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TQQ% Cmax tmax AUC t12 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
10mg 28.09 | 2.42 1098.40 75.7 0.153
+9.81 | £1.24 +304.63 +17.3| £0.043
CL/F: #2077 A (Mean=S.D., n=6)
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TH o7z KRBT OHY % A5 L 72 R HE
#1335.9% TH V. EPPEIFILE. 4% TH - 729,
16.6 FENEREFHTH8E
16.6.1 BikmEEHEE
B E R 2 M RIS me F BRI S L /2
EEOFEYERE ST A — F 1L, BERADOFNE
HEZIBO SN o720 HEAT— %),
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H5E | W oyt | B T BERE WAL HWYHE

P s O e | T2 q B g g g | TR
1% 1 19 | 40 | 36 | 15 | 4 0 1

bmg % (1) 1(16) [(340)[(31)|(13)] (3) | (0) | (1) | 116
K% (7 G306 an

.| % 1 13110 140 | 21|21 | 5 1

L% T2 [66[09[09] @ [® |12
K% (13 |9 ](36) 43)

SHUIHERE & AT Y 5 ADAS- JcoglB ORI E (L & %

VRS (B RMT RS - 20561) o #%5-BAGEH: & 55
O TIE, #512:8% & ) omglEns 7 7 L KEE
L THELRYED RO SNz, HEEEOSmg
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SEAT e 087 6 DA bR |2 b ORER I
3 1] * SFE S E. (n) SRR
178 5mg —3.03+0.47(106) -
75 &R | —0.84=0.50(101) 2.19
243 5mg -3.07%0.50(96) -
754K | —0.11+0.56(86) 2.96
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WA 020 & DAL | ZZ bR OB ik
i . TS E. (n) P
12 Smg | —0.12+0.08(113) -
774K | 0.23£0.10(109) 0.35
oug 5mg -0.14%0.13(104) -
774& | 0.72+0.17(95) 0.86
spgons | omg | —0.10+0.12(116) -
774K | 0.75+0.15(112) 0.85
(XA F AMEFLHEEZRT.)
10 [HEHiEHE O] — [0E O]
#2 1 [ 77 L RBEEOOHED S OZALEOFI9ME] - [5mglfD0H
b OZALE O3]
M3 R & L C2ABREORTM & L7z, il - B

BlzOWTld, 128 LORIED D 2856 ORAET— 4
T OMRE LTz,
(BEDOTIVYINA 7 —BIBHE)
17.1.2 EASE IR
FEDT VYN < — TR HNE B 30261 % Xf H 12 K
ARV IVIERRIE$E10mg (3mg,/ H % 2.8 [ % 5-1% .
Smg/ HZ4HM 5. R\ Tl0mg H % 18 [ #
5.). bmg(Bmg/ H % 2./ # 5%, dmg/ H %22
W G) 3 7 T & R % 248 %53 5 ZEEMRILE

B % FE G L 720

CIBIC plus (4% i AR e R FEA) 12 BV CT10mghEld
77 2 R I L TR BB T 7z (R AT &

%1 28761)
¥ DO CIBIC plus
e ] T I 7 I E2L 7] T B
P58 | OO e | 12 g BT g | 7T
10mg % 0 35120191 9 0 0 9
% 10 ® 6|0 oo
5mg BI% 0] 27 126 130 | 9 0 0 %
% 10 @[22 B0 © 0 0
75| B 0 18 130 | 34 |11 1 1 101
R % O] ®a8)]60|[6y an] W | W

RRHRRE

S 5 SIBAS M Otk O 2 b & 3R 12
TR GRFRAT X S - 29061) o F5-BAAAIEE & D15 7=
DI T, dmel. 10mglZFi, 6.7/, 9.0
HThO, 79 RBELRK L THEELRLEIRD

571617
TP SIB
s 072> 5 DAL *2 7224 DR L
P +S.E. (n) g FEES
10mg 4.7+1.1(92) 9.0
5mg 2.5=1.0(96) 6.7
75 R -4.2+1.0(102) -

L E—/ME

(77 A EERT,)

M1 RARERT R & L C24lE D ER & L 72AS, ik - B
BHZDOWTIE, T — 7 Z BT O RE L7,

%2 0 [ ofE] - [0 OfE]

X3 [BBEGHO0ED L OBLEDFME] - [ 77 v KD
0 A & DZEAL R DI 1#]

(L E—/NMKEIZRENEE)

17.1.3 EASE I HHEER

AR AE BB (MMSES A - 1045 2L 2655

PLUT) 14060 2 6 812 B AR VR $E10mg (3mg,~
H#Z2:8M¥%5%. bmg/ HZ4HM S, KT
10mg, H %68/ $:5) . 5mg(3mg, H % 28 % 5-
2. bmg/ H %108+ 5). 3mgXiZ7 7 R%12
WP G§ 5 ZEERILEGRERZ FEHE L 72,
LR ERRAEIR % FEI 3 4 CIBIC plusiZ B W T, 3mgl.
Smghf, 10mghtiz Vi nd 77 b RFEL ML TH
BEIZEN TV,

A& O CIBIC plus

| B, . B EE 0| .-
- S || G | TV | g | B || BT
10mg %5 1 3 13 8 1 0 0 %
% | @160 @] 0] 0
5m 5% 5 5 10 4 2 2 0 23
£ % 18|18 [Ge)| ]| @ | @ | O
3m %5 1 5 14 6 1 0 1 23
8% @ a®|Goen] @] 0| @
77 | Bl 0 1 8 5 10 3 0 97
R % O] @][6[a9|[6nan] 0
BHHERE % - 2 MMSE M 0 ik B 0 ZE L& 0

7T REEE OFEIL, 3mglE. dmglf. 10mghEZ
ZN1.805. 4.1, 2.8 THY), &ECOHTTIk
R L IR L CHERERUEEI RO Lz,

AL OMMSE
s 037> & DAL= %2 ZEAb R DR Ho
P +S.D. (n) SRS
10mg 2.3+3.2(30) 2.8
5mg 3.5%3.2(30) 4.1
3mg 1.2+3.8(30) 1.8
75 kR -0.6%2.7(28) -

(79 AMEESEL T3 )
FEAEDR - TR E O ) B LR, RATEEL B % 5F
fli g A NPI-245 O RMEREOZELED 7T L REFEL D
7=E. 3mght. dmglf. 10mghFZEhFh-2.445, —
3.6/5, —5.25CHV., Smegl, 10mglET7 IR
LB L CHELUEN D SN,

PR LONPI-2

B 02> & D2 L2 ZEAL A O TR s
FHE+S.D. (n) s
10mg -5.1+4.6(31) -5.2
5mg —-3.4+3.9(30) -3.6
3mg —-2.2%+6.1(30) -2.4
77 v K 0.2+4.0(28) -

\/;72\/;18,1‘»0

(%A F AMER SR )
ARERIITRRIWAER T D V) . FHEEPAMIE H 32 IR
T, P EE - AREOREOLEME LM L T

(5.6 ZHd]



17.1.4 ERE AR

L ¥ —/MERIERHE B8 (MMSER A 105 L 26 1
PUT) 14260 % 5f B2 B A Y IV RRE $£10mg (3mg
H#%2:8M¥%5 %, dbmg/ HZ4HEHG . KT
10mg,” H # 638 M#%5) . 5mg(3mg,/ H % 28 [H+% 5-
. bmg/ H % 10:B#5) 3 77 R % 1281 %
552 _HEEWRILEGRBR LT FI L 72,

SR BE % BRI 9 A MMSE & S O i 0L E D
7T R L DL, bmglf. 10mghtZ N E10.855.
1.65THY, 10mgETT I REELEHKL THEE

BCLEDTTED H L7z,
AR IO MMSE
s 08 7 & DZEA %2 AL OB i
Sl +S E. (n) RS
10mg 2.2%+0.4(49) 1.6
5mg 1.4+0.5(43) 0.8
7T v R 0.6*0.5(44) -

(79 AEI%EETT )
FEER - ITEIEED D bX)E., RAKRIELE) % 5T
fli 3~ % NPI-215 s DO F ALk O Z AL Tld, Smghf.
10mgl & I 7T REELOMICEEZIIADON
ol
HACRPHLONPI-2

s 07 & DZALER2 | AR OB ik
Pl +S.E. (n) S Es
10mg -2.8+0.5(49) -0.7
5mg -1.8+0.6(45) 0.4
75k -2.1+0.6(44) -

(A4 F A EESEERT )
1 AL RN & U C L2 ER & L 72 A%, Hk - g
BHZOWTIE, BT — & BRI O G & L7z,
%2 o] - [0AOfil]
X3 [BEGHO0ED S OELEOFYME] - [ 77 R D
0:E 75 5 DZAbE DTG fE]

ARABRCIE, AR L, WEIR - ITEIRED
MREIRICHT T 5 RARDIVIEBIEOGNELN T I &
I L TENLTWAS &) BEE AR I GE 2 v
TR\, [5.6 Zh]

17.2 WERFTERNES

17.2.1 LE—/NMARIBBMEREZZ2MR E LAEARSE
BR5E i ERR SR
L ¥ —/MERIZRAE B (MMSES: A - 104 DL 26 4
UTF) 2512, FARYVEEREES10mg (3meg, H
%2 5-#. 5mg/ H &4, kv CT10mg
JH XX E R Sme, H 26 A% S) L7 I &R
w1 28M RS- AR (CEER T I 2 R xiE) &
R 22T L7 12 N A RO OVIRERTE $210mg
QR B ARV OVIEERIEE CTlX10mg/ H X3 =
F5me, H. GEH 79 2 R#EETIE3me, H % 228 1]
Pe5-%. bmg/ HZ4AEBPS. £ D%1E10mg, H X
I ERSmg, H) % 48 M 5-3 % #ik e 5- ] (I
BIRIERTIR) 20 5 70 % SIS IR FE 2 R iR & 920t L 720
BRI TIX160B1Z F A XRYIVIEEE L 77 2R )8
&N, FEFMIEH TH 5 HENIZBIT 2 &%
SEAME 0 4k g PR IEIR (CIBIC plus# A 2FAl) o 55 Ai
WCBWT, 79 REEE FARY VIR & O/
CHEZZROO N o7 (p=0.408., 2HEAR
Wilcoxont®5g . AT O A KX THI0. 046) o

T # ST O CIBIC plus

R[], o | [T | o [ o
S5 ot | 0 | T2 gy | B gy | R
Faey (B3] 1 10 | 22 | 17 | 19 5 0 74
VERERIR | % | (1) |(14)|(30)|(23)|(26) | (7) | (0)
. =) 6 18 | 32 | 14 5 1
7IER oy Ty [ @ s | @ ] 7

B, BGEEmOXIHOE M TOEBFRHIZ BT
% I ETAT R 0 4 % R R S IR (CIBIC plus#e & 274l
OHAEILTOEBY TH o7,

AR O CIBIC plus (SO HER1)

]
5 et SO | T g B1E gy

o
=10
=+

FrlEgk] 11014911 3]0
SIRVIERRIE | % | (2) [(21)](29)] (19)](23)] (6) | (0)
HY 705%/%1%& 0|3 |14|119/10] 4|1

% | (0) | (6) |(27)[(37)](20)] (8) | (2)

48

51

N~ |8 0| 08|88 |2]0
SR VAR 96 | (0) | (0) |(BD)|(81)|(B1)| (8) | (0)
BU| g e P1%] 0 |3 [ 4 13[4 [ 1]0

% | (0) |(12)|(16)|(52)|(16)] (4) | (0)

26

25

143615 252 T L. 209 H 139815 #k e sk 5
BT L. 1066 ke 5 2 52T L7zs BIKET
fliTE B T & % 45l RE H B & Ok e 5- 1) 12
BT AMMSEDN—Z F 4 ¥ h 5 0EEDOHEFR X
THRDOEBY THH72,

o—e 7T LA (RSN A Y LI 5)
31 A R LR B

T4 + MM (LS Mean Change+SE)

Eit
-

B

03& 68 1238 248 3638 48 i 60

bieize] S
Eelo)

7T R AREEILI2HEN S R ARY VIERIESme H .
14387 55mg,” H. 1825 10mg,~ H %5 % Bl A
(5mg,/ HNOWHET ), G0, BT, 50 L ¥
HOKHEEAZRT L L. MMSEON—Z 5 1 V1l
BOAZ ) —= v 7HHEOZEtwEEwms L7
MMRM (Mixed Model for Repeated Measures)o, 3&
a1 G REARS SR DY

A B RIH H l OSk e 4% 5-380) 12 81 2 MMSE
DNR=AFA b OELEDOHER

RRBETlE, EREARERICH T4 FARD VR
WOBEMUERT T RICHELTERLTWVD LWV
MG IIHGE ST, [5.6 BE]

18, ERhEEIE

18.1 fEFABERE
TV NA = BIERAIE K YL ¥ — /ME T ZR S C
WE. AN 3 ) EE RS R O BHE R BEEDFRD &
nNTwb, R#E L, 7EFNva1) v (ACh) =59
LEEFZTHLTEF V) AT 55—+ (AChE) &
WO IZE S 5 2 &2 & ) B ACKhE 2 BN S 4,
BN 3 ) A AEBYERRRE R & I 5 %2020

18.2 AChEFEZ{ERA R U'AChEIC X9 3 &R
In vitroTOAChEHE/EH DICsfH1£6. 7nmol /LT
HO., 7FYNTY YT AT T — PRHEMEHDICE
137,400nmol /LT - 7o AChEIZ% L3#INAY 7% [H
EfEH R L7220,

18.3 BIAMAChERBZE{ERA KR U AChEM{E A
BOFGI2ED, 9y MEOAChEZFHE L., F 720
WAChZ BN & 17222

18.4 ¥ BEEHEER
BN ) > VRBhPE AR AR T B 7OV (IR R T o
M L D BB ESEEINZT Y PIZBWT,
FECIHESC L ) R B ELEEH 2 R L 722,

19. B SICET 2BILEHHR

— RS ¢ N ANRY OVIERRIE

(Donepezil Hydrochloride)

1b&44 : (2RS)-2-[ (1-Benzylpiperidin-4-y1) methyl]
-5,6-dimethoxy-2, 3-dihydro-1/7-inden-1-
one monohydrochloride
C24H2NOs - HCI
415.95

o
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B O (R

L7 N

c HEORESIEOMETH B,

cKIZRRBEITRT L, ¥ 7 =)V (99.5) 12T
v

o FRIETE (1=100) 1 EME % 7R S 72 v,

s BRSO b LD,

22. @&
(RERAXRJIWIEEETRIMg[ 2 F X))
284 [144% (PTP) x 2]
(KRR JIVIERIESSmgl 2 7))
5682 (1482 (PTP) x 4]
10082 K. /N5 ]
1408t (148 (PTP) x 10]
(KEARIIIEBIESE1I0me 2 F X))
28%¢[14%% (PTP) x 2]
10082 0. 73]
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7) BB NIC B Y EIRE (ERESR) (T 2T
MgE © 19994E10 H8 H KRR, HRHERHREZIA 3.(1)

8) MMFIEHE S © HEMEHRE, 2000;15(2):101-111

9) fEEER A B0 2 SEW B RE (FUR & OYBEE) (7 ) &
7 M§E 1999410 A 8 H 2K 7. HI G & BIE 22
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