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tf/Xfii§$&#£y©^;&nMtf0. 0 0 1 fiMnPct <*J i 

M<&IJ. -15s mnmtfi 
'I4^n*;£ fc j; s $y m & g if s RTtgft#£> zfrb-e&zo 

[0046] l£$iJ£§JflM-f fb£*$i (1) 

SfcibJI£*k ia3£i£#j£*k mft 
ji/kSfciijii^ With l^s^-eilfiMb-tsztiz^vmmx 

5-So tjy'izJUMte, tmz^LTtmL 
, fif-tz^f>;b 7°-tz )\sXte%Kti -ffDMzmsb ^tlSo 

[0047] -fb^ (1) £/c 

k(DmiK<Dmmt^mt, mns£?tL<&4A<, 
mJ^T-e^So Z(DX 9&s¥^fe^l£#1~S®^&> $JAl£, J\y^-

$Jk fyx>>K$Jk HUls/tf—JU^Jk JSfij/tf—JU^Jk :>x — ts — $Jk 

• y K$;k f^-7"$Ju^^ffiiNT0j5jct-sc^^-e$So 

[0048] (1) £7cte^©&£^if 

si£$y, «s£yi-x-r>?ssy 
tRTtg-efeSo t&Ktezi-x'r LT&s -tz^up-x^-tzf-K7 
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k L KP^>7°P fcfJl/^JUzJl/P —3.7* \s-k *97W)\s 

HP^0|J7- xf;u-tz;up-x^^^ffl"e$s0 ctucJ; umraibW 
T&IZS^T, (1) 

&S O 

[0049] lbl=r^ (1) £tc&^(Dikts tmft ^>al 

) s (0!IA^ 7°PN ^ 

mtz^GLzmmtZo 
[0050] ?L;m ximm 

U ~C ^ tl S 0 7L/i§M£X.ti yjt/iijM£ 

<£>M<£>§^] tis 0!l A xfJU7)\s P - Jk 7°P t°U > * 'J P 

-jk x h^><fb^ vxf ̂ lUu^up-Jk vxjTUJI^ 
7)\sz\-;k *°'J ̂ ^>if b >VJU tf * yiiUx^T 

tiSo zK1f JSft £ L "C teu zKXl£zK£##t~ £*i£>o LT 

^ ;M7K^ffl3tiSo Lttt, ^H#±^TK 

N PBS CJ >Illiij^iI#±^7K) X&fLItlB-^'J 

[0051] -fb^ (1) §S&U©teffl 

flUtfo. 0 1-10 

mg/ml_N £?j£L<tiO. 05~5mg/mLt'fei)o 

[0052] 

^^{b^ijs mmi 

*ls- KSJs tfci&fbftk Xti}§®Mmtfmihn^o WmitM 

0!IA^ 7*K^1, VJ^'h-Jk ikit 

t h 'J^A, ^'j-tz'jx 7°p L°b>*'J p-;k *°'J xfi/>yij ZI-JU 

#tfPtf£*i£>o S^bSU^LTfciu K 'J VAmffmifbti 

So mnmt LT&S >J ymm®M, n>ni 
£|J, S5@£M£iJs MtM£iJ^WbtiSo «#§y^ LT&, 

;k ^>^7Jl/3-ik ^PP^L/V-Jk 7 
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£>tis0 

IT hltf" K 'J 0 A% *x>I£f" K 'J 0 A^tfplf £>tlS0 

JjtSHb^ LT^ #Mf" K'J^A, h U 7AS T7 

X=UUtf>I£f" K 'J ^7A, h 'J ^A^W^tlSo 

j^h7>, *°'J ^-;ut°p 'J h'X 

7A, +f 'J ^JisMT < K\ -pfyilT7^ K\ 

s> 151 b > SUb b "7 s> >£ H 7^ if £ ti S o 

[0053] p Hf^iJ^W^tlTlNTtSlNo pH^SMi, I||I 

-efe^Tti^Sll-efe^Tt<n\ flrtTOcy:, ilStiTii, $1*.^ T7 

x=uutf>l£, *;UP>I|N M|N ?LI£N MW.S 'J >M* ;I 
est o^yw.mi?mibtiz>0 TKII^^'J^A 
s TKII'fb^v'U^^AN TKIUbf- h 'J 7A, TKII-fbv*^^^AN ^yi*y 

-JU:P$:A *>*X* y-ju;7^ x h u x* y-ju:p$ £>tis0 

[0054] m S 

&#©*£(& M.k ttfis yiggig 
£t&z£&Riffi-e$>&o J&A (M50kg) xmn, IB^IJ 
1 0 ~ 4 0 0 m g N jfft L< tt 1 0 0~2 0 Om g 4 1 0X&2 ~i&[gHC:fr 

ttT&5-TZZ£tf*Ii£-e$>Z>o 

[0055] C\-3)MmM 

ikmiktimLximt^zt^mxh^o %tc, 
% 7 iz* b*—-tzPlS^ nepn Lysin;g'|4<fb£lk XhtA /3 * 

> "TS £ £ t RTtg-eS)So 

[0056] /3-tz* l^*—tzPM££teN f#M£3tlSt®-e&ftl^\ 0lJAtfOM99-2 

% GT-1017, P10-P4'staV^-efeSo 7 "tz* ^*—tzPM££teU f#M£3tlS 

t CDT'ti&lN7^\ #!JAti(S, S)-2-aminocycLopentanecarboxyLic acid(ACPC) 

% Semagacestat^T'feSo nepr i Lys i n;g'|4<fb£lHis 

A/3*>A*ff7*f 
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[0057] m TL A /3 ,-42 b.7 V 3-J^y KQS21 b_ MS L /ct$>E * ̂  7°© 7 * f > 

mm^m^tcAptyj^onvo^yt^mM 

3 O A /3 JSo ^fcfflj A fc£\ r -tz * b * -IzPI 
L/cil^, ffeCDNotch 1 #©^y di l^-CPMStia RTtgte & y 

, Notch 1 cti^Pis-rs^^s 
<1 tlffrfr-oT^Z) t.Z.'b, L/cr "tz* U*— "tzPM 

S£|J ££ IIMII£ £1# ffl t £ d ^ £ J; y N iij^ffl £ 

h z>m&MM IS^-D-DAQ $ a0 

[0058] (1-4) 

cAMP^|B^y^*>A* (CREB) &N £ 

>j ymikt?tiz>ztx)miktz>0 

T rA|8K&d©CREB©'j >^b£PM"f£fEffltf&yN ^>PX*V-JI4C 

<fctL^ CREB©'j r$/px* 

A /S©;i^^^^t"-g)ApoE* V/^ffcDfgiib^JU^fJ^U jaS5F*3 

SHbX K Aj8©,*fcii£&tfN 

t£©mb£B&CJ £^9©tfs 2/P3.**/—Jl/tf A|8©2fc#£ 

[0059] ^ff3fc£&#3"tt:£C:£l;:J: 

tl-XAIZ-D^T&T, 
iM^M.CD — 'DTJfoZ) A (3 *miZ£Vm%-tZ>o 

[0060] ik^ntcApifrm^z^Tmfrbwmfrnzm.mz^w.fov, £ 
©ME&AVfr &£#!l£--e$ltg L T IN £> A /3 ©^Sli^^ftluif C <£ 

i^LT, 
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(i )lfll^Si^P1(bLood brain barrier : BBB) £fi" 

(i i) ifllWMI HI CD K ^rff1 L/cl# HHN 

(i i i) A jS ^^H^T'fe'Snepr i LysintCct •g)^^?JP77X h P+M * • 

[0061] m Aj8#©M*>A*tflfoWgK&£*JI£¥Sta£ 

¥m«©4M^PlS3tu F^ff;t©HB] 

tlZ fo £ ifliWffiS] «T U M * > '* * © Ff3 ft & £ L T ©Mi PM 3 

ti&0 £tUC<£ y^S* >A*©* 'J 77>XtflTLT, A/3^;1HU 

dft£HT;p$P>r K«£#i#£M/£-r£o 

&F^ff;«#li^cJ;y, HI2^£ti&J;9^ 

© S JgM tC ;VPV 9 pa t h way £ ® }§t £ F^ If 3fc 3 tlZ M S * > / © m ft $ 

LT©i#aiAM!Eii3*i£o y tc 

<<&l,U A /3 tCfcNlNT:fc;i^L^< &yN S /cT7^ CK K^H^JFM^ti 

tC< < 

[0062] $J;U£:>PX* V—'J JUlf® 

ttKJ: y, lfllW^M^fe^¥}m«©SjgM^;vpv9pathway^®ii-r^F^K 

3 titmm * > A * © F^ft &£u T ©^ai 3 n & c t iz & 

&o Fs3M3fc £££>«* >A*©j#dUi* 

fa&Mi&V&Zfctb, *M»tC£lNTA/3&N F^ff);Wfi£#3tlZ&lh 

[0063] £tc, ?V>mfemiZ£^Zte, ^©J^HI^«©21#^fefr^1^^ 

ft3* (K'JV$-^) ftz>Z£lZ£Z£ZZ* APP&21#|fefel* 

±IZ$>V, M^A/3££j5£-t£/3-tz* b*—tz (BACE-2) itfe?=fc21#^fe 

fo±izfo Z> d £ tc <£ ^APP©iiiiJ^^^HI K#I©JFMM 

£>tiTlN£ £ d 5s :£^;teMM^;6N;6N5F^ff}*fi£#^Cc£tUi\ FH 

n fa ifim ztizm^ztitcA pomn^D-Lzo&ih s ti & ©z 
% y $ • -f tiiz < < & y N c:tuc<£ y y^ yiM©^^#^ 
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o 

[0064] Ztzmz, L/cM 

y APPMMttl£Ifi«KfciNT^ < %Mt & J; 9 y N flgj t 

33^Tt> A /3 £tl£ RTtgte £>£ d £ tffc] £*lT^£ 

o Id AN fr § Pel] IZ cfc titis Pel it ;* 3 tl S d £ t,z J; 

yP^ff>S£^LT A/3 0^7^13 tl&0T\ :P$I=K K&ltt^JFM^tl 

tC < < & y, d tl tC J; y JPS$HM14^0fi£# t, Plffit ft &o 

[0065] tmnummzi^ &< N mm&m±&Mmj$>mi&m%i 

mtinmmvmmz&tmmmt, s 10 
o%m&<owi^**?tzto\,zmm£tzz<o&ft&^]bz>0 

, smsmted;•&—vtz^v mm®mm© -^ft«fe 
H±j£©gjg®tc;vnvoTWS* yj^o t LT(D KJi/--KJU-

Mytftz £ & c: t tz £ y $jg©#ifr e>^£ifoWtf £ A^-r <^y, 
£ # ̂ tz^tinmfrbmiizaiM-Pmtnz£ 1;, sauftiz&mmtLT^ 
©agBj^gT^^Bt^^-to flPiftltSMf &#© KJU--tz>tc& A (3 if 

1%mfg. izfefc L T 33 y s £ jr*i T7 $ • -f Kifliw^ t <DF^ iz &w® 
TlN^o ^(Dtzisbs 

{EJi^ ti& 0JPMH^^O^A^ Riti ̂  &5o 

[0066] HICN 

^0mtc&A/3^iWtcSf*L ( r®^M 

J b ̂ -/jN^^Pftftl^) N ^©^igg-eAjS ta*/Z<7 W X 20 

CD^H* yj^O (Examining the mechani 

sms that Link /3-amyloid and a-synucLein pathologies. ALzheimers Res 

Ther. 2012 Apr 30;4(2): 11) „ lot, b £-'bfomiZ£^Ts F^ff3fc£ 

fcfe.\kLM^$yrt<7<OW&*feM?Z>Z.£-2s A/333&Xf a */* <7 \s 4 y 

ifs %m<D^m^m:j(Dm\\ttazo 
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[0067] (1-5)fflS£ 

^^(DXlt^if, ±i&© (1-4) T^MJ^C33lNTl¥lffltC§£BJ^tl/c 

133y, F^ff3fc£&#-r a c: £-ews* y^o<omn.WL*ftLT®^ai^ 

313 tl 5 £ £ ^ K 3; H if h 5 X 

IN&O LX&S gj 

$Es tu3li|lj3lMI^[]^ yo >Slg?¥s A-^r> 

3JiL"3~£>ti% ^f§BJ3® flOft/jitfi&lilsfsfctN ilti^ 

/XttftmoitcdblzfeRTZ z ttfX5Zo 

[0068] &fr-e=Mb^$l (1 ) . 

&N MCI0^^33J:t//SLX&&)XlifBXfo''J, Z(D&Jzmt 

5i(2) T?&5rr£„ 

[0069] (2) MCI0^^33J:t//S 

( 2 - 1 ) 

^MMmzfrfrZUiCIO^fljSjLXf/ttc&femM&s ±IB T (1) mU 
3fc&#££j xmmi.tcik'Sty (1) fb^ti 
0lM§&±§E (1-1) T?U£B^ Lfct,©£mre&£0 *fgB£©MCI©^B£33 
cfctf/Sb h®SA\ ffllAli+J-Jk £SX ^7, ~?9S b'V 

*>\ -f*, 77 k 7^Xf©t: 

[0070] ( 2 - 2 ) $£Jt§«$# (MCI) 

*fgB£l;:33tt£MCI£ttN *B£|ffl»0 rflffij ©ffl|-ei!EtCU£B^ LTIN5 

t&v-e$>zt>\ Sf*3ti5WS* 

fu$© K7^f >J tc33tt5MCl¥iMS 

iS^jg-n MCI,lMSa<J: ct 9 £: 3:1^ 

9o 

[0071] ^^B^®MCI0^K33J:t//S7cte^^££teN Mini-MentaL Stat 

e Examination: MSEX22-2Q£(DMClBs^3hZ$lfllZ$)]^;%:M~$~Z>0 l¥$0HCtiN % 



WO 2013/187075 21 PCT/JP2013/003740 

tU£\ 5 -&% 0J3 (D MCI (D ̂  £ J; XI/ £ tc y&WM %^%}izm^&zt 

ifXx*. 3 e>JCMMSE-e22-26^©MCIii#^^tCi%lN^^«:^-ro 

[0072] 3£Kd©J:9&MCI&:f©9^ *fP£©MCI©^|$£ 

2£fciU ^lzmmX±(D, cfcySfS L< tt75^JU±©i%M#JCMLTs 

[0073] ZZV, mtoMffiZ&TH£tLr?HB&ft&-eMWzmH3tir^ZMini-Ue 

ntaL State Examination: MMSE tfh X HI LT, 2 

2~26j&tf&j£s£ftlM©^tf£>£ \ys<)\sXfoZ> d 1*hZ>1f 

, Ztl&LftlZ, (S££]£E"C&&IN) T?£> 

y, 20iJ^T^|^[]^|IiN0b^;U«>:^ti5o £fc14j&£-FH].5£&j|Aftl 

^®^®i4~20^ai^fe • 

^tlTlN^o MMSEXZI^tf 1 ~2j&gj£©&#-e&tU£;£tlS£ 

^etLT&uj&gjt&^-rtu^ • mm 

Z£1$Xl*Z> O 

[0074] $£jt!»$s (MCI) LfcA^T 

m?%W3±tz>zt isbxmmxJbZo TRT^ £ L;T^5 

IZ£INT 5 pTf£'im»T€^N MCIte^t5 Rrtg-lf 

t&y* S/CMCI0^0^^/cuoci^^t 

MCIE#^ 

i%M#tC33^Tt»s UK a *>2* ls4 

fezmfe LX^ZZt SEB£ 3 tlT fc y, M * > A * 0P&££> 5 IN tt si* 
©RjNzKHfl LT, I1J: y CI tiTli^*, 

ifs #MSf5©tfltc|E®^ tiT ̂  5 <h a tj s 

fco MCHi^[]0a^/d:|^[]^(>:ti|xsy^ti/c^E^ L 

Tfiil\t£>tiT& y, £fc&ft]©s£ft]£E^ • • ^M]H 
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MCIt*%mtz>zttf-e$5§usyMM 
$tlTlN-g)o 

[0075] *fP£©MCI©^|fc£J:tf/£/^i^£*2££mN£>d£K<fc 

y, MCI®>£i^#fflggft]^®=i >/<- S£B&±-T £££#-?$£ L, £>5 

WiMCIJ&#/c -eft < , S!!»f£IE^tC a tt 5S!!»f£0S£S fo 

^tc^Mj-e^stiTi^a^fcy, * 
fgBE (DMCI GO ^ R& £ J; tf / £ tc ti^££ ©#&]$# •? £> 5 *> • X * V' -JU £ II 

^ W tc I*Int & z t tc <£ y , MCI&# tc & i vr ill1 tct£iffa±.?z>zt. 
7^3tlTlN-g>(HI 1 7 =f)Q £©££t£, A^ti^^ctc 

*H^H/3©5i^&$t]^"e£>£o L/c^T, ^B/jOMCKB^B&fcJ;Xf/£tc 

tefeWM ti® a& T &£T££ ̂  ̂  5 RTtgte & 5 0 

[0076] lit, *B£|ffl»tC£lNT§lMt£tCOlNT*l£-t5tC, §Ift]^tC£tt5 

m,jMWrt& y s $ijt©si!»f£P$s^ i;T^&mnt& 
tlt£, ttJt©§lMt£P$S^£i;TlN5»Jtfe5o MCItC£tt£s£ft] 

ttlttsti, s^^tCM£&^j£©s^$tiMtf£ 

o t (D tc£>mUM&W. tC T IE b Wlt£P$St£SI tz Till tC M ̂  tlt£, 

s§Mt£iE;t, MCI, &j£©i£fc]?£, mfeomtofcttaZo 
, tui!i©®y LTMini-Mental State Examination: MMSE 

tC<£5£J£7^BStCffllN^tlT&y, fu^0J:9tC, *fP£©MCI©^B&£J: 

Xf/£tctefemmMCm%(D?%mSEX2 2~2 6&(DmMm%:^tB% 
tCft LWlZ^®]Xfo&0 3 £tCd©MCIii#©9 t), ^^©MCICD^B&fcJ; 
t//S/cti>^^ti, 60^JU±©i%M#tcJ;y^«:^-ri)o Jll*fttcti 

, &fc]©AD^^2i£-et£MMSE©3>=l Wfr L&IN (>£0?¥£: 

^^©iit©^i%<Tt,igjt) -^-e, (4) xmwmz'imz 
tl5<£9tC, ^^B^0MCI0^KfcNJ:t//S/cti)^^ti, MMSE0X=I77^4 

W£®M?Z>£^oML < f#tC^^B^0MCI®^KfcNd:t// 

S^cti^Uti, MMSE0II@09t), ^ 1 f§5ii@® 
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u^JU©mtoWtffittsn^t 
£ W15II @ IZ £ IN T * $ L u & *fg0J3 COM 

i:, (mzmsEmw&ZTMZ&g) izttLtttftiB^i 

[0077] tZZ-C, KlfllW^ti^CDtuIEl^^ LTMCI^^a-T5^\ m 

7$\=\4 KlfllW^K#9»ailfll^®jf±^^tl5MCI^iJ-e^ 

^fo&^fcOKtfc^Ts (St 
aekenborg SS, et aL. Stroke 2009) N MKMCI®fuIEIxP^<^ LT b tf— 

MSH^QSEA*—^©tUn" tt£}8bX\j^Z> Z. tts<b (MiLd cognitive impairment a 

ssociated with underlying Alzheimer's disease versus Lewy body diseas 

e. Parkinsonism Relat Disord. 2012 Jan; 18 Suppl 1:S41 —4) N MClCDfxPlf 

XO^mfemifs HE^cK 

IZR£ <*Z.t% RimICf So 
[0078] (2 — 3) 

tiShf&fitLXs (1 

[0079] ±.T&.Ltc.\k^ty} (1) IZfc^Xs A^n-^f UVtfey s R^y^PA^-

*fgB£©MCI&#££ttN 6- [4- (1-$/ 

* P^s^ri>;u- 1 H-f K^x/-;u-5--r;u)7" K^ri>] 3, 4-ytKP 

'Jib (^>PX*V-;U) 7-tzfjuzi'J >ix^ 

[0080] ^-tzfJUP 'J yxx?^—tzPM£££ LT^ 

lN^\ K^^vJU±M@t±Ms >S5@t±Ms $ > 
^b7KHl£i^ X&* v>±^ii±^-efey, $?£ L < 



WO 2013/187075 24 PCT/JP2013/003740 

-efeSo 

[0081] its® (D 

Z.Z.-Zte, (1) Xte'tVikZCt U y-tz^JUzi'J >1X77—tz 

wz. cootAtzmmzmftutLxmbtiz^-G)®: 
dDchAizmmk\,xmbnz>2m<Dm%\<D\*\-&^ 

(\w)ctAtzm^izmMibLxmbtiz2mwrnn® 
(i V) C £ A £ £BIJ* tcS^iJlb LT# £ tl£ 2 

ffi©^ij0fi^^^®-e©iwi0i^ (v)c£A£%%\\*izmmtLxm 

btlZ 2m<D$&\<Dmti:2>&J3-M&~C<D^M&J3-~C$>Zo 
[0082] (2 - 4 ) 

±§EMCI £<££//3; 

rn^m£ LT^ggg^-e^So -^iJ^LT^ • X* 

^A*ei S=^J30~400mg£1 mxii 2 

Rrtg-e&ys $A-C 1 s ̂  y 1 

~ 1 Omg^l 0X(i 2~^[5]K^^T^-rSC«>:^prt^"efeSo 

[0083] ^i%U%(DMCI(D^®5fc£Zf/£tcm£'BMte, ±IS (1-2) 

mn&^-vmMs mn&^izfeLtcm 

*ijk%\<D£? 

t£"C&£>o *3^0© T 

naiij £mm<D#m£tzz.£tf-e%2>o 
[0084] 7iz^)\sZ\ 'J >17x7-tz*PM£££#ffl <b^#l (1 ) 

Xte^©&£7iz5Mu=i 'j >I7T7-tzPfl#Hh©iB£rJ:t&, &^;u- s 

s ffl^s^-tz^uzi u >xx7 7--tfpi#^tcj; y^iSR 

'J VXX77--tz'P§S^(D-®^^fflM 

zsmiz LT>££3tiS0 -0!l£L"C\ ^ • X* V-)lXtetV>ik£ 

5 0: 1-2 0: 1 £T&Z.£tf?$&o 
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[0085] MC*w%iz£ 

cmn * iz ® c 
mmm 

[0086] (1) x/-;UKJ:-g)llaWffiS]IES]f]a)fq]± 

£ & y N yj^O CDJIEtJH^fro TlN£> (Mechanisms to expLa 

in the reverse perivascular transport of solutes out of the brain. J 

Theor Biol. 2006 Feb 21;238(4):962-74.) 0 MW&mz&tt 

mk<offi&ffiif<&,TTz>z.£\,z&vs r^n^^Tt 
z>o \zjln.Wfc<Dft&.T-Cte. J»Sjft©itoW^14(L& 

^fr^tfmmzfcTL. 
AMiST- LTINS (Perivascular drainage of solutes is impaired in the a 

geing mouse brain and in the presence of cerebral amyloid angiopathy. 

Acta NeuropathoI. 2011 Apr; 121 (4):431-43. ) 0 

AM£~Fifti* 

ws*yj^0(D%\-&w,t>in.^^nz^z>t%xbnz^z>o 
LT, J^T^cK L/c#PI 

^{b^tTSs^)\/^? ̂  X (Tg-SwDI V ̂  X) (Davis et al, 2004^) L 

L/co 

[0087] 1. 5 ^S$©i#14©Tg-SwDIV^X£ 1 6 IZH^Mi U 
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f Lfco *> • x * V£ *> • x * V-JU;f Jt&0.3wt%Tfe o 
fco &33\ 1. 5 ^B^(Dlg-Srndl^^xmmMm(DA0ifmm^isbtcWm 
m&s ttettMTSLnj 
(Dmmt3 S£iifr LT^tHlNf£feb t%X b tl£o 

[0088] 1 5 V-;U#WfI^?¥©Tg-SwDIV 
L"C 1.5%>T 77JUb>©P&A 

l»~FT\ Tg-SwDIv7X£HI£U *> • X* 5 %C02£ 
itm LfcTg-SwDIv7X&t/®;tfI&^g¥© 5 %C02£3im LfcTg-SwDI v 7 X 

SlM#£5 m 
m x 5 mmtJ]P£ U S($MAN £>FITC-dextran£:>EAt~'i> CI £: 

T?lftlW£ RT^bt"i>^K <£ o/co 

[0089] H3&, ®^fI^?¥©Tg-SwDIV^XKfc^5^lfllW#-efe''J, 
*> (a) tiC02^^JPL^lN^ma))imS¥(AIR?¥)-efe''J, (b) &C02£^JP 
LS*|}lj££ LTCO2£5%#^mo))ims¥(co2^)-efeso mi&s 
* V -;i/##ffiJS^©Tg-SwDI V 7 XIZ 33 tt y, 

(a) liAIRETe&y, (b) &C02$-e&£o ^3 51^4 K33^Ts X>r-

JUA'-& 5 0 jLtm-efeSo ll3^t/|i|4-e^EPKT^^tlSJ:9K, AIRiifi 

0#K 33INT ti®^fl(M 3 0a) 33 <£ • X * V - JU#W fl(HI 

4 0a) T? &W\W}m& IrZ ^ £ SStf) ft IN t, © (D (^ tl^tl0ftS^18. 6 ± 2. 35 

At,m33J:tf18.9±1.10At,m [¥£j±tI3M^ UTM D] * p>0.10h C02^m 

0IK331NT *> • X * V-,»U#WfI&^¥(III 4 0b) &N ®^fI&^¥(HI 3 (Db 

u y w^JkAiz&^mhm^om^&uzfo&ztmnmz^isntc 

-^^ct yco2iimtc#9^S]Sii!ifliw^st^^mKfp]±t-scL/C ( 
ms) 0 

[0090] @6(i^4^^^12>r^:T, ®^ffi£^©Tg-SwDI^;*33 

$/ • X * V-;u#^fl 8 >r J3 P^&^¥<£>Tg-SwDI V 7 X K 33 tt C02}ifUC J; 
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C02iififu 

COCO0±2. 78Atm£<££/ 21. 3±3. 85/^m% p 

>0.10), 

V-JkD&^Cj; Ltco 

[0091] M^^y^O(DW^tLxmwt^mw\%)k(DWMt\x 
fe-g)ilaWffiS]IES]f]^\ i/ux$V—)\s(D&^z& Ufp]±t--g)C^^^LT 
lN §o 

[0092] (2) ^>PX* 

:>PX*:>PX* x/-ji4c 

tT^/co P^ff;JiUCj;SWS* >A*©j#tiU^ 

W^ZhZtcisb, ^MMIZ1D^T(DA (31Z, P^ff)jWfi£#3 tlXWtitff 

{£31 3 ft S JMW S * > A * ©—0!l tc f ̂  & t\ 

[0093] 1 5 ^mcfc^T.^PX* V-JU#WfI1 3. 

^^©Tg-SwDI V -7 X (n=4) iI?gtl£-^©Tg-SwDI V -7 X (n=3) CJitLT 

s 1.5%>r 7 7JU^>©P&A)»TT\ StEMuKTg-SwDIv^X^III^U Si 

&©IE4^IS^ 32G©V^*P fcf^y HI7 

ct 9 iZs ^^iUtA (3 ^^^Tg-SwDI7"5 XCOW.^W (bregmafu^'0. 98 mmN HJ 

£1.5 mm) IZ, ^u^#j^K30#^-e>EAL/co HE^ISfr £«££<*©&A 

•P'fuS Tti/^^3. 0mmTfe lJ s ^7*6^1111 A jS ^^tiAnaSpecCSan Jose, CA, USA) 

^^IiAL/co 

[0094] mftmmAp,-*z&xLzfrt>3 o^aMxytiiu 0.01M u>im 

0^0 KT2 0$7P>KT^UT>EASMu©fu^£[q]Kjg^ 

mizz&mmxzwi&Lzyis'^-^zw&Ls 7°u/^-
mzmmLtco 
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[0095] HI8&, &ASB& 

P,2922Mm(Dittl1GOWfc&tiLIZ foZ^^IliA /3,_40£^f t? 

fclJ, HI9&, V-;U#WfI^^¥0)Tg-SwDIV^XKfcNlNT^ >iA 

P, 3422 M m GO it tl tc 1 GO SftSMu IZ fo Z ^7*6*1 ti A /3, _40 £ ̂  f 

01 Ott, :>PX* V—;U#WfI^^?¥©Tg-SwDIV^XtCfcNlNT 

s >EA^u^^3507Mm0Htl/c^iiMifllWa)^^uKfeS^:^IiiA /3n_40 

£*Ft~l§l"C£>£>o HI 8 ~HI 1 0 IC^EPlCT^tl-S J; 9 C, ^PX^V-Jb 

#WfI^^¥®Tg-SwDIv^X-eti, aA»^iil/cA^ fcmitMifiiW 
GOlfrWJliaj]£Kfi;MLT£y^ 
^^LTA/S^* 'j y^yzztir^zzttfvkztitco 

[0096] HM Hi, iff«^1 5(r^tT, ^>PX* 3. 5>7-

B ^^-^^©Tg-SwDI V 0 X&tf iI^ffi&-§3¥©Tg-SwDI -7 0 XlZti^Z, B 

&W(D)±Am\Lfr^$kmmw(Dmm%m£z(DmmwmA (3 

HI 1 2l£% 1 5^0CT, isnxtv-

13. 5 Tn ̂ ^-^^©Tg-SwDI V £ X&tf iI^ffi&-§3¥©Tg-SwDI 

«££<*cD>EASB&AN^IKitMlfilWGOSftSMu£T?GO^7*6^1 

sS6 A ^^©ItA^&EEit^l'HI'e&So H11 1M0 1 2tc^3ti5J;9 

I:, *>PX* V-;U#WfI^?¥®Tg-SwDIV^X^ ®^fI^^¥®Tg-SwD 

y tA/30* 'J ^yxAMEiiStiTfckK dti^O^J: y *>P 

x * vj; y ws* > A o AM£ii3 tiz^zzt tf&zntc 
o 

[0097] (3) :>PX* x/-JHCJ;-g>WS* >A*©MlWJII0 'J >^I#}SE£^(£> 

SfciitfPftl&JII 

:>PX*V-JHc<£5P^ff;tfi£#^ll£*£§lE1-5fc^ :>PX* X/-JHC 

^ -^Ws^WK^i\Ltc^lkt±<mt^), 
0 GOffill ̂  M£ mt)ftINWft j#tJH31T?£> 5 tc6b, *^Bte0!lK fcNINT 0 A 
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(3 ;>P3.* V —JUIZ <£ y U 

tt Z> PfrJ 3 ti 5 lii 1*1^ S * > ̂  * <D—M tz t & & i\ 

[0098] s§wn$&fr?)i 5>rniz&^Ts *>• x*v-ju^m 13. 5*Em% 

^©Tg-SwDlT 0 T^tfil^ffi^^CDTg-SwDrV 0 701^4 %ji=p M 

A7)\s?\i W&Ltcm* 1 

-oXfrb, @£LfcM$$CD/\05 7^ >7"PU/*£#MU /\°^7-f>7"P 

S—AT6 $ * P yiZZMW LT7°b/^- KSrfNBlU A £ 

J; y, A /3 £llMilH L 

fc0 V 7 h^x? ti Image J (NIH)£E^fc0 

200^i?-e^s^^^/co >PJJ£ 

Lfcf-'? ^TL fc„ 

[0099] @1 3(t M^fl^^GDTg-SwDIV^Xtca^SifilWMIHA^^#©^ 

mzfcVs (a) (b) ammzfoz0 ®i 4& 

% i/nx$ x/-JU#^ffI$^¥©Tg-SwDlTO;UC33ttSlfilWJIIISA P)tM(D 

¥SH-e&y, (a) tefusin-efey, (b) izmmzhz0 HM 

3M01 4-e^EPlCT^^ti2>J;-5tCN ftlsI^M5S)l0'(pJtUC35lNTt, 

% ^PX*V-;U#^flJx^¥®Tg-SwDlT^Xti, ii^ffl$^g¥©Tg-SwDI 

"7 0 7. <£ LJ fclfilWJiISi LT5 A /3 o tc0 

[0100] i1 5ti, 2$-J3lC-£\ ^>PX*V-;U#WfI8 >rJ3P^& 

^©Tg-SwDI^OX^t/fi^fl^^CDTg-SwDIvOXKaiNT^ ifaWJUH 

GO A |8©4gftft}W>£*Ft~l§l'C&£o i1 5>rJ=|tCT 

, *> P X * V"-;U#^f113. 5 * B H&-5&©Tg-SwDI^ ? 

-^?¥©Tg-SwDI T 7 X tc 33 IN T N ifilW jl H © A /3 COffift 

o HM 6tC^£tl5J;9tC, VPX* V-;U^ffi^^©Tg-Sw 

DIT 0 xti, ift^fI^^¥©Tg-SwDI v 0 7. J: y fclftlW JiH© A /3 (D^Mtm 

ft|3tiT33y* y ^M3iE(03iEE&"eS>€>MWJiHK33^i)^ 

S* >/^®itf^>PX^ V— JUjg^tC <£ y Jtpftl;* tl5 d 

[0101] (4) MMSE^tf22j£JU±26j&J^TT&6i%#&#Ktt1"3^Jfcfa^$J^ 
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MmcteiN-ai 
gjt <Dmtomm<D mmtfmm s ti z t>\ Z<D &&-e &wmim©^ RT®w 
& w s ̂ > / -^ © & j# & 
m^(D--DXhzmnyk(D)^'mtzuvzt-e, $£jt©§iMt£©p$S£>£ 
mL?&pIffife&$>&o *m%ZmiTZfc®lZ, mSEm<22£M±26£M 
TZ&Vs &&<DB%ti&ffiiS;Ttf&£>ti&B%lzt$tt&*/nz*x/-Jl,<DM 
mfoteM&vmtomffiiz^xz&wzwmLtco 

[0102] 1996^£2012^©Fsi K 2/ • X * y -JU£& 3 tlfcIE® ©#£f 5 

^Ml=rft3183»J)£tti^ Lfc-t>—^>T TIE0^K^-rS^ 

»j^ffl INfct&ft£tr o fc0 &fc\ &stisfti^ii©mm£ P&^-t s 

tclsb, K ̂  v> If © Jn S^P SII £ & ̂  tl /c E ̂  i ̂ T ® W b P& ̂  L /c 

o 

[0103] 

(i)II^[]^tb©—IS^^ST'feSmini mental state exam (MMSE) if 2 [g]J^± 

»3tl, ^©^Pi^6^^J^±-efeS(3[g]J^±»L/c»J^ fiOIU&tf 

il$t[9]© 2 [^©^Silp^^jllJR L/c)0 

(i \)WmMSmtf22£M±2Q£MTZfoZ>0 

(i i i)MMSEH^ISPl©^ '>& < 11 ¥5HM±©|®Fsi*> • X ̂  X/-JU £ &££ L 

/c»J£, ££*$)£ LTl^Lfco 

(iv)MMSE|lg|flJ^©9^>PX^ V-JU©&^2 * J3J^T©&J^ f|^ 

#)^0?¥)^ LTjliR L/co 

[0104] <M/flI@> 
(i)&ig¥KfcttSMMSE^©^b>£(Wdi£;£ : [ft^^MMSE^ - ^[g]MMSE^]/MM 

SE©||||flJ^[^])o 

(ii)&^Cfctt£MMSE#^gII@©t#£©^b^(?ldi£;£ : [ft^MMSE# 

*£SlI@©t#£ - ^0MMSE^SlI@©t#^]/MMSE©||^F^[^])o 
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[0105] zmtfez, tomtm 
AE! £ IN x ffitsfMtir £: tT o tco 

[0106] <*£J||> 

3183»J*, MCI#)^m¥9»J, MCI^m¥31»J^K^^K^L/c 

o (ft 81.3±2.2j&, 76.6±1.2j&, P= 

0.07) iw-m±&mmms JUTHI;! tmmmusEmmsmM 23.I±Q.4, 
23.7±0.2, P=0.87), MMSE0||^^(#)^¥ 773±144S, feWM 

645± 74 0, P=0.42), 56%, ££*$35%, P=0.28)"e 

£>y, #m& & ̂  ̂  o #>£ 
m&te, T^sIii^caiiJ'Mtc<£ y 

SB# tc £ IAT ti £: #>££l$ti ti IS# L ̂  £ MX b Htc0 

[0107] MMSE^0^b^tC^LTti. —3. 8± 1. 3 (/*£), feWM 0.4±0. 

7 (/^)-e£>y, i/nxt V-)l%M1iw#}lZM\ktZ>Z.tlZ£ y, MClE^tC 

fcNlNTWEtC|^[]^itg^fp]±t--g)C^^^tl/c(lil 1 7 , P=0. 007)o 

[0108] Mtc, MMSEffi^b^©iI@syM/f-e2^^tcWm^^l^/ciI@ti, in 

-Q.8I±Q.3Q, %mm -0.i3±©. 16, p=0.03 

. 0 18), fs5ll gCDJIMif —0. 66 ± 0. 24, 0.16 ± 0.1 

3, P=0.004. |19), -0.33±0.10, 

0.01 ±0.06, p=0.008. @20), numsvummmsmM -0 
. 38 ± 0.15, 0.03 ±0.08, P=0. 02. @2 1 )(D 4lMBZfc>-otc0 f§11ll 

@ ©^^ij^Ptsti u u *?t ̂ z. t IPR b nz^z 
tf, tc £ IN T ti Wk (D£ ti fc&^(D(Dtet/v E(DZ (3 7 

$ l=K K37 yj^9*?oti/>L9 b-f 

^•£3tix£ y, *^MJ©^Jilti, ^> • x^ V-jute& sPeiff 

£l$]Jil^, b ̂ -/jNfrMl^^^ful^^^^MClE^tCjA < M$)ZfoZ>Z t 

^^LTIN^0 7^fc\ ±§EHI^(£>*ti$Mt^^tcp<0.05-efey 

t~•& <1 <h 



WO 2013/187075 32 PCT/JP2013/003740 

[0109] (5) 

h z> if (ifli M "f a $/ • 3. * y - JU © & n 
£M-m& WHFW 201 

tcl"5 tz± < m Lt£\,\ 

SPEE,## m ft ©+£•& n # #*± u & ̂  RT & 
So £*>•**y-;u0iiilw^i^McD!iMt^c 

# x s ms % Mt s ̂  <&, 1996^ ̂  e> 201<OT CVPX^ y-;u £ 
3ftfc§3&©#£?-ag^MM+3183S0J)£tt&£ L/cIt-^>T 

mtu K ^ ̂  y ;u# 0 tfillfr]m 

[0110] miR0km 
(i)SH^P^t^©—Jj&^fc&S'C&Smini mental state exam (MMSE) if 2 [°]J^± 

^istestu ^(DW[mifQftfttx±.zh%{3uvx±.'^mLtcmmz, wm&xt 
2 [5]®^Sfp^:^jSiK U/c)o 

(i i)«!][lIMMSE#^2 1 j&J2TF"C&£o 

(i i i)MMSE^SJf|0^ '>& < £ i¥friU±(DMBHDi/nz* V-JU%&M L 

/C«IJ£, ili^&>&£l£»LfcSm~K J&ilDtLTlifiLfco 

(iv)MMSEM§iSflP^©9^>PX^y-JU©&li^2 */3J^T0»J£, 

#«)^UllRLfco 

[0111] <fiwll> 

(i)^S¥JC33^i)MMSE1ii©^b$(Wai£^ : [Jt^EMMSEli - ^0MMSEffi/MM 

SE0||^^[^])o &fc\ 2^©J£&IC£^TJ£$©^«:*K 

T\ t(Difct*££ £ ffl T$£ft$?*/r£fr o tzo 

[0112] <^H> 
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3183«JcK v • X ̂  9 S^iJs 

fc&mz.'S&Ltzo a?it 80.7±3.2^, 

78.5±2.2j&, P=0.57) [¥£)±tlW^ MCL 

g*8M6.3±2.0, 15.0±1.3, P=0.58X MMSE0illlSj^(#;&0g¥ 821 

±1250, 565±860, P=0.10), !§f£0tb>£(#>££*$ 67%, >££Pig¥ 

63%, p=0.86)-e£>y, 

y, JIS 
^MHIMMSE&gB#IZ33 VAX fcfct IS.b V,N t MX £ tl/co 

[0113] MMSE^0^b^tC^LT^ #>£0$ — 1. 2 ± 1.1 (/*£), >^$0.5±0. 

7 (/^)-epffitt0.2i-es>o^:(0 2 2)0 V-JU&^IZJ: y 

s z ^ 3 n 
T INS (ifoWtefe&H? S *> • * * V-JkD^JI M 

201 1 Mf^-e 

fi *> • x * 7—v • x * V—JHE&-£8UC:33INT fcMMSEtf 

^s-ts^w^-ts c: u 

UTSij^-rs^, W\%)fctyL^WiXfoZ>^nx$> V-frtofefet-fv KM 
K|gft]£E£fgSE LTlNSl^[]^E^"eti4 < s MMSE^'2 2 &U±X 2 6 

o 

[0114] (6) T-tz^JlsZi IJ >&-$TlZ&tf£isnX$x/-JU(DllllWte81]tl(D[el± 

tpteWI&mz 33 tt SJMff tc 33INT ftMO)lfllWffll(]IZ J: SifilW^S 
EMEft^&y, WS37 >/^0l#ai;&tT^TlN^o lMffiE!HC33ttSB] 
MOl&jS&s -Dr£hMfi<Ditiifc<DEJjtf±g-TZZ tfcb± 
VZ>b\ iI©Mi^tTtSC £ K<fc y, mWfc 
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ttft$ZXlZT1ziLJl'^ 'J >&•$'RC £«•£*>• 

Ss$V-Ji'&J3-(DilRW$'£i£FjZlzjtfT:Z>§M%:tMjLfc0 

[0115] Tiz^)ly=l 'J 

fcztfs zcoyiz^ju=i 'J y^m^z^LtcMaizB^rs s^ux$>V-

Ltc o 

[0116] ±|B® (D */n7>9x/-Mz&&ila<g&feMtmmz, cK Kifti 

WIGE^^'CA^: ^ X (Tg-SwDI "7 0 X) (Davis et 

at, 2004^)£&ffl L/co 4 ^S$0i£140Tg-SwDIvOX£ 1 6^iiU 

$/ • X * V-;u#^fl^^$(n=9) £ a^fl^^$(n=7) £ (D 2 L T 

s 1 2 >7-^^^-ef^WL/c0 *>nxtV—jis^giiz&ttZi/nxfy—ji 

)I^ti0.3wt%-efeo/co #1 6E©Tg-SwDI^"5XJCMLTs H^t^^mm 

« U/ctSHE£fF$; Lfc&lC5II££R££ Us U V^U&£>tISfc T7 

-tz^JUP'jV (100 /AM) £100 fiL/ft<D&&-em%.Ltc0 MlWfcFIT 
C-dextran£^l\T Rl^lHb L/c±T\ Jx-^fu 3 MW^CO^it 

mZfttirLtco 

[0117] 1 2 rftlZ&^Ts x/-;U#^ffi^^¥©Tg-SwDIV 

0 ®^ffi£-£$©Tg-SwDI V 0 LT, 1. 5%4 V 7)l> b >0P#A 

]»TT\ Tg-SwDIvOX£@£U *>P3.* V-;U#^ffi}£-^©Tg-SwDI 

V 0 X&t/®;tfI&^¥0Tg-SwDIV 0 ZlZ£^rmilllWm<DffittM1gllQZm 
^fco Sl^#£5 mm x 5 mn« L/cilH;i£fFj3c U J1 

If MAN e> FITC-dext ran £ >E Af £ d t XllnW % RT^bf £ £;£ tC J; o fcG 

[0118] @2 3(i, ffiWfflffifrb 1 2*BIZZ, *>nXfx/-JU$H&84-BfflfSL 

^-mOTg-SwDI^'y XRZfmmm^0)Tg-SwDI^O XtZB^Xs JMfS 
co t s A p £ 7F t~ m "£' S o 

[0119] ;^C, 1. 5 ^S£0i#tt0Tg-SwDIvO7.£ 1 6 U vPX^V-

;U#WfI^$(n=9),>:®^fI^$(n=7)(>:02$K^ILT, 1 5 T BWb 
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*>•;** 13. 5 B 

g-SwDIvOX^t/®^fI^$0Tg-SwDIvOXtCfclNT, 

[0120] HI 2 3^t/g|2 4^3tlS<£9^ ^"tz^JUP 'J >ZM£lZfSl-$ L/cif 

n"tC33lNTs V-;U#WfI^$0Tg-SwDIvOX^ 

GOTg-SwDIv^XJ; U tlfilW 7^313 tlT^S £ ^"tz^JUP 'J > 

^M9L^(D^tik%9.LX, isnx$V-)\st71z3L)\s=\ 'J yt%Wfi}&-$ 

CQ±*£f&tcifllW^tttb#iliisb b tlTIN£ - £ tltc0 

[0121] (7) V^iJ)\smm%M&LX^&mSEi\£m2£M±2Q£MTXfoZ> 

MMSE*£g^T0©P^C'>&< 

±(Dmmmm%:^tz>, Ltc 
o ^(D^X'^i t^mmMmfalZisnX$ V-)\s%:&WiLX 6 T B£l±i# 

ffl Ltc§B&©&£ii#£ • ^>PX^7-«SI (690IJ) 

, >>PX^ V-JU|*II1®0&INI^£ (870IJ) £L 

tco >>PX^ V-;Uti50~200mg/B-e^^^lSgL/c:fc©"efel'Js 
±^ll±^ti5mg/a-e-s 1 Mci©ii#$£ LTMMSE 
^22iJ^±26iJ^T0E^£aaiL/c(>:C5. (JU 
"R mm) &360IJ (H1f16£N &1f20£ ;¥j±j^|ft78.4j&) N 

±^II±^->PX^ (J^Ts &340IJ (|§1f15£, Mfe19 
« ; ¥tn^lft77.2^) Xfo^tco wmmz&ttzi/nzty-jl,®^®#^ 
wtes mmg/UXfo-otc0 i£M^4. 0± 1. 3£ (¥ 

£]±tI3M^) s ffiffl$24.2 ± 1.5^2^CiseHis!)^N^/c (p=0. 

43) 0 i£M^30.4 ± 2.1A^N ffiffl$28.6 ± 2.QxBXfcV 

s mzmtbtefr^tc (P=0.52) 0 ztibrnkmsmtimmMnzmtftttM 
t u mmmmfoxmusEomk^i&B^iztitt&msEgsmmmwmsE 
(Dmmmmi^iXDtmzfi-otco MMSE©>ii^ttm^^i^^33^T'>^< £ 
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t 2 [ntf-jlV 9 %W\£\JkZfjSiill-[°]CD 2 LTl^gtMH 

mSEmtmtmm-2.23 ± 0.69. #ffl$-0.45 ± 0.28^^1 

% 2^1ttlf^lis!)fc (p=0.022) (112 5) 0 

Wk 1*1 M'T K SMCIE#•T&s $/ • X ^ y -; 1/©iiiJD P"3S6"eMMSE©^<£"F 

$W0MLfc:^^LTl^o UK, MMSE0T&lI@SiJMfT2^ 

(#lI@©±^il/MMSE0||^^[^]) 

811 (^i$-0.85 vs. ffifflgM.16; p=0.003) (02 

6) N m2lI@0i:ima)M^ii (^4^-0.31 vs. ffiffl$+0.09; p=0.017) 

(02 7) N m5lI@0®MM^ (^i$-0.28 vs. ffiffl$+0.05; p=0.045 

) (02 8) 03lI@Tfe^/co ^0MMSE^T0I^^ f§1ll@ (^4^3.9 

±0.2 vs. im&4.1 ±0.2; p=0.74) N f§2ll@ (i£M^4. 4±0. 1 vs. 
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