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= LARE AU UHIE B L, IE R OV BN RE E
W25 Z ERRE STV D,

4. BRLDZIEE

14,1 FFIZFBEOEE
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A~ —HIEREE & W ST BEIERRAL) ICeh Ao Tk
R RMENES —H MRS I Sz, RPIORBRD
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&5% Chax tmax AUC ti/2 CL/F
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; 9.97 3. 00 591. 72 89.3 0. 141
"l 4908 |+1.10| +155.87 | £36.0| +0.040
0 28.09 | 2.42 1098. 40 75.7 0.153
"1 4981 |+1.24| +304.63 | +17.3| +0.043
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R3OV IR EESmg [ K] KO R R U IR §E10mg
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~ —HRERAVERFE 11T, Smg T4 ML LFOE% . 10mglo By
5, ¥, ERICIVEERET D, ). L E—/MEBRIEREE T
X NEE . AL R VHERRE & U C1LH 1[E3mgh> & B
fEL. 1~2M#%IComglcHE L., RO E5+ %, bng T4HEM
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WP Je VL DT )L oA~ —RIEEAE R 26851 2 %t 81T
R~ L et BEome (3mg,/ H % LA B 5. bmg,/ H %23
B E) X377 2R 224859 2 “HE R %
Fii L7,

T AR R E IR FEA I 3B W TomgBE L 7 7 B ARBE L el L T
AEIERL TV, T8E U EOEEX5meglt17%, 77 'R
BE13%, TREE(] L TFOHEIAX5meEl7%,. 77 B AR#E43%
ThoT-,

KI1T-1 B ERRAERFEAT
| » = =
BlEe | 1 |19 |40 | 36 | 15| 4 | 0 | 1
5mg % | (1) [(16) | (34) | (31) | (13) | (3) | (0) | (1) | 116
K5% | (7)) | 34)] 61 17)
Bl | 1 | 131040 | 21|21 |5 |1
TIER|] % | (1) |(12) | (9) | (36) | (19 | (19) | (4) | (1) | 112
X5% | (13) 9) | (36) (43)
PRABERE & AL T 2 ADAS-JeogfF R DIRRF A L 2 R IR T (i
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1201 LV omgEN 7 T B AR L KR L CTHEREENRD D
N7z, mEEEOSMgEE L 7T Y RBEO R SRR O LEDOZEIT
2. 445 ChH -7z,
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SLA[G g (GERNYOY (4 Bt DR
3 FHEES E (n) RIS Spses
. bmg —3.03%0.47 (106) -

128 ————
7FEAR| —0.84+0.50 (101) 2.19
. bmg —3.07%£0.50 (96) -
240 ———
7F%AR| —0.11£0.56 (86) 2.96
) 5mg —2.70+0.48 (107) -
R — -
TIER| —0.26£0.52 (98) 2. 44
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F17-3 CDREFHR DR

F17-6  FALEFOCIBIC plus

ZAIG - 03 > b DEA L EH! AL B OREM] L
IRF 41 FHMEES.E. (n) AR
. 5mg | —0.12=%0.08 (113) —
12:8 -
7I&MR| 0.23%£0.10 (109) 0.35
. Smg | —0.14=%0.13 (104) -
2438 -
7IEMR| 0.72£0.17 (95) 0. 86
- 5mg —0.10+0.12 (116) —
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Smg,/ B Z22M#E) X7 7R 224K E5+ 25 " ES
TRl B & 90 L 7=,
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T e A e T F I P PR
% 0 7 [ 3 |2 | 19| 9 0 0
10mg 90
% | (0) | (8) | (39) | (22) | (21) | (10) | (0) | (0)

% 0 4 | 27 ] 26|30 ] 9 0 0
5mg 96
% | (0) | (@) | @8 |@n]|ED| © | )| 0

-5 || o 6 | 18 | 30 | 34 | 11 1 1

. 101
TR 9% |0 | ®) | 18)]30)| 6|1 (1) | Q)
PRENFERE & A3 D SIBF M DR RO L& Z RITRT (B

FEEHT RIS - 20061)) , #EEBRAAME & O EZEDOFHE TIL, Smg
BE. 10mgREZENZFh, 6. 70, 9.0 TH Y. 77 REEL gk
L CHBREENRD LY. 19,

#17-5  FkPIDSIB

) 038 7 & DAL e PAY B DO RER e
B EHME+S.E. (n) AL RS
10mg 4.7+1.1 (92) 9.0
5mg 2.5+£1.0 (96) 6.7
7T ER —4.2%+1.0 (102) -

(7T AMEIX&EER~T,)
M1 TR S U T24 B FEAM & L7 A, Rk - T
BUZHONWTIE, RE&T —F BT Ox5R E Lz,

X2 [RM&OME] — [0 OfE]
X3 [BREBEOOEMN D DEALEDFHE] — [T REE

DD DAL B D F-H) ]

(L E—/IMERIEBAGE)

17.1.3 EA%E I HER
LB —/METUZRAE B (MMSERF AT« 10500 E265 LA F) 140
B % X BT R R A VIR §E10mg (3mg,/ H % 238 M #% 5-1%
5mg,” A Z 4B R# G-, kW Cl0mg,/ A 268 #5) . 5mg (3mg
/B E2LAEM#EE%, 5ng/ HZI0GEM#EL), 3ngXiE7 7R
Z12MAR B 53 5 ZE E R & = L7,
AR DR R % 2TAT 9™ A CIBIC pluslZiB\W\NC. 3mghf. Smghf.
omgBEE VTG 77 BARRE L i L CTHREICEN TV,

HE e e | BEE BT EW |
whpe || 5 | aer | T mp | B | T
Bi%| 1 3 13 8 1 0 0
10mg 26
% | (4| (12) | (B0) |G| @ | 0 | (0
%%k | 5 5 10 4 2 2 0
5mg 28
% | (18) | (18) | (36) || (D) | (D | (0)

Bilgk | 1 5 14 6 1 0 1
3mg 28
% | (4 | (18) | (50) | @D | 4 | 0 | (4

R K ) 1 8 5 10 3 0

VB 27
% | (0| @ (30) | (19) | 37) | (11) | (0)

FOINFSRE & AR 2 MMSERS S DI HEBE D L B D 7 T E AR EE &

DX, 3mght, dSmghf, 10mgfEZALZALL. 854, 4. 1L, 2.8/
ThY, ETOTT T ERFLIBR L THEREERHED O
ni-,

FNT-T  FfEIEPELOMMSE

. 0 7> & DAL FH2 ZEA L B OREM Lz
B -
SEYIfE S, D, (n) L RS
10mg 2.3%+3.2 (30) 2.8
5mg 3.5+£3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
7R —0.6+2.7 (28) -
(7" AMEITXSGEE ~T,)

FEHIEIR - ATEIRRE O 5 LR, BAMEREAE) 4 FFMi 9~ HNPI-

2B EDEEIGEDOEAED 7T R L OEIL, 3nghf., bmghf.

1omgEZNEN —2. 44, —3.6., —5.2 M THY . 5mghf,

10mghE T 7 ARt & ik U CHERSEENED bz,
F17-8  F&IPHEIONPI-2

W 03l 7> & DA FH2 AR OFERF i
FHIEES.D. (n) P
10mg —5.1+4.6 (31) —5.2
5mg —3.4+3.9 (30) —3.6
3mg —2.2+6.1 (30) —2.4
778k 0.2+4.0 (28) —

(~A F A ET L FEER~T,)
ARBUIEZRRBR CH 0 . FEME B @R, A
A - ARBOMEDZEESLHIE L TV RN 1D [5 6%
F&]
17.1. 4 EIRFEMEHER

LB —/ MEFIZRAYE B E (MMSEFSS ¢ 104500 26 LA F) 142
B % b GRIT R R~V SE10mg (3mg,/ A & 208 4% 5%
5mg,” H Z 4L, R\ CTl0mg,” H 26 M 5) . 5mg (3mg
/B & 2AR# 5%, bmg,/ A Z 10K #E) XI7 T RE212
WG9 5 ZE SRR A FE i LT,
FRINFSAE & REAR T 2 MMSERS S DI HEBE D L B D 7T E AR EE &
DT, SmgHE, 10mgHEZNEN0. 8,8, 1.6 TH Y, 10mght
TT 7R L THEREENRD DL,

F17-9  FHEEPEIOMMSE

- 038 7> & DAL FHe LA B OREM] Lk
MBS B (n) A5
10mg 2.240.4 (49) 1.6
5mg 1.4%0.5 (43) 0.8
TIER 0.6+0.5 (44) -
(77 Al #EE RT,)

FEREIR - ATEIRESE O 5 B4,

ROANERREZC B & AT 3 D NPT-

2B S DI DL B TIE, Smehf, 10mght & b7 T B AREE
LOMICEEEZITRO N -T2,



F1T-10  HAERFPFELONPT-2

. 03 7> & DAL E2 ZEAL B D RER b
Be bt -
SEBIEES.E. (n) RS
10mg —2.8+0.5 (49) —0.7
5mg —1.8%0.6 (45) 0.4
7R —2.1%+0.6 (44) -
(A F AT SEE =T,

M1 R IR LTI ORI & Lz, Hk - v
BUZDONWTIE, BT —F BT OXRE Lz,
¥2 . ko] — [0EOMm]
3 [BEEHOGEN S OELEOEHE] — [7T7 v Bt
DO D> 5 DAL B DIF-H)fiE]

ARERCIL, FRABEEEREE . SRR - ATEIREE O MiREIR I %t
T 5 RR_RONVIEREOFINER 7T Rl L TER T
58V EHEBUIRRGE S L Tn2an® | [5. 65 H]
17.7 BERFTERAES
1.1 LE—IMARBRHEREZNRE L-ERSERTRE
FREBR

L B —/MERIZREE R E (MMSE 455 ¢ 100500 E26 0L TF) %
HRIZ, FR_XUNVHEEREE10ng (3mg,/ B 22 M & 5%,
5mg,/ A Z 4L, R’ Tlomg,/ B X IR &Ri5ng, A 261
M&5) I7 7R E12lME 55168 (CEeR77
TARXR) & BEMEET LIgBRE T RO VIR R BE
10mg (RIRI KR~ VHEREIERE Tl 10mg,/ H X B FESmg
B REM TS AR TCIESng,/ B &2 5%, 5mg,/ H
ARG, £ O%IT10mg, B UL ERSng,/ H) %483 [
b3 ke 5 GEEMIEXIR) 572 B RITENGEZ IR
B A FEM L7, TR TTIZLI606IC R3S VR T
TR G S, EEFHMEEE CTH D IREYICE T D ERRET
il > AR ERARIEIR  (CIBIC plus #AFEM) Doz T,
7T v AREEE RRRUVIERER & OMICEBRZITRB O b
o lz (p=0.408, 2EEAWilcoxon M. HAKMMNT DA B IKUE
VXAl 0. 046),

F17-11  H&EHIFOCIBIC plus

HlE & L2353 LI I E L N

& N i (=N

whpe || 5 | won | T e | B gy | O
FAS gl 1| 10 | 22 | 17 | 19 | 5 0

Dy 74

sEmet | % | (1) ] (14| (30)| (23)] (26) | (7)| (0)

|k 0 6 18 | 32 14 5 1
VAVA4N 76

% | (0)] (8)| 0| (42)| (18)| (1) | (1)

¥, BGBAARTO LB O A HER] T OIRFEMNT I 1T D B AR
e D 2 ERARSE IR (CIBIC plus #AFHN) DoHIZLL T O &

B THoT,

F17-12 &R OCIBIC plus (ZIH A R
T TN I
wore || 9 aos | TF me | B mp | T
Fa<lmgl 1 | 10 14| 9 |11 ] 3| 0
2% 48

D | e | % | (2) ] @) (9)] (19)] (23)| (6)| (0)
o |0 3 14 | 19 | 10 4 1
VA4 51
% | (0)| (6)| @[ G| 20| (8)] (2)

R0l o [ o | 8 | 8 | 8 | 2| 0
2% 26
D8 | semess | % | (0) ] (0) | BL)| B 61| (8)| (0)
kL |l oo 3 4 | 13| 4 1 0
7R 25
% | (0)| (12)| (16) | (52) | (16)| (4)| (0)

HASBINIEME 252 T L, 0 9 H139%I 25k % 5- W 4T
L. 105BI23kGe 8 5258 T L=, BIKGEMIER CTH 5 %5
fHREE GRES R OMkRE B 5-11) 12381 DMISED_—R F A o
NHDOELBEOHBIITRIO LB Thot,

34 O—O JS5tRE (MRS HITF RADLIERIERS)
S-S RRRUVIGBIEH

T+ 1T (R (LS Mean Change+SE)

= 08 6:8 1258 2438 3638 4838 6038
AR iER S

iR
TR RBEXI2E NS RN RESE3ng, B, 14805
5mg,/ H. 18##7510mg,/ HIx G2 Bhs (5mg/ H ~DE ),
BeG5mE, s, B ERSORZEEAZRTE L, MMSED
NR—AFGAMEROA 7 J—= Tl OZ{bemx L &mE L
7-MMRM (Mixed Model for Repeated Measures), F:4y#iEi&ix
MmrEE L LT,
KI17-1  AFEAGRE (R & Ok 5-81) 12351) 2MMSED
N2 T A s DOELREOHER
AR TIX, SRERRIERICKTT 5 RO VIR O A 2%
BT TR L TEAL TV D &V ) FREERGRITIREE S 41T
V7RV, [6. 63 ]

18. ZEZhEE

18. 1 EFA8RF
TV A~ —RIEZRAYE OV L B —/ MARIZRAYE T, M=
U AEB AR R OBEE AR EENRD SN TS, REE, 7
tF Lz (ACh) 0T HEETHLTEF L2 =
A7 Z—1E (AChE) Z w[WfifIZBHE T2 2 &2 LV IMPNACh &
FHINSE, MN T Y AEBIP R R 2 RRIT 951922

18. 2 AChEFEEE AR UAChEIZx 3~ 2 BIRHE
In vitro TOAChERLEEH DIC50f#1%6. Tnmol /L THY . 7F
Vval =277 —EHEEMDICHEIXT, 400nmol /LT
BHotz, AChEIT: LIEIRA AP/ 2R L7219,

18. 3 HPIAChEREE 1E A R UFAChE e A
BOEE5IcEY, T NMOACKREZFHE L. F7-MNAChZ 14
bné.ﬂ—fczo)\ 21)o

18. 4 ZEBEEREEA
N = U EERPE MRS RE IR e T 0 (NI RRE O fkiEIc X
DEEERENEE SN T v b) BT, ROgbHIcX
HRELEEAEZ R LD,

19. B3R5 IR T 2B R

—W&4 . R )LHEEEYRE (Donepezil Hydrochloride)

54+ (2RS) —-2- [(1-Benzylpiperidin-4-yl) methyl] -
5, 6-dimethoxy-2, 3—dihydro—1/-inden—1-one
monohydrochloride

432K CaaHooNO3 + HC1

Sy : 415.95

PR BEAOREEEOM R TH S,
KIZRRBETRT <, =& /7 —)b (99.5) IZEFIc<
AN
KIEHE (1-100) 1XHEEMEZE R E 220,
FEEZTENRD B D,

(b REE 0

o} N
HsC
~o

RURIR RN

2. a%
(FRRD)LIEEIESEImg T
288E [1482 (PTP) x2]
(FRRO)VIEERIESESmg T&H1)
566E [148E (PTP) Xx4]
1408¢ [148% (PTP) X 10]
(FRRO)VIEEEIESE10mg T2HH1)
568E [148E (PTP) X4]



23. EEXH

1)
2)

3)

4)
5)
6)

7)
8)

9)
10)
11)
12)
13)
14)

15)

16)

17)
18)

19)
20)
21)
22)

RIS T 2y Ehie (HEROEERE) (TV k&7
MEE : 199910 A8 H7KGE., HFHERHIIZE~. 3. (1))
EFER AT 2 EYERE (RERARERR) (T8
ME : 1999410 H 8 HAGE, HFEEEHMIEZEI~. 3. (1))
F¥a—U U AT ¢ ARG R
RRRO VIR SE3mg T 4K - bmg TAHK) - 10mg T4
) DAY TR EMERBRICE T 5 &k
BHEOPE (77U &7 ME: 1999410 A8 HKFR, Pk
BEEA~. 3. (2))
MEEAE L OFA (7 VU7 ME : 19994510 H 8 H KR,
HER R~ 2. (2))
R ANICI T 2 Eiie (BAfEax) (7 )87 ME:
1999410 H8 A 7ZKFR, HIGEERHIESEA~. 3. (1))
IFE RS S EhRE, 2000515 (2) :101-111
R NI 31T 2 K Ehae (R R ORI (7 U&7 &
BE : 1999F10 A8 H7KGR, WS RHEEE~. 3. (1))
Tiseo, P. et al. :Br. J. Clin.Pharmacol., 1998;46.
(S.1) :56-60
Tiseo, P. et al. :Br. J. Clin.Pharmacol., 1998;46.
(S.1) :51-55
EIRE IR DY ENRE (7 VU &7 ME : 19994F10H 8 H 7&
. HEEEEMEEEA. 3. (3)
Homma, A. et al. : Dement. Geriatr.Cogn. Disord., 2000;
11 (6) :299-313
FRPR B MAHRABR (7 V&7 MEE : 1999410 H 8 H /&8, HIGH
EEHIEEE k. 2. (5))
Homma, A. et al. : Dement. Geriatr.Cogn. Disord., 2008;
25 (5) :399-407
EEET VY oA~ —BUSREE % %5 & U 7o ERER 28 11 A 3Bk
(7 U7 b g/ DEE/HIRL : 2007458 23 HAKFR. FRA AT
)
LB —/MARIERFE 2 %G & LTBRREE AR (7Y &7
~EE/ KL DEE/WNIRE Y —/ FZ A v m v 7 1 20144E9H
19 H7KGE, WA RMIEZE2. 7.6. 1)
Mori, E. et al. : Ann. Neurol., 2012;72 (1) :41-52
Tkeda, M. et al. : Alzheimers Res. Ther., 2015;7 (4) :1-
10
I PE 0 B 3R VA9, 1998526
PG 5EMG © - SEPE L VA¥E, 1998526
ANV S - SEEE L VRYE, 1998526
ANEERES  JEBE & IR9E, 1998326

S) :S1277-S1282
S) :S1283-S1294
S) :S1303-S1311
S) :S1313-S1320
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6. ERTEEF
26. 1 BLEMRF T

XI-VUIJUAFAA K ES
EILEREHIK 885%F i
*x 26, 2 AR5ET

EMRERASH
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