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?Q'ﬂ_‘% Cmax tmax AUC t1/2 CL/F
(ng/mL) (hr) (ng * hr/mL) (hr) (L/hr/kg)
5mg 9.97 3.00 591.72 89.3 0.141
+2.08 +1.10 +155.87 +36.0 +0.040
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MR ORI EL - R E OGN L > TR WY D 5,
16.2 TRIX
16.2.1 BED
fEERE RN T 7% X G AT EH O B % §E2mg™ TR
L 7oRE S, AR o MU v g B LA IR & 2T R 2 3
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17.1.1 EIREE IR
WREE T OSSR FE D 7 )V N4 < — BRI HE B 5 26861 % K52 K
ARV NVIEEESE5mg (3mg, H % LM% 5%, 5mg H %23
ARG 37 T R 2 208 $% 53 5 i ERILEGER % 52
Jiti L7z

AR B RSEIRFE M C B W ComglEIE 7 7 B REEL IR LT
HEIZENTW 2, [8E D EOE&135melEl7%. 778+
H13%. [BEEALITOEA1E5mel17%. 7T 2 KRH43%
ThHo7lz,

IR A AR I R KTl

RET] AL APMECICEPe
B wo | 5 L | 2 e | B g | e |
W% | 1 |19 | 40 | 36 | 15 | 4 | 0 | 1
Smg | % | (1) [(16)|(34) | G| 13| Q) | 0 | (1) | 116
X 55 % (17) (34) | (31) (17)
W% | 1 | 13 ] 10 | 40 | 21 | 21 | 5 | 1
77eR| % | (D [12) ] (9) | (36) | (19| 19) | (@) | (1) | 112
K% | a3 | © | (6 (13)
PR RE 7 SFi 9 5 ADAS-Jcogf MO AL 2 RKITRT (I

IR G« 20561) o 3 5-BAIGIE & DR HAEDTFIY TR, &5
12385 & D 5mghths 7 7 £ Rl L LI L THELRWENED S
N7z, WHREDSmght L 77 £ RO LR O LR O 71X
2445 TH o7,

ADAS-Jcog D24k,

STt g | VU OOEALRE | E{CRORRMILE
IHE 0] <7 THH=S.E. (n) SR
128 5mg —3.03+0.47(106) —
7Tk R -0.84+0.50(101) 2.19

2438 5mg —3.07+0.50(96) —
75 kR —-0.11+0.56(86) 2.96

i 5mg -2.700.48(107) -
N 7T kR -0.26=0.52(98) 2.44
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FIE L AT RE T db 5 CDROFERFZAL & IR 3 (i Tk
G0 22801) o BGBUGIN & ORFEZEOTII TR, G128 % X
D 5mghtAs 7 7 & RRE & B L CHREZRUEALD b7z v,

CDRA I R DRERFZAL

Al PrE R 038720 5 OB b1 2t O T LK
] P+ S.E. (n) Sy 2
128 5mg —-0.12+0.08(113) -

77k X 0.23+0.10(109) 0.35
oul 5mg —-0.14+0.13(104) -

77k X 0.72+0.17(95) 0.86
s 5mg -0.10+0.12(116) -

) 7t K 0.75+0.15(112) 0.85
(VA F AT EZ RS )

*1
%2

[#FHAliRE > fiti] — (08 o> fiti]
[7 7 REED0EH S DAL E DO FIE] — [Smght D0 A 5 DAL
HOT-H ]
B REIZ RN & U C24RE 0 fFll & L7435, Hik - BRSO WTiE,
1238LL L ORSED B 5 Y565 DR T — & ZIFT oML L L7z,
EEDOTIVYIN 7 —BISBENE)
17.1.2 EINE I 5
BEED T IV N A = —RIZRANE 30260 % M QAT N ATV
g8 10mg (3mg, H % 2B $ 5%, 5mg./ H 2 4:BH 5
W Tl0mg, H #2188 5-) . 5mg(3mg, H % 28 # 5-%.
5mg,/ H %228 5) X3 7 5 & Rz 248 EH 59 5 ~HER
SRR & G20 L 72
CIBIC plus (&M REAAEREEAN) 12 3V Cl0mghf i 7T & R
EIEER L THBEICEN T W 72 GRRNTR 5 - 28761) o

B O CIBIC plus

%3

g | HW (133 (23 HW | HE | -
B e | % e | ™ | e | B et | ne |
Tomg | PE | 0 7173 20 [19 [0 [ 0] 0]
% 0) | (8) |(39)](22) | (21) | (10) | (0) | (0)
smg | OB 0 |4 27 126 [ 30 [ 9 o]0
% 0) | (4) | (28) 27| @D | (9 | (0) | (0)
ol B 0 6 18 | 30 | 34 11 1 1
7R T e [ Ge (s s an | w ] ™

RABERE 2 3P 5 SIBIS M D ik i D ZE L % AR (e
FENT G 20000) 0 $X G- BRI & DI RFEDOFIY T, Smght,
10mghtZ 2, 6.705, 9.0 THY, 7T LRBELILELT
ARRYEEDRD Hhf510,



%1

AT — 5 BT ORR L LTz,

X2
%3

(Ll F351H]

Ui ] - [0E ]
(KGR 00 5 DAL OTI9M] — [ 77 LR EEO0HE > b D%

IRAIRIZ RN & U C24BRF 0P & L7223, k- BEEBICowTid,

(L E —/|MABIZTHGE)

17.1.3 EAE I HEHER
L ¥ — /MR EE I B (MMSER & 0 105 D0 F26 45 LLF) 140
B % 5 G2 K ARV IV RRIESE10mg (3mg,/ H 2 238 ¥ 5-1% .
5mg./ H#4AM¥EE. KW T1l0mg, HZ6AM#%E), 5mg
(3mg./ H #2:81¥% 5%, 5mg/ H%Z10#AM¥&%YS). 3mgXix7
T e REI12BE WP 5-§ 5 ZEHERILERBE A Fhti L 720
B B RAE IR % 579 % CIBIC plusiZB W, 3mght. Smghf,
10mgltid Vi Nnd 77 L RBEL KL THEICEL TV,

AR D CIBIC plus

T B ke | s i .

e v ig kel zﬁiz% R %Jm B ?ﬁ il

omg | P 1| 3 118 1] 00|,
% |l e @ 0] 0

g | PE 5 [ 5 | 1o & 2] 2|0
% (18) | (18) | (36) | (14) (7) (7) (0)

g | PE 1[5 |16 [ 10 | 1|,
% Wy Gy ey w0 @

- Rk 0 1 8 5 10 3 0

7K e o a9 G | ay | o] 7

RRINBREE 7 FFI 9 2 MMSERF T O e e 0 b o 7 5 1 K
L oFEIL, 3mghE. SmghE. 10mglEZFNFN1.848, 4.1,
2.8HTHY, &ETOHTT IR L THEGWENR
HHMNTz,

KRR IOMMSE
Pri 03 %> & DZE AL 2 ZAL R OREH L
F3fi+S.D. (n) L ok
10mg 2.3+3.2(30) 2.8
5mg 3.5+3.2(30) 4.1
3mg 1.2+3.8(30) 1.8
77 kR —-0.6+2.7(28) -

(77 AHEEFHEZERT )
FAEIR - ITEIEED 9 BAR, BMERELH % i3 %
NPI-2f3 OO EILBED 75 L XL O#1X. 3mglf.
Smglf. 10mghZNZFN -2.45, —3.68. —5.2/THV,
Smght. 10mghtT7 7 LAREE & L L CTHERUGEDSTRD b7z,

AR F DO NPI-2

P 037 & D LR *2 ZAL R O BER R
T =S.D. (n) PR
10mg —-5.1+4.6(31) -5.2
5mg —-3.4+3.9(30) -3.6
3mg —-2.2+6.1(30) -2.4
AN 0.2+4.0(28) -

(A F AMEFLHEERT o)

ARBRIRENRRTH O . EEEEME HIE R 3, G
Hig - HRBoOMEOLERLHIH L Tnianlne, [5.6 &
]

17.1.4 EREMHERER
L E — /MR ZRIE B (MMSERS & : 104 2L E26 5 DUF) 142
Bl % 3BT B A ROV R $E10mg (3mg, H % 28 ¥ 5-%.
5mg/ H x4l #H5 . kW T1l0mg,/ H#6A#EYS ). 5Smg
(Bmg, H % 28M# 5%, 5mg/ H#x 10EEHS) L7 7 LK
12853 5 T E ML & S L 72,
FRINIERE 2 SEAT 3 2 MMSER 3 O RO 2 b 0 7T 1 K
Lok, Smghf. 10mghZNZEN0.85., 1.6 THDY .,
10mgHET7 7 R L W L TH R R WEIRD SNz,

HAEIR - THRE D) LR,

I O SIB R OMMSE
Pr 07 5 DZALi*2 ZEAL 5 D RE [ JL P 0k 2 5 DZEALE*2 ZEAb s O BE R HBE
Ffi+S.E. (n) Py P £S.E. (n) Py
10mg 4.7+1.1(92) 9.0 10mg 2.2+0.4(49) 1.6
5mg 2.5+1.0(96) 6.7 5mg 1.4%0.5(43) 0.8
7R -4.2+1.0(102) - 77k 0.6+0.5(44) -
(77 23 2R3 0) (77 AMEIYEZRIRT )

A LT & AT 2

NPI-2%5% s O ik o 2 b & T, Smehf. 10mglEE dic7 5
AR LOMICAREEITRD LN LD 572,

IRFEREFIONPI-2

P 038 2> & DALk 2 ZEAb R ORER HLER
FHE£S.E. (n) I3
10mg -2.8+0.5(49) -0.7
5mg -1.8+0.6(45) 0.4
7T R -2.1+0.6(44) -

(=4 F AEIFYEE R ,)

FOREREIZ RN & U128 058l & L7225, ik - BEEpIcowTid,

T — & R T OxT G & L7z,

[ ] — [0 D]

(B G500 5 OZALEOFIHME] - [ 7T 2 RiFO0HE 5 D%

At -3 fi]
AABR TR, FRAIARRERR g, R AEAR - A7 B RS O Wi RE KA
T4 FARIIVEBEOFENEDNT T LRI L TERLTY
% W) BEEGEIMGE S Tuanid, [5.6 ]

17.2 BUERFTEHRAES

17.21 LE—/MABRIBAERE 2R & L -ERRERTRER
B
L ¥ —/MARIZRAE B (MMSE #3550 108D F26 5 L F) % &F
LI12, FAXRYIVHEEE$E10mg (3mg ~ H % 28 M$% 5. Smg
S H w4l RvCl0mg, H iR = R5me, H % 658 1]
B45) 3T 7 £ R & 128 MR 55 2 R (CEER T 7 K
FPHR) & HEE 2 52T L2 B BRI B AR YOV $E10mg
(GEHE B ARV VIERRERETIX10me,/ H UK ERSmg H.
HIRW 7 5 £ AR TIE3me H % 28 5-%. 5mg H %48
[P, D #HIE10mg H X FSmg  H) % 4838 B 5-
T 5 kit 5 GEEMIERIR) 2 © 7 2 85E e B R B &
Fehi U7z TR TIZI60BIIC K AR VIVIEREE i3 75 &R
e s, FEFFMEH T 2 BRI B U 2 oK aEiikE o 4
MEERAAE IR (CIBIC plus #AFHE) OG5 fICB VT, 7 I K
ERNARDVVHEBEHEOMICHEEZAIEDON o 72
(p=0.408. 2FEARWilcoxon M. HAMNT O AF BKHE X 4
0.046) o

%1

%2
%3

T & EHli R D CIBIC plus

EqU| 13 5 13 5

Py o | 5 e | T2 e | B g | O
Fason [ fE] 1 | 10 | 2 | 7 |19 | 5 |0 |
YR % (1) (14) | (30) | (23) | (26) (7) 0)
e | BB O] 6 | 18 | 32 | 14 | 5 . 1.
TIER ST T ey ey Tay T T ™

B, BG5BT O LXIBLO A BRI T OWHRFENIC B B im# il
IRE D R ERIAIEIR (CIBIC plus #A5H) O IEDLFOE B Y
ThHo72,

T A& S I D CIBIC plus (X810 4 fER1)

Y7 | %0 TN T
b we | O | | TR | gy | B | gy | B9
FAXY| BI% | 1 | 10 | 14 ) 9 | 11 | 3 | 0 m
am | mmE e | @ @y ey a9 6 ® ] o
BY | g e BB 0 | 3 |14 )19 |10 | 4 | 1
TIER 0 e e Gy e ® @] O
FAXTw| BB | 0 | 0 | 8 | 8 | 8 | 2 | 0 %
am| wmE | % |0 | © |G| GY 6] ® ] 0
U | oo B 0 ) 3 | 4 [ 138 ] 4 | 1| 0
TR o Tay e e e | W ] ®

1436125 252 T L. 20 9 B 1396 sfikbide 58T L.
10551 2sikfoe P 58 % 56 T L7zo BIWREHMITIE H T & 5 & 3l
(EHI K Ok B 5- ) 12 BT EMMSED R =25 4 U H 5D
ZALmOWERIITHOLBY TH -7z



O—O /TR (MRS NIAY VIERERS)
3 —— B R R

o

Bt

/NP + R (LS Mean Change+SE)
n

0 63 1238

b2 RS

sard

77 2 RRF12 A 5 FANRYIVIERRIESE3me,  H, 14825

5mg./ H. 18#7%*510mg H% 5 % Bifi Gmg H D) .

Be G B, R, BeSHEE S OREEHEZNT-£ L. MMSED
R=2A54 VIR PR ) —= v FWOZE LR Z LR E L
72MMRM (Mixed Model for Repeated Measures). Ft4-#hhs
R & L7z
KRR AR e Sk fe i 5-1) 12 B 1) 2 MMSE®
N=2F4 76O bmDHER

AR, ERBEREERICH T 5 F AR Y VIEERE O A ¥
BT TERIZHBELTERTWS &) MRS MGEE S h T
Wiz, [5.6 2]

18. AR
18.1 {EFAHFF

T NA = —RIEHE KOS L E — /MR R HE ClE, N
V) AEBIPERERR OB R EEENED SN TV, R, T
tFNa) v (ACh) ZfRT AR TH LT F VY YT A
77—+ (AChE) Z Wil HET 5 2 L I2 X DV INHNAChE %
Bmsg, W) EBITEMRSR 2 IR 5202,

18.2 AChERRE/ER RV AChEIZX§ 2 &R
In vitroCTOAChEMEVEH DICfif126.7nmol /'L TH Y. 7F
Yva) YT AT T —EHEEHDICs#HIX7,400nmol /LT
& o720 AChEIZxS LiERM 2 LA/ 278 L 7220,

18.3 BMAChERRE/ERA RUAChEMN{EA
RO GCED, 9y MMOAChEZHE L., F72MMNACh%E
iglbuéﬂ—f:m,ﬂ)o

18.4 FEEERE/EH
P 2 ) o VBRI R A T 7OV (WD RS OB K D
SRR E ST v DIZBWT, KI5 L )8
EYEEEH R L7228,

19. RSB Y 2 IB(EERFR
—RgEYRTR ¢ N ARV IVIERER (Donepezil Hydrochloride)

£ % £ : (2RS)-2-[(1-Benzylpiperidin-4-yl) methyl]
-5,6-dimethoxy-2,3-dihydro-1H-inden-1-one
monohydrochloride
4 F X CulHxNOs - HCI
4 F £ :415.9
13 R FARVVEBEIIAAORSEORETH S,
AREIEKICRRBE TR T, =5 7= (99.5)1C
HFIZ W,
AR OB (1—100) (L HEetE %2 R S v,
KiIRRE RO 5N D,
EZBER -
[¢)
HCL
e UGG SR
B =0 223.5C (431if)

DB logP=4.270-F2 % /=) )K)

22. A
(K 2T IVIEREESEIMg[+ — T )
(PTP) 28%% (144 X 2 X 14%)
1408 (145 x 10 x 14%)
(F XD IVIEREESESmg[ 4 —/\Z )
(PTP)56%¢ (145 x 4 x 148)
140%€ (14%5¢ X 10 x 148)
(37)100%5¢
(R ZRTIVIERRIES10mg[ 4+ — /5 ])
(PTP)56%% (14%E X 4 X 14%)
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