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(AUC) 1 F#HGmOBMIAMKAF LT < B> 72 bmg Xk
10mg B[ 5B IC B 2 EYBEE/ ST 2 — & 2 RITIRL
7‘:”0

TEFE A 712 5mg X1 10mg H I C#H5- L 7203 H)
X7 2 =% (§iA)

prhE Crmax tmax AUC te CL/F
T (ng/mL) | () | (g - hr/mL)|  (hr) | (L/hr/kg)
- 9.97= |3.00= | 591.72% | 89.3% | 0.141%
g 2.08 1.10 155.87 36.0 0.040
Lom 28.09+ | 2.42+ | 1098.40+ | 75.7+ | 0.153%
g 9.81 1.24 304.63 17.3 0.043

CL/F: #2707 A
(Mean*S.D.,n = 6)
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NARDIVIEERIESE | 407.2% 7.7+ 3.7+ 66.6+
S5mg [ 7 AV 89.2 1.2 1.3 14.6
o1 am 406.2+ 7.7 3.7+ 70.8+

7Y 7§ Smg 94.1 1.3 1.0 18.3

(Mean*S.D., n=19)
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AUC (0-168) Cmax Tmax Tz
(ng-hr/mL)| (ng/mL) (hr) (hr)
R A ROV R 52 969.2+ 244+ 2.7+ 61.9+
10mg [ 7 AV 214.8 4.3 0.6 8.7
p 1 o 916.5+ 22.8% 3.2+ 60.5+
TUETEEOme [ Ceg 3.6 24 | 116

(Mean*S.D., n = 18)
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R ARV HEEREEH 189.6+ 4.1+ 3.3+ 58.5+
$0.5% [7 2] 43.5 1.0 1.0 14.3
7 ) &7 kL 176.0+ 3.7+ 3.6+ 62.8+
0.5% 37.1 0.9 1.2 21.6

(Mean=S.D., n = 16)
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TR I T T % ok AW K3 B H 038 % §E 2mgi®
THEES L 7ok 5L, 18 AR 5 0 1A Fh i B 30 £ & LU TIR]
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16.3 2%

In vitro RERIZBW T, b MMAEEFHEAFIL88.9% THh
Y. in vivo TOMTEEEGEEERIZ 92.6% TH - 7279,
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b RERE R A oh SR EE Sme F BRI G- L2 L &0
PBIRE /N T A — & 1213 BEERA DO Z R L A EAEITEED 5
NipozlV (BEAT—%),
16.6.2 FFigpefEEEE

TV 3 — VPRI REZE BB % oh A2 $E Smg & HEERR RS L
7o XOIEWBIEE ST X — & ITEHER A & i L TR S
BB D Crax DY 1.4 158 CAREDED LN2H, o8 5
A= FIIHEEZEIBD LN, o7212 HEAT—%),
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FUZ FARYVIEMIESE Smg (3mg/ H % 1 BHE 5%,
Smg/ H#% 23 BHEES) X771 R% 24 BHIKG$ 5
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B | 1| 19 | 40 | 36 | 15| 4 | 0 | 1
Smg| % | (1) |(16)](34) ] (31| 13)| 3) | (0 | (1) | 116
K%| A7) | (34| 31 an
Clem Bl ala]s [
;;;g % |Wla2] © [6e]an|an] @ [ @ |12
K%| (13) | (9) | (36) 43)
AL S IS 2 ADAS-Jcog 13 M OERELE F IR

(MRS - 205 B1) o $2 GBS & OIS DY
T %G 12 8% X ) bmg N7 7 REEL IR TEE
HUEDRD SNz D Smg L 7T RO
B DOZLEDEIL 2.44 HTHo 72,

ADAS-Jcog DFEREZEAL

ig g |V DOEILEN Qmﬁgﬁﬁ
i FfE+S.E. (n) | T
- 5mg ~3.03+0.47 (106) -
7oK | -0.84%0.50 (101) 2.19
o1 5mg ~3.07+0.50 (96) -
7oK | -0.11%0.56 (86) 2.96
_— 5mg ~2.70+0.48 (107) -
TSR | -0.26£0.52 (98) 2.44

(%A F A EIEEE RS )

THE R Td 5 CDR O 2 FIRT (kiR
MRS 228 B1) o ¥ 5-BAAGIE: & DR HAEOFH T, &Y
1285 XD Smg DT T £ RBE L LB L CHE RN
O 5 715)16)

CDR &at miD#ERZAL

(i ol oEssonpas | ZIEEOH
e Pe 51 e
TIE+S.E. (n) Pz
128 5mg -0.12=0.08 (113) -
FIER | 0.23+0.10 (109) 0.35
o1 5mg ~0.14=0.13 (104) -
FoeR | 0.72+0.17 (95) 0.86
- 5mg ~0.10=0.12 (116) -
7IEK | 0.75%0.15 (112) 0.85

(24 F A XL R,

%1 [FEFEE o®E] - [0 EoH]

%21 [T KB 0D S OLLEOTFHME] — [5mg D 08
5 OZAL R O]

M3 LRI & L C 24 BB OFEI & L 72A5, Ak - Ao
WL 128U EOBREED D B WA ORI T — 5 BRI O G L L
720

(EEDOTIVY INA 7 —RIBHE)

17.1.2 EIRE I 1R

EEOT VY NA < —RIFRAE B 302 6 % /512 F AR
DVEEERYESE 10me (3mg H % 2 HRM#%5%. bmg H%
4 ARG, RWT 10mg H % 18 M MF%5). 5mg (3mg
S H % 2 8MEG5-%. 5mg/ H% 22 BRES) XiE7I+
K% 24 BEHG 4 5 “EERILEEER 2 F206 L 72,



CIBIC plus (&RERISRERFEN) 1B W T 10mg X 75
TARBELEHE L TEEICENR TV ORI 5 : 287
) o

i CIBIC plus

o | EREE || R
3 EE% I ;ﬂém AL

52
B

e

e |
w1t | e | B

e | "
| 0 | 7 |3 ]2 19900

ome = 0 [ @® |69 @ @] an| o | o] 2

B | 0 4 27 | 26 | 30 9 0 0
5mg 96

|

F

il

% | (0) | 4) [@28)|@7)| @B ]| (9 | (0 | (0
> [ BI%] 0 | 6 | 18 | 30 | 34 | 11 | 1 1 o1
TR % | ()| ©) | (18) [ (30) [ (34) | (1D | (1) | (D

RRAIBERE % REAli 9 % SIB 15 M O fcif R D& ALE & RITRT
(B AIRNT RS B+ 290 B1) o $%5-FAUGH & DS HFAEDFIYT
E. Smg M. 10mg #HEZNZ., 6.7 5. 9.0 5THY., 7
TR AREE L I L CH R R SED RO B 721018,

L o) SIB

- 037 5 DZEALH2 ZEAL s DRER L
FIfE+S.E. (n) RS

10mg 4.7+1.1 (92) 9.0

Smg 2.5%1.0 (96) 6.7

7T kR -4.2%1.0 (102) -

(75 A EIFHEERT )

%1 I ERI SR & L C 24 B0 & L2225, bk - BB
WL, T — 7 ZHIT O SR & L7z,

X2 [IR#ofE] - [0HOfHE]

%3 [BGHO 0E» 5 OZELEOFHME] - [77RED R
5 OZEALE DI H]

(L E —/MABIZZHEE)

17.1.3 ERNE I 5
L Y —/MERIERHE B (MMSE 15,4 © 10 A LLE 26 5D
T) 140 Bl &2 5 F 51 N Y OVEEEEESE 10me (3mg H %
2 A G5-#%. bmg/ H#% 4 BMFET. KWT 10mg H%
6 A5 ). bmg (3mg/ H#% 2 A5 %, dbmg/ H%
10 ARIHES) | 3mg I 7T R % 12 8E&%G 45 HE
T b st & FEhtE L 720
AR FEIRAEIR % 319 % CIBIC plus (BT, 3mg #.5mg
T, 10mg XV ) 7T REE L L L THEICENT
W7z,

FEMIEIR - ITEIRED 5 BXIR. BAKELE % 55 %
NPI-2 5 O FEOZALED 75 2 REEE D#EIL. 3mg
. dmg#., I0mgHZhFn-244, —-3.645, —5.2
ETHY, Smg e, I0mgHETT I LRI L CHER
BN B L7z,

HAEREL D NPI-2

- 0 7 5 DZEALE*2 LA O i
FE+S.D. (n) g
10mg -5.1x4.6 (31) -5.2
5mg -3.4%3.9 (30) -3.6
3mg -2.2%6.1 (30) -2.4
7&K 0.2+4.0 (28) -

(%A F AEFYEE R )

AGABRITTRRAER CH V) . FUEEFMIE B ILEIRE 37, 5
JHHE - HEEORED LT L HIH L T\ ianld20, [5.6
Z]
17.1.4 ERE DIHEHER

L ¥ —/MRRIZRAE B (MMSE 155 - 10 ALl E 26 S04
) 142 % JRIZ K A RDIVIERRE$E 10mg (3mg/ H %
2 A5, bmg/ H% 4 MG, KT 10mg/ H %
6 MM ¥S) . bmg (Bmg/ H#% 2 HM¥5-%. bmg/ H%
10 BH%S) 377 2R % 12 BMES3 5 ZHEMRIE
AR FEhE L 72,

BRSNS HE & B9 A MMSE #3 O R#IFEOELED T T 1
KL D&, dmg . 10mg HEZNEN0.8 5, 1.6 5T
HY, 10mgHETT IR L LKL CTHERUEDI RO
n7zo

R O MMSE

P 0 2> 5 DAL R 2ol O T HL
FHE+S.E. (n) Fg7ES
10mg 2.2+0.4 (49) 1.6
5mg 1.4%0.5 (43) 0.8
7o e R 0.6+0.5 (44) -

(79 AMlIZEHEZ RS .)

FEAER - TEIBEE 0 ) bXIRE. R RELE) 2 5l 5
NPI-2 15 S O % 0 25L& Tl Smg B, 10mg #E & b (12
TR L OMICAEEEIRD LN o7,

AL @ NPI-2

J4#4EE0 CIBIC plus - 087 & DZEAL A2 B AL DR et
i | [ | e | [ =S E. (n) P
e N SRl E H ROl Y L Y 10mg -2.8%0.5 (49) -0.7

Bk 1 3 13 8 1 0 0 5mg -1.8+0.6 (45) 0.4
10mg 26 ——
% | @ |12 |60 |G| @ | O | O PEEE ~2.1£0.6 (44) -

5 k4 5 5 10 4 2 2 0 08
e T | (18) @36 | 1) | @ | @ | ©

B % I A T A A O A A
T | @ G0 | ey | @ | o | @

75 | #% | 0 1 8 5 10 | 3 0
TR % | 0 | @ |30 ] 19 | 37) | QD | (0

27

FRHIBERE & RS A MMSE 158 OO Z{bmd 7' 7+
AL DFEIX, 3mg B, Smg B, 10mg HEZ L2411 1.8 &,
4105, 2.8 HETH), ECOHTTILRBELILKLTAH
BLRUEENRD b7z,

AR 0 MMSE

sy 0 25 DZEALE*2 2L ORER ML
P +S.D. (n) e
10mg 2.3+3.2 (30) 2.8
5mg 3.5*3.2 (30) 4.1
3mg 1.2+£3.8 (30) 1.8
7T R -0.6+2.7 (28) -

(7

T AMEITEEE R R T .)

(%A F AEITLEZRT )

M1 RIS E U C 12803 M & L zAs, k- BEEsIz o
WL, BT — 7 2T oS & Lz,

2 [IR#ofE] - [0ADfH]

%3 (B GHED 0 S DOZALEOFYME] - (77 REED 0 A
B O LEOFIHEE]

AEBETIE, FRABERER R, AR - ATBIEE E O WEIR I
9B FARVIVIEBREOE RN 7 2 RICIE L TE
NTV5EEVI) BIERGIIHRIE SN TR n, [5.6 =
fid]
* 17.2 BUERGHRAES

17.2.1 LE—/MARISBRIEERE 2R & L -ERENERTHE
FR PR ER
L E—/MERIZRIAE B (MMSE 54 1 10 2Ll F 26 S 0L
T) wRHIS, FAYVIERRESE 10mg (3mg H % 238
MW¥%5-%. bmg/ H#% 4 8PS KT 10mg H I
#I Smg H % 6 A% S) 77+ K% 12 88#%S5 3
LIEEN (ZEEWR T 72 R R) & HENEET Lo
BEg 2 B AU IVIERRIESE 10mg GAIE ¥ 4RV )V RREE
FETIE 10mg/ H XU 5mg, H. &5 79 £ KRBT
& 3mgH % 2 AL 5#%. bmg/ H%x 4 BR¥S. Z01%
¥ 10mg H 33 &K SmgH) % 48 53 % fikie
WG GEEHIERTR) 205 7 2 BEIFe th R S8R 2 F2



L7zo WHIEHITIZ 160 B2 F ARV IVIERRIE X 75+ R

DHEG- S, FEFEIEH TH L EEMIC B B SRRy

D EMRERFER (CIBIC plus #&FHl) O AmIcB T,

T REL FARINVIERBIEHE L OBICEEEIZZEDS

N2 B o7z (p=0.408, 2 AR Wilcoxon g, HALHAT D
FKIEILTIH 0.046) o

AL EHMEE > CIBIC plus

H] 5 2| % % 22 .
;c;fﬁ | o | B i;;ﬁ AL ;’j@ fit

Fare | % | 1 | 10| 22 ] 17|19 | 5 0

DV “

Rt % (1) | (14) | (30) | (23) | (26) | (7) | (0)

735 | B | 0 6 | 18 |32 | 14 |5 1 -
TR % |0 ] ®) |24 42|18 | (1) |

7B B G- BAEHT O L OF M T OERIIZ BT B ks
iRy > AR ERIREIR  (CIBIC plus #&7FM) D040 13T
D k 3‘8 V) VC}) D 7‘:0

T HEEHMIEE > CIBIC plus (XJHo A fER)

HI5E |, L || | .
B trse | S o | T2 | mqy | BIE gy | ST
P fs] 1 |10 14] 9|11 3]0
D% 48
S| e | % | @[ 2D](29) (19 [(@3)| (6) | (0
»Y 75 |B%] 0 | 3 | 14|19 |10 | 4 | 1 .
LR 9% |0 |6 |@D]GED] )| ® | (©@
Fre @z o | 0o | 8] 8| 8| 2|0
UIVIE 26
S8 | e | % | (O [ () [BD]GBD|BD]®) (0
AL T 0 | 3] 4 |13 4 1] 0 ”
LA ]9 | () |(12)|16) ] (52) | (16) | 4) | (0)

gk

143 BIAiEEM 255 T L. 209 5 139 Flaskiitx5-1 127
1T L. 105 BlAskbife 5 2 52 T L7z BRKFEIEE Ch %
F IR QBB N OHEERES3) 12817 5 MMSE DX
—ATA VL OEALEDOWRITTHO LB THo7z,

o
2 o——e/TLRE (W SHIIAAIRS)
2 34 S RV LIRS R
z
O
1 % 24
& 2 ,/}“-—
4 -
w1
#
B
Hoo of 1T
2| &
B S
®

63 1258 243 363

b 2] fzieea]

R
TR 12BN S ARV IVIEREESE Sme, H., 14 8
725 5mg/ H. 18 755 10mg/ A5 % Bts (5mg H~
O] ) PG Wb, 58 LIS O % K1
L. MMSE ODX—=Z25 4 MERIAZ ) —= > 7O
ZAtw 2 E L L7 MMRM (Mixed Model for Repeated
Measures) o &5 & 1 MR & L 72,
FREMREY (RN K OB 5-30) 1217 5 MMSE O
— A5 A4 IS DEALROHERE
KRBTl ERERIERICHN 5 FAXOVEBEO A5
AT TR L TERTW S & v ) BREER I MREE
ENTWv, [5.6 2]

18. ZERpEEIE

18.1 1S
TV INA = —FUEBHIRE [ O L ¥ — /AMERIZRAIE Tl A
) EEIERER DO BEE S EESHO SN TV S, K
&, 7EFay v (ACh) 25T AR THLT F IV
IY) YT A7 I—+ (AChE) #WMiICHET 2 Z &Ik
bﬂw\g A)Ch wEa WIS, P EBIER R & B
j—z)Zl ~25 o

18.2 AChE FEE{ER R U AChE (239 2 &R
In vitro T? AChE FHZEA/EM @ ICso fitild 6.7nmol /L T&
D, 7FIY)va) A7 T —YIHEMEHO ICso i
7400nmol, L T o 72 AChE (2%} L IR 72 BREAEH %
i—\‘ Lf:22>o

18.3 fEMA AChE BHE{EA XU ACh EiNfEA
OS2 b,y Mo AChE # THE L. $ 72N ACh
B K 72920

18.4 FEEERE/ER
M ) VR RE IR T B 7V (P BB o fliE 12
L) FEBRBERENEEINT Y M) BT, BOHFSICX

0 B EYEEH 2R L 725,

19. A2 (CBET 2 E{LZHAER
—fi% &
KA~ VIEEEYE (Donepezil Hydrochloride)
125
(2RS) -2- [ (1-Benzylpiperidin-4-y1) methyl] -56-di—

methoxy-2,3-dihydro-1/-inden-1-one monohydrochloride
2FR

C24H20NO3 - HCI
DFE

Fa DS EOHm R TH 5,
FKIZRREITRT L, 7/ —)b (99.5) IZHEITFIZL vy,
AREDRER (1=100) 1 EZHEEME2 R E %\,
DR 5D,

EER

T OGS IR

20. BRVEDEE
CHRE)
MR N 5 2 TR, B2 EVRET L2 E CBlCE &
BPETTL22E0H 5, B MR 0EIEL7 Vo %
fEHLTWA),

22, ‘@i
(K RZXDIVIERRIESE 3mg [7 X JL])
28 8¢ [14 % (PTP) x2]
(K Z~NTIVIEESIESE Smg [7 X L))
28§t [14§¢ (PTP) x2]
140 $¢ [14 8¢ (PTP) x10]
100 §& [, /35 ]
(K2R IVIEREIESE 10mg [7 X JL])
28 8¢ [14 8¢ (PTP) x2]
(FXNXTIVIERRIEMN 0.5% [T 4 L))
16.8g [0.6g (%) x28]
56g [1.0g (438) x56]
100g [, /3]

23. EEXWk

1) MR B I LB (HER OS2 (7

7 hEE 1999 4E 10 H 8 HAKGRE. B EHRZEA~-3- (1))

TERERL A BT B E B (RS2 (7))
7Nk 11999 4F 10 F 8 HAKFR, HIESEREEEA~-3- (1))
TR - Bk k. 2011 60 (9) : 1871 [$E bmg]
APTERL - AR SRR [$E 10mg]
Wi bR, A - TEE & R, 2011 5 60 (9) - 1862 [HHAL
0.5%]
HHOFE (7)) &7 Mg 1999 4 10 H 8 HAKEH, H
B A3 (2))
MFEREHE L ORE (7)1 7 Mg 1 1999410 H 8 H
KGR, HREEREEA-2- (2))
TN IZ BT B3 ERE (BAMAE) (TUE7 b
$E 01999 4E 10 H 8 HARE. HrEEEEE~-3- (1))
AR, A S ®EE . 2000 0 15 (2) : 101-111
TEHER BT B3R EAE (R Ok (70 &7 b
$E 01999 4F 10 A 8 HAKFE, HiFEEMEA~-3- (1))
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