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9.1.2 AT LERE. DEANUEEERSHHGEEEEDIVEE
DHBEH
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NAEZENDH S, [8.1 =]

11.1.7 EMGEREE (Syndrome malin) (0.19% i)
MEBPARER ., BREEOMRM, W T N, IR, MEOZH), T

LB, TIUIE IR EFIDS AL N D YA, 5% H
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%125_% Cmax tmax (Ang? t12 CL/F
(ng/mL) (hr) hr/mL) (hr) | (L/hr/kg)

5m 9.97 3.00 591.72 89.3 0.141
g +2.08 +1.10 +155.87 | £36.0 +0.040

10m 28.09 2.42 1098.40 75.7 0.153
£ +9.81 £1.24 | +304.63 | =17.3| =0.043
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HRIE N OSHEEE D 7 VY N A < — BIZEHUE B 5 268 B % %R 12 B AR
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V375t R% 24 MG+ 5 “HEMRILEAR 2 556 L 72,
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IR 0 SIB

- 0 H2 & DZE L2 ZEA b O B L
FHMH+S.E. (n) SRS
10mg 4.7+1.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
VAR -4.2+1.0 (102) -

A S A B AR AT
T E| IR T N T R R T
e || O | e | P g | B g | pe | BEF
Bl | 1 19 40 36 15 4 0 1
Smg ‘%: (1) | (16) | (34) | (31) | (13) (3) (0) (1) 116
[é%” 17) (34) | (31) 17)
B 1 13 10 40 21 21 5 1
77 % (W] 2 [ © [60 09 09| @ [ O | 4
I
5| a3 © | (36) (43)
AR % Sl 5 ADAS-Jcog BRI ORI ZL & FITRT (AT

x5 0205 B1) o PG BIAAKE & ORI EOFEY T, 5 128% LY
Smg M7 T E R LI L CHERUEI RO bz, RiEFED
Smg #f & 77 L RO GHIHOELEmDET 2.44 HTH - 72,

ADAS-Jcog DFEEEZAL

B2 ) 025 DZEALE* | ZAbmOREM L
il IR zs B, () g
1238 5mg —3.03+0.47 (106) -
7Tt R -0.84+0.50 (101) 2.19
24 5mg -3.07+0.50 (96) -
77 1R -0.11+0.56 (86) 2.96
R 5mg —-2.70+0.48 (107) —
) 77 1R -0.26+0.52 (98) 2.44

(A F AMEFYEEE R o)

EIEE IR E Cdh 5 CDR OFERFZALE RITTRT (GRAFAT x4 - 228
B) o HeG-BIGE & OB EEOTFHTIE, %5 12585 XY Smg AT
T ARREE IR L CHERUEEDTD 5N 7z10n),

CDR &t s ORERZAL

(75 AEIZUEE TR .)

X1 BRI RA & L C 24 BEF ORI & L 7zAs, ik - BRSSO W

TlE, W7 — 5 T Ox S E Lz,

%21 [0 ME] — [0EOfE]

%31 [BHREGHO 0 HD» S OELREROFSME] — [ 75 KREED 0 )

5 DEALEDFIME]

(L E—IMFBISRANE)

17.1.3 ENEE I B5R
L ¥ —/MATIERAE RS (MMSE 1555 0 10 s1LLE 26 STLCT) 140 6%
KR R ARYNVIEREIESE 10mg (3mg/ H % 2 BR#%5#. bmg/ H
% 4 @RS, kT 10mg H % 6 ARMI%S) . Smg (3mg/ H% 2H
M3 5-%. bmg/ H#% 10 BE#%5). 3mg X377 R % 12 @5
T 5 EEMIILEGER E FEH L 72,
IR RREIR % 57§ % CIBIC plus (28T, 3mg . 5mg #. 10mg
IV INL 77 R L KL THEICENRL TV,

& D CIBIC plus
R BE | 1t EH

w20 | B2 | o | B ) g | BB
% 1 3 13 8 1 0 0
ome = T (6o |60 | @ | o | o | %

5 % 5 5 10 4 2 2 0 28
T ) |8 | Ge) | e | @ | @ | O

% 1 5 14 6 1 0 1
3mg o 28

SE{ .| 0L OZEEF | LR OB ILE
el R FYE+S.E. (n) SRR
1238 5mg —-0.12+0.08 (113) -

7K | 0.23+£0.10 (109) 0.35

" 5mg -0.14+0.13 (104) -

7oK 0.72+0.17 (95) 0.86
s 5mg -0.10%0.12 (116) -
FIeR | 0.75%0.15 (112) 0.85

(%A F AMEFYEE R o)

X1 [BEHEEHoM] - [0EofiE]
%2 [ 77 REED 0 #»S0ZbEoFHE] — [Gmg #ED 0:H25

DZALE: DI E]

3 RN & LT 24 BRFOFF & L72A%, Wk - BEEBIZ oW

T, 1238

(BEOTIVYINA T —BISRHNE)

17.1.2 EIR%E DAEER

BEOT VY NA < —RIFE

AU L DRRIED @ B W& DI T — 5 2T ON R L LTz,

FEBE 302 Bl 2 3 52 N A DOV

$t 10mg (3mg/ H#% 2 M5, dmg H % 4 BH#%EG . KW T
10mg, H % 18 #A+%5-) . bmg (Bmg/ H % 2 BMH¥5-#%. dbmg H%
22 MEPES) E 77 v K% 24 B G3 » ZEE R EGER % i
L7z

CIBIC plus (&MRYEERFEREEM) 128V T 10mg BEE 75 L REE L I
LU THBICEN T (RS« 287 6) .

A% CIBIC plus

pesmea| 3o | | W e | R g | B MRy
10mg 5% 0 7 35 20 19 9 0 0 9%
% | 0| ® 6y @] e a| o |0
5me 1% 0 4 27 26 30 9 0 0 %
% | 0| @ @ @ 6] © | oo
7"5‘ EE=4 0 6 18 30 34 11 1 1 101
LR % 0) (6) (18) | (30) | (34) | (11) (1 ()

FRPERE % FFM S 4 SIB AR O R OB L 7 RITR T (SRR xh
%0290 Bl) o FHGBIMGEE & OIS EAEOTFIYTIE, Smg B, 10mg BEZ N
N, 6.7 5, 9.0 5 THY . T TR L I L CHE R UENRD
5 htmmo

% 4) | (18) | (50) | (21) | (4) 0) (4)
75 | Bl% | 0 1 8 5 10 3 0 .
TR % |0 | @ | G| Q9 | @7 | 1D | (0
FRANPRBE 7 BHI 3 2 MMSE S E OO ZBLED 77 L RE L 0%

X, 3mg #., Smg . 10mg BEZF N2 1.8 4, 4.1 4, 2.8 5THY,
ETORETT T LRI L K L CHERUGED TR b7z,

R#R O MMSE

- 0 A 5 O %AbE*2 ZALE O TER L
FHE£S.D. (n) S S
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 R -0.6+2.7 (28)

(79 2 EIZSEE RS .)

KR - ATEIREE 0 ) BXIE. RANREL S % fF-ili§ % NPI-2 1350
R OZEALED 75 v REEE DL, 3mg B, Smg B, 10mg HEZ 1L
FN-2.45, -3.64., —5.25THY, bmgH., I0mgHETT 7R
L L CTHEZUEN RO SNz,

AR O NPI-2

- 0 A & DZALE*2 AL O BEM LR
FHE+S.D. (n) S 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 R 0.2+4.0 (28)

(¥ A F AEFYEE R )

RAER I EZRRERCH O . FEFEME H BN EmE -
HHEOWEDLEMELHIE L TR, [5.6 HHE]

17.1.4 EREMEHER
L E—/MARIZZAHE S (MMSE 1351 © 10 /2L 1 26 BLLT) 142 Bl %
RGN N AT VIERETESE 10mg (3mg/ H % 2 #M#H% 5%, 5mg/ H
% 4 ARG, W T 10mg/ H % 6 B 5) . bmg (3mg/ H#% 234
W5, dmg/ H#% 10 8M#S) id7 72 R% 12 80%53 52
MR % S L 72,
FRANBERE 7 ST A MMSE £ 5O R OZLED 7T LR L D%
1%, 5mg B, 10mg HEZNZN0.8 4, 1.6 A THY ., I0mgHETT I+
REE L IR L CH B RTUGEEDTRD B L7z,



IR O MMSE

e 0 7> 5 DZAL =2 224l O HER Fh AL
FIgE+S.E. (n) g
10mg 2.2+0.4 (49) 1.6
Smg 1.4%0.5 (43) 0.8
7R 0.6+0.5 (44)

(75 Afli1ZeeE %2R .)

FEAMEIR - ATEIREE O ) BLIFR. R % S92 NPI-2 550
O LR TIE, Smg B, 10mg BEE LI T RBEE OBIZH
FEIEDONLE Do 120

R ) NPI-2

- 0 &5 DAL R ZEALR OB P
FigE+S.E. (n) a3

10mg -2.8%0.5 (49) -0.7

5mg -1.8%0.6 (45) 0.4

TI R -2.1%£0.6 (44) -

(A FAEEILERRT,)

¥1 o REEREERN & LC 12 B ORHI & L722s, ik - BEEBTICO W
T, BT — 7 BRI O R E L7z,

%20 [l — [0 A0fH]

X3 [BHEGHO 0 HE»S0ELEOFHEME] - [T RED 0 HED
5 DOZEALE D]

AR Tl FRABRREREE . AFAAEIR - ATENEE E O MR IS 35 K4
NRUVEFBRE O G HED T T £ R L TERLTW S & v ) MEER
SUIBGEE S LTV nD), [5.6 2E]
*17.2 BHEERSoAESE
17.2.1 LE—IMABSRANEERE ZWR & Ul ENEIEIRTTE IR AR5
L E—/MERISEAE S (MMSE #5440 10 S DE 26 55 UT) 2 xb %
12, FARVNVIEEESE 10mg (3mg/ H % 2 HH% 5. dmg/ H%
4 ARG, R 10mg/ H s 5mg H % 6 AR5 it
7T R 128G 5 EEE (ZEERT 7L RRR) L. EE
AT L7oWBRE 12 B A Y OVIEERESE 10mg GAFEI M APVl
R HEClE 10mg H S & Smg H . G 77 £ R#ETIE 3mg
S H% 2% %, Smg/ H% 4 8E%S . 201 10mg/ HXiE
IE R bmg H) & 48 AR5 2 fikede 5 GEEMIERE) 205
T % G IR R B R B & S L 72 TR T 160 B B A RD IV
WRE L7 7 2 RG-S, FEFHIIHE Th 2 HEMICBIT 55
HEEPIIS O %R RAER (CIBIC plus &) OFMfIZBWT, 77
LARBEE FARY VIERERE OMICHERIRO SN LD o 7
(p=0.408. 2=/ Wilcoxon Mg HAMFHT DA FAKMEILMH 0.046) o
S HEEHIEE @ CIBIC plus
A #Hx Hx N
s meaE| g | o | B [ | B e | | et

N | B 1 10 22 17 19 5 0
~Y

Vi e | || 6o e e @ o
Wit
7o | o |6 |18 [ & w5 | 1|

& [ o | (0 | ® | @ | @ | a8 | @ | D

B BH-BERT QLI OA BRI T OWBBMNC BT 5 RA%FHRE O 4%
HRER (CIBIC plus #G#FH) DOOARIIUTOEB) TH-720

TGS @ CIBIC plus ($XJHR O A HER))

. - | L | PR o | B |
BSBNHE | G | SO | i | R | gy | BAE | o | AR
Faolmse| 1|10 14 9 | 11| 3] o0

iy 8
s | M| % | @ | @] 29|09 | @) ] 6 | (0
»0 [ipsis

5 @] 0 | 3 | 14 ] 19| 10| 4 L]y

LR % | 0 | 6 | @)@ )| ©® | @

Frol ] 0 | 0 | 8 | 8| 8 | 2 | 0

~7 2%
%4 VIR | 9 | (0) | (0) | (31) | (3D | 3D | (8) | (0)
L | B

s B 0o | 3 | 4 | 13| 4 1 0 |

AR 9% | (0| (12) ] (16) | B2) | (16) | @) | (0)

43 BIASHEBNESE T L. 209 B 139 BlAsikGede 52847 L. 105
BIhskete 5 2 56 T L7z BIKEHMIE B T 5 &aFFEH GA#EI K
Ok 5-19) 128135 MMSE OX— 2 5 14 205 OZEALRE OHER I
TROEBY THo72,

O— /T UAE (MFERGHIIFRRIL
34 )
= RV RE

RN £ BEREE (LS Mean Change+SE)
n

038 63 128 2458 36 48 i 60 i

BE fazieas il
Ll

7T AR 12 8A S P AT VEERRESE Sme H. 14 #25 5mg,”
H. 18725 10mg/ H¥%S % Bfh (5mg/ HANOHEN) 55,
B EGH L O EERERT & Ly MMSE O R—2 5 4 AMER
A7) == v B o% LR % 458 L L 72 MMRM (Mixed Model for
Repeated Measures) . #5550 (MRS & L7z,

BRHIE GREII R OB 5-8) 128175 MMSE ON—2AF 1 ~
26 DEALEDOHER

KBTI, EEIERIEIRICNT 5 K AT VIEBREO AN 7T &
RIZHB L TENRL TV S L) BRERFUIREE S LT e, [5.6 &
18]

18. FapEiE
18.1 {ERItEE

T NA < = TUERANE K O L ¥ — IMETUERANGE T UE, P2 ) S EE)
AR OEE R EENTDONT VDL, KL, 7EFLVa) v
(ACh) 5 s aETHATFIVI) A7 5 —+¥ (AChE) %
WA HES S 2 L2 X DN ACh S A BN &2, M) RS
PR % BT 9 520020
18.2 AChE BEZ{ERNU AChE [Cxi9 %iEIR%E

In vitro T® AChE HEMEH o ICs fiEild 6.7nmol /'L TH Y, 7F 1) v
a1) v I A5 T —EHEEREO ICs fif 1 7400nmol /L Td - 72,
AChE 1Z5h LEIRAY 7 BRI 2 78 L 7220
18.3 Bt AChE FEE{ERR U ACh IBI{ER

OS2 E D, 9w Mo AChE 2FHE L. £ 72K ACh 2 &
tyt22>,2310
18.4 FEEEWE(ER

BN ) o EED PRI AR T 7OV (WD FR I ORI X 0 2238 1%
REDBEESNZT v 1) I2BWT, BOFTIZ & 0 FEEEGEEN %
RL7=%,

19. BRI ICET DEBLFMFR

— LR R ARV (Donepezil Hydrochloride)

b4 (2RS) -2- [(1-Benzylpiperidin—4-yl) methyl] -56-
dimethoxy-2,3-dihydro-1A-inden-1-one monohydrochloride

55 F3 : CauH20NO3 - HCI

a0 415.95

W R Ao REORRTH L,
HKIZRRWEFRT L, T8 7 —)b (99.5) 1ZIHEITIZ Vv,
A (1-100) I EHEEE2 R S v,
WmETELBOOLNS,

= 5. O
eSO
H;C - HC1
mqo ™

Je OSURFEAR

22. &
(RARYVIgEESE 3meg [FFPD)
(PTP) 14%t (14%Ex1). 28 %% (14%Ex2)
(RRERY)VIEEEIESE Smg [FFPI)
(PTP) 56 %t (14 %t x4). 140 %t (14 4t x10)
(NF) 100 $E
(RRERY)VIEELESE 10mg [FFP])
(PTP) 56 %% (14 % x4)
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