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B, 10mglEET 5. 4B, FERICKDSMgE THETZ 2,
B ERIA1 A% £ T BRIC, RAMRERE ., BERORE -
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11.1 EXRBZEIEA

11.1.1 QTEZR (0.1~ 1%Ki#) « (0S8 (Torsade de pointes
Z20) . DEME. RATIERE. RAEL. SERIK (55
EARE) . 70v7 (RE70OvZ. BEJOvYT) . K
(%0.1~ 1%K3H)
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1113 BEEES (B - TEEER) (0.1%KH) . T—EE
BREFL GHEAH) | SE(EBWIm (0.1%KH)
AEIO ) ERIEERIC & 5 BB WR OTHLEEB) DRI
FoTHELEEE (B - +2HE5EE) . +-EhEssil.
HILEHRIMAH 5DNEIENDH 5,
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11.1.5 BERIE (TAD . EEE)
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11.1.6 SHANBEE (7 )LV /N1 < —BIFRHNE © 0.1 ~ 1 %Ki
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MR, SREORA, W, SR, MEOZH. T
EPHAL, THUFISHRSHEDPALNLHEIR, BEEZH
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1~3%AKim | 0.1~1%RKd | 0.1%AKd | SAEAH 16. EYENHE
LDH . AST . 16.1 MOEE
i Al—P@JZﬁ BRMASFZ0RIC, fFEAl 2 BB THEEROREG LU & 2 0Rm MR
— IR (Chax) ROUMBEHRRE —RBEHR TEE (AUC) I35 R0HE
BiFE, MELR. NI L TEI< 72 o 720 SmgXUd10mgBi A 505 12 B 1) 5 S B ie
. T, Fa R KT A~ RFITRLED
SR DEM ' {5 T2 5mg XU LOmg B % 5 L7 O S 88/ $ 5 X — &
HAMIE (A1)
I BUN@J:%\ )7?(9& U cmax tmax AUC t1/2 CL/F
R = 5 FREA BSR | (omy) | (o |g-homb)| (b | (Lhr/kg)
R .~ 9.97 3.00 501.72 | 893 | 0.141
s lio i e ot
VAN . . . . .
> gml _ 10mg +9.81 | +1.24 | *£304.63 | £17.3| +0.043
CK. #aL 27 CL/F:#27UT7IVA (Mean +S.D., n=6)
n PO 16.1.2 RS
. EILFLT BRI\ BB i n g, sflsmeasmg® 1A 1E14AMRERED
Z0h T RT M. L % H5 L7 AR5 0D I P 4 5 e 02 B o A AR AR 2 L
7—YO LR, & N EHMED 5 VIENBRICELR GV EELSNED .
B <A, iR 16.1.3 &E4PFHEIEF 4R
81, 58 (RE R (F%_Y LIRS Smg [TSUJ )

HIEE L, BEROREEZEDO T IV Y NA 7 —BIERAIE AR
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bETHE L.
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BE. FEF. MRAR. (RIMUE. MRIRIE]. B, RS ONEES O
a3 YV REERAZFIERIIAREENH 2. B ORTEEE D
HO. HEFHOMBICLDHETICESLZEHHNES,
13.2 @

7 MO EURREREARKIIO &5 3R T I R VRIS
DOBEEREOFEAE LTERTE S, 7 ba U EEREKH
PD1.0~2.0mgZMPHREEE LTEEL. BRERITICE IV
TFDBOABERD B, D) VEBETIZART >~ E=Y
LRI VHIE G LIZGE . MER DA AREE I 72
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14. BRALODER

14.1 EBRIZFEFOER
PTPEZEDEAIPTPY — bSO H L CHRAT 5 & > 158
T5Z &, PTPY— FOBEICED . FEOSIALEEA EEREEA
FIAL. BICIISELEZ B L THRBIAREOEE L &0HE % O
¥ITHIENDH D,

15. ZDH/DEFEE
15.1 ERFRERICE D < 1B

HEIZB VT NINDS-AIRENZETE S I &L 72 I E R
AHE (B IZEAREKR) EoianiBEe2ngR (7Y
NA 7 —RIERANE & IS N BE IR K6 ARD TS+
AREREES —EEMRBSHBESER S Nz, BIDORBEDIE
TRIE ARV IVEREESmgRE1.0% (2/198f1) « RR<_I)L
IREEIE10mghE2.4% (5/206f) KO7 5w R E3.5% (7/199
Bl) TH-otz.
2EBORBOFELERIE N ARV IVIERRIESmgEE1.9% (4/208
)« RARVVIEREE10mgiE1.4% (3/21561) RUO7I+
REE0.5% (1/19361) TH -7 IFHDREDOITRIZ N A
Y IERRIESMEBE].7% (11/648%) O REE0% (0/326
) TH O IBEEIHIENRERENAONTZ, 2B, 3Rk
ZEDEFTRIE R XY JUERE (5Smg k0 10mg) BE1.7%.
T REELI%TH o720 METFEN G ERZII R 572,
15.2 FERRIREABR ICE D < 53R

BIMER ((X) T 7Y I - XY MNLE Y — VBRI
Ry RNV Y — )UREE NI R AR IVIEERE # %5 U 72358
MEANFI D3 5 D NIETICE > 12 E DRED D 5o

B RYIVIERRIESE Smg [TSUJ &7 Ut 7 MiESmgk. 70 A4 —
N=FEILE D ZhEN 1 2 EREABFICHERRERREO®RS LTl
HRRENFEELZHEL. Bonl-EYHEI/IYT X -4~ (AUC.
Cmax) 122\ 90%EEXEIEIC TREHENT 21T - 72558, log (0.8)
~log (1.25) QHIFENTH V. MAIDEMZWESESHER SN .

10 r

—— ) IR S R mel TS
—o T HZ T Mg mg

o0

MR~ )L IEEEERE (ng/mL)

120

48 72

56 1688
B ()

HE T A —5 BERTA—4

AU&%’}“ Cmax tmax ti/2

hr/mL) (ng/mL) (hr) (hr)

R~ VRS | 304.15 78 3.00 52.75
Smg [TSUJ +£10525 | +1.85 £0.94 +17.51
304.38 8.27 3.00 44.82
TURTNESME | D10508 | +1.54 £1.55 +17.34
mean +S.D. (n=15)

(B3~ )LiERESE 10mg [TSUJ )

R xRV VEEESEIOmg [TSU| &7 U7 MElOmgZ, 7 U A% —
N—HEICE D ZnEN | SERERMABFIERRREEREOKRS Ll
BRRBLABELZREL, BoniEYHEIIIT X —% (AUC,
Cmax) 122\ T Q0WEHEX FIEIC THEHERMT %17 - 724552, log (0.8)
~log (1.25) OHHEANTH D, WHIOEMENRSEESHERSNY o

—— A LR EEEFT Omg [ TS U
o= T 74 10mg

[
cn

20

b L EEEIE R (ng/mL)

i

m

72 54 120 144
B5fE] (hr)

0 24 43 168



HE)NT A — & BENTA—4 ADAS-JCOg@%%gﬂﬁ
AUC - 148 Cma tma t ST O » &5 DE(LE *! b B OB
g | e | i B BSH T mmesE o) T
hr/mL) 5m —3.03+0.47 (106) -
FHAYEREESE | 809.0 22.0 2.8 49.9 128 L o
10mg [TSUJ +225.4 +58 +0.6 +11.7 77X | —084+0.50 (1(01; 2.19
. 824.8 22.4 2.9 52.7 . Smg —3.07£0.50 (96 -
TUETMEOmE | £y 4.9 +0.7 +8.7 240 7S¢ | —0.11+0.56 (86) 2.96
mean £S.D. (n=20) -~ 5mg —2.70+0.48 (107) —
MAEFRENOIC AUC, Cmax F0/87 X — 413, #HEEORR, (KK B 7S5t R —026+052 (98) 2.44

DOFRENEE - BHFOHBEMFIC I > TELZLFWREENH 2.

16.2 DRI
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16.3 9'fh
[17 VitroatBR 1 :J’ob\’( tl\[ﬁﬂﬁmﬁ%
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1641‘%5&
FERFBHEIEIN-LT7 L FIUERIETH D TRV TO-BEX FILER
IREFNICKL TV a0V BIEERIETH S EEZ 5N,
N-BE7 L F IULRIGIZIZEE L TCYP3A4AN, £7-0-i X F IULRIGIC
13FEE L TCYP2DOABEE L TWAZ EARBEEN® [10. 2]
16.5 Bttt
AR T2 0RICE2mg ™ 2 BMEROFS L&, #5%70HE
FTCICRPICHR S N RBLAIZHREED4% TH D . R EED
%E20.6%THo7z, 7o 10mgD AR5,
SN REERIIRFTL0.6%. EHTL7%TH > 7o RE(LERDY
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16.6.2 SR EEE
72— )VERFEZE BE 2 0 RICHESmg & BEFEOHR S bf:té‘@%%
BB/ ST A — & SRR & B L THRBEE OC 0 LAMEEER
EDRO SN, DT X —FITEBRZERD 5N o710 (5
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16.6.3 ElpE
g 2RI HE2mg ) & HERROHRS L7 & S QMBI T 2 -5
BRI L B L CL HEREIPLSBAERICER L2A, Chax
tna R CAUCIKER ZZEFRO 5N o7212)

16.8 ZDfth
< FARVIVEREIESE3mg [TSUJ >
R 3RO VIEREESE3mg [TSUJ 1. F 3V )LIEREESE ] Omg [TSUJ
ZREERIF & L7z & & EHER SRS E SN, EMRNICES &
HrEhiz 13,

— =R

) RRAEROCHERIE, 7Y v —BIRAETIE [BH. A
[EE /\/)bi,’;Mi‘Et LCIH1EBmg”? 50 L. 1~ 25 &I
SmgilERE L. FOKET 5, .—JFEFODTJI///\/rV—jAE HIEEE
1213, SmgTAERLL HiZEk, 10mglcEEd 2. a8, FERIC
FOBEHBMET 5. | LE—/MERERANETIE @, mAIZIE
RARY)VERSEE LCLALEBmgh SBE L. 1~ 25EH%I125mg
ICHEE L, BO®SE5T 5, SmgTHERD EE%. 10mglciEs
5. 2B, FERICKDSMgE TCHETZ %, | Ths.

RII88.9%TH V. in vivoT

o

I1IHBECIcHE

(w4 F AEIZHEERT, )
HIEEFHIRE TH 5 CDROBRE(ZERITRT (BRMITSR : 228

Bl) o BGREEEE OB EZEOFTIE. H512:B% & 0 5mgiEns 75
CARBEE HE L CEBLBESRD 5N 19
CDR&EETEDOREREZL
=i . (GERNCYOr Y %=t ZALE OB H
i3 SEH9{E £S.E. (n) Sy FE K2
- 5mg —0.12+0.08 (113) —
751 R 0.23+0.10 (109) 0.35
. 5mg Z0.14+0.13 (104) -
751 R 0.72+0.17 (95) 0.86
o Smg Z0.10£0.12 (116) -
e e R 0.75+0.15 (112) 0.85
(w4 F AEFHEZTRT, )
1 [ZFHMERHOME] — [OEOE]
%21 [T REO0EY 5 OE(BOFHME] — [Smgl#D0#EN 5D
Zl 2 DFME]

3 EARHIARAIE U C24BR ORI & L7zA5, ik - BRI DN T
& 12 EOREN B BIEEDORKT — ¥ #BITONRE Lz,
(BED7 LY INA < —BISRHE)
17.1.2 RS D 1E55&
BEDOT VY INA ~ —BIERAIRE B 3020 2 X RIC N ARV JVIEFRIESE
10mg (3mg,/ H#%2:AM#%5%. Smg/ H#%4EMKES. ®W\WT10mg
/H#x 18lA®¥S) « Smg (3mg,/H%Z2AME 5%, Smg,/ H%225E
H#5) XL17°7-121“%24JDFEJ&53“6 EERLERBRZER L1,
CIBIC plus (£ RERFHIG) 1CB W T 10mghiis 75w RBE& B
BLTERIBN TV (f%%#ﬁﬁ% 287%l) o

BB OCIBIC plus

T B | BE TS
o i | v | BE | | BR | me | E0 | |
10mg IEq 0 7 35 20 19 9 0 0 9

% | 0 | ® 3922 ey a0 © | o

Smg 5% 0 4 27 26 30 9 0 0 %

% [0 | @ @ enlGy] © O 0

-5 | % 0 6 18 30 34 11 1 1 10

TR % | (0] (6) | (18)[(30)|(34) | (11) ] (1) | (1) |1

TAIAE S THT T 5 SIBE RO REH O (LR A RITRT (R
%1 200) o 15 HIARE OEEEOFS T, SmgBE. 10mgBiz
T, 67H. OORTHY . 77 AR LI L THR LB D
ni-16 .17

A&l ¥ D SIB

- OillA 5 OB *2 | E(LEORRHE
17. EERAUE FHfE £ SE. e *3
170 EWMERURLHCHET DHR T0m Tfu (9(21;) w;%
(BERUDEEDT LY\ I —EIEHE) & Lo :
17.1.1 EAE MAEE 5mg 25+1.0 (96) 6.7

BEET RSO T LY N A 7 —BIRAIE R 26801 % RIS K3 75u R —42+1.0 (102) -
JVIERIESESmE (3mgH % LEM# 5%, S5mg/ H%23EE#EE) X (75 AERREETT. )
275t R A 24ERIRS T 5 “EERBEREE £ L7, S - R PR
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5% = = “ = e LY —/MARIGRANESRE (MMSES : 10550 E26/5L1F) 14061 %%

w1 1 19] 40 | 36 | 15 4 0 1 RIZ RARYIVIERESE10mg (3mg,/H % 2AM# 5%, Smg,/ Hz4
5 % (l) (16) (34) (31) (13) (3) (O) (1) i@Fﬁﬂ&—tf ()"’\L‘TIOmg/B’E6ﬂFEJ&5) Smg (3mg/E] %ZlﬂFﬂ&
mp2 116 5. Smg,/ H#z 10MEMKS) | 3mg2i7°7tf%12ﬁ%ﬁ?§k’é?‘é_
el | an 6|6y (17) BRI L. i

77 % SRR FRAEIR % FFE 9% CIBIC plusic BT, 3mghf. Smghf. 10mg
] 1 J13[ 10 [ 40 2121 [ 5 1 BT 7St RBEHBRLCARICEBN T .
Z1 % | () [U2)] (9 [Be) | (19) [ (9| () | (1) | 1, Fik O CIBIC plus
Tl 4% g i FE [ _
Rl s | @ | ee (43) gon | T o | BE orm | BE m | 2| et
. . _ EdIE 3 [ 13 ] 8 1 0 [ o
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75 ¢ RBOREHBOE(CRDEIL2445TH > 72 8% (1898 [ Ge) | aa | @ | @) | O




mE ] 1 5 [14] 6 1 0 1 VEBEREOBICEEERED 5NN o7 (p=0.408, 2EX
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17.1.4 EASE MABEHER
L —/MERIERAIERE (MMSERR A @ 10500 E2655LLR) 1424 % Xt
R KD )VIEEEIESE 10mg (3mg,/H % 2EM% 5%, Smg,/ H#%4
AERRS. W Tl0mg,/ HE=6EB®S) . Smg (3mg,/ H % 238
5#%. 5mg/H#10EE#HS) XE7I7 1 R%2128/M%59 2 -E5H
BB~ Ef L7,
SRANMERE % B SMMSER MO BAEOELED 7T L ARE & DEIT,
Smght. 10mghtZz N 2n0.8%. 1.6MTHY. 10mgHTT I REEE
L TERLCWEPRO N,

BB * OMMSE

ey 0 5 D& *2 Z A OB s
P8 £S.E. (n) P S
10mg 2.2£0.4 (49) 1.6
5mg 1.4£0.5 (43) 0.8
75X 0.6+0.5 (44) -

(7 AMERHEEZRT. )

FBRAER - TEREDS BOH., RAEEZE) % 51l 4 2 NPI-218 8D
RREOZ(LETIE. Smght. 10mgle b IC T T RBEEOMICER

ZIIRO ool
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. 07 5 DAL & *2 ZAbE OB
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*17.2 RSRTRAESE

17.2.1 LE—IMABIRAEBRE Z MR & U ENEIEIRTEE ERARER

L& —/MABIERAERE (MMSE 55 ¢ 10sLL E26LLIR) Z35RIC,
R RYIVIEERESE 1Omg (3mg,/H % 2B 5%, Smg, H%4ER-
B5, v Tl0mg,/ HXIZEERSmg, Hx6E‘RS) Xd7I1R
Z12EMRE T 28 (CEERT I LANE) &, GEEEAET L
ToWRERE T B ARV IVIERRIESE1Omg (AT N A RV IVIEERERE T I
10mg,” H X 3 &Er5mg, H, 8B Y 7 KRB Cld3mg,/H % 238/
5%, Smg/ HELGARERS. #0#%1310mg,/ B IZEERKSmg,/
H) %A8EMHE T 5k 58 GEERIETR) » 5 7% 5 BiEiRe%
B PR B & M L7z o VR TIZ16061IC R AR IVIERIEIZ 7 I+
RSB E SN, FEFHEIEE Td 2 G B 2 Rl O 2k
FRAEIR (CIBIC plus & FHE) OBMRICBVT, FIREEE FARY

1436173 ERMZ 52T Ly D2 5 139615k S H1IC AT L, 10561
Wik 52T T Lz, BIRGHEIEE Td 5 &Ml Camii Rk o
W 5H) 1CBIFBMMSEON—R T4 » 55 DELEDH#EBIZT T
DEBDTH>7
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7T AREBL1 2 6 KX RDIVIEREESE3mg, H. 1485 55mg,/H.
1825 10mg,/ Hit5 %8 (Smg/ HAOREER) o %58, B,
BEREMEORAFRZRTE L. MMSEONR—25 1 VER T AT
-V HEOELEE LEE L LI-MMRM (Mixed Model for
Repeated Measures) . H73EUEE IZREEE L7z,

KRB TIE. 2RERERICHT 2 FXROIVIEBREOFNES 75+
AICHE L TEN TV D LW BEERFUIBIES N T, [5.6 ZE]

18. EFNEIE

18.1 fERRF
T INA © —BIEBANER 'L ©—/IMARIZRAIRE T3, ATV 58
HAEROEE L BESRO 5N TS, AFKiF, 7 F)LaY >~ (ACh)
AT ABETHSTLF NI Y IAFF— (AChE) % Ak
ICHHET 2 2 &I KV NANAChE Z NS &, BN Y S EEhiEmiRs
ZERIET B 20 24)

18.2 AChERHE{ER N U'AChEICX T 2 &R ¢
In vitroTO AChEFEEH DICsofEIL6.7nmol /LTH D . 7F VL2
VY I AT T —EHEEADICSHEIX7,400nmol /L Td -7z, AChEIZ
o UBIRI 2 REERZR L2

18.3 M AChEREEERR UAChIEN{ER
?ﬁ%l:l)ﬁ"—t? l): &0, 7Y FIMOAChEZIEE L. F-MANACh##ENS &
7-22).23)

184 ZBEEWNEEHR
B 2D AR REE T E T L (MNEIFRE OBHEIC & 0 23
ﬁ‘éﬁ‘[‘%%)é NizZ v b)) IZBVWT, BOBESICK D ZERENESERA%
RLTZ2Y

19. BMES RIS IFEZHNAR
—ARIIRT . KR RVILVIEEEE (Donepezil Hydrochloride)
{E2&: (2RS) -2- [ (1-Benzylpiperidin-4-yl) methyl] -5,6-
dimethoxy-2,3-dihydro-1/-inden-1-one
monohydrochloride
C24H29NO3 * HCI
415.95
FARYVERIEIHEOEEEDH KR TH 2.
AREFTKICRRET LT < Y —)b (99.5) ITEFIT W,

PFR:
DFE:
% AR



AEOKER (1—-100) 13FEEHEERES 20,
RIIFERZTENPRDO5N S,

{EFEE 0
HsC /OmH/O/\Q S HCl

HsC ~0
RUBBREMERK

22. 9%
(RRRI)VIEEIESE3Mg [TSU] )
PTP : 1005 (108Ex 10, RZJ&AIAD) . 5005E (105E x50, EMEHIAD)
(RRRIVIERIESESMg [TSU] )
PTP : 1005 (108Ex 10, RJEAIAD) | 5005E (105 x50, EHEHIAD)
(RRRI)VIGEEFE10mg [TSU] )
PTP : 1008% (108X 10, S/2AIAD)
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