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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
g +9.81 £1.24 | +304.63 | =17.3| =0.043
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FASHE AR AR 4% 5 U e R LRI 2 e L, 155 e
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il LC1H 1M 3mg 225 L. 1~2 AEIC Smg (28w L, £
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17.1.1 ERNSEMERER
HRIE N OSHEEE D 7 VY N A < — BIEEHUE B 5 268 B % %R 12 B A
VIV SE Sme (3mg/H % 1AMAES#. 5mg H % 23 AMES.)
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IR 0 SIB

- 0 H2 & DZE L2 ZEA b O B L
M +S.E. (n) S Es
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 | IR T N T R T T
e || S | | P g | B g | e | B
Bl | 1 19 40 36 15 4 0 1
Smg ‘%: (1) | (16) | (34) | (31) | (13) (3) (0) (1) 116
[é%” %) (34) | (31) 17
B 1 13 10 40 21 21 5 1
77 % (W[ a2 [ © [60 09 [ 09| @ [ O | 4
I
| 1 | @ |6 (43)
AL % ST 5 ADAS-Jcog BRI ORI ZL & FITRT (R ihr

x5 0205 B1) o FEGBIIARE & ORI EOFEY T, 5 128%B LY
Smg M7 T E R LI L CHERUWED RO bz, RiEFED
Smg #f & 77 REORGHIHOEL DL 2.44 HTH - 72,

ADAS-Jcog DFEEEZAL

ST ) 025 DZEALE* | 2 b OB L
il IR mizs B, () g
1238 5mg —3.03+0.47 (106) -
7T 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 FAEIZSEZRT)
EIEE IR E CHh 5 CDR OFERFZALE RITTRT (GRAFATxT5 - 228
B) o HeG-BMGE & OB EEOTFITIE, %5 12585 XY Smg HEAT
T L AREEE IR L CHERUEEDSTD 572100,

(75 AEIZUE% TR .)

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

T, W7 — 5 T Ox %L Lz,

%21 [R#oME] — [0EOfE]

%3 [BHRGHO 0HD S OELROFHME] — [ 75 KREED 0 HE)

5 DEALEDFIE]

(L E—IMFBISRANE)

17.1.3 EANSE I B5R
L ¥ —/MATRIERAE RS (MMSE 1555 0 10 s1LLE 26 STLCT) 140 6%
KR R ARYNVIEREIESE 10mg (3mg/ H % 2 BR#%5#. Smg/ H
% 4 @RS, kT 10mg H % 6 ARMI%S) . Smg (3mg/ H% 2H
M3 5-%. bmg/ H#% 10 8E#%5) . 3mg X377 R % 12 @S
T 5 EEMIILEGER E FEH L 72,
IR RREIR % 57 % CIBIC plus (28T, 3mg . 5mg #. 10mg
HEIWINL 77 R L KL THEICERL TV,

& D CIBIC plus

e e | B | o | R |,
BREHE| G | B |l | R | | BE| g | A
% 1 3 13 8 1 0 0
10 26

T T @w @ G |lay| @ | o o

5 % 5 5 10 4 2 2 0 28
T a8 |8 | Ge) | e | @ | @ | O

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

CDR & et i ORERZAL
ST L 0D B LR | 2L OBR L
RFA R FYE+S.E. (n) SR
1238 5mg -0.12+0.08 (113) -
7IEER | 0.23+0.10 (109) 0.35
" 5mg -0.14+0.13 (104) -
75 LR 0.72%+0.17 (95) 0.86
- 5mg -0.10+0.12 (116) -
TFIeK | 0.75%0.15 (112) 0.85

(%A F AMEFYEE R o)

X1 [BEFHEEHoM] - [0Eofi]
%2 [ 77 RBEED 0 #»S0ZbEoFHE] — [Gmg #ED 0:H25

DZALE: DI E]

3 IR & LT 24 BRF ORI & L72A%, Wk - BEEBIZ oW

T, 1238

(BED7ILYINA<—BIERA
17.1.2 EIR%E DAEEER

fiE)

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

FEO T VY NA < —RIZBHYE B 302 % R A RYOVIEFEIE

$t 10mg (3mg/ H#% 2 5%, dmg H % 4 BH%EG. KW T
10mg, H % 18 #A+%5-) . bmg (Bmg/ H % 2 A5, dbmg H%
22 MEPS) E 77 v R % 24 B G3 2 ZEE R LEGER % i
L7z

CIBIC plus (&MRYEERFEREEM) 1258V T 10mg BEE 75 L REE L I
ML CTHBICEN T (RS« 287 6) .

A% CIBIC plus

pesmea| Jo | | 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) (n ()

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

% 4) | (18) | (50) | (21) | (4) 0) (4)
5 | Bl | 0 1 8 5 10 3 0 .
TR % |0 | @ | 3| Q9 | @D | 1D | (0
FRHIBERE 2 32 MMSE SO REEOELmED 7 7 £ R L D%

1. 3mg #. Smg . 10mg BEZF N2 1.8 4, 4.1 4, 2.8 5THY,
ETCORETT T LRI L K L CHERUGEDTRD b7z,

&R O MMSE

- 0 A 5 D%AbE*2 ZALE O TR 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 ) % f-ili§ % NPI-2 1350
R OZEALED 75 v REEE DL, 3mg B, Smg B, 10mg HZ 1L
FTN-2.45, -3.64., -5.25THY, bmgH, I0mg#HETT 7R
LI L CHEZUEN RO SNz,

AR O NPI-2

- 0 A & DZEA L2 ZEAL R D BE ] Ui
FHE+S.D. (n) S ens
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 kR 0.2+4.0 (28)

(¥ A F AEFYEERT.)

RARBITIEROAEECTH 1) . FEFHIE H BRI, FFMiEE 4 - B
HHEOWEDLEMELHIE L TR, [5.6 HiE]

17.1.4 ERSE MAEHER
L E—/MARIZBAHE S S (MMSE 1341 : 10 /2L 1 26 BLUT) 142 Bl %
RGN B AT VIEREESE 10mg (3mg/ H % 2 ##H% 5%, 5mg/ H
% 4 ARG W T 10mg/ H % 6 A5 . bmg (3mg/ H#% 234
iP5, dmg/ H#%E 10 HEHE) X377 1R % 12 8H%53 52
FEE MR FEh L 72
FRANBRRE 2 SIS A MMSE £ 5O R OZEALED 7T LR L D%
1. 5mg #E. 10mg BEZNZN 0.8, 1.6 ATHY, 10mgHTT 5+
REE L IR L CH B RTUGEEDTRD b7z,



IR O MMSE

e 087> 5 DZAL=*2 2w O HER Hh AL
FIgE+S.E. (n) g
10mg 2.2+0.4 (49) 1.6
Smg 1.4%0.5 (43) 0.8
7o R 0.6+0.5 (44)

(75 Afli1ZeeE %2R .)

FEAMEIR - AT E O ) BLIF. R % S92 NPI-2 550
RO R TIE, Smg B, 10mg BEE LIS T RBEE OBIZH S
FEIEDONLE Do 120

R ) NPI-2

- 0 & DA LR ZEAL R OB P
FigE+S.E. (n) e
10mg -2.8%0.5 (49) -0.7
5mg -1.8%0.6 (45) 0.4
7oK -2.1%£0.6 (44) -

(A FABEILELERT,)

¥1 o RN & LC 12 B ORHI & L7225, ik - BEEBTIC O W
T, BT — 7 BRI O R E L7z,

%20 [l — [0 A0fH]

X3 [BEGHO 0 H»S0ELEOTHME] - [T RED 0 HED
5 DOZEALE D]

AGRER T, FRAIRERERE S, AER - ATBIREOMERIZS T 2 4

RUNEESR OGN T T 2 RIZHEE L TERL TV S &) BEER

FUIMFE S N TR WD, [5.6 SE]
* 17.2 BUSHRFEERIAEE

17.2.1 LE—IMFRIBRAEZBEZ MR & U ENRISIRSTE T AR

LU —/MERIZZAE S (MMSE 1355 1 10 L1 26 siPLF) 2 %4

12, FAXRVNVIEEESE 10mg (3mg/ H % 2 HEH% 5. dmg/ H%
4B S-. KT 10mg/ H 3R 5Smeg, H % 6 B #S) i
7T R % 12 BMRG T A0EN (CEEWT T B RE) L. EE
M2 58 T L72BEBRE1C B AR Y OVIEERIESE 10mg GAFII KA _UIVIE
R HEClE 10mg H S &R Smg H . G 77 £ R#ETIE 3mg
A% 28BS4, bmg/ H% 48RS . 2O 10mg H i
R 5Smg, H) % 48 MMk A kit 54 GEEMIERIR) 25
7 % SRR A BRI SABR & FEM L 720 BT 160 B B ATV
WG L7 T v RAH G- S, FEFHMIEE T 2 MBI 2 &
HEERAMIE O AL ERARAEIR (CIBIC plus #A&FHM) O AIZB VT, 7T
CARMEE FARYNVIEBRER L OBICAFEEZRIRBO LN 2o /2
(p=0.408. 2 1A Wilcoxon #5E. HAMNT O A4 EAKME XM 0.046)

FeHEHIEE @ CIBIC plus

s me | g | o | B [ | B e | 2| et
Fao| B | 1 10| 22| 17 | 19 5 0

Y 74
Mis | 9% | (1) | 14 | 30) | (23) | 26) | (D | (O

sy

75 | % | 0 6 18 | 32 | 14 5 1 -
TR % |0 | 8 | @) | 42 | a8 | ) | 1)

B BHG-BERT QLI O A MR T OGN BT B & GHMRE 0 4%
EREIR (CIBIC plus #G#FH) OOARIIUTOEB) TH-720

TGS @ CIBIC plus ($JH 04 HER)

n o | L | R < | B W
BHHEOCH e ot Ei% A2 %ﬁ e L &t
Fao s 1| 10| 14 9 | 11| 3] o0

iy 8
s | ME | % | @ | @] 2|09 | (@) ] 6 | 0
»0 [ipses

5 B 0 | 3 | 14 ] 19| 10| 4 1]y

LR o | 0 | 6 | @)@ )| ©® | @

FroEs] 0 | 0 | 8 | 8 | 8 | 2 | 0

~7 2%
1 VIR | 9 | (0) | (0) | (31) | (3D | 3D | (8) | (0)
L | R

o5 [ fs] o | 3 | 4 | 13| 4 1 0 |

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

43 BIASHEBNESE T L. 209 B 139 BlAsiksede 502847 L. 105
BIHskete 5 2 56 T L7z BRIREHMIE B T 5 &aFFEHY GBI K
Ok 5-19) 12813 5 MMSE OX— 2 5 4 05 OZEALRE OHER I
TROEBY THHo7z,

O— /T UAE (MFERGHIIFRRIL
HRIERS)
= RV RE

/N T4 + fEHEHE (LS Mean Change+SE)

038 36

fazieas il
Ll

75 LA 12 8A S P AT VEERRESE Sme H. 14 #25 5mg,
H. 18725 10mg/ H¥#%S % Bfh (5mg/ HANOHEN) o HE5-5, H
B EGHEE O EERART & Ly MMSE OR—2 5 4 AMER
A7) —= v B O%AE % 455 L L 72 MMRM (Mixed Model for
Repeated Measures) . &5 (MRS & L7z,

BRI GEE R OB 5-8) 128175 MMSE ON—AF 1 »
26 DEALEDOHER

KBTI, EEIERIEIRICNT 5 B AR VIEBREO AN 7T &
RIZHB L TENRL TV D L) BRERFUIMEE S L Tw v, [5.6
18]

18. EZHEIR
18.1 1R
TN NA = —RIBHE R YL —/MERIZRAE Tl NN =) S

AR OEE R EENTDONT VDL, KL, 7EFLVa) >~
(ACh) #5fRs aETHATFIVa) T A7 F—+¥ (AChE) %
WA HES S 2 L2 X DN ACh S AN <2, P a ) o {EE)
PR % BT 9 520020

18.2 AChE BEZ{ERMNU AChE [Cxi9 %:EIR%E
In vitro T® AChE HEMEH o ICs fiEild 6.7nmol /'L TH Y, 7F 1) v
a1) YL A5 T —EHEERO ICs fif 1 7400nmol /L Td - 726
AChE 1Z5h L&A 70 BRI 2 7- L 7220

18.3 Bt AChE FEE{ERR U ACh IBINER
OS2 E D, 9w Mo AChE 2FHE L. £ 72PN ACh 2 &
tyt22>,2310

18.4 FEEEWE(ER
BN ) > EEDPERIER AR T 7OV (WD R ORI X 0 2238 1%
REDBEESNZZT v b)) I2BWT, BOFTIZ & ) FEEEGEEN %
RL7=%,

19. B ICEET IBEEMAR
— B FE - R ARV (Donepezil Hydrochloride)

b4 . (2RS) -2- [(1-Benzylpiperidin-4-yl) methyl] -5,6-
dimethoxy-2,3-dihydro-1A-inden-1-one monohydrochloride

5513 CuH2NO3 - HCI
o f  415.95
W R Ao REOR R TH L,
TKIZRREIFR T, 7 7 —)b (99.5) IZEITFIZL v,
KiETE (1-100) 1EHEEMER R S v,
TSRO b D,
s v 0
BesJehe
H;C - HCI
HC -
T O g SR
22. @

(RRARYIVIEEIESE 3mg [FFPD)
(PTP W) 1448 (148Ex1), 2888 (14 §Ex2)
(RRARY)ViEESESE 5mg [FFPD)
(PTP @¥) 56 $t (14§ x4). 140 $E (14 $E < 10)
(ONZ@HE) 100 $E
(RRARY)VIEEMESE 10mg [FFPD)
(PTP @¥) 56 § (14§t x4)

23. BV

1) fEHE A B 5 S ERE (HLE 3538 (77 b i :

1999 4F 10 A 8 AZKGR, HIRSEREEA 3. (1)

RS BV 2 W EIRE (RO H5-305%) (70 &7 ME
1999 4% 10 A 8 HAGE, HIREEAHRZEA 3. (1))
) KPR R E SRS ($E 10mg)
) AEPVEE AR E SR ($E 20mg)
PR AR ESEERER ($E 40mg)

2)

3
4
5

Nbd



6) ﬁ%@%ﬁ% (79 t7 ME 1999 4F 10 H 8 HAKRR., Wi &RMEZA
. (2)

7) qﬁ%a%&@{un (7027 M 1999 4F 10 H 8 HAKFR, HIFEE
RHEZEA 2. (2))

8) fEHE A BT A HWMENE (BEEHAEZ) (77U 17 M 1999 4F
10 A 8 HAGE., HIF@REsE~ 3. (1)

9) MMIHERS ¢ FWBEE 2000 : 15 (2) 1 101-111

10) fEHES A BV 2 3 ERE ((RE R OHEIE) (7)) &7 ME 1999 4
10 A 8 HAGE., HIF@EREsE~ 3. (1)
11) Tiseo, P. etal. : Br. J. Clin. Pharmacol., 1998 ; 46. (S.1) 51-55
12) Tiseo, P. et al. : Br. J. Clin. Pharmacol., 1998 : 46. (S.1) 56-60
13) & ICBIT A3 EEE (7)1 7 ME 1999 4£ 10 H 8 HAKFE, H
BRI 3. (3)

14) Homma, A. et al. : Dement. Geriatr. Cogn. Disord., 2000:11 (6) :
299-313

15) FRARES IIAHGAER (1999 4 10 H 8 HKRE. HaarHgE b 2. (5)

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

17) BEDT VYA ~ —TIZRHNE & xb 5 & L7z BiRS THEER (71
7 M /D /AL 0 2007 4E 8 A 23 RS E)

18) L U —/IMERIGEAE Z xR & L7 FR % TANEER (7)) &7 §e/fl
Ki/D $E/PIIREY) —/ S 4 vay 7 2014459 A 19 HAKZL,
CTD2.7.6.1)

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

0) Tkeda, M. et al. : Alzheimers Res. Ther. 2015: 7 (4) 1-10

21) IIVEEERE & - SEEL X IR, 1998 5 26 (S) 1 S1277-S1282

22) WIVEFENE S ¢ SR LA, 1998 126 (S) 1 S1283-S1294

3) NS CSEEL LG, 1998 5 26 (S) 1 S1303-S1311
4) ANETRE S © SRR X AR, 1998 5 26 (S) : S1313-S1320

24. MERERERUEVGEDEE
HAIRAE T 7 — A&t BEHMGRE
T 155-8655 SECHRHEFIAIX fGIR 5-2-1
TEL  050-3383-3846

26. BHEARTHRES
26. 1 i:_ﬂﬁu.ﬁ:

%R%Kun“lcrﬁ]- 1-4-4



