH D Z ER I DB 2T, FHISITER - (REgpEoms

Bz 22 < OMBIAEE G- L T e A3, f_ﬁﬁbﬁmgﬁﬁ%bfmé$ﬁi%<i&ﬂoto%@F%
s EHE S IR S 2 40 2 0A B B L% L TW B FEEERIA S L Ae o 72, Y BIIATRE O M &2 35 L,
KRBT 2 D T PHRSRIT DN TE 2720,
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S9-3 HIZEBEDILIEH b SnE ORI ZHITHD
REEAISEEZD

PP
FINKE B2

EltE S 2 2 A FIEEENEICR T, Al OFERNIT A, LRITHICONT, S S EATREICH R
LTW3, £7. FIBFTNTOZHEOEELNMBOMRETH 5, mlzfE OB ELBICOWNTIE, ~—F
HbEDT, ERMRRELAMNELINTNDIOTHD, bbb, FBINIHEZHITT 25 THY . HIEDN
& D WVITRAEFANERIIEIRA R H O | —F CEOEFREE TORBIZHE TIX2V, Eio, FEREEOR
HREZ BT HZHEICE > Tk, WBOEERMETH D ATERHOKR L2 5O DB IEEICHEF T2 e L
W2 EL BN, BENTHBIELICHEFT L0 Z S BIRBEOR RN EAND Z EE2BWT 5, 2705 L.
AARICITRBEGEZEM & LRI ISFE LRV O CURESE2A Lo A T 202 20 iz o9,
HABERIIRETH D,

EHIZ, Whwwd THEOEE] & LT, FIGEATHETRO 729 Ok XM E it biThhd L H 1> T
WD, EEEFICE o TE, BITIEE 2 EFTHRL FERWRNSTZOFENL RBEENTWZY, £D )5
RRENHNE, H20Z T ORI, LW REROTH S,

MMz T, @EEEOFNERZERDO LR LA TEY | REINZEEREOFIIL, RAELZ G T LH b 7en
LTHFELTND EnbRTWS, 22C, TAOZKR] & LT, HFEFREOAOEME, 2% MERME T, &£
H & B F i 2 LS o, Eak e XEO LB EZEHTAF BT AL 2 Ichhs TE T2,

RO EBER LORBIERETHLHILHIERR B EZD T, 2oL 5k, FERREICET 2 G OBLIR &
FREEIZDOWTE 2 TAIZ,

S9-4 RIEERIEEREEME THONSITEIEFT EMA

O Iam', SRR
L BEIRRZFPRZEGUE L RIIER  BAER USRS 7 727
2. BIRRFRFBETZ AR FhEET

BIEEAIEAEEZS MEJE  (frontotemporal degeneration ; FTLD) |ZIXRiEEMIGER ZRE1JE (frontotemporal dementia ;
FTD) . HEFTIEFEFRIG M 25 (progressive non—fluent aphasia). EMEIEZRENE (semantic dementia; SD) @ 3
FRUZ STz, LasL, 2011 RICHZICHE I, 2% FID & LU, 1TEhRE S arsa il ga sl 38 i

(behavioral variant FTD; bvFTD ) & SiEfEERATEMGETZAEE (semantic variant FTD) (Z43%H 34U SD
T2 LRI E EN D7 L FILD (2B L TR BEE O EENR L\ 2D, bvFTD & SD OITEIEE & &7 712>
I,
bvFTD “Cid, “FANEZATATHY”, “BOEBMETUHE”, “Biamil” 7o Ckkx 2ATBHIRERRESINL TN D, B TH
HMEREOKEFREE, F5 - BERIEGEN e & L VWo - BEHER, 2RV PO LR, ZTOHTAEN
EHITTHRAET L7 E, A TRBINZ2VTEND LIE LIERAERITENE LCIY R o, “BHTR1TE % &
27 EVNIH LYy TANELNTND Z LRy,

—J5. SDIEFIH (GEIR~34F) 12i%, WaGBEEE, FHOBMMEE L CERATEIMEROF.OLTH DA, FHILIEIC
1L bvFTD RIEEOATEN R FE N A LND, 7272 L, 7o & 23R UEEBEEK Th->TH SD OfFAIIE, BF0

[JR) A TihFEi) 2BWT AL, BEEREZATHLEOL I RER (BR) ThirrbnblhnbtnokE
BRI EN T RITH H Z & b7 IFeuy,
bvFTD <2 SD DATEIFEE DN ADRA > ME, Ozt Y — REfEOFIH, OB TTEOFIH ., @AM
SINDERITENOR, @7 7Ri#ER 2l L THIlltS L oEERET LD,

PLEDORFIZONWT, ReAFFT IRV EEE L2\,
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Rl 1
AR ENAE OD fibd B 14 E2 bR

ERIEEZ
FOUGRRER R ER AR R v & — AR
FRANE R LS RO HEREDO—2> Th D%, HAEITT T HE Lombictl > B 02N RIA
NTEY ., #fLAREETHICEVBILEHE TS, Lo LERS & 72 o 72 38EIC D CIF R RS
BT DT D Z LBV ELH MO TE LT, NH#MEROEREE 7D L WA S HEICRAVE L R ST
BT LM, ZOERICHE, BAEREIRICES TRAICEIET 250 Th D, &5V ITRMIEICE ) Uitk R

ZIHIT DER RN, L L Vo TERWHEBNIES T L TREL T LES LR ELE X DN D,

HEINETT AN 2R L LEERIERIZZ & T8 CRME# Y IR L TE N, RO KIAR
TIEE OMBRBE 2 RERIFEEICRET 2R BHBE SN TND, LER->TRZ L BREALE THYUKROZ
LN O RN E ~OBLRARAICEED L O LR SN D, FREVEIXN AT & R HEHER F O
ERTF L LTEBROMENER SN TWDIETIT, EROIERCINER 22 T2l 2t ) 5 Wb 5 il 727
JEA S A AN Z T, RFRITRIE AT Mo S B 2 U CTPi7e &0 E L= PRI new standard 1272
HH L,

FEBTCIXZ ) Lz ZVE CORMIERER OBUR 2 SIHICE & D DEFIIRREZ HOIZ T VY A ~— e L U o
—/IMETIZRENEZ L TS MEZRENE & W\ o 7o R AR B O AR 722 MRT <0 SPECT Bifg 2 &9 %, £-HEO2E
F o T LR ECIRATIERANEZ L TR D72 < ROWINERIRIGER A 2IZ OV T H BB E A RN
%,

Rl GHTE 2
H£EEERE AD TR

BT
RBRKRZ: WA IR R

T NA ~—9 (AD) OIFRIEMY] S IREIEOBR, FHCTHHEAOMSLIL, Brw bt o) 2 i E SR
D—2 Lo TG, ITEDELGEN S | FEIRFCEME 72 & OATEEIER A AD OGN T CTh D Z & Nl
SNIEHZBROTW AN, AHEIERN AD OFJE D) A7 % BF S8 25 BRSO £ £ Th 5, Fix
DOFETIT, MEOETNLVEMEZRERET DI LTI OREBHEZA S L TEL,

AETEEERR OB T HBERF IR B IRV AD OfERIA - & ST b, Fex lTBERF & AD OFFEE I~ A & 1E
L, ZOMPNIEEEZ SIS IRE U7z, BERIBAOF AD = 7 R IZFEFICIE WO 2 HEBAERERE A R L7228, 2
DI~ ZAOMNTITMEICERET 2 ABOBENSEMLTEY, ZHIUC X 2 Wi iE B 58 EE O B 58 E 12 B
HELTWLZEWRBENT, IO T ATEMANDA LAY U I FADOEELAELC TR, RAAER
= L OFBENA B (Morishita et al. PNAS 2010),

BT F72AD OFRIEY AT & RSG50 FRMETE L CORTERRE WV OIOBMENEE I/ TET
W5, A& W2 DIV TS ARBIZ A BT L » THEE SN E RS2 Ed 5 2 & T,
AD ~ U ADRIEREL WET DR NDH D Z LR ENT, ABITRIE, HHZ AD OMNRHE~E. 2 8%
ERE LT BEEAOBRIRNERIZ R D B2 DD,

AD (T DIRAHIRIE OB RITEERE TH 2 20, BE R OBRREINN AN 2BE R LS IcB N
Tk, BEMRTHRICEAHNEHEETH S, Lm0k, AR ER R 5 BN 22 A DS ERAE %
T LN T E 2D AlREE 2R LT D,
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FehllEETE 3
SDEE T & DIAN-J B

GRIZANESS
SLATASE AR

DIAN AFFZ2 & 1% Dominantly Inherited Alzheimer Network DEEFRT, 2008 £EA> & K[E 2 d0CBRtA & 7z H Yy
FEAREYEE R T VY A ~—% (Autosomal dominantly inherited Alzheimer disease: ADAD) DIEIE « RISIE
FORGBBENIE TH D, KE NIA ORI %252 F, 2013 402513 DIAN-trials unit (DIAN-TU) ZEEI L,
RARIERIR (FRIEEHIHRR) 1S 2T AZBEICEIMA LTV D, DIAN BFZETITIR 17 OEN sk 25 EESEE
FESH, KE, A=A T VT, A XV R, FAVITMAT, 2015 05 HANSILRTRE E KIKH AL
7= (http://dian-info. org/ jp/default. htm), 2018 &/ 5%, 7 v — L72 P54 A DIAN-TU OB % Hig L C
B0, @E PEBLIOCARTIEIFERT L HAKREPSINTETH D,

ADAD [F IR CTHET AN & Budhied T 7e v, 2 <0E 40 BARICHIE L, BTG L FEECH D03, B EIFE
A U CHRIAE L, RFEDOREE & 5, 1> T, BLORIEFH D 5~10 FRTNIEIEERST I v A FRZ 7D PET
AR NA A~ — T — AT HUTIIE LT O Z AL SR I C & 5, 2012 4RI DIAN 5> B8R S 4172 ADAD D
HARRGEBLEAE R, 25 FFR12 0 AB 7 I m A REMAMIAL, 15 FRinb X UNEREL, 5 Fai 5 ilAEkE
ETFARBIE L, RAVENBIAT 27 v 22 H LT LTz, 165 T, DIAN BN - PR3 DR R %2 4T
DANBTHERLBITAROTET A ZRE LT, KB OIMFE] AD OFFMAFRETH S L, ADAD BFHH T
DFZEA Sy P L TTHHELTH Z LN TE D, ZOWFRITRAES S Thi b EMIKARMIE L LT, HARNA
HEREXFEHR WD,

A T, DIAN, DIAN-TU 35 & OVDIAN-JAPAN OELIRZFEN L, TV A ~—fFmiRiC it 7z B Iz o
w3,
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Hot-1
ERENE D IR FE & BRER

FEAINFESC
BUERSERFRE AR

RAE R X T2 BB - RIBIXZ S TH 503, JelEE TIX AD BF 0 8% 5| RO T HEFRAE (Vab)
<0 Lewy /MABIERENE (DLB) , ASRMIBAZEAMESE (FTLD) 72 ERXRBMEBTH D, ZD 5 b Vad R EABRITEE
BRI AR AR AN ZE T - B3 2 i A PEIR R/ S PEVERBFIE IS Y FH S B TR S AL AR 28 MR IR FR ) 22 0 R
P, DF VBINICIE BESNDENIC L > TSN TE T, — ., O TEDF - JREFL RO NS |
MR MR B D2  ITAPRSHBANAMC BT D AR, # U, a X7 LA TDP-43 7¢ E OEHEMNE A OFHR % R
MET5 EASRN] THD I &ML, FREKICBWTITERT 2 EAOREHEIC L 2 EEBNTENIRE L
TWD BESEE IR EICESZ e 200 T ) ~—L LN H/EE 4 C 5, Z Otk R,
IR LA MaER LA I b3y RYTEE, DMaEsEmEE, o 7 AR S, PRER Sk
PRREF CHINBEE 2 25 U, AhEIIaSE ISR AICBE 5 LT B, fiEsk, BREEE A OEREICHE < MRS IR, 8 %
OB NTMI. L CTEZ 2 OMIBEHENARTR L E2 bR TE Tz, L LIETE, BEX 7 Namk %
BFE LA~ ERE IR SE D &0 D MladE A SLRIZRERE T (77D ARG MR S, 1EkOmEES
MR E LT 5 &SR, MREEEBOETMHTARIZB T 2872724 —45y M LTHEAZED TS, 4f
BRIVEEROD 1 IRESZEIBALIZ TR R TH DM, DLB RN —F 0 YV UIRICRE SN DL VX7 LA ) 8F—T
TR B AP RER 2 GO RF I Lewy RENHBLT 2 Z ERHL N E > TS, EHIZINLDOHEBTIE, LA
AR ATl S oM R FE 22 7 O N RERHE & U I BT 5 2 E VB L. BRRIRER IR 2 & o 72 A
7 NT e LTHESN DB D, AGETIE, BHEMEREEE OIS, BolikE SN TENE & KB
DWTHERRL L7720,

Hot-2
REEITENT ERE L

R IE 1
LB SR ST K
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WE I EEAE B IR Tz,



03-1

RAEREHENOHRALE HY DR
~Z7atALa—FhsRHEhT- 4 DOEHY
S EDER~

) VR [F BCAERRORBRIELE, b rh SRk

OARTF#E, MAMKE, LTHRE

[BW] BAEESF 7 om EZ B L, REGES T
HiEZ2FE B L2BMED 7o AL a— RhbHER
HE R ~ DB R 72 B 0 OREE B & i
L. A ORBIIEGEITE i L,

[ 7] WiBCERD - /rigfEat L - R Es L -
VEFERE T - SRBEET GE 36 4) Zxfge L,
SRHE O FEZEMR & BPSD IZDWT ., S E S 4 B
Lk e, RBAERE L b GmIc >\ TE
TatALa— R RFORKICEHLTE L7, £
IhbELNET =20 TREDOKK - S8 2
LRMMSTEDY &2 5 Thho7zlib v Z4F5%
FH T LoELE, 2L T, ZhEhofim
RO [ TIEFEOSHOK LR 22— K
b, BERMEICEWD T Y —b L, RBAE SRS
~DORNEHIRBE D Y O A LT,

[FR] 2T HED T 1AL a— R
INiz, 2055 BRMREbY 121 HiEbH v |
48 DaA— KB T HODHT 2 Y —nfi s, [9E
ZhRA72BIH Y | 10 FE T 17T ODa— Kb 450
AT Y =i E iz, THEMED 0 ) TR
RiNEEDY | OWGICHBE L 4 DOHT Y —
(BE~FEEZRBHBESE D) (KT OEEE D
%) (BFICHERNESCxIET ) (BHEOSH)
FaHAED) T, FTREFOTEICEREN
bt L7z 0 OR A B3 2 &R TE T,
[B£2] ThRAEDY ) TIERMBEDLY ) O
FicH@E LT 4 SOBHE T 7 HRME BB - 74T
B, N F— g L OEAEMBICEELTEY,
FREVEE D7 TN RN IR FF C D EHR LIRS
B LoT, @AMEICRHE LT 7 a—F &M,
BEOMREZITIED, BEOHBLIZEE L,
BEOBEELRASIY | ZUEERDBEDLY I,
PRHE 7 TN RICEN D LR STz,
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i REZICE TR —=V T BAiEE
BREDODERAMEICOLT

VFOERIL RS ERR S R E T
PR ILIESIER R EERARSA A
S NPO ~ LA E— 3 e H—

O bk =\, MBI | IR | RAE T |
C AN S RN Y E N[ S N
EIHETT ' RALER 1T S A

[B] ekt R CRRAWEEEIR T o Bt o
ISR - ZIE A E LTDOR Y U —= 735
fEMiAE & L C, modified OLD, D-CAT Z&ZE AL, %
DA T SN T R 5,

[7i%£] 2011~16 £ K, M BT COMEZSINORIL/
“W R E=1413/914 4 O#EF 2327 4 et/ Bk
=1290/1037), “EHIFEHERE 73. 3 5% (65~96 %) % %65
L L7, MMSE, modified OLD(observation list for
early signs of dementia) DFA % L7-, [RIFEIZ,
D-CAT (Digital Cancellation Test) . FH(itlE. &
FETUMMERRES A 520 L 7=,

(5 55 IMMSE fif1, 424 27. 6 2. 4 (BAF mean=SD) .
L/ BT T+2.4 /27.4+2.4 AR, LA
OB 7= R=—0. 192, P <0. 0001) , MMSE fiti %
PRAERE  OERE (23 SLUT) . HREE (24~27
R, EfEsE (28 JELE) @ 3FNITTHELD & 5.3,
35.8.58.9(%) TH-o7=, OLDEIL, 2 4. 2+4.0,
e/ FEE=4. 143, 9/4. 314, 2 2R L, 4Elh & IEDA
B (R=0.176, P <0.0001), F7-. MMSE f&& A DH
BIZ3R7- (R=—0. 169, P<0.0001), D-CAT (%, #Fii
HEHEZ L, 2. 58D LB, —1.5~2. 55D i
T, HZE#E (+1.58D LIN), +1.5SD Lh ko 4 FERIT
BDHE, 42, 7.7, 75.9, 12.2(%) T, REEIC, B
A, 1.1, 3.3, 93.3, 2.3(%) T. Siaintari
A%, 0.7, 3.1, 31.1, 65.1(%) T, 2T MMSE & &
HHEZ R L7z (P <0.0001), MMSE23 LA TFITH4 5
SRS /R BT (%) 1%, OLD {4, 5.6 Tl 64/57, 54/67,
44/74 T, D-CAT "Cl& 39/90, FSCRLIETIX 23/97,
SEERANMETIE 14/97 T, OLD fH 4, 5. 6-+D-CAT T
1% 76/53. 70/61, 65/68 %75 L7,

[#%%] modified OLD + D-CAT |dHusif: Bld2 123
FHAZ Y —=2 Jatkiema s LTEREE X
bV,
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TILIINAI—IRIZH 1+ B LR EREE
-EEER D HE-

EBCER S AL
PRSI R R AR B AR 2R
EBCERRE R

OREAFE", AL WABA®

(XU DIZ] S RERIHERR DS 2 T2 7087 3 b gy o0 BRAR
A (EAD 2016) 2z, REIOT VYA < —)F
(AD) 220 L, Z D AAR DFFEIZ DOV TR~ T2,
[F1E] x50%. 80 Al T, AD dementia &%
WrE 72, MMSE>23 DfsEE (S 25.2+1.1)
EZNLL T OBEERE (74 20.8+1.9) 4 20 4,
L OMHEE REnEHE 20 44, AD BRI, ARVERGRIEMR
HO THEFEMTIINED | [EFMTICED ) DEE
R A0%LL L, TRERR) 2% 60%LL L s Jesh
DOF¥ % ka5 F, FEOERRIT, R
HOIRNERIC (B EiE, mFD X H7) 30 X
MEBRY . FRFNIZHONWT, EZE, foil &L T
BEXRRE RZONDHDICETHIRE) ., Bk
B (x5 bOICBT 2HRE), BIRSEL (I
TAIZBIT/2% ) & LIeRE) D426, ZOE
BRIZIKOAET DL DERDTZ, bbb Th—7
v Z & (TT), AD @7 MMSE, FAB % i L 7=,
[RE] erERfiFaiE, IT & LR CAE RN
ERHED LN (p<0.001)) , ZEHIERTIE,
IRHEAEGRE T, £ TCORMICENRD SR,
TT T REF R & o 2 BERIZZZAFRD DI 7o A3,
BXPRRE R EREOMNTIZEN 2 o T2, e BHAiF
BEORLS AT Tl SREOBIS D ICH B
2R BNRD BN (p<0.001) o FRESHT T,
T RE & AR C I BT R BB A B IV 2o
7o MEMIIBRERBNARICD R, i
HRERIZE o7, AD BRI 5 LB fig A i
AU, MMSE o THEE CFHE] TS558
%, FAB O [FEOFEMGE) HA/S & ARICHEL
72

[5£2] #4572 AD T b FIRERICEE 2892 &
DB E 720 | MR AEERAE L AD D B3 RLIC
AN THDHARRMEN RSN, AD I8 2 HigE
fEFEEIT, BATHRERE T & EORGLIRE FE A B L
TWAH I ENREEINT,
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GRER ZHRIT TV -RBFEBNESRFC
Y LEREREBOIRBEH

HRERIENCES  EREE 2 — B SR

OfAR—. JiAKiak, =0Tk, WAESE,
FAERIF, BT, WERsE

[EM] HMMITEEOHIETH Y . Kb IERLAZRO
HITHZNMEO —2 EEZ LR TWD, 4l
#1 AT CRE DS 10 kel U 72 3R AE B 12k
% LW T OB AT O THE TS,
(k5] SBAVEIRIERBUC AR DT VY oA ~
—RIFRANE D 50 R BIEE %G & Uiz, PR OR#
A, Sk, B, 2R HBITRaRH 5,
[/- AftiE] A R4 81 Kenz Lifecorder Ex (LA
T, EEER) 2HVWT, ALY, ABRREE
Br< 1 A oSk, RisERE, EHic L 2HEE (U
T, EEE) SEFEOWRN., RAOITEIZ 3 EMH
B LT, TR, 3 @AM 1 HFEHHEN
25,033 4% (17,041 ~40,425 #2) . BHE &1
2,090Kcal, EBEIL 475Kcal TH -7, 1 HOR
I 2,000Kcal TERZIELAE o7, 7
NT AT EFETH - 7203, IREIT 49 ke, BMI
1L 17.3 7257, BEOEMPHE FREA 7147 L
TEY, HBHENE»-T-, BE 4 BB ICHE
FHADRITA DI OB & 72D, ATEINRE
HEWTXBIEHEENL 1 HORFERES 2,300
~2,400Kcal & L, 7ZA0E<E B0 Lz, S0
AL 22H%T BMT I8 L7223, 1 o E% 48
B ERE - EBRIAEICEM L, 494
T LTCWDRIRETETHREBEIML T e D
LIZEBL, HigZA T4 TRZHRMT D Z LI
LTz, ZTOFER, RKENMA T HA%O B ITHEHE
EAAER L, 1 EMOSE - A& - HEIR O R
KAE & e/ IME D ZE TR L~ TR LTz,
[B] SBEERE OPMATE VG B EFIC K -
TEMBETHETAZ LIk, OBRFENEL &K
BT 5700 EREEHLIZENTED, @nL
LORED ZTRL, HBITADEELTHHTE
2 ATREMEAS R S T,
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RAESHEICHTHREMOBRFITONT

HIB2S5 SRl B ERR
ONnffsh~-, ILHRAIE, TRAKSE, ZHEPSE
Vet K BN

[B09] A JEEROFE T2 BRI, FREE RS O
7 TSR 2 R RS & GRAVE = i -~ < R &
BRRRBRAESINC B BN+ 5 2 & T, REEER#E
FEEICHT DI ATTE~OREEG D,

[J71:] 2016 48 10 A 25 2016 4F 12 A %3R4
&L, A RBRICENS I 2 FH#A <, O RENE
DAVIZFETERN 20 4 2 KFRICFEAVE Rl s & BT
L% E COREE, EO, R0 BNREITONTHE
MR 21T 72, — A 30 BN TA v ¥ B
— L. WL > TELNET =2 0 b ZEdk a1
R Uiz, RRAVEmEE OF KT 2 E0E, B0
FELN TV ERYHLTa—RLEL, &5
a— FoOHEEERF LTI —(bZiTo 72,
[R5 5] SREE S O 7 TS DM &, Wk
FRBRAEE 6 4ELA B & BAERANIC L o TorlE LTz, %
OFER, TRAVESE ICH L THRONE VW &
BRAZRIERNE | TRBINE Sl 13- 5 B30 0 5 o
LERLEMNLE] BRAESEHE I Lo~ A
T ATRENE ) TRREVE S A T L CEM L TERLY
FATWAE] O4-o0OHT Y —NHH Sz,
[%Z£2] BARRBRELE MDY, [INZRE]. (1
FIEE] OB T TV —TRITE, WINRHRAE
ElE O 7TICx L TR AR T b, 20—
e, [(mEL] ob 7Y =i Sz &n
O, REME Rl e ~OEELE 0 5 DRI A RD
TNz Ebnot, ERRBRES 6 FL LOF#
BCKk LT, ACOF#EAIREY KV el 2 1815
LT ZE~DXBELENRDIHEE T s 7 0%
g2, WERIRBRAELL 5 AELL T OB LY A LA
7Y a— )VOEBREN MK, T BPSD 2%t
JETET, < O ZREICESCT Z &b wr
SEHLREY ORENRALND EBEZBND, Lo T
VLR EEERRTED LI REBENT 0
—F DR TH D FTREM DS RIE STz,
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EIXRFH

Bk 4 £58 Sa—FRFSARAETEN]
RANENREATEEEFRAODAMEEXN £
DH1]
BMERCRTAH—ERDEELRTLE

AN FIRFE DT OZHE =Y R

Ot =+

(%5

IRNEZBED [RBERE] 12X T DAL & R
NEDLZEaA T — 7 DBEBEORFER ZFKRO
CEETOFR NS BEIC, ZFIEOBBRIEDE
(ERRABENT A HEICEE T 550355,
ERE, RBEEXMNISHOT A4 Y — R Lm0
MP2RLBHEFRZAOLNTWAFEEMY , RALFE
LELL TR ED T ommn#EEfIHIND
FICHTHRENEDZ &Y, SRIOMIEDT &
D—2 LD,

[ 5]
FIEXEOT- O OmH, . TEEOHE VO
1, ZIFECOBFRIEFEZITNE T TNEF
EARN, FIFEIBZ D, FEOIMILED RLZ DR
B COMEEERIHEZITD

[#E2R]

KRNSO T b TFFEIE MBI B R 215 2575
BHLEED AVET, GRS TRE SR 2

EREE,

BAE, BRFTLC 4 4EH L7208, BAELSOFR
BTOABE, AFEHS OO, BANEIC L HTE
ETOEBRNRRE 2D AT LT 1 4,

HEHIIA~ETHLIN, Ya— NATAHHE

TPeThs,

[E4]
BAEETYA& ZAH L TRL N T IEE AR
EHREZNTVWD, FHE~OTBEORI S EKEL D,
BRE MEEOKHEBICHEVERY, TAAN] 23E
AFICETHERb X2 HHN, EEEFEROHF
IR TETNDLLEERETED, ZNTHER
FIERY WV [Hx 5] LA 0, Fikk
BB A VRITESR Lt Ty,
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2 BB R A PFEEAED SPECT E{R D FEIC

DLV T~ BERAIDKEET~
@Wﬂ%ﬁ%%lﬂ7
DRbEEREE N s F AR SR A R
O%ia— ', MILKIR 2, WiEzEt >

[E 5] @EITHEEZME— DT R X —JR &3 5
DOFBHERBIR T & IR & 1B HERERE A H Y |
JEEHIFZE C b BRI IR EE O AR B 2
EIEELN TV D, wIEERE, REN T D
FRENEFIE D fEMRR 1 Cd 5 25, BERIR A OF2 %
JE DO MR & HbAle DOFREE, MMSE, VSRAD, {#
HRH) & OBIHIC OV TR L=l i3 e 0,

[ F515] 2 BRUBEPRIR &~ — A CFREVE 2 F0E L Tl
Frrh > 14 5l (HbAle : 7.09+0.94) & HbAlce
136, 4 LU CRGIBINFEN & 5 55 AR AE B3 8
% (HbAlc : 6.11%0.30), HERIFFEA GFRANE 30
BN DU THMIILIAE SPECT (1231-1MP) [ifg D45tk %
it L HbAlc OFEEE, MMSE, VSRAD (V553501254
). RS BERFED L OBEERF L,
[FE53] 2 BUBERRIE 12 51 (85.7%). BESAEL 7 B
(87.5%) . BEIRIHFEAHE 28 ] (93.3%) ITHLELHT
REO MR T 2B, TV onA < —BIZBHE
ZRLTW2, 2 BRI 11 61 (78.6%) . S
BEIRIE 8 B (100%) . FEREIRIE 19 5] (63.3%) (ZF2
FEOFEIIH DN, BiEEEOMRK T2z, 9
HEEEEIT 2 BRI 14 517 6 5] (42.9%) . BE5R
AU 8 il 4 5] (50%) | FEHEIRIFE 30 Bilrh 7 ] (23. 3%)
Th-olz, AT MK T 238 FIE & MMSE O
REUTE < F 72 VSRAD BN - 7z, 2 BUEE R D
4 BN SU K, 1 BINCA A Y UAMER S F, R4
FEFFEDB| X 4| ’f;ofu\za Z LRI NI,
(&3] 2 BUFE PRI L RITBEHE O MR F A3 42 U
Wk iuﬁmx%hmﬁénﬂ\ézﬁx B B ok
F235 HbAle OE{RIC X &9, BERIFHIZT Tl
BERMTHLREBETHD Z ENRENT, AfDE
ST & HI4E 9 2 RTEAZE OO MR T 1M e 52
WM< BEELTRY . RRAERE TR
FRORIBEENS DN ANEETHD LB DN,
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BERFEEZETH LOENEEFEOMBEI
O0—)L & ADL BT L #ibr Y B8 E

'ENLRAFERT Y S —
PR R RGBS SR
P AR B

ORARE V2%
PEIRIE R !

B ORKTEE ' NERE 2

FrEREEE SR

[ 7] BARBERBEFER OV REFEEEZSOD
GES=ES ﬂ%ﬁbtﬁtﬁmﬁﬁ%ﬁﬁ®mﬁﬁ
PREAZE (HbAlc) TiX, B3 O ADL REJICRR M4 RE
JECT3oDHT AV ITHMEL, %O)EPT%I“EEJI[L
BEDMEt S 4 2 AN DO RR A OF I X - T LIRE
DFH2 BT FIRENHE SNz, AIFZEIL, FERM
EHETHLOBENWVNRBEOM = hr—1 &
ADL {5 & D BIEMEIZ OV THEBTAIC RS L 7=,

[ 515] %503 MC1156 4, AD295 4 (4Rl 78. 3=+
5.17%, ZZME75.2%, FEIRIF 32.4%) Th 5, idkiik
HE% MVMSE, ADL % Barthel Index (BI) % IV NTEEAR
L, VIO RN O G H % 7 3V I (MCL~
FLHA AD[MMSE>21], BI=100), 5 =V I (Frégfis ~
HE AD[MMSE<21], BIKI00)IZ/$A LTz, 7o, &
7 2 THERIEE % HoAlc fEIC L 0 &R BAFHE, &
IR, (RIBERE I L, B2 ADL (K F & o
BIEMEIZ DWW THRIBIRGET VE AW TR LT,

[FERIFE 1. 2+0. 4 EDBEFT, 72V O GE
WEPRIPIRE 178 44, & BR RATFHE 32 44, &1 MLWETE 25 44,
IIMAERE 1144) O BI DMK FIX-1. 7£4.5 ThH o7z,
I8 BefRAT C, & A RE X R O &2 BARH % 38
T MR AR (IR RIRBE & Lhls U BT A RICIK T L
TW/=(B=-3.1%£0.9, p=0.001), K= VI
PEIRSP 127 44, EPRRIFRESL 4, S MUBERE 13 44,
TRIHERE 14 44) @ Bl DK TIE-3.9+11.3 Tho
Too ZAEEMRNT T, ARMBERE X R D22 HAFH & 78
W, AR MR X IERE FRIFRE & el L BI S EICK
TLTWE (B=-11.5%3.4, p=0.001),

[B2] Hric 7 pEag 8L B AE 2 SR HE L7z fops
oy hu—/LREIE AL (KFEEELTRY, R
HUE O ADL K T P15, O TIEEEEE DE T TR
Bk o — L OEBEMEINRIBI N,
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BEZENESHEOHSETELENMAES
DESE

VA NIRSIA RS P B AE AR RS,
BRI, RIS, O R e

OTEARGT '\ A IEL 2 KB 72 2, I —T5 %,
HWHAS T, AT, RS °, BRAJIR

[ 53] EWZamlg 2N Rt £ U CiRa
JEICHR L L CWBRE T, SRaRE CIEE O&lL
EXBIL D DM S ORRIE & B S D FREE
DOFRAEIR TICE S £ TIT5END 10 FEOHIM
N RO AR EI T LT
<Ewnwbnd, TOELOBETY L TH BHIF
B P AD ST B R AE ~ D BT & I
LT b AEEELH D,

[HEY)] ABFFRIZAEED L6 S &40 2 D RijiELE
HERER IR T O b 5 mlinar I &im, O, #
ATEN 2> & . FRIENFERERCZ O MM PN I TS ME LS
H258BERLMIT D2 L CIRAKER T
FWRE R - BP0 O-SRER A S
2952 & E B Em LT,

[J735] RiSATERERER KN P 3R B D N TS
TIRTBARIGRAE T, AR (AR, EFF, BE
FRE, FIREOHF®E, FERE) ., REITEIm (PR
ITENARAS . FEAERD) Selm (I PRI RAR
FIA) LIEE (PGCE T —/L A —L) DO
HEFEMEL, FOBEIZ OV TRE L7,

[#5R] 144 4 (9 BB 23 £, 75.346. 4 %) D
R4 MK BE MR A RS B 1T MMSE(29. 04£1.43) |
MoCA-J (21. 43+4. 24) . FAB(14.814+2.06) & Th ¥ |
PREEITHE), EBAVEEERL. R m, OEtSm o
FEFRL CLE AT 4 v 7 BRSO (AT
v 7T A RYE) LT=fER. PERI, fEn & R L O
EHEOBEENGEIIREINZ, FAB(Z v b4 7
12) & Tl TBRDLE 08720 (P=0.020) ] T1H 2
AT P=0.017)] T1 HS5MEEL oA
(P=0.057) | THARCEREBA A Y (P=0.054) | 235k
. MoCA-J (v hA 7 23) TiE TE=LERERD
(P=0.023) | 1} THREBAAFY (P=0.014)) &
OHEEBEIZHEBERBEN L BT,

[B£2] REEfTE, EEOERE. LEESE
HK LAY T aEm & B RERARAER R
COMENEE THo7Z &b, BN EE
FORIMEEE TO) 27 HEHK L L THREROL
ERHT o, FOUEIIEODILENRDH D &
PR ST,
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EvYN—JEBREMEFRAW . 7ILYINA
Y—RIEME B E(E (SRR D B 0 il

SBURZEE SRR ARL A8

O ZWg# ., W AR, dlEd, AR,
WIS, =Y BA . mAARSE i bk

[BH] BEIR OB DR T IZR AR (8 5 K
F9, &I CARUIZEIE., EIROEZH D AV ¥ —
IR —)LTHDHE v Y \—JHEIRE R (PSQI)
EHWT, fiGICERTESERA T —MZ LD
FEAC b RO RS R SN D D, FRAHHE
JHE & OBMRIEIC L 0 St & 1T 72,

[ F1E] 81T, 7AYo ~—RIEENE (AD)
B 8 4, BMERMEE MCD) BF 14 4., #F
FHE 6 4 ThDH, MGEEITIL, BAMERERA
(Touch Panel-type Dementia Assessment Scale :
TDAS) & PSQI %%t L7-, £7=. 18 KITITEBIT
FEREERE S Em L, T IS FBER AB)
42 ZRE Lz,

[# 5] PSQI & TDAS 2 2 7 DB TITHERAD
FHBEID R S AT 2, EREIR T O AB42 & DL
TIFMHEBIERRD 72 o e, — 75T, MEIREE & TDAS
A7 L OB TIIARERIEOHBEANEL G, AB
42 L DI TIIRERADHEBEZR DI,

[Z22] MEARFFR ORI, FREEREC AB42 &
OEENAR N, AHEEEZ BN, —F T,
PSQI % AW ZHERR OB OFFHMIL, TDAS 227 L&
OMBEZRL, £/ AB42 LML RSN en
o7z, ZOERE LTI, PSQI OEMIEA TRV
MEAR AR 2 TR LN S EREEB L TWD EE
2 HND, AT TS SBAMERERE & X MERR F
MO Ch{EREHBEERSH D &\ 5 #
HERB D, LIz T, PSQI % VT AD BB i
IROE % FH 2 B%, BEAREEM S B VWH OfE RO
EFRIZITEBEDRMLETH D B 2D,
[fRERAELRE] ARFIEIE. FBUR T E 50 Bk
BEESORERBEZIT TEME LI,
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SRANBREREE THAEL 1= primary angiitis of the
central nervous system (PACNS)® 2 {5

VESLREBERERE R LR v 2 —
PR ILRTER RS MR R
OFBRE ', WEEBHL ', RFR ' REIHE |
ARG 2, BATHRRR — 2

[T 5] AR IR RIS 28 (primary angiitis
of the central nervous system, PACNS) [dHHX
MIRRICIRE L CTAL D MER T, R iR
BRI, AERENSEMIEETHY .
Y. WEM, EEEE. FUViA. BERTRIE.
R, REE, B2 &b 5 D Itk iES & X 7z
L9 %, BIERIT 100 T A0 ER 2.4 N HE
EENTEY, HBREBETHY FoRenizs
FONQAYAAN

[FiE] REWSREREEE CHAE L7 PACNS @ 2 fBilic
LT, BRARRGE, HEiEMRE, WEEMRE LS R
L7,

[F5F] FEBI1 50 ket 7 » A OB TR~
IZFBEIBERE DR N & v . ABERF HDS-R 2/30, %)%,
VO R e B S TTE L SRS AR D 7o, BEES MRI 1%
T RTEESE . SHIARED BB T HEIC T2 &ifE Hila 38
Bz, AR C/NBYIRE P J MR A 58
7o 7V K=y a ROy 7 o AR Y > A THEIR,
EHRAT RLITSE L, JEBI 2 79 &tE, 1 A
Rl CHRAERROIK T H Y, ABEFE HDS-R 4/30,
SEER MRT Ciplga%E, BATEIEIC T2 S OV FLATR [Eifg
TEETRER O, WA T/INEIARE B2 2 E
MRRMERDE, 7L F=Y e CiER, #iE
AT RIS Lz,

[B&] aEREELS 2 L, MKRE CHR R
REERNB OO, BEE MRL IS TIEFFRAN T
HIREE 2T 5HAICIAKBEEEBICAND
WENRH D,
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ETHERLEREOSERFRRICH TSR
IR DEELE

I L AR R
i LR
] LR R
R LR

FREP R
UnelyF—a U
TR

Jibd R R A A

ORARE |, #II B 2, A <70 2, A
BRI O, BKACIE 0, RS 0, ARat
e !

[ HAY] Progressive supranuclear palsy (PSP :
HEATMEAZ B RRE) (3% R R ERE BN R, T
DA =7, ARPEERERE, FRAE/R ERHBLT D
NR=F V= AL ST THREMRERE L LT
1964 FIHIE S, Bex REERRRASFEEL,
MPAHEETH D, &b MBAYZL Richardson” s
syndrome (RS) , ZEHENDH Y /X—F Y Ik &
TV % Progressive supranuclearpalsy—parkinso
nism (PSP-P), ‘L-dopa MEZhDOHKET F 1T’
T, BITHLIWVIIHFEOT ARG EEHRETD
Pure akinesia with gait freezing &% £ L 1
% Pure akinesia with gait freezing (PSP-PAGE),
INIPETE BN DS FH A3 B 32> PSP with cerebellar
ataxia (PSP-C), RiTSEINIZHALFRENAE DG IKRG % &
% PSP with frontotemporal dementia (PSP-FTD)
FOBRKRIFRH Y, I ZIFBAVE O FHEAN 7
20, B e T o7,

(D5« xt5] RSB KOABEIZ T, PSP &2
I L7= B 30 4 (BIE 104, tE20 4 (PB4
n 77.4 7 16.2)) ZJB MRI, MIBG Ly T,
DaT-SPECT, ECD AMiLits > 9, MMSE, FAB %%
VY, BERIRRCOEL, FORIMIEDORE &k
Mz i LRt 2 2o 72,

(&%) MMSE & FAB (%, RS (154) #5 X UNPSP-P

(44) &l % & PSPC (4 44) 3 L UVPSP-FTD

(344) BETIRL, PSP-PAGE BE (444) T\ ME|H
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(68. 4%) . 3~4. 5 B LN T O 51356 451 (31. 6%)
Eodo, Fln, MR BEERE, R, EALMmA.
ABERENTHSS 7Z¢ £l 2 BElZBWTEN 5T, 3
~4. 5 IRE[H LN 45 51 DO VR BR 4 o R AV 3 IRRHD
DNBEEREOHRAEL D b 85 /D -T2 (220 4y
vs 135 47), 3 WL GRE L 3~4. 5 FEHILIN
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JEFEMETEZE P I (2. 5% vs 3.6% ; p =0.65), 3 #
A%DOmRS 0-1 & (36.0% vs 23.4% ; p=0.13), 3
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TWTN A EEEZRO R T8, 3 R LA
BREOHRBVHIICH o 7, M5 TEEEE 22 4
(12. 4%) 1ZhEfT S, FBHE=SROMm L3 » A
% OmMRS WENRE SN, =& T K13 163
(92.7%) \Z#hH- v, FEEEN EEOTEENH
MW % b 7o & T W REMENRRE S L7,

[FhFm] F8IEL 3~4. 5 Ref AN O 2 I 281
BITD rt-PA FEEIEOR M & AOMERRIE S
nic,
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[BH] RdfgigE &R EE 1T & & Hicnd 5
RRTCTH Y, IMEEZEICHRT 2RAE DR S
TW5, AEl t-PA 2% 2005 4E 10 HICRE AT SN T
M5 2011 £ 12 A F T L R FFEE RN RS
5 BT T t-PA BHERIEDSIEAT S 407 243 Bl
BN E RS ORET EITo T2,

[#ER] t-PA #5HZMANHIM 2 & 72 U 72 B TIE,
ABEIRFD NIHSS 23 B EfETH 0 | ASPECTS HF
B T, RN IO R EERE N A T
%<, HEEERDIEMICEL APFL Tz,
i/ CEEPN IR H o F I CH B2 21330
o TN, T—7 7 U UNRIIMHMEZ 72 L
TTHTERIZZ#BO, =X TR AZELTE
BEHCTHAEERLARICZRBOLICLEDLS
PR OAFICE L CRBEREOFE THE =
RO o7z, 80 MLl L& milnE & LIEREnE
LRI L= 2 A, 3 A D mRS 1E 4-6 DE|
BREBEHETAERICEZL, TEALRRTHY .,
IR RN+ OB 5N s N, —F, BEE
WHIM D& OEIE T EIE . IERimE CHER
Z13 7 < EGEEEENTMICE LT HIRIEFEE
THH, HENHMIFBE-OBEITEERD
DERFEZRNWEEZLNT,

[ 54] NIHSS <° ASPECTS (i o> FHIA 1 & L
THHTHD B2 bNT-, BEHENHMICERRK
FTOBEGIFAERRLO LTV R0, BRI
FEE RS TS 2 ERE I N,
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[%F&. BHWY) Asidan &3 ZfEtEI B LAE &
BFHE/ NS VESE O W IR 2 OF 56 3 D R B O BIE T
ELTHID THRIE S Lz, W B REMEEE R
T b, 50 LRI/ MM CHRIE L, BFEER
TH, WEEOER =2 —n U EEZ R4 5, —K
BIIZ Asidan BE XA O eBEE 2 X292 &
HIFE A ERVD, FIIERASREEES X 27
Z e bd D, Asidan IE ALS BERUER A S L. ER
IR W CRIEREREEOARIIEE CH D,
Arlal, Bz id Asidan & FRAVE & OBIRIZOWTHR
L7,

[51k] Asidan BE OFKEE T TH 5 SCA36 &
BT %A B Asidan B 12 AETLE L,
SIEEHE (MMSE, HDS-R, FAB, MoCA) % ZFAl L HjE BE
& FEIR IR & OBIE I OV TR L 72,

[F5R] 12ERTOXNGREFIISHITRE THRIEL,
T E B 250 DU AR M - ) Tasciculation,
DU e S S e A 2 L 7o, BRANEERE T 22
MMSE (FF-#41 27. 9+2. 5) <30 /5., 22 <HDS-R (FF-#4J 28. 2
+2.4) <30 A, 6=<FAB(13.4%3.4) <17 s, 15=
MoCA (CE¥3 22.3+5.0) <29 S Th-o7-, RiEETERE
REICBE U ARl P & Bl 7 kT 42 94 151 (CSE¥J FAB1S. 8
+2.7 A, I MoCA25.5+2.4 &), LB L
Asidann BE CTITAERICILT L TRV | MR &
ILIZ MMSE L 9 & FAB IR T 23847 L, /MM E
JEFE D BEJE(LIZEE - T MMSE & 9 MoCA DX T A3
1TL Tz,

[F542] Asidan FEAE IR 2R CRRAERERE S
ERITHAREENH D, £, Corf72 £E % H D
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HD, mEEAET B D SMON BEF (23T D785
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Bt E1T 9,

[ 73£] SMON #2F (n

( mini-mental

- B
-2

28) @ i % 0 B FR A
(MMSE) .
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geriatric

state examination

Hasegawa dementia scale-revised
frontal assessment battery (FAB) .
depression scale (GDS). apathy scale (AS) )B
FOF o FRRINVKR T Y —= T, ADL 2
—/L (ADCS-ADL), ™ K %w ~ (RHI, AI) Ofk
REIEHF A br— gt (n= 141) LT,

[ 54] MMSE, HDS-R, MoCA, FAB | SMON f&% & IE
Way hue— VOB THERZET R T2, DS 1T
SMON HE CTHEIZE N o723, AS TITAERZEIT
BRI ole, By FNRARNANKRAT ) —=0 T
BEORRIZONTIE, I—FHL D, BLEFEIZ
BWTHERTEMEERZRBD, I -> 21Xk
WTHERIESTROK T 258072, ADL & &P
EEIC OV TV TR S IEHREN TH -~ 72,

[E42] SMON B OFRABEAE ITAT R 2258 b e
BAETITIER Th oo ¥ v F x0TI
TaFR®. SMON B DOFRABEREIR N 4 X 0 gt
BIENCE B AREMEANSE 2 Biviz, 7 SMON BH X
DOMEMAE R L, —HT 8= ADL KT, M
WRBEBE DR FIFFED 2030 72,
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MICHT D a—nvrFZ—floxsE LT, #
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HEPEELEMISEBELT 73 FHRICREL. 49
PET T4 THo1=#2 7 ALS/PDC £EL D 1 4l

VR IR R R
PR E SRR A BIERT  MERREA A— 2 7RI FERR
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ALS/PDC 1Z ALS, S—F 1 YV =X A, PBAENA B
THRABT, 7L, XTT, ZLTHEROKG
PEVHFEHIRTH DL, FHRE LT, BIEEER
BRESEN 72 ERIBENTWDER, REPHLMNT
X7y, Alal, A2 ALS/PDC @ migration case 23
Febnio 1 pla kB Li-o Tl 5,

[iE ]

76 AVE, AL S D ATF SR T d B R 1 X
HIE T 3IERRCRIRICBME L, b kRl [Lic
L7, 76 mFRCEFREE, HEhE, SMTRE
7R EORERSHBL L, KA BRI Y PBEIC ABE LT,
AL TER = 2 —m R, N—F Y =X
L, PRAEREEEARD - MG, T
{7t ALS/PDC (probable) & 72Wr L7z, BESRBIIZLL~,
T HIR OFE AW A3 e b A< L FRIE & T D B
Db ED o7, % H & U PET ZHiAT L, MIEHLE,
REHIE, BRE. WEREIZH TDIREERD,
BE# O ALS/PDC Hlffl & A ET 2R TH -7,

[&%]

ABNIF BN AR TIId 253, 3 ik TLFFE Hidek )
OEAH L7ZICHBELLTRIEL TWHAND, #
BHERNEZRETLHOEEZ BN, £, L
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W5, Fxlx, SlEZ > b SHR-SRIZHB W TT
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X 2R AT LT,
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vehicle B (SHR/Ve) & BEERN R Z R IVMER &
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iR 25 B 5 (SHR/High; 3mg/kg/day) @ 3 #ED
SHR-SR fiti & Wistar 7 v M% 6, 12, 18 » A DR
J5CHU AGE HL{K & H1 4-HNE HifK, $i pSyn Hifkiz &
D GIERRR AT, R LT,

[#E2R]

SHR/Ve BETIE AGE, 4-HNE., pSyn BPEMI%AS, K
B R2 L MR T B WD TTINE I LI L 72,
SHR/Low #£Tld. AGE, 4-HNE. pSyn BPEAMIELIZ
WA Lic, —F. BEDNREZFES SHR/High BE T
N BERRENT. S DICARICHED L,
[&%]

SHR/Low-High MifIZ 33\ T AGE, 4-HNE DFEEIR0,
pSyn EREMNEAD L2 &b, T I Y
B EZh SR %, MBS 2 IR &R
Li=EEzx bz,
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Temporal Profiles of Stress Protein Inductions  Chronic Cerebral Hypoperfusion Accelerates
after Focal Transient Ischemia in Mice Brain. Alzheimer’ Disease Pathology with
Cerebrovascular Remodeling in a Novel Mouse
Department of Neurology, Graduate School of Medicin  Model
Dentistry and Pharmaceutical Sciences,
Okayama University Department of Neurology, Graduate School of Medicin
Dentistry and Pharmaceutical Sciences,
OJdingwei Shang, Yumiko Nakano, Yasuyuki Ohta, Okayama University
Kota Sato, Mami Takemoto, Nozomi Hishikawa,
Toru Yamashita, and Koji Abe OTian Feng, Yun Zhai, Toru Yamashita, Yumiko Nakano,

Jingwei Shang, Ryuta Morihara, Yusuke Fukui,
Background: Stress proteins have been found to play  yasuyuki Ohta, Nozomi Hishikawa and Koji Abe
important protective roles against ischemic brajory
under hypoxic, oxidative, heat shock, and proteasom Backround: Recently, aging societies have been
showing an increasingly strong relationship between
Alzheimer’s disease (AD) and chronic cerebral
hypoperfusion (HP). In the present study, we cckate
temporal profiles of the major stress proteinsudiig new mouse model for AD with HP, and investigated it

hypoxia-inducible ~ factord (HIF-1a), glutathione  clinical and pathological characteristics. . _
(GSH), heat shock protein 72 (HSP72), constitutive Methods: ~ Alzheimer's disease transgenic mice

) ~__ (APP23) were subjected to bilateral common carotid
heat shock cognate protein 73 (HSC73), and ubiuiti 5teries stenosis with ameroid constrictors forting

after 45 minutes of transient middle cerebral grter slowly progressive cerebral HP, and we investigated
occlusion (tMCAO) in the mice brain up to 7 dayeaf ~ Motor and cognitive dysfunctions in relation to WML
cortical SP/CAA aggregation, vascular remodeling,
nAChR-binding  activityy, and activation of
Iba-1-positive microglial cells as well as the edity of
GSH, HSP72, and ubiquitin showed little galantamine in this novel mouse model.
immunoreactivity of neural cells in sham controdibg Results: Incontrast to simple APP23 mice, cerebral HP
whereas HSC73 showed a constitutive exgcerbated motor. and cognitive stfunctlons with
white matter lesions and meningo-parenchymal
immunoreactivity. After tMCAQO, HSC73 showed the amyloid- (A) burdens. Strong cerebrovascular
fastest increase at 12 hours in the peri-ischemga,a inflammation and severe amyloid angiopathy with

followed by HIF-Tu with a peak at 24 hours, GSH, cerebrovascular remodeling were also observed in
HSP72, and ubiquitin with a peak at 72 hours. Adise APP23 + HP mouse brains. An acetylcholinesterase

' _ inhibitor ~ galantamine  improved such clinical
stress proteins returned toward the baseline laugis dysfunctions, retrieved above neuropathological

7 days. In the ischemic core, these stress proteinscharacteristics, and enhanced nicotinic acetylokoli
showed a similar change with less reaction compared 'eceptor (nNAChR)-binding activity.

Conclusions: The present study demonstrates that
chronic cerebral HP enhanced cognitive/motor
Conclusions: These data showed temporal expressions dysfunctions with parenchymal/cerebrovascular A
of HIF-1a, GSH, HSP72, HSC73, and ubiquitin in the accumulation and cerebrovascular remodeling. These
mice brain after tMCAO, which might provide a bette Neuropathological ~ abnormalites — were  greatly
ameliorated by galantamine treatment associated wit
nAChR-mediated neuroprotection by allosterically
potentiating ligand action.

stresses.
Methods: In the present study, we investigated the

reperfusion.
Results: Immunohistochemical analyses of HIg;1

the peri-ischemic area.

understanding of neuroprotective mechanisms and
novel targets for therapeutic intervention of brain
ischemic disease.
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Expressive changes of nuclear pore complex New susceptible variant ofCOQ2 gene in
proteins in ALS mice and ALS patients. Japanese patients with sporadic multiple
system atrophy
Department of Neurology, Graduate School of
Medicine, Dentistry and Pharmaceutical Sciences, Department of Neurology, Graduate School of
Okayama University Medicine, Dentistry and Pharmaceutical Sciences,
Okayama University
OXia Liu, Jingwei Shang, Toru Yamashita,
Yumiko Nakano, Ryuta Morihara, Yasuyuki Ohta OXiaowen Shi, Zhuoran Sun, Yasuyuki Ohta,
and Kaoji Abe. Toru Yamashita, Kota Sato, Mami Takemoto,
Nozomi HishikawaandKoji Abe
Background: Nuclear pore complexes (NPCs) play
important roles in traffic of molecules between the
nucleus and cytoplasm, aberrant distributions of o o
components of NPCs were demonstrated in C9orf72@ssociation between the variations of coenzyme Q2
amyotrophic lateral sclerosis (C9-ALS) patientst bu  4-hydroxybenzoate polyprenyltransferase ger@Q@2)
iS elUSiVe Whether SUCh abnormities are a|SO tm ca and Japanese patients Wlth mu|t|p|e System atrophy
with other cause of ALS disease. (MSA)
Methods: In the present study, we investigated the ' . . ) o .
spatiotemporal distributions of RanGAP1 and 4 Methods: We investigated the genetic variations in
representative nucleoporins (GP210, NUP205, NUP107exons 1, 2, 6, and 7 of ti@0Q2 gene in 133 Japanese

and NUP50) of NPCs in human Cu/Zn superoxide patients with MSA and 200 controls and analyzed the
dismutase-1 mutation transgenic (SOD1-Tg) mice and

i ) association between the variations and MSA.
sporadic ALS patients.
Results: Compared with wild type (WT), these proteins R€SUlts:Six DNA variations (G21S, L25V, V66L,
displayed age-dependent and progressive nucleaP157S, V393A, and X422K) were found in the 133
precipitations, and cytoplasmic aberrant expression  patients with MSA, and G21S and X422K were new
motor neurons of lumbar cord in SOD1-Tg mice from
10 to 18 weeks (W). Double immunofluorescent
analysis showed abnormal nuclear retention and°mmon variation that was found in all 133 patients
apparent co-localizations of RanGAP1 with NUP205 with MSA. G21S, P157S, V393A, and X422K did not
and NUP205 with NUPIO7, meanwhile, GP210 with show gene frequency differences between patiertts wi
NUP205 mainly colocalized in the nuclear envelope
(NE) of motor neurons. Furthermore, RanGAPL1,
GP210 and NUP50 showed similarly abnormal nuclear Proven to be the only risk factor of sporadic MSahw
precipitations and cytoplasmic upregulations in predominant olivopontocerebellar ataxia.
SOD1-Tg mice and ALS patients, moreover, aberrant Conclusions: The present study suggests L25V variant
co-localizations of RanGAP1 with TDP-43 and
NUP205 with TDP-43 were also observed in motor
neurons.
Conclusions: The present study indicated that the
mislocalization of these proteins of NPCs may ulieler
the pathogenesis of ALS both in SOD1-Tg mice and
human sporadic ALS patients, and these dysfunctions
may be a fundamental pathway for ALS that is not
specific only in C9-ALS but also in SOD1-ALS, which
may be amenable to pharmacotherapeutic intervention

Objective: The aim of this study was to analyze the

variations that had never been reported. V66L was a

MSA and controls. On the other hand, L25V was newly

of COQ2 gene as a genetic risk factor in Japanese
patients with MSA with cerebellar ataxia.
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Effects of Pretreatment with Warfarin or
Rivaroxaban on  Neurovascular Unit
Dissociation  after Tissue  Plasminogen
Activator Thrombolysis in Ischemic Rat Brain

Department of Neurology, Graduate School of

Medicine, Dentistry and Pharmaceutical Sciences,
Okayama University

O Yong Huang, Jingwei Shang, Toru Yamashita,
Syoichiro Kono, Ryuta Morihara, Yumiko Nakano,
Yusuke Fukui, Xianghong Li, Nozomi Hishikawa,
Yasuyuki Ohta, and Koji Abe

Background: Warfarin and rivaroxaban are highly
effective in reducing stroke risk in patients witrial
fibrillation (AF). However, their effects on
anticoagulation and neurovascular unit (NVU) change
remain elusive. In this study, we assessed the askl
benefits of pre-treatment with warfarin or rivarbsa
after tissuetype plasminogen activator (tPA)
thrombolysis in ischemic rat brain.

Methods: Pretreatment with warfarin (.2 mg/kg/day),
low dose rivaroxaban (60 mg/kg/day), high dose
rivaroxaban (120 mg/kg/day) or vehicle was perfatme
for 2 weeks, transient middle cerebral artery cgiolu
(tMCAO) was induced for 90 min, then followed by
reperfusion with tPA. At 24 hours (h) after repsitn,

we observed the changes of matrix metalloprotei@ase
(MMP-9), tissue factor, caspase 3 and NVU
dissociation.

Results: Prothrombin time (PT) was significantly
prolonged in the warfarin and rivaroxaban pretrgate
groups. MMP-9 expression greatly increased in the
warfarin group, and this was reduced in the rivatzan
groups compared with the vehicle group. Tissueofact
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Dynamic Mislocalizations of Nuclear Pore
Complex Proteins after Focal Cerebral
Ischemia in Rat

Department of Neurology, Graduate School of Medicin
Dentistry and Pharmaceutical Sciences,
Okayama University

OYang Jiao,Qian Li, Yasuyuki Ohta, Toru Yamashita,
Jingwei Shang, and Koji Abe

Objective: Nuclear pore complexes (NPCs) play an
important role in coordinating the transport of tpias
and nucleic acids between the nucleus and cytoplasm
and are therefore essential for maintaining normal
cellular function and liability. However, there hbsen

no investigations on the changes of NPC proteins in
cerebral ischemia. In the present study, we inyatgd

the temporal alterations of nucleoporins and their
interactions in ischemic rat brains.

Methods: We investigated the temporal
immunohistochemical distribution of five represdivt
components of NPCs—Ran GTPase-activating protein 1
(RanGapl), glycoprotein-210 (Gp210), nucleoporid 20
(Nup205), nucleoporin 107 (Nup107), and nucleoporin
50 (Nup50)—after 90min of transient middle cerebral
artery occlusion (tMCAO) up to 28 days after the
reperfusion in rat brains. Besides,we used thebldou
immunofluorescent analyses to reveal nuclear rietent
and apparent colocalization of RanGapl with Nup205,
Gp210 with Nup205, and partial colocalization of
Nup205 with Nup107.

Results: Single immunohistochemical analyses showed
ring-like stainings along the periphery of the eud in
sham control brains. After tMCAO, Gp210 and Nupl107
immunoreactivity continuously increased from 1 day,
and RanGapl, Nup205, and Nup50 increased from 2

expression remarkably decreased in the warfarin anddays until 28 days, which also displayed progressiv

rivaroxaban groups. The number of caspase 3-pesitiv
cells had no difference among all the groups. Marke
dissociations between astrocyte foot processestand
basal lamina or pericytes were observed in theasiarf
pretreated group, but such dissociations were iugzo
in the rivaroxaban groups.
Conclusions: Our present
pre-treatment with rivaroxaban
was noninferior to warfarin in the anticoagulatibnt a
lower risk of NVU dysfunction and dissociation afte
tPA treatment in rivaroxaban. This finding couldtha
explain the mechanism of reducing hemorrhagic
complications by rivaroxaban in clinical studies.

study shows that
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precipitations within the nucleus in the peri-istie
area, while the ischemic core showed scarce express
with collapsed structure. Double immunofluorescent
analyses revealed nuclear retention and apparent
colocalization of RanGapl with Nup205, Gp210 with
Nup205, and partial colocalization of Nup205 with
Nup107; most of the ischemic changes above were
similar to those observed in patients with
C9orf72-genetic amyotrophic lateral sclerosis.
Conclusion: These observations suggest that the
mislocalization of these nucleoporins may be a comm
pathogenesis of both ischemic and neurodegenerative
disease.
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KEFHARFIA X720 ATEREARE mD DFMNTE TV,

[FBEIHIROLENDOGILNEOSME R L BiIsnz
WoET 2HLH LM, [Bodar ) xshnxtgsE s Bito
HET D ETHERRE LD TICRIRICSINCE | ks
MAARE L 7e o> T, ROV r ) SZN% L CHER
T&E,MHF & ORFENE X T, TNEIDRERE H LAWK
ZEWIENBIEENT 5 Z & ¢, BELA A E LEROM EIZ
HORNRSTEY , BAETBHICLIRERSH D EE XD,
7 USRI TOMEOMS B2 TR Y | BitRimE O
PACZ b0 2 EHSSMEMRT Z B REL 2o Tz, 514
L L Z b 0 R L AREmE M EIRR Y — e AR L
R E D AEIESEE R ETEx A k) THoYry ) #H
i U, EICERIFAEOIEE & U OREMHGAT-CEE A S LR
BTEL LR L Cn&Eny,
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RHEATIADSMIZE TSR ERTF LIS
HFDER

VREE ERIE AR ES
2JA IR AR AR
SRS R S R EE AL EERE TR

=R

OFFEF . AHFHEE WHAE®
[IZUoic] AEFIED BEE, FREVED 7 = DS
PREE TR T A ERIZIZ ED X S b0l b
HMERHLMNCTHZ LTEoT,
[J535] RS IR & BRI & D RBEE S 7 = 1250
LTCWDFEEN#EE 44 (B 14, £34) L
TEMOEESCAR LT T2 Ll E&EPERLL, B
SRR D ATIE R IV C, SN2 e £ 7= 134 %
(K7 & Alm] & kel 43 Rl L7z,
URE5] wImIBIMoER 12X, TRBEES 7123
T D IEWA~OHIFE) (7 ﬂrﬁ710ﬂmﬁ@4@
RS MOPHIKF121E, A SIS Z & ~0
Pl 15 ﬂfﬁ7:@$m%ﬁ®TEJ®2@h
T STz, AEESMOMEER 7121E, TARAN 20
LCRZE2E) JEboR S TRIUERICH D
FhRE ORI FREES 7 2554 %o 6 fF, ik
BB MOMEIR 2L, RN T 2 A% v 70
DY | UTEID B HEDOIKE 150 4B Sz,
[E22] FER D, REED ANE X2 D FIRMNH#E
OPRIZMEEHET HI2E, FREVEY 7 = DX
OIEEINE, 2 THRLNDIERE BN RET
LT EMMETHDL N yinoT, £i2, BNE
DHZERIZTD0OMT LHiLnv & AT 5
DU TIIEENZ & B0 o T2, FBEVED 7 = Dkt
SIMEARET D121, FRNEERLORZRNTE
HHHBEEOEWERSST /I ANEETHY,
NNRBINEDOJE LD B ZIZENR D Z ERnnnotz,
ZORDHOR S ERMET IR T T 4 T EE
TeAH v 7 O Y BUETHDHZ Lo
Slz, WHLIT IRABKKLIZEhbNES ] &
PREVEN 7 = ~DBME T2 6 S =FHENND Z &
EHRELTWD, LEN-T, BAED 7 = ZiEE
BXOEET B AH v 7IERHMIED NDJEWR, 78S
OMifEE AR L, @UNCHE T 2 EEEER R D =
BUETHD EEX D, BHES TIZEHE L RGERE
SEOHFFEOFEGRA 2SN S D,
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HORBEDER
FEAZBHARIC-FHBEEHAIS

FIRINK A HA A NT 75—

OFMRINA &AL, B~ E, LHKELF,
AININETF-, FRRINTE—, BfEZFET-. BEFER

[B&Y]
FRHETHIZRB T D7 4 v NRAAL VA RNT I X
—OHEENL, FEHZBEBHICTDITIEE I T

Ne, WICBETHIEELERF->T, RATZLOD
LOFIZE > HR L TRPIAA TN ZETH D,
FERHRBATAGEO L > RELWERED . FIMERE
HLEEET, AEREZARCET T 7=y 70
BEZHET L2 E -RWENET 5,

(7]

WMAR A DEMEA A NT T H—FFT—A
ETHERICLY ., BN - RO 11 BHETOR
wE H—EOSEREE (3FH) hx, ®H,
ik« AKIE - BEIRZ Ly AVAELXBEBTHIELTH S
STz, TRHZHEOBEIEIC OV TIE, REERET

v 7 (BRER) XS BETEPBETH L, %A%ﬁ
WBEET) DD ORFE L/ TIT- T,

[%h2R]

MCI LTSN T 2 FEE D 18 o thix, 4TIk
TNI A <w—HEBK SN, BIEL AR -
BHZ R O RO THR 1 B — A TEWET TV D
TAP—ERZHE 1 Bl O, BEEREORIE
FERIIKRTT A M TETns, rns
F o, R, FBEEbOLERB TSI L L, [
D5 TR e 5] THF) . BEGE T O
PIEZ 2D,

[E%]

Ly RO —F 0 REGEREO Lot (T0 %) 1
AERES . /NEART, /N, A8/ N & O d%E
KRBT, Ly AV AZ = NHIL—ETHR
HZAHREICHE, TANT RIDFEosTHTE
ZEME O T IRLNRE0-oTNS] LHELT
Wb, FxnBEEET S IREAZAERIC) TRH
REBRIC) PIFERICER->TND EE R D,
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AR /—IILGETTE CoQl0)DHEHEIERRIZLD
B REDR

VEIRRIERT R SRR
IR L 2 T LFR#F,
PH N EEDD RS,

PEIRRTRTET BRI 0 B

HIER KRR EAATIER ARG

OARTHE 2, AlReE®, B!

[E]l=bvF/ — L& CoQl0) iTt b
THBHERFICA PR CH Y | =R/ F— (ATP)
PEAEMER R OUB(LER 2 F2, E72, RO
ZECITIMH CoQlO JREEMNEWE T ERRMFAE Y A
TR E WS BEBTRI N TV D, AW TIE
M REEZRRE L, 28F ) —LOEBRICLS
M= — VIR X OGRS RE D B (L&
AEL 77,
(k] Zig R EERTTEA T, eSO EE A
Boni 20 UL EOERDS B, 1 H 100mg D=
v — L& VERIMGEEI L7 36 40 (A 1444,
M 22 4. 36-87 1) I2 DWW T, B OFI#% Tom
o e ) —/URE R OGREIRERE (14O Digit
Symbol Substitution Test : DSST) D2 Z434T L
72
[#R] NAROR—ZT A EIZBWT, Fi
& DSST A a7 XMWAOFBEEMFREZ R LT
(r=-0.73. P<0.01), —J5, MH=EF/ —/ LRk
& DSST A a7 DRI, AEZRMEEITRD b7
Mol (r=0.15, P=0.12) , 7=, 1 o2 X
J—NER%, ek ) —VREITERIC R
F-L (+2.9ug/ml, P<0.01), [FEEIZ DSST 227 %
HAEICER (1.5, P=0.04) L7z, LxL722R5,
b —VEREIS COMF LS ) — LiRE
DOIAbE L DSST 2 27 DL EIZHSOW T, AF
7R FABIERR O 22 5o 72 (r=0. 05, P=0.60),
[f5im] =% — LD 1 FROAEHE A
HIRRE D IE N BT A, ARFSE IR T
HVFEROMRIZIIHEEBLETH D, 5%,
NR—=R T A OMfa X ) — VIREIC X D%
HEREM EOZEE T 5L & blc, 2E8F /—)L
B T4 O Washout YR EFEST D TETH D,

[F1]hy
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B2 R SRANREE (MCI) 1= 303 2 30 AT sk hn i iz 3
EOZEANBREICHT IR
-BE 1 EROMR. F258-

FOob LM - AR ) =y

OMAIEA

[EM] FEEOAZE T, NCT BETHLO RN
X LAREN D D 20 FIZxE L CHITFEOINBE R
Hakb LA, 5% 6 7 A CRAERED
FORBIZBWTHEREELRO bz &8
HEEL®R) Lien, £, 1241w TgE%
1 EZRE Lo TERE 1 EBOREIC OV TH
HI 2,

[J71£] 2014 4 10 AD5 2016 42 6 A £ THBi %
ZZ L NCT BE T, bOENICKT 2 R E
Ffo TV A HITxE L CHIIFROMBR 2 = % 2
AL (7.5g/A. 4y 2) &G L, ESAiL &%
ARSI TR CTd o 7= 12 5 (Bt 5, &Pk 7
B, e 71 kA6 85 F) AxIG L Uiz, BEHI
LB E5E#% 1 & ® Addenbrooke’
Examination (ACE-R). MMSE & 51Z ACE-R @ 5 -
O FAHEBIZOW TR Lz, £/, RLD
¥ Cd 5 State-Trail Anxiety Inventory—Form
JYZ (STAD) & Pl it L7z,

[#ER] BeHate 5% | 42T ACE-R(76—81,
p=0.07) & MMSE (28—28, p=0.9) TH E/RiLEIL
BRI T2H, ACE-R O FALIE B O H o Fieig it
THBERUE (8—9, p<0. 05) #38D7=, — )7, STAL
TITREEARZE (45—48, p=0. 2) & KR 22 (45—46,
p=0. 6) W& C BB/ M 2~ LN EEZITR
o7,

[BL2] AFHONBE B 1 MCT (238 2 3B %n
FEOHT 1EDIRM THIBMESYET D AT Rtk
RIB X7,

s Cognitive
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IJTIS5E. a-F)EaRRAFaYy 4 Fay
EIXRBLVERIY C 2S5 &EHFID 6 hA
ERABRERANETEZETIamEICERD
HE _REALTSERAVB-_ETREERER-

YRSt 7 v A RRSERT
ERIENIEMSES A 7V =y

OfFAB ff/NES . [LHFHA !

KEEZ ', B REE 2 B ?
[ 35] FREE DO RIBRELFE & W iod 2 4 RR sn i
=OMCD) TR A, RO ANEEL D,
AFED 1 2 LT, TV ADHLERER
DR NEENTND, £ T, For T3
X9 BAERA IR S 2 O RGO & B
Bl 7Y A ML, MCT (28T 5785
B - IEE AT kT DA A 2 e L7z,

[HiE] RAERIZT7 VI8, a-2Z U ErkX
Faly, A FavEIXABIREYIV C &
Gieh 7V Ak (LIF, Active) & L7z, Bk
IXIEEA (LT T B R _EE R & L,
KERIEMCT L HIEESNT- 65 L Lo B4 T, i
WX 6 » A& Uiz, FBEEBEHE O FFAIE MMSE,
ADAS-Jcog % FAV >, THEhAIHIE O FTAf 1% B RAER T
yir—hrE LT,

[2] 6 » AMAEIZINT, Active BE (n=28)
1% Placebo B (n=29) & Ehiliz LT AMMSE 23 &\ Vi
B2OVREI, EHIT 65 mh~T4 w58 MHIfET

(n=21) TActive Bt (n=11) OFDEBIZE VS
RThole, o, ARIERT I — Tl TH
BFOWE] X HHEEEOKT) 2 E0ERDH%
EES Active BECE A DN D FEDNER SN, &
7o, BEMIZOWT, MEEIEALNR ST,

[Z22] ARBRTIE, 7o LT L 4 OB
FRlzahd 70 AV b 6 » ABERT S &
TMCI Z2A T 2 ElhE 2B 2385 RE DR
FOFEHmHICB T 2ER/FELO L5 QL OdEN#H
BaNl, TOAH=ZALE LT, RENEST
tFra) =277 —BREER, 2V UG
TER. MBI & O RIREEA 722 &3
FRNCIEA Lz SR S T,

BB

-
[
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mAp7IO0/FBEBHAB)REICLSTILYN
AV—IRBBRAT L ABREMEDRE

VR (R AR R BRER TR
RS E R RBE T VBB R

JIEFfC OB H K BRI FEEF AR 11
IIAERET . RAGERET, BRI REPFHE
PBOORERT, BmEm' . STHHERL Y. REFT°
JergEk !

[5] FexiTmih AR 2FET 52 & THMNAS
ERDSEDET NI NA 7 —JFIRIRS AT Lt
BMLTE, ZNETITABWAEM L LTAXYT
VIVERES L e —RAE—X (HDC) Z#HWi=T >
b OIMHEEALEER T, M ABFRFIZL A AB
WO LR BT A B DR NI B, S i
WAD ABHEHLNEE TS Z LR R LT,
AHFFETIE A BBREZLSONMN - M ABIRIEED AB
W KBNS L DBV OV THRE LT,

[FiE] ABWREME LCOMmI (¥ 507 5)@
2.3m1@7. 0ml ¢ HDC % FHv> 9-11 HEHHE SD 7 » b
Wk LRI Nl A B BREZAT - 72, MiREH I
WEEEIRD S L HDC 4 5 A& @ilis . Rk
23R, Mg AL 10ml/h T 60min #i4T L7-, @b
FEATRIZ IZ KA 2 & BEIRER B, B ER IR DR
FALREATHIT S T 2E# TR E2{T - 72,

(3R] ABBREFIIOV Y A5 T LTI 30 0T
29% (AB 4. 36% (AB, ) 6043 T 14%, 15%
BETH-, @2.3n1 T L TIE304100% (A
By 92% (AB ). 60453 T79%, 91%FEET
Hotm, @7.0ml BT LT, IEIFE 100% & HEFE L
oo BRFFEInHEZESL LR EZRET D)
[B5] HROLV YV arvFa—TER) 7n
ELyNLRDEHOLTY AR OWERENRD D
ZERDhol, RO~ LV ABREMDEL
T Z & CABREENHIN L BREREDHERFS
N5 ERRB I NI,

[ ERAELIE ] A SR 13 H O fetfs A2 K B 52
BMEBSORREH To72,
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HEENRICKVBEEBEORELZRDE
FERBANAE 5B 5 DIEH

VEWEAA U AT A—F R R EFERT
At AN NS ERTS 4 R
SN EEMEE WEANAN— NIRRT —Ta v

OWBAR 1 KIRHREF) *IERER L 2, X H#T 2,
AN 2 RFAE 2 SEAE 2 FEEBT
ELE

[BM] BaRIERE AL L, AEIREEEO—T
ThHAEHET, AIERENEDY LT VY g <
—RIZEEIRE (AD) FRFE %P L. HEuisNsEE (MCF)
FEDMAEBREE, BFO [ BRI T M8
R LT,

[J7iE] fEBI 1) AD 2 MRS | B #E 5 D BHEANE
F (80 %) 1Tt L, MCF Z&deiilt (HIHMCT A /b,
HiEAA VAT —7 () &) bg~10g,/ H, %4
AR FITIRE TS 72, MCF ORI CTRRAIEERE.
WHEEIR, BB, AR, FEOE AT
o7z, SEG] 2) RAVESBIE I L7z AD 85| &
FENREI B OB 3 DLMENEE (90 5%) (K
L., AU Ao (R, MCFég) % 1K H, &
WX, FOROBEERNOBIZELIT-T-,
[R55L] SR DHDS-R 1T X 5T & b CT—#6 7. 247,
FEBBIZB W CEEN LN, Eiz, 2RIk
VIR R Oz, B Cix, ARFEREIL, MCF
BT 2EERCTH - 7208, 2SS
OHBHE L, B AR 1 ERE) S 9 FRE I
L7, F7o. FAUTHEG L CHEERIITD LEL 72
LIS T2, 2) BB BES TN e o 72,
BRFEEZPDTODRENS, FEITELTCH, BT
DI A ANDEERHED Loy, 2T
= TCRY—%ATZERARIZRY, FRICKES
Too BREARHOHIENIRY . BIWICK L, EFAIKE
T Lo oT,

[B#] MCF #Ef%, XEUBEFICHOERIERD
R, A0 AEREoWE, BREOWE, W

BADBATHR OGN, =0 H BEREEINI L,

FIRRXFEHEA S v 7 ORFEIN ORI D FIHE
PED R STz,
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KEBAERERITILYNAI—RBEICHIT
SBREDEHKBR

LR R F B it A

O, 2L, EFEA, PEHET,
AR, KEREZ, R, FrEREE

[E]
KIMEERE 25 7Y A ~—J5 (AD) BF 1T
L. A EHOPRAMEE (RRxXUL, HTF ¥
IV IRRTFTIV AT YY) ORRIRBZ)
Bl THE LT,

[Fik]

AD f835 551 44 A MM EE R PRI ZS (PVH) D 7' L — RIZ
X0, 470 —7O-1IDIZHEL, AF ST
7o HUERAESK 2 & |2 MMSE, HDS-R. GDS. AS. Buf#B
#UBPSD % =1 7 (ABS) . ADCS—ADL {2 DN THERF L 7=,
[F525%]

PVH I DI N—"TiE, A~>F> (3, 94 A)
BEL AT 2 I8 (97 A) IZBWTAS OBk
B b OF B REEERO, PV 1T 07—
TIE, T2 I8 WSE (9 4+ H) & HSD-R
B 7 H) TR\ THMMRFE Y bARICKE L,
PVHIIL & 7 v—7Tlik, &FEMICE < FEizhTn
HHDOD AL BH T I UBHZEBNTELLT
W= (6, 12 7 A),

[&%]
KIMAERE TS ZEEEL LT, BE
2R EIR AN T VY A~ — IR D RS RE D
KT EM#ITES TV D AR R ST, £,
JERTZT TR, RKINABEREDORE LB LTz
AN OBIROEEMENRIE I NI,
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Flow-mediated dilation(FMD) &325N#EEEE LU
FIVWINAI—BIBHFENA AT —H—DEE

BBURZEES PREEARE AR5 A

O Afe, ABE XK, )l Eh, HEITEA.
SWRFAE, =Y BT @R, W ik
(B8] T yong ~—RZ%0E (AD) TiX. &)

WREEALPHE R NRIEY A7 L 72D 2 MBI T
W5, BIAREEGISIAE NESREDREE ML AT 5
LEz2zbHNTHY, FERENLFMEL LT

Flow-mediated dilation (FMD) &N H 5, Lo
L. e a & 2 F TR L TV D IR R A
MW=, ARFFETIL D & 3RS B

iR/ 3 A v — 1 — DBBEREIC DV TR AT > 72,

[ 5i£] *F&13, AD B3 14 4 (718.0+6. 2 4%) . &
BRI (MCL) B3 1144 (80.5+4. 35%) ThH D,
HBREITIE, 1) A EBEke FMD BRZE, 2) HE
B o7 In A FREAMR)42, U B Y
EH (p-tau) 181 ZAIE. 3) Alzheimer’s Disease
Assessment Scale—cognitive subscale H AGE

(ADAS-J cog) % FEi L7=,

[#E5:] FMD OfERIE, AD B & MCI BECTHE 27
TR oz, —J, gL OBEMEIZONWT
%, FMD & ADAS-J cog ORINCAHE R A DI % E
Oz, LML, AB42 BL W p-taul8l & 3BE%
IRE o T,

[Z22] FMD #5581, AD BEE MCI FEORIC T
Mo 7oy, RAHEERE S HEEZRDTEY .,
AD JHRE & OBEMENRIE ST, Lo, KR
WBAA F~—T— LI 3BEEZ TR L T 63, ik
O AD JRREICIZBIE NN ATREME N B B Z &R0, |k
fEENAR > FMD FRA (TP O B PN RS HE % T BERT
HTETHWEDLIFTIERVDOTHOT e —F 1
BT 20ERH D EEZ BN,

[ ERAELIE ] ARFIEIE. REBUOR P E b i B sR
BEEEEOERERTEM L,
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B ERMBEEEFEMC) D A EE - BN RE
D

LR R F B it A

O, 2L, EFEA, PEHET,
AR, KEREZ, R, FrEREE

(/] A D o&EE ISR GREE B & A N
L. PBAEDRTEME TH D MCT OFBH - IEEERE
DIETF % R RS 5 2 L IX TR OB
NOLIEFICEETH D, AE. AT MCL & AD
BEIZBWTH vy F XNV H ATV —= T
WA OH AMEE R Lz,
[FiE] —mERzasEon, EEE 75 4L
LR pe 3 72 1 BEE B o F MCI41 44,
AD124 B2 HOWTC RBEEAZ V—= T v F
PRV S AT, MMSE, HDS-R. F#Fzl BPSD =
27 (ABS). GDS, AS, ADL IZ- DWW Tt L7,
[F5F] AD Cix. 4FEAETOX v F3x LK
GHAT ) == THREICBWTIER & & ORI
HEZE (p<0.01) 2@z, MCI TiX, EFH LD
1 MMSE =2 HDS-R IZ 3B\ TEEITERD bR o 72
B, TOL S THEE Y | KBWTEFEE LOMICE
B7E (p0.01) @Dz, Fiz. ABS (p<0.01) X°
AS (p<0.05), ADL (p<0.01) IZHBWTHIERH &
MCT DI A EZAZFR DT,
(23] 1B OFRMMSHEMRA (MMSE, HDS-R) <
X, EFHELE MCT OFOZEZHEMTRA D Z &N
LSRN, X FRSFAXfHAT V—=
THRETIITEOMICAERICEZRDZ, [H-
TEEZ 9] 1T MCT R AD IZR W TR & &b
FFRiEfE 2 S0 2 TR0 . R TSI
TRDBIIEAT ) —=vTREL L TCHEHTH
2 ATREME S RIE & Tz,

A=
TR
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w3y /L DNAZ ALV - ApoE B FDD
T/BAEV TR DREE

'R T 7 v A HSERT
AT A AR AR

Ofsffpth ', MR '\ OHEEZ ' BFE |
HLIET 5 2

[&] 7RI RFaF A E (Apo B)I%, 7L
NAT—=RDOYATHRFELTHLNTEY,
ApoE DY = ) Z A B ZITIXZ Y72 DNA Of: & H
G5 EP R D MERER — KA b5,
WA, BRI E LCEHE S AV 5T 25203,
ZOHIERERMD MK & [R5 TH 20 OBGEIT RS
INTNWRY, £ T, A TIEZDRAEETT
277,

[J7E] s 51 4 2 R8T, BRIL 72 MR R OY
MR S5 7 5 DNA ZHiH L, &7/ A DNA DR
LB &R L72, PCR {2 & > T ApoE & T-® SNP
(rs429358, rs7412) % & TofElk 2 HEME L | 2 Tk (&
VH—=V I RE RFLP ) TV = J ZA B T
% M L CREA L7z,

[#65] ME kD4 2 2 DNA 1%, ik & el L
T, BEMRDMEMICH Y, MEOERWHONRTE
fELTz CEYJREE; MERK 46.3 ng/ul MK 156. 1
ng/ul, {E&LE DNA; MK DNA9 FR{A IMi#& DNA O %
) PCR T LD | MEHERA L MR D 2 TD T
/I DNA ZgEHl & L C, #EE 7z PCR EE DS
YERBELNE, Y AT O, WK
Z O T fRATAE R, MR & D T fRATRE R & A
T—HLTWik, £, o h—rv—r xRk
& RFLPIEIC X 2 HER R IE, BT &L T,
[(BR] BhbP= ) XA 7 FERTHLRER
IE—E L TH Y, MEEE V72 ApoE 85 7 DOFFEMT
FER D MR DIFATHRER L REThH o722 &
O, MEERAREAOCTIERER Y ) XA B 70
FRETHDIEZZOLND, Lol MERMREIL,
MR & Felis U CHH S 472477 2 DNA DR
REDIELOXNKRENT L BHBNE R ST,
WER A fRis & LT 2881k, &7/ & DNA R
LB EMERTANLEND D,
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GO/NO-GO RELEEZHBEEERT
A== Y—) DEEEY

SRR U = 2 B
B 7L o S
YR K

OBABLR WRsEMm e w MBS, SFRZER?

[EM] FRANEEREIR T o B A3k~ 23 EmE L
TWHEEMERDORERBETH D, 3 DOME
WX % OGN %5 % 39 5 GO/NO-GO R DS FE
MERMIRROY — L LTS TRy, 8
ERMBERTOAZ ) —=2 7Y —1ThD
MoCA (Montreal Cognitive Assessment) & GO/NO-GO
SRR OO BEEE 2 A LT,

(k] 74 7 RIRE. @t KA L T
% g 60 A& *T4 & L7=,G0/NO-GO #iEH & MoCA
VIR B HIE & FEhl L7z, GO/NO-GO b oD B iy
il (TESTL, 2, 3 ORISKER] & 3 DOFRME DRI
JEIEH]) & MoCA DA ML % AL E LI R L
77 FHBISHTIZIX Pearson OFEEIRE A AV, A
FKHE 1% A & L7,

[#5 51 GO/NO-GO RRRH D SUSRERE & MoCA DR G A
B OMTITETADOHBERED bivle (FHK
JSEER - r=-0.68, TEST1: r =-0.65, TEST2 : r
=-0.62, TEST3 : r=-0.54), FUSHEERIREVIEE
MOCA D JSEMEL 2D LW HTERTH - T,
[%5%42] GO/NO-GO RO UG IFR & MoCA DFRE R
¥]TIE, 4 >OHEHEETIZEB W CHHBBGRNERD &
AL, GO/NO-GO FRFEA R EFRAMEREIR T DR 7 U —
ST O—IRD I ENRB I N, S DI,
GO/NO—-GO 7518 0 - 14) I & MoCA DG 1SN
bEWVAEBEZ R L, EERGKRRIZERT 5 2
& OFRAMER R S L7z, TESTL (XS T, 2, 3
LD L EEENE L 72D, BT TESTL, 2, 3
DNECTHBEMRHAE L, HAEDIELF L TH D
iDL, RABERTEZXZLTWDIIEEA, f#
BT 2 MIE, TORBERRRIZRD Z LA
Z D,
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iPad ZFI L= eEEMR 7 —IL DR

RSt LT A b
RN T =g VRBRERSEE Ve
Fov g ER UAE YTy s VDR

OJeR i ' AR °, HEMARS ' M LG

[BR] BAVEOBMAEE Sh 52k, FH%
REFUDTHHENO L —=2 I REBINT
W5, =9 L= MMSE 73 & BEAE D FR AR RE L
A — N LGE, BEISGEVEIZE N
T ARICR A H Y . EFISE S RV D
bbH, I T, RFRRLBEAET L —=
7 ORPEHEDT- 6, IT Hgsd FHv, X 087
i S X T A DVERL R AT,

[J735] MMISE L ARBIZ R B oo, RAEREDZ L
ARSI A DT BB EEREM R & — v
NoAH (Nouwaka Assessment on Hierarchy) ZBA3E L
72. NoAH IE iPad #/E%& /" L C . 43#%, sof&li. &t
. SREMREN. XIEHIBED e E T 5,
T AT 100 A, AR 16 DRETH
5o

FOEREERET D270, BEFEE 36 4 CEYE
i 68.5123.5 i%) . RN O EE E CTORHERE
28 44 CE¥MEHD 88.817. 2 %) . Ail 64 4T %
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% LT APP23 + HP + galantamine (5mg/kg/day, n
= 10) D 3 FETIT o7, MRRFAYICIHMIRFEMG, 8 )7
MREEER° Rotalod 7 A b &AT 728412 6, 12 » A
IR IR RN 24T > 72

[#E5] APP23 + HP BEClIfhiod 2 BEL LT, #
By - FRABERE DR O )V 2580 1, E 7oA
FOREAM Cid, MBI W TR R & 22 By
B 7Y T HFES axon—glia junction O FEERERL
A Td D MAG 72 BTN Ranvier #EmAEAE AT
& % NF186 73 APP23 + HP B CTAH BT L CTui=,
728 & & Ranvier BHHICOIA(FEET S Navl. 6
& AnkG 1 APP23 + HP #£Cid Ranvier fZEmHS7=1F
T < B E TR L CRHELT D L D Ic& b
LTWAZ ERHLENTR- T2, — 5,
galantamine ¥ 5-8ETlL, JEHE) - FREREE DS HERF &
. RO AEREOWREFHELbREIZ L &
F o TV,

[Z22] ULEORR LD 8 MK R X
MAG/NF186 & H 55 72 & ONZ Navl. 6/AnkG DHLK,
a4 5% L axon—glia junction MAREEND HEE
ErplEeRo L, B - EEREAEEI YL 2
LRI IS TZ, —J7. galantamine 13B% 6 < 1%
ZOPRIENFIC LV . BEREMHIZIR 2 5 H
LeboLHEE SN,
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MEILEE S % Twendee X DNAHRERIZEITS
RO EBEME

g B R
FEMBHERR A ISR v # — PR LA JE T M
PR R PR AR

ORBEHE ', BT W, P —°

[ER] REEDZ IIWMFITeL2yd Ok X k
VA FERBZERHIINLTWS, Twendee X(ELTF TWX)
WFAEEROEIEA N LA EMRATERT 5, ARIE
Iz A Q0 . EXZI 0, URTZIE
VL LTNEI Y VAT angig T
e, TAT >0 8 FETHEIND, EERT
(PTC) BUfFITHEE . HARERFTADLEH 2016 4
WZRFFFANABE ST (Redr i 677821 & HMifufEE
TEVED S OBEEO 1= OB . PR HRIT
=y U 7TEEfA b L ARERMS T
1CDD (France) (2 Z535E L 7 JIFEEMIARR HepG2 % FH W
e FEERC MR TR OMBLIER < . §IER
NV ERBEINTWAD, TW ORI RIZE 2
% B RRG 24T o T2,

[ k] Co7BL6, ME& & LT 29 #im o
TWX (40mg/kg/day) & FRBHKIZESIN L 59 18 ks CHES
HIREI DY > 7Y v T H AT o Tz, <0 AEEE
TIVTHE TWX &5 OfF B CHERRE L BEA s L
AR DRFEYEEITo T, HRRENRBET
A= AT A 2 U o, MBEE, B
L RA~—H—& LTd-ROMs test ZHIE L7,
(RG] TWX (X s~ o AR d R [B]C T AR A R
fass TWX &5 CHEICHEMN L., MEEET L~
AT TWX &5 TREZEIRREDS 2/3 1T L, %
JEME~— A — EB{LA P L A~ —h—DEERK
THRRALNT, FERP~ T AT TWX &5 Cips
EIRT, A>3 =2V AT, d-ROMs test DIET
DR BT,

[FZ ] TWX T B MmAEPEA X SRR AR A
o 2 AR BRI ST R o T2, BERE Tl
MK T & LA b L AE T bR S AL, FRAVE
TR BEIFFCE 5, BEETHFEZET v
ZAIHMZEERY 7Y A2 RET TWX OERKRERD
HEATHTH B,
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Rivaroxaban @ PAR %4 L71= tPA SRiL & DEEE
PR i ] 3h R

LR FRF B it A

ORRIFRFEAR, 1T, TEPEE—RR, Paasa,
HEFER R, EREIER, KMEZ, ),
FAf R e —

[ 57 & BM] tPA 1T K B ARV AR I AT JE 5%
SEM 4.5 BFHILIPICAEN Lo Ao e
L 9 %A%, NOAC WARHIZHEIE L 7= I ZE %3 %
ARV ARPR L OIS FAE XM 2 b Ol v, £
Z CTA[E], warfarin & L < % rivaroxaban % PR
ST v MNMUFEZEE T %t LT tPA %5517
VN, AR IE A~ D B HAZ D W THREET 5,

[F7i:] 11 BEDO A A D wistar T v k% vehicle
. warfarin ¥ 5.8, rivaroxaban 582 0)
14 A%, 90 5y O—@IMEME I 2 Ak L,
REVEIEIC tPA 2854 %, PRREVRT 24 FEFH)1% (2 WA
Uzt 2%,

[ #5 5] vehicle BEIZ b X T warfarin #f &
rivaroxaban BECIE PT fEI3A BIZER L. TAT 1%
AEIET LT, SRS TEIT R
Mo Teid, BHIMAATE X warfarin BECHIINL TE
V. OB rivaroxaban BETIIFED L7
Sz, FPERREFRMRFCIL, warfarin FECHIZE
JAPHIZ I T PAR-1, 2 FEMERBRGRE N, MMP-9 JiEE
JutE, neurovascular unit fEEfEZEZ 2L TWZ03,
rivaroxaban B TIXZNNRBD N> T,

[#E%2] warfarin BECTO tPA 5% O H o #0
X rivaroxaban £ TILER O LR o 7= warfarin
FECTITM HOBEFIC LD PAR-1, 2 MATTHET 5 2
ETEDOTHD MP-9 7L, Zhdfifast~
hU v 7 A%&53R$ 5D Z & T neurovascular unit
PELTHLZLZL LTCWeRERS D, —
5 Xa BHEH|TH 5 rivaroxaban |3 PAR % #jifil 9~ %
ZETINGOEMME S Z LN TE RN
borLEZILN,
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Acceleration of neuroinflammation by chronic
cerebral hypoperfusion in Alzheimer’s disease
model mouse
Department of Neurology, Graduate School of
Medicine, Dentistry and Pharmaceutical Sciences,

Okayama University

OJingwei Shang,Toru Yamashita, Yumiko Nakano,
Ryuta Morihara, Mami Takemoto,
Nozomi Hishikawa, Yasuyuki Ohta, and Koji Abe

Objective: Stress proteins have been found to play
important protective roles against ischemic brajary
under hypoxic, oxidative, heat shock, and prote@som
stresses.

Methods: In the present study, we investigated the
temporal profiles of the major stress proteinsudiig
hypoxia-inducible factord (HIF-1a),
(GSH), heat shock protein 72 (HSP72), constitutive
heat shock cognate protein 73 (HSC73), and ubiguiti

glutathione

after 45 minutes of transient middle cerebral srter
occlusion (tMCAOQ) in the mice brain up to 7 dayeaf
reperfusion.

Results: Immunohistochemical analyses of HIk;1
GSH, HSP72, little
immunoreactivity of neural cells in sham contrcaibr
whereas HSC73
immunoreactivity. After tMCAO, HSC73 showed the
fastest increase at 12 hours in the peri-ischemga,a
followed by HIF-In with a peak at 24 hours, GSH,
HSP72, and ubiquitin with a peak at 72 hours. Adise
stress proteins returned toward the baseline lexrdis

and ubiquitin  showed

showed a constitutive

7 days. In the ischemic core, these stress proteins
showed a similar change with less reaction compared
the peri-ischemic area.

Conclusions: These data showed temporal expressions
of HIF-1a, GSH, HSP72, HSC73, and ubiquitin in the
mice brain after tMCAO, which might provide a bette
understanding of neuroprotective mechanisms andinov
targets for therapeutic intervention of brain igoie

disease.
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IORABERIEERETIVIZEITS
LRFSERLDEBEDR

UIER BRI R 2R it A
PNERAE RS ARt R

OFRIERA ', BHEN || S HH ' BEBHEE
B Lt MESEIR!

[BEM)] o F T2z o R ITHERT 5T A
MADLRF %25 (LEV) 2, KIMAERELY =
4 5 B MEHE R £ 7 /L (BCAS model) (285 L.

SRR L 2 RORRES & ATEV B 2RISRl 2 1TV,

Rk FEREE I A RERE DR IR D LI
DHERTT 5,

[ 5] 9 @D C57/BL6 ~ 7 AT BCAS model %
TERLL . fERIZIC LBV 28RS L. RREFIZSR
FERRAL E R & ATENVAE B R 21T o 72,

[ IBCAS 18 14 H % & 28 A5 Y K EEHER,
BEYE 2 39 % KB YefalZ 35\ VT LEV 5T B
THERKEEZRD -, LEV H 5 ChEack
WT, BfbAMLVRA, TAMard A I7v7
U T ORGERMRE SRS L, AV 7 Rado
I BTERHIN R OV ) o 24k CREB 1% LEV #¢5-1¢ THE N
ZF®, GST-m & CREB IX sham #f & 22 b3 727
72

[ZLR] LV X, LA L 2AOERET X bat
A RBIVOI 707 ) 7OMERILEMA, FifEL
BIOMKREEHEZR L, SHI4Y) IFT R
o NRIBEAAESC Y S EE{k CREB 2 HE N & &5 2
ORI A REEIC AL S SR A AR IR A T
HZEAERFEIALTEY ., LEVIX, Bt aEEE%
il USRS e R ISR AITIER 975 2 L AR
®I i,
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ANOM DS5vk MCAO ETILICH T 5F$htE

WL B B g AR

OMAKTE, ZENE, KRB, WL R —

(5 5] MR I m i DE =&V DR E Z2RE
Lo THEY, REFHRIITRICINDDLIEER
NTFThod, SRR 7= /) — ik EtelesE
Al TdH D ANOM®D X EFEIZ %t~ 2 AT DU Tk
i,

[FE)I0EE D Wistar rat 2 3EEIZS3 1T vehicle,
ANOM 1ml/day, ARV 7 =/ —/L5if. ANOM 1ml/day
Z 2 BB OEE U 12 8B 90 47 D transient
middle cerebral artery occlusion (tMCAO) %47

VN, tMCAO Biff% IZAMIMLIAE ., tMCAO 0D 24 BE[E#415E
BESAE & ST . MO FRmR 21T > 7=, BT

i B & L Tl Bederson scoere, AMIMLIE. FHZER
. SFEBLA ML RA~v—H—, KFEEE~—D
— &Rz,

[#5 5] Bederson score [X ANOMEE, RU 7 = /) —
JLEEAL ANOM BE CHRICIR N A58 HZERREICRT
LTIEARY 7 =/ —/Lii{k ANOM # T vehicle FEIC
BB RBVERED, LA LAY —T—
Td 5 4-HNE, AGEs, A-OHAG ¢ DAB ¥uff Tl ANOM
BECHBERGIEMEROE T2, K7/
— /LA ANOM FETITE 2 AR T 277, KIE~
—J)—Td % MCP-1, TIba—1, TNFa (ZE L Tid DAB
YethlZTRY 7 = 7 —L3afk ANOM BEIC BN T
vehicle #f & bk LA RICHMEMAE O T 23
T,

[FERR]ANOM R DR Y 7 = ) — V(b A b LA
PIES S Z PIT D 2 & CHHZE 2 HE/ X5 2
ENAETHD I EEZ DN
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SRR

ORMEA ', maEtEE . KATRAES?

[BEM] EREBZERL, DD nR Y 21
DHEIZLY . FTA P —E R D B TR
WENC T 2 BHCBROBE RIS HICHD L E
MTEXDHEZZTWD, TAY—EATHRY Al
TWAHEXANR=YgF k58— (BLF, DT)

Tix T8, BROZEENY Kbl & ER5HH
EHCHEOICKETLIH] LrEnTEY., 7
AP —ERADFEHTYH 3 DOHFAIY & LT, Off
M-3< 0 0, @Oy, @FRITENS85%
EDFEZBR LTS, fEMENRT A —ERIZ
WO EEE ORR, BBIZEDL S BRRE LT
LI DN, EEEHES ) 27 —<IZEE L7z
DAL R A BET D,

[Fik] fEREOBMEIZENT T, BATORE, 4
EHEFESEO 7ot R L FAFOSIMKN., KK
iR L., MEMEZE LIS L OORNY OF
HHIZOWTEES,

[EHR] T4 —E 2@ EmEoh T, /B
DIRWT AT 4 T EH LY | i 28R S
FERBIZERRIZEDLA S LT RBNE NI,
HERRICBW T, HET 2 REEMICH L
TR M ENDHo72, YA, FEDONKG M
WORT T 4T EOBELY HH O, TEMEDH
EBRRZDEN T, HEOBEDORWERDOE L
molt, FRTOFEMERD, DRBVNEHIT
JRBR S TN Z e yhoiz,

[E2] ERRBOFEMICHEZY ., ENETOER
BERBEVESE LN DT, Elz & ORESMN
Kl D, BIERE T OAEE OERLE
TiE, e, EFEEE~OSICER L, fERE
EED B EREEZE L THLX5L91CLT
WE72,
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FEOEMEICEITETIA RO ERE
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OfitaA, s, sUARRRSE, 21192, KIREZ,
IR, B e —

[F5] KT/ Y 7/l b « Y7 hF(CID)
Y= FURAFESRREINTHOLD 134EH
VOB TEAEDO T Y 4 95D FEIENH S
MZINTETWD, FFICEEMET Y F W OR
FUASATIT BN TIE VISOT 38 L T M232R DZEF DA
EREL ., Bk SRR EHmE R LTV D,

[FiE] 70 A imY—_a T ADFE RIS
EHENERIZESIT 27 Y AU HoEEIZ DN
THETE1T 9,

[ 5R3 L O £] 2015 4F 10 A A5 2016 4E 9 A
O CHENE#XIZIBWT CJD r—_Aa T
ARERITHEEIN, TIVAVREHESNTZO
134 25 I, 9 BIGEME CID 22 I, imfE cJD 2
Bl ERME CID 1 Bl ThoTz, EBEARHLD
W OBRBIZ L D IRE ETILEEN 155 TH -
7o MUEEHIRIZHIIT D 1999 4E 4 A5 2016 4F 9
HOWE T, 284 BIN TV A% (FedE, 1213He
F, BV EHIEINTZ, TORFUL. I CID
230 5l (81.0%) . Efx CJD 48 #i (16.9%) ., &5
P CID (RESREA L) 6 B (2. 1%) TREFEH L IZ
FERIETdH o 7o, 2 BA CID IEFRE S e hodz,

—J5, M CJD @ PRNP & H i fr 1 D28 BRI
1. V180T 36 {5l (75.0%), M232R 9 i (18.8%)

E200K 1 f51 (2.1%)., Z/VA h~> « AbhmaA AT
— XA h—¥F (P102L) 1 B (2.1%) . FiE
PEECSEMEAIRAE 1 5] (2. 1%) © D178N 1 51 (2. 1%) &
BT -7, HFHIRIC W TIZ, RERENC T
AT, VIB0T DBFHENIEF ICE N Z E B TH D,
[#a] TEMEEXICBT D7 950 5EhE
EH LT Lz, HEHMgicks ik, 2EH
WZ BT, V180T OBEEMIER IV T & BFFET
H 5,
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[HFiE] —HEB 104, 15 4FNENDTA ¥ —
EAFIHEON, BAEOBW #%ITT\WDH 4
Z BRI DT &R T EAA Y Y — b
Vre.3 HRhil] ZHAWCTT A AL k& Eh,
DI 3MWAZT LT 7T 4 BT 4 ~OSMRIE
ET=HF U7, DT Fli— FEER L. 2o
e, FRfE, FEAT e EORRME & & O
PO FE., REREOEHEAY 1 0HHE T, 7
TARAL NMEESLST I T 4 T 4 OFIMEE R
T

[FEHR] RAEIC L0, BEAE IR RA T
NIZITERHE LW F TH-Th, HREMICEINT
L BRSNS BV TIE, B 0188 D FHE -
HEHEOZENH LN, [Hi-, BRI L DR
EU—FOERAICED, BEDOAY v 7 DRSLT
& JCICEHIC & 7=,

[£22)] £=# VY L THOKSE > — FOIFHIC
X0 FIAEOREFM 2 ZENICRTZENT
X7, F-. DTTEHEAA L FRRDEY— D
FAEEHTHE T, A2y 7B NEE

D, %ﬁ'fﬂﬂ@?ﬁ1ﬁ7b§ﬂ:ij§o7‘:o Dquz{ﬂﬂ:/‘— ]\@ﬂi
MEBICOWTIE, BRtORMNH 5 Z ERnbh
>7,
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BITEARREZR LN D, FiRE & bITIHEIE
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—EA~BATHTH D,

[B52] SREEDBZWIE bty Ak T2 Z Lk
FDQOLIZKRELSHET D, FHADEA, ED
NENLETTIIREOBERELET 52 LTk
Rino T, ZBEN, & BICBREBICRITT S (7
7 N —F) XERLETHSTD L, F
BIBIL, EENOBSEICE)E (Va7 a—F) D
BEDO T, HFEDRYT Y 2 — VEFRTFIEED YR
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T, H=L0ENY LHANE UWAETEDSFEEIFSRE(X
TOFPEE~BR S IZTATREM N B 5, A, IERICE
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FERANH O ZE LAY v 7% RO Tkl
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