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[r277] [r3277] [r32177]
BRIy [(HFE) FAXVL|(HE) FARVV|(HF) BRI
(1) 1EEEE3.0mg HRERES.Omg HEERE10.0mg
EREtLO—A|[ERERELo—- A |EEtLO— X,
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ek HEDT 4L | HEDOTZ 1 VA | FBEDOT 1 LA
I—FTA VU8 | =T VU8 | A—T 1 VI8
NC NC NCD
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[EXES 6.1lmm 7.1lmm 8.6mm
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1.1 EXGEIER

MN.1.1 QTER (0.1~1% k). DESE (Torsade de
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12 FERRBEDRIARTE (0.1%KiH)
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RIRRBROEEZ2HHOETEH L,
13. BERS
13.1 Bk
JYVIATIT—YHEEFHOEERSIIEELZER. &
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RO EEES H D FFRFHOHMEICKVIETICES
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14. BRALDEER

14.1 FERIZFOER
PTPEZEDEAIPTPY — F 6BV L TIRAT % &
15T B &, PTPY— bOBEICE D, BELH AL
DEBEREARA L, BICIZEL 2B L CHRRRS
DEELEMEEZHET L ENDH 5,

15. ZDHDER

15.1 BRERERICE D < 1BER

SENC B W T, NINDS-AIRENFZ BB #E 1 C& 5 L 72 Ak i
EERAE (REISIEERNARAR) s n-BE%
R (FIINA ~ —BIERAIE & BB S 7z B 1L RAL)
12671 HE D 75 2 R IRV A — BB R B3RP E
S iz, BOORBOFLTRIE N AV IVIERIES Mg
BE1.0% (2/198f1) « K 2RV IVEFEE10mgiE2.4% (5/206
F) BT 5w REE3.5% (7/19961) TH -7z,
EHORBOETRIL N 4D ILIERESmgRE1.9%
(4/208f51) F 2RV IVIEEEIEIOmgHELl.4% (3/21561)
FOT 52 RE0.5% (1/1936]) TH-olz. 3BHEHDHEE
DFETRIL 1RV )IEFEIESMgRE]. 7% (11/64861) K
772 RE0% (0/326f1) T 0 B ICHET 22
BREENPHONTZ, 7B, 3HBEEZEDELIFETRITI N
RYVIEREE (Smgk10me) B1.7%. 77t REL.1%
THo7m. METENLZBEEZEII R P o7,
JERRAREER ICE D < 15K

BIMIER ((X) T ¥ IV - RYMNLESY — UK
B3Ry MNLE S — URREE RIC R xR U IVIERRIE %
BE5 L72BE. HIHISEISH 5 bNHTICE -7z & OH
Erd 5,

16. F4ENRE

16.1 MAEE

16.1.1 BOigS
BERRABFZRIC, $Efl 2R NRERO®RE L
EEORBEMBEFEE (Conax) SO MEEFERE —BE
TR (AUC) X 5RO kE L TEL 5572,
S5mgXIZ10mg B A 5812 BT B EBEE/$S5 X — %
ERIORLEZY,

RS FI125mg X 10mg B EREO#% 5 U - BE O FFh ke
T A—% ($EF)

15.2

Hg"% Cmax tmax AUC ti2 CL/F
(ng/mL) (hr) |(ng-hr/mL)| (hr) | (L/hr/kg)

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

10m 28.09 2.42 1098.40 75.7 0.153
8 £9.81 | £1.24 | £304.63 | *17.3 | £0.043

CL/F:#®7IVT7 IR

16.1.2 RiE%S
R A BT & MRS, $EAISmg X 1E8mg™ % 1 H [
MAHBIREZO®RS Lz, REZSEROMEFREIL
BEHOZEECERRRBICEL, EHEMEH 2 0VIEMEA
BREICE LI R W EEZ 5N,

16.1.3 &EWRIEFEHER
(RRRYIVIEERIESESME [T 7))
RV VIERRIESESME (737 7] E7 VT M
Smg#. VO AF—N—EICE D FNERIGE (FH<
DIVIERIE E L Comg) RSB FICHEAERERED
#E5 L CIERRELFRBREZREIE L. §onEY
BifE/)S T X —% (AUC, Cumax) 12DV TI0%EHHEX M
HEITREHRIT 21T - 7255 log (0.80) ~log (1.25)
DEFENTH D A OEMENREE SR SNV,

(Mean=S.D., n=6)

HEIST A —% SENT A=

AUCo-168 Crax tmax ti2

(ng - hr/mL) | (ng/mL) (hr) (hr)

FAXTL | 407,081 7.724 3.7 66.6
ﬁ%ﬁifmg £89.235 | *1.192 | 1.3 | +14.6

377

TUET N | 406.152 7.685 3.7 70.8
Smg +04.095 | +1.305 | +1.0 | +18.3

(Mean%S.D., n=19)

(Mean=S.D., n=19)

10 -
—e— NARYUBRRIESESMg [ 7377 ]
N - -- PULFMESmg
oo |74
8 B
FO6
ES W= 1\
E L
9 1
4L —
b v T -
i3
2
0 12 24 28 72 %
FRe e
(RERYIVEEHERI0ME [T=T 7]
RARVNVIERIESEIOmg [ 37 7] &7 U7 Mg
10mg#x, 7Ou XA —N—3FICLDZNEhnIFE (Fx
NYVEBIE S LT10mg) RS ISR B aE
A#%E5 L CfEFRRELFRREZRE L, BonE
MEE/)NT A —% (AUC. Cmax) IZDWTIREEX
FVRIC TREEHARIT %2 4T - 7245 1og (0.80) ~1og (1.25)
DOHEHENTH D WAIOENFENFE SRR S N
HENT A= SENT A=
AUCo-168 Crax tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
NESASPI%
- 969.157 24.405 2.7 61.9
BBUESEIOmE | 914818 | +4.334 | +0.6 +8.7
(73177l
7t T ME 916.502 22.793 3.2 60.5
10mg +228.821 +3.599 +2.4 +11.6
(Mean=S.D., n=18)
(ng/mL) _
30 (Mean=S.D., n=18)
e AL 10mg [ 1377 ]
25 ---0--- 7Yt ME10mg

[5e]
(=)

BRSNS
S o

w

1 1 1 L ]

72 " 168 (hr)

R ]

Eﬂiﬁq:‘o%fgﬂﬁfleAUC\ Cmax%@/\?a)(_yti\ *&%ﬁ
EHORR, FEOFEMEIEL - FEEOHBIEMFICTE -
TREZLWREEFH 5.

16.2 DRUX

16.2.1 REORE
BEBAS T2 M RICHNCRITTBRBORE 2 it
2mg® CREE L AR, IBARRG 0 MR R E L

BREIZIFAKLHERZR L. BRICL22BE3IRD
Shiziro7z9,
16.3 430

In vitroiBEICB W T, b MMFEEABEEERIZE.9% T
HO . in vivoTCOMEEEFEERIZ2.6% T -7,
16.4 {{35
FERFREIIN-BT L FIULRIETH D ZRITIRNT
O-fA FIUERIGE & ZNICHE< L7 a Y Baa RIET
bhopEEZOSNT,
N-t 7 )L F ALRISICIEFE E LTCYP3A4DS, £7-0O-it
AFIULRIGICIZEE LTCYP2D6NEE L TW A Z &
RSN, [10. 2]
Bttt
R AR F &2 RICHE2MgT 2 HERO#SE Lz & &,
BE®RTHE T TIRFICHRE S N7z RELF IR S5 B O
9.4%THV. RE#Mz2EDSHE29.6%TH >z Tz
10mgD B EFEOR 5%, 11HE F TICHRtt s iz RZE(L
FIZRATI0.6% HHTL.7%TH >7ze REEKRD
R % &5t L7z RPPEERIZZ5.9% TH D FHAHR
8. 4% TH -7,

16.5

|
168 (hr)



16.6 HEDERERT HEHE

16.6.1 BHEEEEERE
Bl E REH 2 R ICHESmg 2z BEREOKRSG Lz &
EOBYBRINT A —F 11, BEBRAOZNEER
ZIRDoNEY 7Y GHEAT—5).

16.6.2 FHEREIEEEE
73— VIHERFEZ B & 6 RICSESmg & B[Ol 1 #%
5 U7 & EDHEMERE/ST X — 7 TR & L
THEEREZEOCnA MGG BREENVRO SN
B MDINT A= FITEBEZIIRD SNz o720 (4F
EAT—%),

16.6.3 =S

B A RICHE2mgY 2 BERR RS Lz & 205
BjRE/ VT A —Z I XEFRA & B LT IR
{gﬁ%L:EEbeﬁ§\ Chraxs tmax&(jAUCl: %&%Li
RHoNiro7,

16.8 ZDfth
FARVIVIEEIESE3mE [ I 7 7] &, [EEPRL5
REOBETESMA OEMANRSEERBT A T 2] 1I0F
DE. FARUNVERIESESMg [/ 37 7] % EESH]
ELlE &, BHEFHPRF RSN EYERICH
Hrmnanizd,

F) RZABERCHARE, 7UYNA v —BIZRHRETIE [EHE. &
ANICIE R ARDIVIERIE L L CTIHIEBmgS? 5 FiE Ly 1~
2ZAMBICOMEICHEE L, BOKET 2. BEOTLYNA v —H
PRAMERF ICIE, Smg AR EREBEL, 10mgllEBB Y 5, b,
IERIC K VEERMET %.). LE—/MERIERANETIE DEE. A
IZIE R AR ARYIVIERRIE S LCIHIEBmg» 5FtA L. 1~ 28I
Smgll#EE L. ROW5T 5. SmgTABRL L@, 10mgic
B9 5, 5B, ERICEVSMgETRETES.] ThHD,

17. BRPRREIE

17.1 BAUERCREMEICEIT 255

(BERUPEEDT VY INA I —BIFRAE)

17.1.1 EASE MAEEER
BEROCHEED 7 IV INA < —BIFRAE R E 268/ %
RRIC R ARV IVIERIESESmg (3mg,H % AR S
#%. Smg,/ HZ23M\EESE) NId 7T 1R %248 %
B s BB ER L.
AL M R AEREM 12 B WV ComgBi L 7T L AREE S
HE L THERICEN TV, [tE] D EoFE1d5mg
B17%. 7o RBI13%. [BEE(L] DITFOHEE
Smg#fl7%. T REB%TH -7z,

R A R PR E KR

7| wE| | BE T ET D
5 o | O s | TF | mgp | By | e | BFT
fl% 1 19 40 36 15 4 0 1
smg | % | (0 (e (G4 GO 3@ T W] e

X4 % (17) (34) | (31) (17)
Bl% 1 13 10 40 21 21 5 1
Foex o | [0 T0 TG [0 [0 @ W] 12
ORI @3)
AR BE & AT 9 5 ADAS-JcogB i DORFRE A L 2 RIC

NY (AR OIR  20561) . #SBAMREE & D15 M2
DO TIE, BE128% K OSmglEN 7T REEE I
BLUTHBLGUEFAD 5Nz, BAE&KEOSMgits 7
T ARBOBRERBROECEDEII2. METH T,

ADAS-Jcog DR AL

B s 0ED 5 DE(LE! At R HE
FEEHA FHE+S.E. (n) Sy
- Smg | —3.03£0.47 (106) -
Z51A | —0.84£0.50 (101) 2.19
N Smg | —3.07£0.50 (96) -
24 Z51A | —0.11£0.56 (86) 2.96
s Smg | —2.70+0.48 (107) -
it 75%R | —0.2640.52 (98) 2.44

(o1 F ABEIEEERT -)
BRI RS T 5 5 CDROEIE(L £ RITRT (8
SERRATN 1 20801 o S PIIARE & OB EEOFH TI,
BE128% & 0Smgin 75 L AB E il L CRR L
WESRD 511D,

CDRA&FHRORERZA(L

B s 05 OZE(LE™ | ZLE ORI

R FHE£S.E. (n) g

128 5mg —0.1240.08 (113) -
75ER 0.23+0.10 (109) 0.35

i 5mg —0.14%0.13 (104) -
AT 0.72+0.17 (95) 0.86

s 5mg —0.10%0.12 (116) -

i 75%& | 0.75+0.15 (112) 0.85

(VA FAEIFHEETRT.)

1 [BFHERAOME] — [0EDfE]
¥2: [T RBOGEN 5 OE{LBOTPHE] — [SmgBo0ED 5

DB EOTFHE]

B RHRAN & U C24BREOFHE & L7z, Hilk - BEEFIZ OV
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(BED7 LY INA I —EIERHE)

17.1.2 EA5E T1EER
FRED T VY INA ~ —BIERAIRE & 30201 & 3 RIS B 3
RYIVIEFEESEI0mg (3mg,/ H 2 2BM & 5%, Smg
/HEHEBE S, kv Tlomg,/ HZI8EBES).
Smg (3mg/ H %z 2EE 5%, Smg, H % 22AM#%5)
%Li 7o RE24EMEE T 5 _EERHERBEE

L7z

CIBIC plus (28 RAEREHE) 1235V T10mgh#
7T RBEHE L TERICEBN TV (&R

®3:

w5 2 28741) o
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8% [0 [ ® 6y ey oo
5m LiIE=4 0 4 27 26 30 9 0 0 %
g T Twle ey ey oo
_ L IR 0 6 18 30 34 11 1 1
7T Ty [le) [T 6o [Ga [an | W | ™
A RE 7 5Hfi 9 ASIBE O BRKBOR(LE 2RI
T (RAEERHTRR © 20065]) . RS BHIAREE DB EZEDOF
BT, Smght. 10mgBfen 2N, 6.75. 9.0 TH Y,

7T ARBEHE L CERRUE SR 5N,
R DSIB

- 0 5 DEALE™ ZAE OB
FHE+S.E. (n) Py
10mg 4.7+1.1 (92) 9.0
5mg 2.5£1.0 (96) 6.7
7I1R —4.2%+1.0 (102)

(75 AMEIHEZRT )
DEAERHRAE U C2BERE DR & L7225, Ak - BEESNIIC OV
T BT =Y 2BITORRE Uiz,
[RAEDE] — [0EDE]
[EREEHOED 5> OE(LBOTFIEE] — [T REOGEY
5 DAL EDFHE]
(L E—IIMFBUERANAE)
17.1.3 EINSE D 1E5L5R
L E—/NMERIERAVERE (MMSES R @ 10l 265
DITF) 14002 /&I R 3RO VIERIESE10mg (3mg
/HAEZEME 5%, Smg,/ HE24HEME LG, RV T
10mg,/ H %6;BR/#%5) .5mg (3mg,/ H % BRI 5% .
Smg,/ HZ10ERESE). 3mgid 7Tt AR %1 25E/M%
595 —EEMIEEREE EiE L7z,
AR FRREIR % 54 9 5 CIBIC plusic BT, 3mghf.
SmgBt, 10mgBtlingns 7T RBEE KL THRIC

%1

%2
%3

BT\,
F#&EEDCIBIC plus
HE | EH wE| . |8E ETTAD
BE5H gz | OF | e | TE | myp | B | gy | A
ome LB 1 73 138 [ 1 [0 0],
B T W6y @ o
5m S 5 5 10 4 2 2 0 23
& T8 (e [ Ge) [ | @ | @] o)
e LB 1[5 14 6 [ 1 [0 [ 1]
E % T T Gy [ @ [ © | @
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RAMAEE BT 5 MMSER SO BERHOL RO
TR ARBEDOEIX, 3mght, Smght. 10mglFzhehn
1.8550, 4.155, 2.85TH V. 2COBHTT I LARRE

HE L TAERGUEN RO 5N



AR ODMMSE

B 2 mAEFHlR O 2R RER (CIBIC plus #

0D 5 DL (LR OB H 8 GEHE) OFFIZBNWT, I REEE FARYIIER
w58 FHE+S.D. (n) BEBEEE EREDORBICEREZIIROoN o7 (p=0.408\ 2UE
10mg 2.3+3.2 (30) 2.8 AWilcoxon 7€, FA&ERT DA EIKEIXME 0.046),
5mg 3.5+3.2 (30) 4.1 B#&EOCIBIC plus
3m 1.2+3.8 (30) 1.8 M7E | EH 3 i3 | _
755% —0.6%+2.7 (28) - B5E ¥m{§£ al %g s %i Bt g@ Gkl

(77 AfEZEERT ) RaD)L | FiE | 1 [ 10 | 22 |17 | 19 | 5 0 74

RAER - TBRED S 50%, RAMELH % T BRE | % | (1) 104130 (23)]26) | (7) | (0)
3 ANPI2RROBKEOEILBO T T RBHLOE Sopp |0 | 6 |18 | 32 | 14 | 5 | 1 | o
&, 3mghf. Smgh. 10mgRfznEn—2.45, —3.6 % | (0) | (8) |(24)|(42) ] (18) | (7) | (1)
M. 5.2 TH 0, Smght, 10mgB T It AREEL

HE L TRELRUENRD 5Nz,
AR ONPI-2

s E B 0iE» 5 DE(LE* ZAtE ORI HE
FHELS.D. (n) Pz
10mg —5.1%£4.6 (31) —5.2
Smg —3.4%3.9 (30) —3.6
3mg —2.2%6.1 (30) —2.4
TR 0.2£4.0 (28)

(v A F AEIZHEEZTRT.)

RRBRIIERNHBE TH D, FEFMHEE LBIRE T
FHfiEEE - AREOMEOZERELHML T
WO [5.6 SHE]

ENEE M8 5%

L& —/MABIERAERE (MMSES S 1055 12655
DIR) 142612351 R 2RO )VIERERIESE10mg (3mg
S HEZEM#E 5%, Smg/ HE4HEME LS, RV T
10mg,/ H % 6;8/E#%5) .5mg (3mg,/H % LB 5% .
Smg/HZIGAMES) Xx7 I RZI28MEST
2 _EHEMIEEHBREER L.

FREIMEAE & BT 9 2 MMSEBR MO RRBOE(IED T
T ARBEE OZEIL, Smgkf. 10mgifzn210.855. 1.6
HTHD, I0mglT TS RBEEHE L CEBRNE

17.1.4

MR 5Nz,
BKRE OMMSE
s O 5 DE(LE™ AR OB g
FHEES.E. (n) Py
10mg 2.2%0.4 (49) 1.6
5mg 1.4+0.5 (43) 0.8
TIER 0.6+0.5 (44) -

IR - ITBIRE D S 5 R,

(77 AMEFHEERT )
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T ANPI-2B R OFEREOZE(LE TIX. Smghf. 10mg
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720
AL ONPI-2
. 0D 5 DE(LE ZA b8 OB Bk
FME+S.E. (n) gz

10mg —2.8+0.5 (49) —-0.7

5mg —1.8+0.6 (45) 0.4
75t R —2.1%0.6 (44) -
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17.2 SISEARFERAES

17.2.1 LE—IMFARBRIAEZREZWR & U ERRIERSTHE
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DIR) ZRRIc, FRRYIVERESEI0mg (3mg/H %2
RS, Smg/HZEGARRS. ) Tl0mg/H X &
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TR ARBECIE3mg/H 2 2B 5%, Smg/H %43 %
5. Z0%1310mg/H X IZEEFSmg/H) %48 &%
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FA&FHIERE O CIBIC plus (KIROF EHI)

e | B B, | % 1P
58 o | O | | TF | m | B gy | OF
G| PRI 1 [ 10 [ 14 [0 [ ]3]0,
| viEEE o | 0D @19 @3 e 0
dl _ ezl o 3|4l 471
O\ TR G T e T e T ee T® T 2
G| PRI | 0 [0 [ 8 [8 8 |20,
| v o |0 0 [GD B 6D 0
ml o IEm] o] 34l 4]17]o0
U\ 77 e o Ty ey | 6y | ey | @ o] 2

143BIAEEIZ5E T Ly £ D5 513967 ki 58I f%
7L 105G ke 5252 7 L. BIRGHIIEE CoH
2EFHERE GaR R ORI 5H) ICB H2MMSED
N=2F7A VPO LBOHEBIETRDOEBD TH -7,

o—e SR

(REREES I B3R R S)

e R MR

i

Bk

BN 5FH + fEEE (LS Mean Change = SE)

)
I

2438 36 &

A S

AR

TR REBELI2E 5 R ARV INVIERE3mg/H. 148705
Smg/H. 1872 510mg/Hi5 %G (Smg/HADREER).
BEE. e, BREHEREORAEAZET & L. MMSED
R=RAFTA VERVCAZ ) —= v THBOZ(LRELERE L
7zMMRM (Mixed Model for Repeated Measures). # 43
HEEIIEEEE L,

BEMMEE ORBEI R O 5H0) 1281 2MMSE
DR—=A5 4 0 h6DOELEOHER

ARETIE. 2RERERICHT 2 RARYIVIGEERRIE
OBEBES T T RICHEBE L TENT WS & WD IEE
RERIIBEES LT WLy, [5.6 SHE]

18. EFNEIE

18.1 {EFR
TILYINA 7 —BIEEBAIE K OV L ¥ —/IMARIZRAIE Tl i
W) MEEEMEROBEE LBENROLN TN S, K
X, 7EFILaYy (ACh) 203 rBHETHAHTE
FILaY I RXTT—+F (AChE) ZHMICEET S
LICKDMANAChE# NS &, M) Mg EmiEs
%Fﬁﬁ?ﬁ’é‘élg)m)o

18.2 AChEFBZ{ERR U AChEICH T %:&IRME
In vitroT ®AChE & {E A DICsf& 136.7nmol /LT
HO, TFIILAY VIAT T —EHEEHOICsE X
7,400nmol /L T& - 7z. AChEIZxt UK 7z FHENEH
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18.3 BPIAChEREE{ERR UFAChIENI{ER
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19. B ICRET 2IEZHER

22.

23.

24,

—fEB TR ¢ FRY)LIEREE (Donepezil Hydrochloride)
k%4 (2RS)-2-[(1-Benzylpiperidin-4-yl) methyl] -
5,6-dimethoxy-2,3-dihydro-1/7-inden-1-one
monohydrochloride
7773 ¢ CuHuNOs - HCI
AFE 415.95
MR 0 RARVIVERIERHEOBEEOM R TH S,
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