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o Crnax Tmax AUC Ti2 CL/F
BoR (ng/mL) (hr) (ng - hr/mL) (hr) (L/hr/kg)
5mg 9.97£2.08|3.00+1.10 |591.72£155.87| 89.3+36.0|0.141+0.040
10mg 28.09+9.81|2.42+1.24 |1098.40£304.63| 75.7+17.3|0.153%0.043

CL/F: IV TIT VA
(Mean+S.D., n = 6)
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5E29.6%THo7z. F7-. 10mg OREREOREG%, 11 HEX TICHE
SN REMBIIRFT10.6%. HFT1.7%THo70. REMER
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BIRE/ST A — & ISBERA & i U CHFRBEE D Cnax 25 1.4 155 <
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16.6.3 Siind
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1124004 5 FIiE 2) | IcEDOE, RARARYIIEREES Smg [JG] %1
HERIFE U7AHEBROMER . B IEFEE S HE S N EWERICFE
Hr RIS,

F) ARABEROHRIE, 7IVYNA v —BERARECld EF. RAICIE
RARYVIERIEE LT 1 H 1 [ 3mg 2»5BtE L. 1~2 AfE#£IC Smg
IR L, BOFRET 5. BEOTILYNA v —BIERANEREICIE, Smg
T4 EML EEEE. 10mg ICEE Y 5. 4B, ERICKDERREY
%ol LE—/IMARIERAIE CIE GEF. BAICIE FARYIUERRIEE LT
1 H1E3mg 725U, 1~28H&IC Smg ICHEE L., BOKET
%, Smg T 4EML E#E%. 10mg ICHEET 5, 4B, ERICLD
Smg £ TCHETES.] Thb,
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B AR BRREREFEC 50 T Smg B3 7T RBEE il L THRICE
NTW7z, ] U EOSEISIE Smg B 17%, 75w AR 13%. [#E
FL] LIFOHEE Smg B 17%. 77t A8 43%TH - 1.
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" ; EH e | | meE | HE | L
BOSBNHE | Lo | B &g | wr | B g | R | BF

| 1 | 19 | 40 | 36 | 15| 4 | 0 1
Smg | % | (1) | (16) | (34) | (31) [ (13) | (3) | (0) | (1) | 116
X5%|  (17) (34) | 31) (17)
Bl | 1 | 13 | 10 | 40 | 21 | 21 | 5 1

% | (D) [ d2) ] (9 | @Be) | (19 |19 | 4 | (1) | 112
X5%|  (13) (9) | (36) (43)
FRAIRAE 2 FHIM o 2 ADAS-Jcog R RDRERIZ(L 2RI (AT
R 1205 Bl) . BEFMGREDFREDOFITIR, 5 128K KD 5mg
BO 7T RBELE L CARLIMENRO SNz BEHO Smg #iE
T RBOBREGHIROEILBOZRL 2.44 HTH -T2,

ADAS-Jcog DfERZE(L

75
R

_ 0376 DZE(LE*! Z( R OB ik
il R ,
F5fE+S.E. (n) FagEn2
Smg —3.03£0.47 (106) -
1238 -
7R —0.84+0.50 (101) 2.19
5mg —3.07£0.50 (96) -
24 58 .
P AN —0.11£0.56 (86) 2.96
) 5mg —2.70+0.48 (107) -
%%{3%@
PeAEN —0.26£0.52 (98) 2.44
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CDR &&r s DOFRE(L
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SIS BER
- FHELS.E. (n) PR
5mg —0.12+0.08 (113) -
1258 .
7Tt R 0.23+0.10 (109) 0.35
Smg —0.14+0.13 (104) -
2438
VA S N 0.72+0.17 (95) 0.86
. 5mg —0.10+0.12 (116) -
%%@X:ﬁ
VAT S 4N 0.75+0.15 (112) 0.85

(A F AMEEHEERT.)

¥ (B OM] — [0 BOfH)

%2 [T ARBO 08,5 OELEOTPHE] — [Smg B0 05 OE(LEOF
H1E]

%3 RACRFIRRANE LT 24 BROFHE & Lz, ik - BVEFICO>WTiE, 12388
LOREN D HH/EDOERMT — 5 ETOMRE L.

(BED7 LY I\A I —BISBHIE)

17.1.2 ER%E D 1E5ER
BEOT VY NA 7 —BIBRAEEE 302 %2 tHRIC KRR )VIEREIESE
10mg (3mg,/ H% 2 BR#S5%. 5Smg/ H% 4 BM#ES. K\ T 10mg
/H#% 18 EME##E). Smg (3mg/H% 2 #E#S5#%. Smg/ H% 22
BRESE) XE T TR % 24 BERET 2 —E5RHEREREER L
720
CIBIC plus (2B FRIERIHE) 125\ C 10mg BHE 754 KBEE B
BLUTHERICEBN TV (BARRITNSR © 287 ).

HA&KF 0 CIBIC plus

HH BE | o | BE

BGBNHE | s e =t

Bt

Bl% 0 7 35 20 19 9 0 0
10mg 90
% (0) (8) | (39) | (22) | (21) | (10) | (0) (0)

BE | 0 4 27 26 30 9 0 0
Smg 96
% (0) (4) | (28) | 27) | 31 | (9) | (O) | (0)

75 | B | o | 6 | 18 | 30 | 34 | 11 | 1 1

101

TR % | (0 | (6) | (18) | (30) | (34) | (11) | (1) | (D)

RAWERE # FHli 9 % SIB BROEMKBEOELEERITRT (BA&H
%1290 fl) o 5 RAMGRE & OBRZEOTFHTIE, Smg B, 10mg Bz h
FN,6.7H.9.0HTHD. TILARBEHBLTEELUBIRD S
71017



AL O SIB

B! © MMSE

g 08» 5 DE[LE*? ZACE OB B -~ 0@ 5 DE(LE*2 A B OB
F45{E+S.E. Fepy s FHELS.E. (n) FryzEEs
10mg 4.7x1.1 (92) 9.0 10mg 2.2+0.4 (49) 1.6
Smg 2.5+1.0 (96) 6.7 5mg 1.4+0.5 (43) 0.8
7R -4.2+1.0 (102) - TIER 0.6+0.5 (44) -

(7 AT HEERT.)

¥ 1 RKERISRERI & UC 24 BB ORI & L7225, ik - BRSSOV TIE, kT
— 5 BB ORRE LTz,

%21 [BfofE] — [03ENfE]

X3 [EHREHEO 0L 5 0ELEOPHE] — [T v RBED 0E, 5 DELED
EHE]

(L E—IFBUSZHNAE)

17.1.3 ER% D888
LY —/MERIERAERE (MMSE 185 1 10 sllE 26 sRBUR) 140 %
HHRIC B3RV VIERRIESE 10mg (3mg/H % 2 @R#H 5%, Smg/ H
% 4BR#S. )T 10mg/ H% 6 EE#%S). 5Smg (3mg,/ H#% 28
5%, Smg/H#% 108E%S) . 3mg XiE 77t K% 12 Ak S
T 5 _EEmEEE T EE L.
MERPRER 2 51l 9% CIBIC plus 12381 T, 3mg B Smg ##. 10mg
BV ING ST R B L CRRICEN TV,

HA&kED CIBIC plus

n 3 e BE | BE E-1: I
BERENHIE e s E§§ E =l Bt = =1
B 1 3 13 8 1 0 0
10mg 26
% (4) (12) | (50) | (31) (4) (0) (0)

Bil% 5 5 10 4 2 2 0
Smg 28
% (18) | (18) | (36) | (14) (7) (7) (0)

il 1 5 14 6 1 0 1
3mg 28
% (4) (18) | (50) | (21) (4) (0) (4)

73 | B 0 1 8 5 10 3 0
. 27
R % (0) | (4 | (30) | (19) | (37) | (11) | (0)

RERE A FE 9 2 MMSE BROBKEOZELED T I RBELEDE
&, 3mg B, Smg B, 10mg BHZNZN 1.8 4, 4.1 5. 2.8 HTH
D, 2TCOHTTITURBEHE L CERRWEIRD 5N,

FA&H*! @ MMSE

07 5 DEALE*? ZE{LB OB
HOE F45fE+S.D. (n) Py
10mg 2.3+3.2 (30) 2.8
5mg 3.5+3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
TIE R -0.6%2.7 (28) -
(77 AMERHEZETRT )
FHER - ITEIRED S 50HE., RAKELE =54 2 NPI-2 BH0D
BREOELED T REEE DZEIL, 3mg B, Smg B, 10mg Bz h
Ph—2.48, —3.6 8. —5.2 ATHV. Smg k. 10mg#HTTSI%
AR EHE L THERERHEIRD 5N,
BAE O NPI-2
087 6 OE{LE*2 ZLB OB s
BE58 "
F45E+S.D. (n) g
10mg —=5.1%+4.6 (31) —=5.2
5mg —3.4+3.9 (30) —3.6
3mg —2.2+6.1 (30) —2.4
TR 0.2+4.0 (28) -

(A F AfEIZHEZRY )

RRBRIEZORBECH D . FEFHMEE BT T
BOWMEDOZEELHIFL TV, [5.6 2]
17.1.4 ERSE MEHEER
LB —/IMARIERAERE (MMSE 1851 1 10 Bl E 26 SBUT) 142 %
RRIC R 1RO IVIERRESE 10mg (3mg,/H% 2 AM# 5%, Smg,/ H
% A ERERE. kv 10mg/ H% 6 @f#%S). 5Smg (3mg,/ H% 28
B#5#%, Smg/H%z 10 BEKRE) Xd771R% 12 BHE#%ET 5=
EEREASEEE L7,
PRAIEE % 5§ 2 MMSE B OBRKRBOZ(LEBO TSIt R DE
&, Smg B, 10mg BZnZzNn 0.8 8. 1.6 HTHD. 10mg#HTT I
AR E LB L CEREEENRO 5N,

FHIEEE -

(75 A3 EERT )

RBRER - TBRED S 5OH, RAERELE) 43l 9 5 NPI-2 FE0
BAEROZ(LETIE, Smg B, 10mg BHLbICT T ARBLEOMICER
ZiIRvonLr -7,

AL O NPI-2

- 03l & DIE(LE*2 E(CROB
FEES.E. (n) SPgEERS
10mg —2.8+0.5 (49) 0.7
5mg ~1.8+0.6 (45) 0.4
AT —2.1£0.6 (44) -

(w4 F AEIZEZRT )

1 RRREHIRRIE U 12 @R OFHl & L7As, ik - BRSOV Tk, ®ikT
— ¥ & BT OMGE Lz,

%2 (RO — [0EOE]

%31 [BHREEO 0L 6 0E{BOTFHE] — [T RO 0E,»5DE(LED
FfE]

ARIHEE Tl RABEREREE . BER - FEHREEOWIERICNT 5 PR
DNEBEOFENENS T T RICHE L TEN T WS & W SRR
BRESNTW WD), [5.6 2]

17.2 REEARFTRAES

17.2.1 LE—=IMFREEIER B ZWR & Ul ENEISIRFTR IR
LE—/MEBIERANEEE (MMSE 85 1 10 sBLE 26 SMR) 2R
12 RARVIVIEEEIESE 10mg (3mg,/ H#% 2 @Rk 5%. 5Smg/ H%
43ERH% 5. T 10mg,/ B XS ER 5Sme,/ H % 6 BRERS) X
TIuRE 12 EMREST A% (CEERT T AR & Bk
ZFET UTHBRE IS R 3~V )VIEESIESE 10mg (BRI B R RV VIERE
BTIE 10mg,/ HXUXEEE Smg,/H. 1AEHY S ¢ RETIE 3mg/H
% 25BE# 5%, Smg/ H% 4 AEKRS. £0%I% 10mg, HXIZEE
K 5mg/H) % 48 BEMRS T Hilkiik 58 FEEMIENER) » 5k 58
FEERFTH R BR & M L 7z TRIEHA T 160 BlIC KR VIERIEX
&7 TR SN, EEFEEE T & 218 HICB 1 B RAKEHERO
LfEEFRER (CIBIC plus #&sHll) OSmICBWT, FI R RBEE N
FIRYIVIEBER EOMICEREZ IR 5 har 57z (p=0.408. 2 1%
7R Wilcoxon #7E. BT OB R/KE LA 0.046) .

FA&FHERE > CIBIC plus

n " ZH (234 | BE E-L -
BEBENHE | o | B | L | FE | gy | Bl | g, | A
A 1 10 22 17 19 5 0
VI 74
m | % | (D | 04| GO | 23 | @6 | D | 0
75 | Fil% 0 6 18 32 14 5 1

. 76

R % (0) 8) | (24) | (42) | (18) | (7) (1)

755 B SRR O SR OF BRI T ORI 35 1 5 A& FTHlify O 2 iR
REER (CIBIC plus # &) OFHIZLTOEBD TH o7z,

B#FHiiRF > CIBIC plus (KIRDOE )

. s B wmE | __ | BE B
RSB\ HIE v | BF | g | FE | my | Bl | gy | BF
SN 10 | 14 9 11 3 0

ULt 48
9@ | mes | % | (2) | (2D | (29) | (19) | (23) | (6) | (0)
PO Twm | o | 3 | 14 ] 19 10] 4| 1
N 51
TR % | (0) | (6) | 27) | 37) | (20) | (8) | (2)
Fxe| il | 0 0 8 8 8 2 0
VI 26
g8 | m | % | 0 | (0 | BD | 3D | B | (8) | (0)
BUoSo T | o | 3 | 4 |13 4| 1] o0
5 25
TR % (0) | (12) | (16) | (52) | (16) | (4) | (0)

143 BISREIAZ5E T L. 205 5 139 ki 581 f247 L. 105
BlAsitse 5 %2 5T Ulzo BIREHEIEE €& 2 & 3Hlik A CaR KO
Y EH]) 108135 MMSE OR— 254 > 5 DE{LEOHBIT TR
DEBYTH-oT,



SE)

O——O /TR (b SISV VIR S )

o 31 - — 8 YRR R
|
O
# s 24
= =
]
s 1
s
&
H 0
o
£
) ®
B o4
m;
- 038 638 1258 2438 363 4838 60 i
s b

el

T EARE 128D 6 R ARYIVERES 3mg,/H. 143825 5mg,/
H. 1875 10mg,/ Hix5 %246 (Smg/ HADBER). R58. &
M BB EBEOREEAEZRFE L. MMSE OR—=25 1 Y ERD
A7 —= v THEOE LR E AR L Lz MMRM (Mixed Model for
Repeated Measures). H3EU#EEIZEESEE L7,

FEHERE (QaBE R ORI 5H) 1285102 MMSE OR—=2Z25 A >
5 OE(LROHER

AREREE Tl 2RER AR IS 5 R XY IUEBEOBZEN 7T R
IZHB L TEN TV S E WO BRERFIEE S N TR, [5.6 ZE]

18. FEFNFIE

18.1 RIS
TIYNA 7 —BIEBHIRE R O L ¥ —/MABIZRAIRE Tl N 2 ) > (gt
WRRDEZEZRENIEDON TS, AEiZ, 7EF)LaY > (ACh)
ORI ABERTHAHTFILIY VI ATT—F (AChE) ZA[HHIC
FHET 2 &K VNN ACh &%, M) AEEEMER %
BRVES 520-24)

18.2 AChE FEBE{ERN U AChE [Tx19 %8R4
In vitro T® AChE FHE/EF® ICso fEI 6.7nmol /L TH D, 7F VL
JY I AT T —YHEEER®O ICso fE1E 7,400nmol /L TdH - 7z,
AChE 120 LB IR 2 BHEMER 2R L7220,

18.3 i) AChE BEE{ERR U ACh 1EH0{ER
BOBE5ICED, Ty Mo AChE #BHZE L. 72 ACh 2l
H7-22).23)

18.4 FBEEWEER
B 2V > EEN RS BE IR T E 7L (WRIFRFREF OBEEIC X 0 2 EHEE
BRESNZT Y M) IKBVWT, BORSICE D EERENBEAZTR
L7z,

19. B ICET 2EBLFHAR

—fi%  FA_V)VERE (Donepezil Hydrochloride)

k%4 : (2RS)-2-[(1-Benzylpiperidin-4-yl)methyl]-
5,6-dimethoxy-2,3-dihydro-1/4-inden-1-one
monohydrochloride

5373« CaaH2oNO3 - HCL

18 :415.95

R HEOHKREOHRTH 5.

KICRRHEFPT L, T4 /=)L (99.5) IZEIFIZ W,

KIEHR (1—100) 1 EFBEEERS 220,

HEREBEPRDO SN,

i
0
HaC/O:@ ,H/QN@ HCl
H3C\O h
RURGREGF
2. @

(RRARYVIERIESE 3mg [JG])
14 5% (1448 (PTP) x1]

(RRARYVIERIESE Smg [JG])
564E [14%E (PTP) x4]
140 4% [14 8¢ (PTP) x10]
1008E [7IL 3, NT]

(RRARYIVIERIESE 10mg [JG])
564¢ [144E (PTP) x4]

23. X2k

1) BEERAICE T 2 EE (BEREORSHER) (7)) 27 ME: 1999
£ 10 A 8 H&R. HEERMEE ~-3- (1))

2) fERERAICBT 2EMERE (REROHRSHE) (7Y 17 ME: 1999
£ 10 A 8 H&R. HEERMEE ~-3- (1))

3) HNER AR (88 Smg)

4) HHER  EVENFESERE (5 10mg)

5 BEOFE (7YX ME: 1999 4 10 A 8 A&, HEERMTE
~-3- (2))

6) DA (7 VLT ME1999 £ 10 A 8 HARR HFEERHIE ~-2-(2))

7) RSB 2B (BAKAR) (7Y L7 ME: 1999 4 10
H 8 HA&GR., HIFERMIE ~-3- (1))

8) MAFEF fth : FMEEE 2000 5 15 (2) : 101-111

9) EERAICE T 2EMERE (REROHRME) (7Y 17 ME: 1999 &
10 A 8 HAR. HEERMIZE ~-3- (1))

10) Tiseo, P. et al. :Br. J. Clin. Pharmacol. 1998;46 (S.1) : 56-60

11) Tiseo, P. et al. :Br. J. Clin. Pharmacol. 1998;46 (S.1) : 51-55

12) EfEICB2EMHEE (7 UL 7 ME 1999 4 10 A 8 HA&GE. H
FHERMBEE ~-3- (3))

13) #NERL : EWENESEERE (88 3mg)

14) Homma, A. et al. : Dement. Geriatr. Cogn. Disord. 2000 ; 11

(6) :299-313

15) EEFREEMAHRRER (7 ) 7 hEE: 1999 & 10 A 8 HAR., Hit ERHH
= h-2- (5)

16) Homma, A. et al. : Dement. Geriatr. Cogn. Disord. 2008 ; 25
(5) : 399-407

17) BETIVYNA v —BIRRAREA MR E L BFRE THRAR (7Ux7
NE/D §E /KL - 2007 ££ 8 H 23 H&ARR. BEREE)

18) LE—/MARIZRAEZ R & LIRS DAERE (7 27 ME /M
BL/DsE/HWIREY — /RS540y 7 201449 A 19 HAEGE.
HREERE 2.7.6.1)

) Mori, E. et al. : Ann. Neurol. 2012 ;72 (1) : 41-52

) Ikeda, M. et al. : Alzheimers Res. Ther. 2015; 7 (4) : 1-10
21) IPEEERE fih  SEFE LA 1998 ;5 26 (S) 1 S1277-S1282

) LIPEEERE fih @ I LA 1998 5 26 (S) 1 S1283-S1294

) /NS fth : SE3E &A% 1998 5 26 (S) @ S1303-S1311

) /e fih o SRIE LA 1998 5 26 (S) 1 S1313-S1320
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