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Cmax Tmax AUC T2 CL/F

BoR (ng/mL) (hr) (ng - hr/mL) (hr) (L/hr/kg)

Smg 9.97+2.08|3.00£1.10 [591.72+155.87| 89.3+36.0 |0.141£0.040

10mg 28.09+9.81(2.42+1.24|1098.40+304.63| 75.7+17.3 [0.153£0.043

CL/F: 7V TTVA
(Mean+S.D.,n = 6)
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IR B ERE S U C ISR R B IR IR & HITE L. 18 5 N7 328
785 A =% (AUC. Cmax) IZ2WT 0% EHEXMIEIC THREHET 21T -
7-fER. log (0.80) ~log (1.25) D#EMNTH V. WAIDEYEHE
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+ + + +
#a8% 5mg [1G) 295.91+50.66| 9.12+1.66 4.0£1.2 39.1+6.8
71);;;}% 286.52+47.70| 8.92+1.29 3.9x1.5 37.5+4.6

(Mean+S.D., n=18)
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16.3 &t
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FTICRPICHR S N REEIZREED 9.4% TH YD . REMZ &0
5&29.6%THolz. /2y 10mg OHEREORSHE. 11 HEZTICH
HES N7z RE(MRIZRFT T 10.6%, HFT1.7%TH > 720 RELAER
ORI 2 &5 Lz RhHRRIZ 35.9% TH 0 . ERFRIRIL 8.4% T
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7L 3 — VAT B & 0t RICEE Smg & BERRCRE Lz & 0%y
BAE/$T A — 7 IFEBRERA & i U CHFEBREE O Cnax 27 1.4 &<
BEENZDONN, MOINF XA —FITEBEIZTD N 5721
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ElE 2R RICEE 2mgh) ZEERROREG Li- & EOEM BT A -5
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Tmax XL AUC ICEBLZIZRD S har o712,

16.8 ZDfth
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1124004 5 Bl 2) | IcEDE, FARVIVIERES Smg [JG] 212
HERIFE U7 BB OBR, BHEEIEFES SHE SN EWERICH
AR EINEZY,

) ARAERCHEER. 7L YNA v —RIRRARETIE EE. RAICIE
RAARVVIE#EIEE LT 1 B 1B 3mg 258k L. 1~2 BRE#%IC Smg
ICHEE L, BOBRST 5. BEOTIVYNA v —BIRAEREICIE, Smg
T AL EAEEE, 10mg ICHEET 5. 4B, ERICKDEERES
boly LE—/IMARIERAIE CIE AR, BAICIE FXRYIERIEE LT
1H1[E3mg 5L, 1~2EE&ICSmg ICHEEL, ROKREGT

%o Smg T4 EML E#EE%. 10mg ICHET 5. 4B, ERICED
Smg £ CRETE2.] Thb,

17. BRIRRGHE
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17.1.1 BN MAEHER
BERUOFEEDOT VYN v —RIERANEEE 268 il 2RI K AR
IVIEERIESE Smg (3mg,/H% | AR# 5%, Smg/ H#% 23 BMES)
XTI AR% 24 RS T 2 _EERHERBRE Em L7,
AR FREREHE I 5 VW C Smg B I LA B L CRRICE
NTWeo 2] DlEoE&1E 5Smg B 17%. IR 13%., [8#E
B UTO#EE5mg B 17%. I RBE43% Th o7z,

A iR i PR R AT
n y= | B9 133 | BE EHH | HE -
BEBNHE | oo | OB | e | PE | 5 | BlE ®r | Fae aat

BiF| 1 | 19 | 40 | 36 | 15 | 4 0 1
Smg | % | (1) | (16) | (34) | (31) | (13) | (3) | () | (1) | 116
X5 % (17) (34) | (31) (17)
BiF | 1 | 13 | 10 | 40 | 21 | 21 | 5 1

% | (1) | (12) | (9) | B6) | (19) | (19) | 4) | (1) | 112
X5 % (13) (9) | (36) (43)
FRAIMRE % A9 5 ADAS-Jcog B RDERE(L 2 FRITR T (BTN
R 1205 01) . HERAERED/FAEDFITIR, #5 128% KD Smg
BT 7 RBEREB L CRRRUENRD Sz, Bk Smg #&
T RBORSHROZIBOZEL 2.44 HTH > /2,

ADAS-Jcog D#ERFZ AL

77
R

0EASOEILE" | ZILEOBELE
SRR B H = -
FHELS.E. (n) e
5mg —3.03+0.47 (106) -
128 .
TR —0.84+0.50 (101) 2.19
5mg ~3.07+0.50 (96) -
2438
VA A N —0.11+0.56 (86) 2.96
) Smg —2.70+0.48 (107) -
R
VA S 4N —0.26+0.52 (98) 2.44

(A F AEXHEERT )
EEEFHERE TH % CDR ORRE(LERITRT (RIEMBITHR 1 228

Bl) o BERMHEEE OBREOTFE TR, 5 128K XD Smg NS5
TARBEHE L TERLEWESRD 5N,
CDR &t DERZ(L
) 0EPSOT(LR* | ELROBMLK
B B8 .
TA5E£S.E. (n) g
Smg —0.12%+0.08 (113) -
1238
TR 0.23£0.10 (109) 0.35
Smg —0.14+0.13 (104) -
2438
TR 0.72+0.17 (95) 0.86
§ Smg —0.10+0.12 (116) -
LIRS
TIuR 0.75%0.15 (112) 0.85

(A F AMEEHEZRT )

¥ [HFHEROME] — [0:EOfE]

%2 [T ABD 08,5 DEREOFHE] — [SmgBED 025 0ELBROF
f#]

%3 RARERERRIE LT 24 BB OFHE & Lz, ik - BVEFIC DLW TIE, 12382
LOREN D BHEORKT — 5 RETOMRE L,

(BED7 LY INA ¥ —BERHIE)

17.1.2 ERSE D 1855R
BEOT IV YNA < —BIERANERE 302 fil2 nRIC N ARV IVIEHRIERE
10mg (3mg,/H7% 2 A% 5%, 5Smg/ H% 4 AM#ES, X\ T 10mg
/H% 18 EE#5). Smg (3mg/ H#% 2 AMES5#. 5Smg/ H% 22
EEEE) XE T IR % 24 BE#RET 2 “EERLERERE E L
7o
CIBIC plus (£fHIEEFAEREHE) 128\ T 10mg BlE 7 Tt REEE I
BLUTHRICEN TV (BAEMITNER 287 ).

A&k CIBIC plus
n e | 29 BE | BE U | HE -
BERENHIE e WE £§ N e Bt wL | Rae ARt

[EES 0 7 35 20 19 9 0 0
10mg 90
% (0) (8) | (39) | (22) | (21) | (10) | (0) (0)

BiE | O 4 27 | 26 | 30 9 0 0
5mg 96
% (0) | (4 | @8) | (27) | 3D | (9 | (0) | (0

75 ik~ 0 6 18 30 34 11 1 1
TR % [ 0 | (6 | 18) | Bo) | B4 | D | (1) | (1)




PRAEEZ FHE 92 SIB BRORHIEOLLE 2 RITRY (BT
1290 fi) . BERIGE & OBFZEOTFITIE, Smg B, 10mg BEh
N 6.78. 9.0 THY ., TIUARBEUEB L CERRUEIRD S
hf:lé),lﬂo

FA&*! @ SIB

038D 5 DE(LE*? 2B OB
HE5B -
FH5fE+S.E. Fagzes
10mg 4.7+1.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
TR -4.2%1.0 (102) -

(75 AEEHEETRT.)

%1 BB IZRRIE LT 24 BB ORI & L7228, Fik - BEFIC OV TIE, BT
— 5 R ORRE LTz,

¥2 1 [RROME] — [0:EDME]

%31 [BHREHO 0ELPSOEBEOTFHME] — [FI7ABHO 0BL»SOELED
F15(E]

(L E—/MABERHIE)

17.1.3 BN D888
LB —/MERIERAMERE (MMSE 55 1 10 Bl E 26 S1BUR) 140 %
HHRIC B3RV IVIERIESE 10mg (3mg/H % 2 BHEHS5#%. Smg/ H
% 4 AREE. T 10mg/ H% 6 EES). 5Smg (3mg,/ H% 28
B 5%, Smg/ H%E 10EE#E), 3mg XiE 771 R% 12 EfH#KS
95 _EEMLBGEBEER L.
A ERRAER % 5 9% CIBIC plus 2BV T, 3mg #. 5mg &, 10mg
BHEILITNL I RB OB L CHRREICBEN TV,

FA&# o CIBIC plus

" e | EH #EE | B i
BOSBNHE | Lo | o E;g L E;E BiL | o | BF
Lk 1 3 13 8 1 0 0
10mg 26
% @ | (12 | 6o | 6| @ | © | 0
R 5 5 10 4 2 2 0
Smg 28
% | (18) | (18) | (36) | (14) | (7) | (7 | (0)
1% 1 5 14 6 1 0 1
3mg 28
% @ | (18 | 0 | e | @ | © | @

735 | B 0 1 8 5 10 3 0
N 27
R | % o | @ | @B | a9 | G| a1 | (0
RAHEEFTE S 5 MMSE BEORKEOELED T L RBL 0%

i%. 3mg B, Smg B, 10mg BZNEN 1.8 4. 4.1 &, 2.8 ATH
D, 2TOBTT It RBLHBELTERAUENIAD SN,

FA&H*! @ MMSE

B! © MMSE

. 0:8» 5 DE(LE*? A B OB
e F4E+S.E. (n) FryzEEs
10mg 2.2+0.4 (49) 1.6

5mg 1.4+0.5 (43) 0.8
TR 0.6£0.5 (44) -

(75 A3 EERT )

RBRER - TBRED S 5OH, RAERELE) 43l 9 5 NPI-2 FE0
BAEROZ(LETIE, Smg B, 10mg LB ICT T ARBLEOMICER
ZiIRvonr -7,

AL O NPI-2

%

- 03l & DEE(LE*2 Z(CROB
FEES.E. (n) SPgEERS
10mg —2.8+0.5 (49) 0.7
5mg ~1.8+0.6 (45) 0.4
FouR —2.1£0.6 (44) -

(w1 F AEIFEZRT )

1 RREHIRRIE U 12 @R OFHl & LAs, ik - BREFIIC DL Tk, ®ikT
— ¥ E BT OMGE Lz,

%2 [RiOE] — [0EOE]

%3 [BHREEO 0L 6 0E{BOTFHE] — [T RO 0E,»5DE(LED
FfE]

ARIHEE T, RABEREREE, BER - FHREOWIERICNT 5 MR
DNEBEOENENS T T RICHE L TEN T WS & W SRR
BIESNTW WD), [5.6 2]

17.2 REARFTRAES

17.2.1 LE—=IMFRIEERIER B ZMR & Ul ENEISIRFE IR
L —/MEBIERANERE (MMSE 85 1 10 sBLE 26 SMR) 2R
12 RARVIVIEEEIESE 10mg (3mg,/H#% 2 @5 %. 5Smg/ H%
4;3BRH% 5. T 10mg,/ B XS ER Sme,/ H % 6 ERERS) X
7T IuRE 12 EMREST a5 (CEERT T LAME) & Bk
ZFET UTHERE IS R 3RV )VIEERIESE 10mg (BRI B R RV LIERE
BCIE 10mg,/ HXULEEE Smg,/H. 1AEHY S ¢ R ETIE 3mg/H
% 25BE# 5%, Smg/ H% 4 EEHRS. £0%I% 10mg, HXIIEE
K 5mg/H) % 48 EMRS T Skt 58 FEEMIENER) » 5k 58
FEERFTH R BR & M L 7z TREHA T 160 BlIC K1 RO IVIERIEX
&7 T v RGN, EEFEEE T H 5 IREHHIC B B RAEFHTEIR O
LfEERER (CIBIC plus #&sHll) OSmICBWT, FI R RBEE N
FIRYIVIEBER EOMICERZ IR 5 har 57z (p=0.408. 2 1%
R Wilcoxon #7E. BT OB RKE LM 0.046).

HA&FHERE > CIBIC plus

- 05 DE(LE*? Z (LB OB ok R iz - ﬁi s %é?‘élz =i i;ﬁ pen
FEES.D. (n) Tz o a a = =
AN 1 1 10 22 17 19 5 0
10mg 2.3%3.2 (30) 2.8 St 74
5mg 3.5+3.2 (30) 4.1 i % (1) (14) | (30) | (23) | (26) (7) (0)
3mg 1.2+3.8 (30) 1.8 75 | fi 0 6 18 32 14 5 1 76
Ve —0.6+2.7 (28) - TR % (0) ®) | (24) | (42) | (18) | (7) (1)
v BERT Y N -

(77 AMEREBERT ) 725 SBIEET O SR OHBA T ORBRIC B 5 BAFHERO 24
FEEER - TEEED S 50R., REABELH 2 i 2 NPI-2 80D FAEIR (CIBIC plus & #Hl) OAHIELTOEBD TH -7z,
%%@ﬁ@ﬁft%@f%t*ﬁt@%ti\ Bmg ﬁ\ Smg E'*—\ lOmg ﬁ%ﬂ .44 57 @ CIBIC plus (XIS
PN-2.45, —3.6 4. —5.2 HTHY. Smg B, 10mg BTT It ﬁ%‘ﬁgff gi ( ﬁgﬁ““g” S
R EHE L CEBRRWENIRD 5N, BERN\HE Y | BE | g | FE | g | Bl | 5, | BF

BALEREH*L @ NPI-2 Faex| g | 1 10 | 14 9 11 3 0
03875 DE(LE* Z (LB O BERE He Vi 48
% | (2 |1 ]9 | (19) | (23) | 6) | (0
e FIELS.D. (n) FHES R me | ©
10mg Z5.144.6 (31) —5.2 e PE o0 | 3 |19 10411 )
5mg 3.423.9 (30) 6 A lw | 0 | 6 | @] @7 0| @) | (2
Fa| s | 0 0 8 8 8 2 0
3mg —2.2%+6.1 (30) —2.4 L 2
SR 0.2+4.0 (28) — 8| e % (0) (0) | (31) | (31) | (B1) | (8) (0)

(1 F AEETEETT ) Um0 | 3 | 4 | 3] 4] 1] o0 s

ARBIBERORBCH Y . EEAES ORI T, FEEEE - FE ER] % [ @ [(2) | a6) | (52) | (6) | 4) | O

BOBWEDZEELHIF L T2V, [5.6 2]

17.1.4 ERE AR
LY —/MERIERAERE (MMSE 1851 1 10 Bl E 26 SBUTR) 142 %
RRIC AR IVIERRIESE 10mg (3mgHz 2 BE#H5%. Smg H
% 4 RS, kW 10mg,/ H% 6 @E#S). 5Smg (3mg,/ H#% 23
B 5%, Smg/H% 10EEKRS) X377 R% 12 BRI 5
HEBRLEHRZ EMR L.
A REZ 3l T 5 MMSE BROBRKEOZ(LED STt XL DZE
i%. Smg B, 10mgBZh 2N 0.8, 1.6 ATHY. 10mgHTTS
CLARBEHB L TCRRZSEVRO 5N,

143 BISREAZ5E T L. 205 5 139 ki 581247 L. 105
BlAsitse 5 %25 T Ulzo BIREHEIEE € d 2 & 3Hlik A Qe KO
Y EH]) 108135 MMSE OR— 254 > 5 DE{LEOHBIT TR
DEBYTH-oT,



SE)

4 o—e 7 UREE (R SR AT VR 5)
& 3 - — R UK R
|
O
# s 24
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s 1
s
&
H 0
o
£
) ®
B o4
m;
- 038 638 1258 2438 363 4838 60 i
s b

el

T EARE 128D 6 R ARYIVERES 3mg,/H. 143825 5mg,/
H. 1875 10mg,/ Hix5 %246 (Smg/ HADBER). R58. &
M BB EBEOREEAEZRFE L. MMSE OR—=25 1 Y ERD
A7 —= v THEOE LR E AR L Lz MMRM (Mixed Model for
Repeated Measures). H3EU#EEIZEESEE L7,

FEHERE (QaBE R ORI 5H) 1285102 MMSE OR—=2Z25 A >
5 OE(LROHER

AREREE Tl 2RER AR IS 5 R XY IUEBEOBZEN 7T R
IZHB L TEN TV S E WO BRERFIEE S N TR, [5.6 ZE]

18. FEFNFIE

18.1 RIS
TIYNA 7 —BIEBHIRE R O L ¥ —/MABIZRAIRE Tl N 2 ) > (gt
WRRDEZEZRENIEDON TS, AEiZ, 7EF)LaY > (ACh)
ORI ABERTHAHTFILIY VI ATT—F (AChE) ZA[HHIC
FHET 2 &K VNN ACh &%, M) AEEEMER %
BRVES 520-24)

18.2 AChE FBE{ERM U AChE [Tx19 %3R4
In vitro T® AChE FHE/EF® ICso fEI 6.7nmol /L TH D, 7F VL
JY I AT T—YHEEERH®O ICso fE1E 7,400nmol /L Td - 7z,
AChE 12 UBIRI 2 BHEMER 2R L7220,

18.3 i) AChE BEE{ERR U ACh 1EH0{ER
BOBE5ICED, Ty Mo AChE #BHZE L. 72 ACh 2l
H7-22).23)

18.4 FBEEWEER
B 2V > EEN RS BE IR T E 7L (WRIFRFREF OBEEIC X 0 2 EHEE
BRESNZT Y M) IKBVWT, BORSICE D EERENBEAZTR
L7z,

19. B ICET 2EBLFHNAR
—f% : FA_V)VERE (Donepezil Hydrochloride)
k%4 : (2RS)-2-[(1-Benzylpiperidin-4-yl)methyl]-
5,6-dimethoxy-2,3-dihydro-1/-inden-1-one
monohydrochloride
C24H20NO3 - HCI
415.95
HEORREOHERTH 5.
KICRRHEFPT L T4 =)L (99.5) IZEFIZ W,
KIER (1—100) 1 EFBEEERS 220,
HEREBEPRDO SN2,

SFR
DTE:
% oK

st
0
HaC/O:@ ,H/QN@ HCl
H3C\O h
RURGREGF
2. @

(RRARYVIERIESE 3mg [JG])
14 5% (1448 (PTP) x1]

(RRARYVIERIESE Smg [JG])
564E [14%E (PTP) x4]
140 4% [14 8¢ (PTP) x10]
1008E [7IL 3, NT]

(RRARYIVIERIESE 10mg [JG])
564¢ [144E (PTP) x4]

23. X2k

1) BEERAICE T 2 EE (BEREORSHER) (7)) 27 ME: 1999
£ 10 A 8 H&R. HEERMEE ~-3- (1))
BRFERAICE 1 2Ry BRE (RERORSRER) (7)1 7 ME: 1999
£ 10 A 8 H&R. HEERMEE ~-3- (1))
HNER  AYENRSERE (5 Smg)
HPNER AN FESERE (5 10mg)
BEOFE (7Yt ME: 1999 4F 10 H 8 HA&E. HFERMHIE
~-3- (2))
S (7 VLT ME1999 £ 10 A 8 HA&ARR.HFBERIE ~-2-(2))
BRI ICB T 2B (BAKAR) (7Y L7 ME: 1999 4 10
H 8 HA&GR., HIFERMIE ~-3- (1))
BT M- EEYEIRE 2000 ; 15 (2) : 101-111

2)

3)
4
5)

6)
7

fREERLAIC BT 2 @R (REKOHR) (7 V&7 M 1999
10 A 8 HAR. HEERMIZE ~-3- (1))

Tiseo, P. et al. : Br. J. Clin. Pharmacol. 1998;46 (S.1) : 56-60
Tiseo, P. et al. : Br. J. Clin. Pharmacol. 1998;46 (S.1) : 51-55
BREICBT 2EMBE (77U LT ME: 1999 £ 10 A 8 H&E. H
FHERMBEE ~-3- (3))

HNER  AEENESERE (5 3mg)

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

BEAREEMAHRER (7 ) &7 MEE: 1999 £ 10 A 8 HAR., Hit ERHH
= h-2- (5)

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

BET VY NA v —BIRRAIE R R & LI-BRE TR (7)1
NE/D §E /KL - 2007 ££ 8 H 23 H&ARR. BEREE)

LY —/MEBIRRHIE &2 0t R & U7zl REE THERER (7 7 Mg/ M
BL/DsE/HWIREY — /RS540y 7 201449 A 19 HAEGE.
BRI 2.7.6.1)

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

Ikeda, M. et al. : Alzheimers Res. Ther. 2015; 7 (4) : 1-10
IIPEEERE fih @ SEHE E VAR 1998 ;5 26 (S) 1 S1277-S1282

ILIPEEERG fih @ BKIE LA 1998 5 26 (S) : S1283-S1294

ANFEEL SR fth - EEFE LA 1998 5 26 (S) 1 S1303-S1311

/INETERE fh - BRI &R 1998 5 26 (S) 1 S1313-S1320
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