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DWW TIE, 128U EOMRED D 26 ORE T — 7 % RNt OX)
Sr1L7.

(BEDOTIVYIN ¥ —EIER5IEE)

17.1.2 EINE I 5
REOT IV NA < —RIGRAGE B 302 Fl 2 I FARY L
M SE 10mg (S3mg, H % 2 M 5. Smg H % 4 HEHH%
5. W\ 10mg/ H#% 18 M 5). 5mg (3mg/ H#% 2 [
Pehith, dmg/ H% 22 E$S) 377 wKR% 24 MG
% I E RIS % 0 L 7z
CIBIC plus (ZfEMEEAIEIRGEL) 1B W T 10mg #1X 77 &K
TEE B U CHBITENR T O (a4 - 287 61)

F17-4 AW CIBIC plus

s FH e (35S s R i HW | H et
PHmE U W AL EAL | B

Jomg B 0 | 7 |32 |19 9] 010 %
% | (0) | (8) |(39)|(22)|(21) | (10)| (0) | (0)

_— B 0 | 4 | 2712630 ] 9] 0] 0 %
% | (0) | (4) |(28)|(27)| BD| (9) | (0) | (0)

5 [Pk 0| 6 | 1830|3411 11 01
TR % | (0] (6) | (18)] (30| 34| (D) | 1) | (1)

FRANBERE 2 BP9 2 SIB #R R DIk D ZALE: 7 RKITR T G
TR 290 B o $x5-BAAIE & O1FRZEDTIGTIE, Smg B,
10mg fETh LN, 6.7 4, 9.0 8 THY ., T RRELLIEL T
F R YEEDRD B 1010,

#17-5 ¥ o SIB

P 03855 D% bw*2 | B bm ORI
FHME+S.E. (n) s

10mg 4.7+1.1 (92) 9.0

5mg 2.5+1.0 (96) 6.7

7oER -4.2+1.0 (102) -

(79 ZMEIEHHELZRT.)

1o IRHIEIEEHN & U C 24 AR ORI & L7225, bk - BEE Bl
2OV TIE, Wi T— 5 IO g e Lz,

%2 [R#EofE] — [0 EOfHE]

%3 [ GHO 0 DS OB LEOFHE] - [7T7 XD
0 A 5 OZEALRE O FHE]

(L E —/|M&BISTRIE)

17.1.3 EA5 1R
L ¥ —/MERIZRAE B (MMSE #5345 0 10 2L L 26 s LK)
140 Bl % JZAC B ARV IVIEEENESE 10mg (3mg H % 2 A
Ltk Smg/ H#% 4 8BS, KT 10mg H#% 6 #H#H5).
5mg (3mg/ H#% 2 HM#%5-#. Smg H7Z% 10 HH#H%5). 3mg
Xix7 T R% 12 HEG3 2 EEMILBARZ 05 L 72,
M IRIER % §-ili 3 % CIBIC plus I2BW T, 3mg #. 5mg
B 10mg X Wi d 77 L RBEE MR L CHBEICENR TV,

#17-6 & EE o CIBIC plus
e | %W e | e [wm ]
pegme | a5 g | TF | mqe | B gy | B9
10 % 1 3 13 8 1 0 0 %
T T [a e ey @ | o | o

5 % 5 5 10 4 2 2 0 28
Mo g [as) [@e) | aa | @ | @ | ©

3 B 1 5 14 6 1 0 1 98
M T a8 6o ey | @ | o | @

75 | 9% | 0 1 8 5 |10 3 0
TR 9% |0 | @ @009 | 67| a | o

27

REIBERE % SN S 5 MMSE 135 O O ZAbE D 7 T & R
LD, 3mg B, Smg #E. 10mg FHEZN 2N 1.8 4. 4.1 4.
28HTHY), ETOMTT I LAREEL I L THE R YED T
HHNTz,

F17-7 HARE o MMSE

. 03875 OZALE*2 | Z{LREOTER K
FHH+S.D. (n) RS
10mg 2.3%£3.2 (30) 2.8
5mg 3.5%£3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
A N -0.6x2.7 (28) -

(79 A EIFLH % R o)

FEAREIR - AT E O 5 B X, BRI REL B & STl % NPI-2
B ORRKIEOELmD 7 T v KL OFEIE, 3mg B, Smg #f.
10mg #EZNZN-2.4 5, —3.6 4. —5.2 M THY. dmg #.

10mg #TT 7 LR L B L THERYWED RO b,
F17-8 IR O NPI-2

R 032 5 OZAbR*2 | Afbm OB LK
M +S.D. (n) SRS
10mg -5.1+4.6 (31) -5.2
5mg -3.4%3.9 (30) -3.6
3mg -2.2%6.1 (30) -2.4
75K 0.2%4.0 (28) -

(%4 F AL EHEZ R T )

AGRERIIREABTH 0« FEFEMIH H I8R5, GFHIEEHE
- HiRBOBEDL B D HIH L T w919, [5.6 ]
17.1.4 ERSE DHEEER

LB —/MERIGRAE - (MMSE 15381 1 10 s 26 RLLT)
142 Bl & 510 B ARV OVIRRESE 10mg (3mg H % 2 MM
5%, 5mg/ H% 4HMHES. KT 10mg HZ 6 HEHES).
5mg (3mg H#% 2 HM#x5#%. dbmg/ H% 10 BH$#ES5) i
77t AR % 12 BHIRG§ 5 “HEEMILBRER T I L 72,
FRHIBRRE % Bl § 5 MMSE 5 5 O iR 0L ALk D 7' 7 £ R it
Lo, bmg . 1I0mg HEZNZN 0.8 5, 1.6 HTHY .
10mg #ETT 7 L ARRE L K L THERUGEED RO b/,

#17-9  HfIE* o MMSE

- 0% & D22 | 28 bE O BER
P £S.E. (n) S
10mg 2.2+0.4 (49) 1.6
5mg 1.4%0.5 (43) 0.8
75K 0.6+0.5 (44) -

HAER - ATBIREE O 5 B A,

(79 AMEEYEHEERT )

FRAIRRREZS

B % 57l 3 %5 NPI-2

R OBRFIFOZALETIE, Smg . 10mg #t L bI27 7 Kt
EDORICHEATRD 5N h ol

F17-10 A% 0 NPI-2
) 03875 OZEALE*2 | ZAbE OB K
ERasR T "
FHHE=S.E. (n) S
10mg -2.8%0.5 (49) -0.7
5mg -1.8+0.6 (45) 0.4
75K -2.1%0.6 (44) -

(%A F AT FHEZ R T)

¥ IRHIE IR & LT 12 8RRl & L7225, ik - B sl
ZOWTIE, WT— 7 BRI OWNGE Lz,

%2 [#eofi] - [0EOfH]

%3 (B GHD 0E2 S OELEOFHE] - (7T KHED
03875 5 DA b O]

ARER I, FRAIBERERE S, R AEIR - T BYRE E O mRER I3
5 FARYNEBEOERED T I LRI L TERTWS
&) BREIGHIZHGE S T w e »w20), [5.6 2]

*17.2 RERGHRATEF
17.2.1 LE—/MFABISBAME B E 2 R & L 2 ERREIRTHRERR

L ¥ —/MERIZRAGERE (MMSE #3045 1 10 £ L1 26 MELT)
XL, FARY VRS 10mg (3mg/ H % 2 ¥ 5-1%.
5mg,/ H % 4 HWEH5. kT 10mg, H i3 5mg H %
6 M) XIET T R% 12 BMZG T 500 (CEEHR
TR ) & BN RS T L2 AR Y VIR
$E 10mg GAFM F A XY IVHERERE T3 10mg~ H 3R
5mg/ H. EHY 75 REETld 3mg/ H % 2 AR5, 5mg
S H%E 48PS, Z0%iE 10mg H LR ER 5mgH) %
48 P53 2 WP G- 0 GEEMIERIR) 205 7 2 Pk
PR B & J2h L7z TRBECIE 160 BIIC F A XY VIR
X377 e RHpHEG- s, EEFHIEE T 2 H RSB 5%



FEEEAMEE O i R AER  (CIBIC plus 84 3-M) Oz W»
T 7T RMEL FARYVIEBER E OMICAEZ TR SN
o7z (p=0.408. 2 A Wilcoxon M. AN DA EAK
HEIXTH 0.046) o

F17-11  #EHIiE o CIBIC plus

e T ]
wop | oo | O w | N | gy | B g | B

P& B 1 10 | 22 | 17 | 19 5 0

~Y

v | o | @ | an el e e | @ o] ™
-
7o me] o [ 6 [18 [ 145 [ 1]

X[ o | (0) | ®) || U2 | a8 | @ | M

% B B BRMAET O LI O A MR T OBEFMN B 2 e Gl
OEMEERAER (CIBIC plus MAFHI) O ToOEEY
Tho7z.

F#17-12  R#&EHIE 0 CIBIC plus (SO 4 fER)

5 |, . (wee| e |,
pegme | | O e | e | BME g | FF
PR || 1 10149 [ 11] 3]0
~y 48
syl | V% | (@) (2D | (29)|(19)](23)| 6) | (0)
o %] 0 | 3 14| 19|10 4 |1 .
TR % |0 |6 | @] 3720 ©®) | (2
Fi || 0o | 0| 8| 8| 8|20
~y 2%
syp | | 9% | (0) | () [(BD) | BB ®) | (0)
Bl i3
771%&0341341025
AR % | (0 [(12)]16) [ (52) | (16) | 4) | (0)

143 BIASHEBM 252 T L. 209 b 139 Bl Askie s 5012 817
L. 105 B2sikfede 5 258 7 U7z BIREEMIE H T3 5 %57l
R R L Ok 5-1) 123817 5 MMSE ONRX—ZX 5 4 ~
PoHDOLEALREDMERIITIOE B Th o7z,

e S B LR )

e
(LS Mean Change+SE)

RN = R

EL
Pl
)

038 638 124 2438 363 4834 6038

e BB 50

Rl

7T AREE 12 85 5 FARIOVIERRESE 3mg,H. 14 205
5mg/ H. 18 A 5 10mg/ H¥% 5 %24 (5bmg/ HND R
) PeG-HE WL BEGREE REOKEERA 2R & L. MMSE
DR=AF A MR TAZ ) —= v 7 OZbE 2 LR L
L 72 MMRM (Mixed Model for Repeated Measures). &5k
%Liﬁﬁ%%t Lf:o

B 17-1 AaHIEEE QRse i Okt 5-1) 12817 5 MMSE
DNR—=AF 4 25 DELROIR

RERBETI ERRERRAER IS 5 B ARV IVIEBIEO AR
7RI L TENRTWS & W) MEEIRSHIRGE S i Tw
e\, [5.6 B

18. ZERhIRIP

18.1 fERA#F
T I NA o —BIEEHGE L O L ¥ —/MARIZRAE Tl iR a )
NEBMERFEROBE L REENBD LN TV D, KL, 71 F
LaY v (ACh) 0 AMETHLTEF LI VIATS
—¥ (AChE) ZW#HMIZHET 22 LI1CX DA ACh &% 1
s N T BRI 52020,

18.2 AChE BAZE{EA RV AChE (X319 &R
In vitro T® AChE HLE/EH @ ICso ffid 6.7nmol /L TH Y, 7
FUNaY) y AT T —¥HEMEH O ICs fiiid 7,400nmol /L
Td o720 AChE T LSRN 2 LA 2 7R L7220,

18.3 B AChE FHE(ERA R U ACh #iN{ER
ROFRGI2X D, 9y Mo AChE #F%E L. 720N ACh %
B sg72229,

18.4 ¥ BEEREFER
TP ) > VR PERIRERRREAL T & 71 (MR RREE OfIc X Y
FERREASREESNZT v ) BT, BIORSICL) Rk
EYHEHER L2,

19. BRI ICET 2 E{E2HR
— R - B AT VIR
(Donepezil Hydrochloride)
b4 . (2RS -2- [(1-Benzylpiperidin-4-yl) methyl] -5,6-
dimethoxy-2,3-dihydro-1/-inden-1-one
monohydrochloride
573« C2aH2oNO3 - HCI
i 415,95
PR BEoORSEORKTH S,
HKITRRETF R T T8 7 — )b (99.5) IHEITIZL v,
HRIEH (1-100) 1ZFESEMEZ R S v,
HME RO 5N 5,

bt =\ )
HsC - HCI
HsC\O

RURGRMER

22. ‘@A%
(FZARIIVIEEEESE S3mg [2h42])
28§ [14 5 (PTP) x2]
(RRZANTIVIERIESE Smg [2h4])
56§t [14 $8 (PTP) x4]
140 $¢ [14 ¢ (PTP) x10]
1008¢ [ AF Y 7. /NF]
(RENTIVIEBIERE 10mg [2H452])
56 §& [14 §& (PTP) x4]

23. EEXW
1) MEHS BT 2 3R (RERER 53R (7)) 27 b
St 01999 45 10 H 8 HAKRE. WRFEEMEZEA 3. (1))
2) REHEBANIZ B 3 mEhiE (R 35-R8) (79U &7 b
$t 0 1999 45 10 H 8 HAKRE, WRFEEMEZA 3. (1))
3) TG - B & ErdE 2011 5 48 (10) © 1055-1063
4) BROEE (77 M 1999 4E 10 A 8 HAKRE, HGE&E
FHEZEAN 3. (2)
5) MAERHAE L OfA (717 M 1999 45 10 A 8 HKFE.
AR 2. (2))
6) WEHEBAIZB 23EMENE (HOAOMKESE) (TU L7 M
1999 4F 10 H 8 HAFE, TR~ 3. (1))
7) BB - S EhRE 2000 0 15 (2) 1 101-111
8) IR A BT B3 ERE (R ORI (70 &7 Mg
1999 4E 10 A 8 HARF, HIFFEREZAN 3. (1))
9) Tiseo, P. et al. : Br. J. Clin. Pharmacol. 1998 :46. (S.1) :
56-60
10) Tiseo, P. et al.:Br. J. Clin. Pharmacol. 1998:46. (S.1) :
51-55
11) W ICBI 2 EYERE (7)) &7 ME: 1999 4F 10 H 8 H
TR, HAHEEBEZEA 3. (3)
12) FENERE - AW 2R I A5 B 0N IR (N A R DL
YR SE 3meg [ 4 % 1)
13) AR - AW A Tl S R R O R (R R RYV
RS 10mg [ 4 7 )
14) Homma, A. et al. : Dement. Geriatr. Cogn. Disord.
2000 ; 11 (6) : 299-313
15) BRIREE MARGER (79 &7 Mg 0 1999 4E 10 H 8 HAKRZ,
AR N .2, (5))
16) Homma, A. et al. : Dement. Geriatr. Cogn. Disord.
2008 ; 25 (5) : 399-407
17) WEET VYA = —RUGRAE & 3 5 & U7 BiR 26 T AHARBR
(7927 Me/D se/MH 0 2007 45 8 H 23 HKRE. A
H)
18) L & —/IMERIGRAE 2 x4 & L7 BR & TH#HER (7)) &7
b g/ HIKEL/D S/ PIIE ) —/ K54 2ay 7 2014 4E 9 A
19 HZKRE, WG 2.7.6.1)
19) Mori, E. et al. : Ann. Neurol. 2012 ; 72 (1) : 41-52
20) Ikeda, M. et al. : Alzheimers Res. Ther. 2015;7 (4) : 1-10
21) ILVE Bl - SEI & R 1998 5 26 (S) : S1277-S1282
22) 1V Bl ¢ BT & 39 1998 5 26 (S) : S1283-S1294
23) /NS ¢ FEIE & iR 1998 5 26 (S) : S1303-S1311
24) /NAHEHEMD ¢ SEIH L 59 1998 5 26 (S) : S1313-S1320

24. XBHERERVHVEDESR
5 AR et SCHRA R B
T 336-8666 SV MHIXAE 1 TH 11 & 1%
TERf 0120-989-813
FAX 048-816-4183



26. BOEMRTTREF
26.1 BGEMRTTTT

EHREKRIST

TV FEFMmARXEAE203F i1

DNP 10



