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ITX¥—F v, BEEERKIAH. FBEBKKFAB. =2
WAl AT AB. KUY EZ L7 L a—|@gb#k. Ry =
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(VY INA 7 —BERAMEIC 17 2 SRAVEEAR DAEE T
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1~ 2515 mgIciEE L, BO59 5. Smg T4 B
B, 10mglciBET 5. 26, FERICEDSmgE THETSE %,
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1.1 EXLEIEA

11.1.1 QTER (0.1~1%Ki#) . DESEE (torsades de
pointesZ=L) . (DEHME. ATZMERE. BAEL. SER
Ik (SHEAH), 70vT (AE70v7. BEJOY
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11.1.2 DEREE. DAL (£0.1%HKm)
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ISEBErL HEAH)., EEERm (0.1%KH)

AEO ) VEREERIC K 2 BB WL CTHLE EE {2
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11.1.5 BiMERIE (TAD A, BE8E) (0.1~1%KH). B,
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PIRMBEEITS  &o AERMERICIE, AMEROHEI MIF
CKOoLERNPHAENZZENEL, Fizw I ATUb VRZHE
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7 MU UERBIERMIIO LD 3R T I R VEIPA
AloBEREORERE LTHERTE S, 7 bub Uik
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15.2 FEERAREIERICE D < 1BHR
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16. FAPENRE

16.1 MoRE
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R ASFIC5mg X 10mgHEIROHRE L RO FY B R 16.2 ORIN

IS8T A —% ($EF]) 16.2.1 BEDRE
gog | O | b AUC te [ CL/F [REERA BT & 0 RIS RIS T BEOKE % 52mg™ T
(ng/mL) | (hr) |(ng-hr/mL)| (hr) | (L/hr/kg) Wrst U7, gﬁﬁ&go)mﬂﬁup?&%]# I o T AR
9.97 3.00 591.72 89.3 0.141 . N oy
Smg £2.08 | *£1.10 | +155.87 | +36.0 | +0.040 REBERL. RECSOBBERD SNLP o
28.00 | 2.4 | 1098.40 | 75.7 | 0.153 16.3 A
0mg |\ ygg1 | 4124 | +304.63 | +17.3 | +0.043 In vitroRBRICB VT, b NIEEEEARIZ88.9%TH Y.
CL/F:87V75> A (Mean=S.D., n=6) n vivoCOIMEEAMEAERIZ2.6%TH -7,
BERABTEMRIC, 7V 7 DiE (DREPIRREESE @ Ll 16.4 X3
TD$E) 5mg (K7 L CHRA). D#Esmg (KTHRA) &5 ERBBEBIIN-BET7 L FIUERIETH D . ZHIZRWTO-
W7V NE (74 VL a—F 4 > 78 DIT$E) Smg i X F LRI E ZRICHEL L7 a VB RIETHh 5 &
KCHRA) AMATHEERS L7z & 0T HALNT,
BIEIMOEB Y TH 1. N-fi 7 L FIALRISICIEE E L TCYP3A4DY, £ 72O-Hi A
(ng/nL) FIUERIGICIEEE LTCYP2DOA S LT W5 Z &R
o Sne L) shizb, [10. 58]
10 —O0— . BE omg K7L N 3
y ——e--: D&t Smg K THRA) 16.5 i#,‘ﬂj .
. o B Sng KT R T2 A5 SE2me™ 2 MIEE R G L b &, 1
il 54%7H B ¥ TIRPBIC PRl S N RE LIRS RD9.4%

THO., REMWEED5L29.6%TH o7, £z, 10mgD
HEROHRS%. 11HB % TIcHt S ni-RELEIZRF T
10.6%. EFTL.7%TH >0 REMAROCRENZEETL
TR RIE35.9% TH D . ERPRHRIZZ.4% TH 7z,
16.6 HEDNERZHIDEE
16.6.1 BifpEEEEE
B ERE 20 RIS mg 7 B S Lz & 0%

WRESRE T U v BEE

’ 0 12 24 48 72 9 144 MEREIST A —F 12, BEBAOZNEAREIIFRDON
R (hr) ot (HEAF—%).
BERRAEFICDHES Mg X Id$ESmg & BEREOH G Lz & & 16.6.2 FridsEa=aE
DFFMEEFREAER 7L 3 — VR B 2 RIS me & BERE LIRS L7
(Mean+S.D., n=12) L& QEMBIEINT X — 5 MR L L L CFREEE
[ERERA BT Smg BERE IR 5 L7 (ORI BIE S5 X — 5 D Crax] AMEE < BBENRD 6N, DT A~
- Conae e AUCom 2 Llﬁ%;iliéﬁéf)Bﬂ&b‘ﬁ 720 (HEAT—%),
(ng/mL) (hr) (ng - hr/mL) (hr) 16.6.3 S
DESmg 083 38 4878 70-66 Bl E £ ARICSE2Mg™ £ AR5 LT & & ORNBRE ¢
gﬁ;g%ﬁ) i%? ?f 2%25 2%? 5;—7@@%&Atﬁﬁuf SRR SIS AR ICE
(7J<TH|§}EH) +1.49 +0.7 +96.2 +13.91 Ebff_ﬁs Cmax\ tmax&UAUC ﬁaﬁi EtE @6“&7{7)97‘:.0
$E5mg 9.93 2.8 479.7 69.35 )%E%%&U%Ei TILYNA < —BIZBANETIE @
OKTiRA) +1.90 +0.7 +97.4 +10.11 . BT IE RR AR LIERE S LC1H1E3mg? 5B L.
(Mean=S.D., n=12) e ~ . .
1~2AB#ZIC5SmgIc R L, BOKET 5. BEOTILYN
RSB T & HRICKHE L 1N FHRFERBROMR. {7 —BURAIFERE IS, SmgCAEML LIEEE. 10mglc
#E3mg & D#E3mg (124%). $E5mg & DEESmg (1245) &% WET 2, 58, ERICEDEERET 2. ]. L E—/NMkHEI
NENENEHICFEFTH S C ENMBS NI, Foy DiE FAFETIE DB, IS K3 Y LEmEE LTIHLE
10mgi3D#ESmg & EMHEMICAEF L AR S hiz, 3megh SR L. 1~2BE%ICSmeIcEE L, BO#%E57 %,
16.1.2 REZS SmgTABRILL EiEEE. 10mgic @Y 5. 25, FERICE
TEEERLA B T2 MR, $EHI5mg X id8mg™ % 1 H (814 H [ D5SmgE THETE 5.] TH5.
RAEEOHRE Lo BISRT &5 10, RIEZSH O MRS
R S S ER TR RAEIE L. B S 5 L R 17. BRPRAUAS
%%L:E{mi&b‘t%i%ﬂto 17.1 ﬁ‘ﬂ]'lﬁ&lfﬁ%’fi(:ﬁﬁ?éiﬂﬁ
(ng/nL) (BERUHEEDT LY INA I —BISREE)
60 17.1.1 EASE MABEER
it 5o BEROREED T VY NA 7 —BIGRHIE B H 26361 & MR
’%F"? . 7Vt MESmg (3mg,/ H%E AR S%,. Smg,/ H%
;m— i WEMKRE) X375t RE224EMK%ST 5 _EEMRIER
~ % ' Br L.
| % ; B S RE ORI 5\ TSmgBHE 75 £ KB & Hst L
ém ;% ﬁ@ THEBICER TV, [%E] M EOH&IE5mgi17%, 7
5 RRE R FEARB3%. [BEB(L] UTOH&II5mghI7%. 75
%w EARBEAI%TH 5 170
O' 173 5 7 9 11 13 156 17 19 21 23 25

HR (day)
fEFR B T125mg X138mg™® # 1 H1[E14H MR ER RS
L7z & E O BEER (5841
(Mean=S.E., n=6)



B AR R RO IR AT

HAE D SIB

w5 20 e R =0 [ HE
=3 NN o O
BE5E | O w7 me | B i | | BT

il

B | 1 19 140 | 36 | 15 | 4 0 1
Smg | % (1) | (16) | (34) | (31) | (13) | (3) | (0) | (1) | 116
X753 % (17) (34) | 31) (17)

Big | 1 | 13 ] 10 | 40 | 21 |21 | 5 | 1
TR % | (1) | (12) | 9) | (36) | (19) | (19) | (4) | (1) | 112
K5%| (13) 9) | (36) (43)

AN RE = 3 97 5 ADAS-JcogB R ORER AL 2 RITRT
(RABITNR © 20501) o R SBAMGES & DB RZEDFITTIE
B 512i8% & 0Smg A 7T L ARBE B L TR G WED
RO oNiz, BKBEOSMgH & 7T RBEORERTEROZL
BOEII2.HUETH 57,

ADAS-JcogDERFZEAL

S ey OE»5DE(E" | BEBOBMHE
FEEE FEHE+S.E. (n) Sy
- Smg | —3.03£0.47 (106) -
ZIER | —0.84+0.50 (101) 2.19
. Smg | —3.07£0.50 (%) -
WSS R T0.1150.56 (86) 2.9
4 5mg —2.70+0.48 (107) —
e FZER | —0.26+0.52 (98) 2.44

(VA F AETHEETRT )
HEREEFHERE TH HCDROBEREL 2 RITRT (BAEAET

KR 2 2280) . SR E DB EZDOFETIE, BE12EE
K 05MgBEN T L ARBEE B L TABAUEI RO 517z,
CDR&FT R ORERZEAL
FTA - 0D S DOE{LE® | BlbEORREHE
FEEHA SEHE+S.E. (n) SR
- Smg | —0.12£0.08 (113) -
Z5EX | 0.23+£0.10 (109) 0.35
. Smg | —0.140.13 (104) -
248 Z5EK | 0.724£0.17 (95) 0.86
g Smg | —0.10£0.12 (116) -
s 75%®R | 0.75£0.15 (112) 0.85

(VA F AEIZEHEZTRT )
%1 [BFFEREOE — (0O
%2 [T RBO0EY 5 OELBOTFE] — [SmgBO0EN 50
2B OFHE]
3 AR A & U C24BREDFHIE & L7245, Hk - BB DO LT
3. 128 EORED B B 5B DRAET — 8 2T ONRE Lz,
(BED7 LY INA T —BIZRANE)
17.1.2 ENEE D 48558
BEOT VY NA 7 —BIRRAERE 3020 2 fRIcT7 ) £ 7
FE10mg (3mg/H%2BEMH 5%, Smg,/ HE4ERERS.
RWT10mg,/ H %z 18EM#%5) . Smg (3mg, H % 23 %
5%‘(;:\ Smg,/ H#%222EREE) XiE7 Tt R%224EMES5 T
EEMIEGHBREERE L.
CIBIC plus (&MEHEERAEREHE) (2B Tlomgild 7o
TABREHBLTRRIEN TV (r%@ﬁﬁﬁﬂ% 2 28761) o

B 0iE» 5 DE(LE* ZLBOREHE
FELS.E. (n) P
10mg 4.7x€1.1 (92) 9.0
Smg 2.5+1.0 (95) 6.7
A —4.2+1.0 (101) -

¥ RAEREIIRAIE U C24BR O FHE & L7228,

(77 AEIHEETT )

T3, BT — ¥ E2BITONRE LTz,
%21 [RfRDfE] — [0EDE]
%3 [EREHOGEY 5 OZ(LEOFHEE] — I RBEOGED S
DEALEDTF5(E]
( I./ I::‘_IJ \1$§=m.\§ur>
17.1.3 EINSE D 48545R

L v —/IMERIER
14061 2 0t 542

5mg,/ H#%4BEME%S.

FERE (MMSES& :
7Yt 7 MEIOmg (3mg, H % 2EBH 5%,
W T10mg,/ HZ6EM#S). 5mg
(Bmg/ H%2EMES%. 5mg/H%I10EM%S) .

ik - BEFIC DL

10852 E26552LF)

3mgX

E7 I AR%2 1 AMKRE T 5 —EE BB ER L.
2RERRAER % FHi 9 2 CIBIC plusicBW T, 3mghE. Smg
B I0mgBHIV TS 7T RBEE B L TRERICEN TV e,

& OCIBIC plus

HEEA |, (e [EE [ EW |
5 e | OF | we | ™8 | m | B m | BF
lome P13 138 [ 1 [0 [0 |
% @ G 6| @ o] ©
5m %5 5 5 10 4 2 2 0 23
gy T [ @leo [ ol oo
3m ik 1 5 14 6 1 0 1 23
8% T @ G en | @ o @
_ | B 0 1 8 5 10 3 0
7T T Tw ey [as |Gy Ty o] ¥
SREIKERE % 51Mf o 2 MMSEB S OB E(LRD T T 1 K
BEoZEIL, 3mght. Smghf. 10mgHenZznl. 8. 4.1
H,2.8HTHD . 2TOBTT I L ARBELBE L TAES
WEATD 5Nz,
EACE* OMMSE
N 0ED 5 OELE? | ELBROBMMELE
BSH FHELS.D. (n) g
10mg 2.3+3.2 (30) 2.8
5mg 3.5+3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
75t R —0.6%2.7 (28) -

FEMIEIR - ITHEED S 5HHE,

(75 A MEIZHEETRT )

MAEL S 2T 5

NPI-2/B SO RO E(LBO T T L AR L DI, 3mght,
SmgBt, 10mgBEZ 2N —2.48, —3.65. —5.25TH D,

Smg#f, 10mg#TT I AF LB L TARLRNENIR

5Nz,
AL ONPI-2

- CEASOELEY | ELRORHELR

E#&EOCIBIC plUS FHELS.D. (n) FApEEE
PR Tomg ~5.154.6 G 5.2

5B B B = (L | R Smg 3.423.9 (30) 3.6

10 ik 0 7 35 20 19 9 0 0 9% 3mg —2.2%+6.1 (30) —2.4

ME o 1 0) 1 ®) 13 22| | (o) | © | © 751 R 0.2+4.0 (28) —

ik 0 4 27 26 30 9 0 0 (w4 FAMEZHEEZTT )

Iy T T@w e Tan ey T o] ® i N _ . o
M KRB EERORETH Y . EEFEEE SRR T,

7T 0 ) ey | Goy | G i | W W] HEE - HRBOREOSERLHEL TLand 7,

RAMEEZ T ASIBESORKBEOEIEEZRICRT
(RAE AT TR @ 288031) o $GFAIARE & DB REDFHTIX
Smgt. 10mgBtznehn, 6.75. 9.08ThH0. FI&K
BEHB L TEBRUENRD 5hizY,

17.1.4 EAS LEHER
L —/MERIERAIRE R E (MMSER A :

142/ 7 W51

108 DL E26 5 DLF)
7Yt 7 MEIOmg (3mg, H % 2B 5%,

5mg,/ H#%4GEBHES. R\ Tl0mg,/ H%6E/M%S). Smg



(3mg/ H#2EMR5%. Smg/HzIGEMRS) 7S
AR E RS T 5 " EERHEREE L.

FRAIRERE

FHI$ 5MMSERROBKRFOELED ST 1R

BEE 03I, SmghBf, 10mgBZN2h0.85, 1.68TH0.
10mgBE T 75t RBE & et L CHBARESRD 5z,

HAS R OMMSE

R 0iED 5 DE(LE* ZAtE ORI HLE
FHELS.E. (n) Py
10mg 2.2%0.4 (49) 1.6
Smg 1.4£0.5 (43) 0.8
77K 0.6%0.5 (44) -

BHER - ITBRED S 5K,

(77 AMEZSEETRT )

PRAIMREL S 2RI T 5

NPI-2/8 O ERAREOE(L ' T3, Smghf, 10mght& bI1c

TR DOMIC
BALER ONPI-2

BEIRDSNLN» o7,

R 07 & DE{LE*? EALE OB HEL
FHE£S.E. (n) Sty
10mg —2.8+0.5 (49) -0.7
5mg —1.8+0.6 (45) 0.4
75t R —2.1+0.6 (44) -

%1

(v A F AEIXHEZRT.)

TIE BT — Y BT ORMRE Uiz,

2
%3

AREER TS

[RAEDE] — [0EDE]
[BHREHOGEY S5 OE(LEOFIEE] — [T RABHOGEDS
DOELEDFHE]

FRAIMERERTE . REREIR - ITEIEE OMIERIC

CRAEERHIFERIE UCI2AROFHE L Lz, ik - BEFICO»

W BAEROEMEDS TS RICHE L TERTWSE WD
MR I BEE S T WL E e,

18. EhEaE
18.1 {ER#RF

TIVYINA < —RIER

EIINE 700,

HIRE K OV L B —/MATRIERAIRE Tld. MM
a2 AMEEEEREROBEELRENRO SN TS, REIL,
7EFILa)y (ACh) #0fETH5BRTHLHTEF LIV
YIRATT—¥ (AChE) ZA[HHICIHET 2 &ICL DA
AChEZ#EINEE, WA B RR2RET 5217,

18.2 AChEREEZ{ERN U AChEIZX T %2R
In vitroTOAChEHZE/EH DICsEIZ6.7nmol /LTH 1D |
TFIUNLAY YT ATT—EHEERDICEIL7,400nmol
/LTH>7z. AChEIZH UBIRK A REERAZR LY,

18.3 EMPAChERBE{ERRU'AChIENI{ER
BO/SIC2ED, Ty MIMNOAChEZHZE L. F/2IMHACHh

18.4 ZEEEWEER
MR ) BRI REE N E TV (RAIFRRE OBHEIC
FOEEREPEESNLZT Y M) IZBVT, BOKRSICK
0 FERENBEA LR LY,

19. BRI ICET SIBLFMFR

—f% © R _RUIVIERRE (Donepezil Hydrochloride)

k%4 (2RS)-2-[(1-Benzylpiperidin-4-yl) methyl]
-5,6-dimethoxy-2,3-dihydro-1/7-inden-1-one
monohydrochloride

FFR :
DFE :415.95
R

C2H2NOs - HCI

RARVIVEBRIEIHEDOKEEOMRTH 5.

AFRIZKIZPRBEF LT L. T —)L (99.5) 1B

FIz< e

ReuDKER (1-100) FIBEHEZRS 20,
RIFERBEPRO 5N D,

O

o

HsC™
HiC.

RO RE T LN
Bl f:223.5C (@)
FERE  log P=4.27 (1-* 2% ) —)/7K)

20. BURWV EDER

20.1 SF|I QR B, BASICKVEFREES—HE<RZ S
ZENHBo

20.2 D#EIOMEIEFERIRENIC R WIS A SN D T ENDH B,
FRAERICEABDTH 5,

20.3 PTPEZEIE 7 L I WHEE, BREBICRET S L
(B, KICXVEBRTHZEDPH A0, PTPICUVA Y b
TANLZFERLTNS),

20.4 NTEAEITT I IEHER. AEED ., ER BT TRE
TAHZE KRICKVEGA, BRICKDIRET A2 E0H5).

2. EREH
(L E—IMARISRAIEIC 3513 B RAIRERER AT

L — MERERWEE RIS, AROEDEORIER UL S
PR & By & L BB EHE L. & TR h R
BB ORAT R R AR 5 2 2

2. G

(7U+t 7 FDEE3mg)
148¢ (1458 (PTP) x1]. 28%F (1488 (PTP) x2l. 1005
[7L 345, N5], 1408% (1488 (PTP) x10]

(7U+t 7 FDE5ME)
S65% [1458 (PTP) x41. 10088 [7)L 345, NF]. 1408¢
[145% (PTP) X10]

(7 U7 DEE10mg)
565 (1458 (PTP) x41. 1005 [7)L 345, /5], 1408¢
[145% (PTP) X10]
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