% % 2024F9H AT (B4R BFEEERIEES
* 20235 HET (B30 87119
g‘jjﬁ‘ﬂ%fi 3%%%1%7? #E3mg $E5mg #£10mg #k20.5%
A ' EERES | 21100AMZ00662000(21100AMZ00663000|21900AMX01197000|21300AMZ00373000
BR5EREA 19994114 1999%11H 2007%12H 2001494

7”/“//\’{7_22\ I/l:“—’.l\ﬁ‘g:w'fﬂr Eﬁu

BEERES
CIEN V= dn

RRZRIIVIGESISEE
e T 3mg
V) 4 0 § l*

U T~ 0mg

Aricept® Tablets
BEERA RRRYIVIGEIEH

UL TI~:05

Aricept® Fine Granules
) R -EMSOMS I L AT

2. 22 (ROBEICIFIRS LBV L)
BEID R T ERY D 2 FEAIT 0 UBEUE D BEE R D

B ERE
3. #8RK - R
3.1 #8mK
Bz 4 7)t7 b VRN 7Ut7 bk 7Ut7 b
$E3mg $ESME $E10mg #A10.5%
18EH e 1§ lgH
ERRGY | R ARYIERE| R R RDIVIERR | R RV IUVIERE | R 7RV IVIERR
#H3mg #HSmg HE10mg #HE5mg
HOZ"_BtEREt o —|ERL Lo —|BEEKT A
. EEELV A BTy R, BILF Y|BE. KM
o— 2, Biklv. 257UV . ZZ8®IL. eroFy
FEU ATV T AT\ ATFTUY | T oLt L
VU~ Y |\ ZVT. MY 7 7 a—X, D-%
T, FINT, |TERAATT ULy FIVT MU= b—b
A rEOaVT |y K VROV T
DAVAVINEE b 11117 NS A E Sl I/ANZNEEZ - P/
K, Ry Fa L e|fi,. e RaoF
FyFullu—2, |y Fullt
tilu—2A, e|FaXu—A, (La—A, k
FUuRAu—RA, |[¥v 70 I — )| Faxa—2x,
< 7 1 I —)L|6000 v ud—)
6000 6000
3.2 ®EIDOMR
B & 77 | 7TUETN | US| 7UET b
$E3mg $ESME #£10mg HKL0.5%
. TANLD—|T NV LTd—|T 4 )L LHTd— .
AR s | Fav o | Favog | A
#Wa—F [e7UE7r3e7 VLT I5eTUET IO -
: -
bASiZ
" *
BT \ ] \ ] \ ] -
BEff (mm) 7.1 7.1 8.6 -
E& (mg) 140 140 278 -
EE (mm) 3.5 3.5 4.8 -
& = H & pinicis] H &

4. MEEX SR

LY NA X —BIRAER UL E—IMFBIRMEICS (TSR

FORERER DMES THH

. FEENIIZIRICRIET BiFR

<'7]Eb,s1§)

5.1 RADT7IVYINA v —BIERHNE R O L —/IMEBIERHTE D
JREEZ DL ODOET2IHIT 2 E VI EEIFF SN T,

5.2 7ILUNA v —BIFRHANER O L —/MEBIERHIRELISL DR
FUEMERBICB W TARAIOBED IR STV,

5.3 fORAEERE S OERIZITICEET S &,

(FIVY INA T —BISBAIEIC B 1F B SRANERER DAETHIH)

5.4 KA. 7UYNA v —BIBBANEE B SNz BHICDH
HHAT S L.

(L E—IMABIERAIAEIC S 1T 2 SRANEAEIR DEF TN

5.5 KA. RAVEREICHERE L. [17. BKKE] OHONE
ZDOWTHFICHEBLZEMX I ZDOHEEDOT T, LE—/)

BRRMFEOMKZMERICE D&, B SERBEECHE
FIZR D L E—/MERIERANE E 2 S . AAIOERE 2 #EY)
TSN BFICOAMERT S &,

5.6 FBHIER - TEIEE . 2MRERERIINT 2 KA OF M
BHEER SN T W, [17.1.30 17.1.4, 17.2.12]
6. FiERUHE

(7 LY NA % —BIERHIEEIC B 1T B SRANEREIR DE THIH)
EEL. BRAICIE R ARV IVIERIE S L CIHIEBmg? 5Bk
L. 1 ~2Ef%ICOmgIcERE L., #OBE5T 5. BEOT
UYNA 7 —BIRAERE 11X, SmgTHEM M L.
I0mglc#EEd 5, 28, ERICKVEERET %,
(B&) MR BEHE. BRAICIEZIELE0. 685 5BA L
M#IC1.0gicEE L, BORET 2. MEOTILYNA T —
RIRRAMERHE ICIE, 1.0gTHRM Ei%E%, 2.0gicHET %,
5B BRICKVBEERET 5.

(L E—IMFBYERFIRE IC 31T B SRANEREIR DEF TN
L AT R IVERIE S LTI E3mgh SRt L.
1~2ER&ICSmgICIBE L, FOKET 5, SmgTAHEMBLERE
B, I0mgIcEET 2, 2B, FERICKDSMEE THETE %,
BERHBI2EREE cEERIC, RAKERE. BERUR
% - EE D S BMEEROEREIC L 2B 2170,
RAIMRE, BAER - THESE., BEEEHESEZREMIC
FHE L TARAT 4w bA ) A7 % B0 5 EHETE L VWES

v 1~2:8



i BEEHRIET B L. BESHRLI2ERE E ORI
MORBRICEDESHREMELZHM L zBETH->TH, EH
M AR R 21T\ S EAR O RIS ZHIMid 2 2 &
(%) Mk @%. BAICIZIELEO.6g7 SR L. 1~2
RI%IC1.0gicER L. BOHREY %, 1.0g AR iR,
2.0gICHET 2, B, FERICED].0gE THRIBTE 5,

7. BERUHEICEET 3E8

7.1 3mg,/ BESIZEMHE TR HLEREWERORHE %
Mx»BEM70T RRELTI~2EM2BA THERLZWI &,

7.2 10mg,/HICHEET 25E1E. HLBREERICER L2
585952 L,

7.3 EEEEE. R EOBEOLETHRETHI L,

8. EEREANIER

8.1 LY —/MEBIZRAECIE. HEEEHENSHIRINS, &
HVIIEYEE BT IEEOHANBEEEZ T 254,
ARENOEEIZED ., HESIBEEBCORBREN S E 2 EHRA
WHOENTNBHIENL, BEWERICBITLZVE S B
2SI T, ERICIE U ORE X1k Mt 2 0E %
152 &, [11.1.620E]

8.2 EHRICERAMREME ZIT O FREFEOREZER L. KA
BESTHRNEDONZVIES. BAREEKZE LW &,

83 o7 EF LY YT RTT—YHEEREET SR
(HI>yIV%) EALRNT &,

8.4 7NUNA 7 —BIRARER UL E—/MEBEIZRARE TlE. B
BHEOEGEORBIRIERENIPERT 2[EESH 5. £z,
AHNCKD., BFEEE, o0, RKEPHOoDNEIEHN
HZHOT, BYHEOBEELRERFREZ M BBOBRIEICREL %
WEDBEZICTDICHAT S 2 &,

9. HENDERZRAI DI EBICHIZER
SIHE - BHEEEDH 2 EE
L1 VRE (DEER. RIRE. DEES) 2875 EE.
EMEBERY (BHVUYLIES) OH3EE

QTHEE. DEHM (Torsade de pointesZ &), DEFME.
AR, AEL SERIR, D7ayy (AE7ay 7,
BET7av ) E8HobnbdIeNdHb. [11.1.15H]
9.1.2 [AFLEIRE. DEANVUEERSIGEERZEED DR
BOHDEE

PRFE R AE R K DIRIRD B VISR & #2 2 9 A REME
W5,
9.1.3 JH{LMEBBDEBEREDS 3 EE

BER M O(EE TR THILEEB O IC X D IHLEEE % &
LS EHHTREEN DB B
9.1.4 [REXIMBXIAEMMEZDEEEDSH D EE

RE B O IR ORE IORR 3 W OTUEIC & DR A
BT RN B B,
9.1.5 #FNIBEE (N—F VY UK. N—F2Y VIERES)
DHBIEE

WMEEOT) D RWRZTUET A EICED . EREFHY
BRI DRRED D S,
9.5 1R

TR ST RR L C W A ATREE O b A EIC i, BB TOER
WA ERMEE LE 5 SRS NABEICOREET ST L,
BMEER (5 v MEOI0mg/kg) THARDREA. FLE RS
E OB OHEBEBEOBMIIH ARE STV,
9.6 =3LIm
HELOERERUOBAFRBEOREREZER L. BAOME
XIFHIEEBET 5 2 &

*

F v MTMC- RARYIUBRIEZ EOH/E Lz & &, FthA
BITT 2 EMPROENT VD,

9.7 INR

NREZENRE U7z BRFHERIIER L T,

10. ¥HE{EA

AENE. FE U TEMRHELZECYPIAIK VU —FRCYP2D6T
RNz, [16.4%0]
10.2 HAEE HAICEETS L)

FERAE BRARGEIR - FEES % W - fabERF
A FH A S = LA FAEER &2 R T 2 |0 F A O i 53 i
WKAH) RN B B o it A% VE A 2 R T
AR H B
*| 3 U ERIEA] REMBEREIERZ | AR EEbica) v
TR FIa) VR T R AR (EB ORI X =
L7} SNABHHUEENENH D, |[RLZELTWVS,
A=Ay N-Y 4
LYl
Ry 3 a— LY
b ) V7 i Sl e il ]
EH
7R ) = L
Lyl
VAF T I VR
Y RRAFI/IVE
7]
IARF T I
CYP3ABEZEA ARNOR#MAEHEE L., |HHHAZEFOF oo
A FarJ— {EF %2 RS ¥ A Al HE| — 4 P450 (CYP3A4)
T)AavA % |ENH 5B, FHEEMAICL 5,
TaEI)TFURAY
JUERYE
AANTITT4)
F =V URBIEAKY PRZEAOF L0
£ —2A4P450 (CYP2D6)
FHEMEAICK 5,
FANNTEE AEIOR#ZEEL. |(PFHEAOF o0
FEHFRXE VEFA % 559 & & 2 A HE| — 4P450 (CYP3A4)
TJr=bhAY WD 5, DOFBIZE B,
Jx ) NILEY =)L
*U7T>Evy%
| PRI U > AFN &) VRNGE| AR EH T Y Y AHIO
PIAFTT 2= I0VICFBHL. TNEN|ERA. HEICHER
VIR R DR EFTTSE 2|9 %,
YunsF VIEBIE | BEESH S,
v T U IERRIES
7havrRiay v
Al
TFILAIRT IV
L)
7 ha U REREK
M
JEATOA FHEEREEEREEZRII |2 Y ROMEICK
Cal BT DH 5, D BBy WS EES
N,
1. 8ER

ROBEWERADH5ONHENHZDT, BEZTITITITVL,
BErPROONTZEEICEKRE2HIET 5742 CEYZAEZ

Tr2 &,
1.1 EXLEIER

*11.1.1 QTER (0.1~1%K). (DESEH (Torsade de
pointesZZ V) . (DEME). ATRERSE. BEL. SER
Ik (HHEARHE), 0DI70v7 (AEZ7OvI. BEJOY
J). K (£0.1~ %K)
IMEILICER ZEBH 5, [9.1.121]

11.1.2 DERERE. DAL (£0.1%KH)



11.1.3 HEEESE (B - T=ERER) (0.1%K%H). +=38 HBHE L, BERUHFEEDOT LY NA 7 —BIFRAE AR

BEREFL, GREAH). SEEEBMm (0.1%KiH) R X COMRRBE MEARERE. GEOTILVYNA Y —
KED ) EIEERIC & 2 BB MR HECEES O EE BSBAVE R O L & —/MERIERAME A G £ T ORRFER D
IR THILEES (B - +2REES) . +2EBEEZL. HeEbbETEE L,

HILEHRIMAH 5 b B ENH 5,

11.1.4 FFR CEEERH) . FREEBEREE (0.1~1%K7H). BE
(SEEAREA)

11.1.5 BESIE (TAD A, BEE) (0.1~ 1%, R,
RRIMESFEE (50, 1%K1H)

11.1.6 $HANIRIEE (7L YN A < —BIEREIE 0.1~ 1 %Ki,
L & —/MARIZRANE : 9.5%)

HH, EHEE. VAFIVT, YR L=T., B RHEE
EE . HITRYE. SHEY. SERESORENBERESD
EbNBIENH B, [8.151E]

11.1.7 EMEEREE (Syndrome malin) (0.19%5Ki)
WEHE. WEOHRA. WTEE. SR, MEOLH. %
FEARRL, ThICEIZEIRBISALNLHEIE. BE
RdUb L, (RRH, K- BREEESOLSEME E G ICH
PRABRITH & AERERICIZ, BRI MmiF 14. BRLOER

13. BERS
13.1 fER

Y YIRTT—EHEANOBERRGIEELIES. R,
TREE. FEUT. MRAR. (EMUE. PEIRENEI. RN, RS OMEkE
o) VREMEAZ5I SR TAIHEESH 5. IO
BEMLHO. MEHOMBICLVETICESLZ b VES,
13.2 E

7 b O EURREBEAKFI O &S 23R T I R ) VHIAAE
FloBE#REGOMERE LTERATE %, 7 o UhiiBiE
K D1.0~2.0mgzIHH SR E LUTEEL. BKRRITIC
HEOWCZOBROMAEZRD 5, i3 EHETIIHRT
YEZYLRTIY VAIEOHA LB E. EROCDARAS
ANREIWRDZEFRESNT VS,

CKOERRHOENBIENSL, T2 I 47TV REM 14.1 FRIZHFOER
SBHEEDE TARSENSDZ ENH D, (5)

11.1.8 IEEUSFRIAREE (SEEERHH) 14.1.1 PTPEAZDOFEAZPTPY — 6 WMOHE L TIRAT % &
HRE. PR, CKLER. MARORP I+ /oy LR HIFET B &, PTPY— bOBEAICE D, BWHALHFE
Md5bNIBEIIE, 52 RIE L, B RLELIT & EREICRA L, BICREAZB L THRBARSFOER S
F 7. BESUGRIRREIC L 2 AN BREORIEIOEET 5 &, BHEEHET 2 ENH 5.

11.1.9 FEIREEE (0.1%H) 15. ZDMDEE

11.1.10 2B (0. 1% K3) 15.1 ESEREMAICES < 155

11.1.11 2EEEE (0.1%KiH) SLEIC B VT, NINDS-AIRENZS HrEL#E |- &5 U 7= N M i

11.1.12 REREADZATE (0. 1%1) HAE (RESRERRERR) BMsn-B8E205% (7

11.1.13 MAMRRES (0.1%41) N1 —BUEBAINE & BT S N7z BE XY 16 ARD

1.2 %omonam’gfﬁ*ﬁ e TR EEES - EERREIRBESER SNz, BIO

1~3%Ki | 0.1~ 1%k | 0.1%FKiE | $HER e D1 1S e s .
e o e AREEDOETRIE R 3RV VEMESmgREL.0% (2/19861), K
LR | BACE. T8 | (B, 7| R E FRV IR 10mgBE2. 4% (5/20661) K OT Tt ABE3.5
ENL L {EREE % (7/199(1) TH -7z,
i B e e
SR 5 TE AR EBORBOFETRIL B AR Y VERIESMgR1.9% (4/208
BB, RS, SRE. 28, Bl) . FRRVVEEEEI0mgEEL.4% (3/21561) RO I+t
T, KM, HOR|BRKE. 8 REE0.5% (1/19361) THo7-. IBEBORBOFETRIZ R
E‘gggﬁfﬂ Y LIERHESMEREL. 7% (11/64801) R OVT T £ HE0%
S e (0/326f1) T O WBEICHE FHNAAEERENSHONL. &
PR - R e, TRl S B, 3RBEADELTEERIE FARYLERE (SmgkU
AR i, HFL 10mg) B1.7%. 75t ABEL 1% Th o775, HatEnns
FF B LDH. AST. ”
ALT. 7-GTP. BEEELN T,
Al-PD LR 15.2 FEBRPRERERICE D < 1BHR
R BE, ME LS, DEHS BWER (%) T 7Y 3> - RV MALEY — LFEY
mEET, k= RO s e
UG 1o EARY MNLEY — VREE NI ARV IVIERIEZ R G L7
IS BE. FRNEL S 5 bR E -1z EDMEDDH 5,
RS BUN® L5, FRFA
FRAEE, SR 16. EWENE
it EMERED, ~ 16.1 MOoiEps
SR VAEAY 16.1.1 BEZS
B, &l o
oM oK. BoUAEEAW. . BT BEERAS T 2RI, SR 2R THERORS L & &
FO—)b. bYUBSIE. K| RIE, FE. DOFHMBHEEHER ZRKITR Lz, REMFEFEE (Cna)
Z??ﬁépﬁﬁ ek R O ISE e — BRI FE A (AUC) 13 5RO
et (A7 L TR % o 720 Smg XIS 10mgIEE 5B 12 3515 5 54
5. BEEK, t BB/ T X —H ZRITR LTz,
TN
W6 (kR




(ng/mL)
35 ¢
-—e-— 10mg
30 L -—o—- 8mg®
-—-&-— ! 5mg
,,,,,, Aeenee | ngﬂ,)
% 25 F —e— Img®
h
F |
3 20 &
~
v L
¥ 15
[i73 'Y
3 AN
w10 - LN
JE g
K ST
5L B AN T~__
RN S
oL = - _ &
0 24 48 72 96 120 144 168
e (hr)
RSB FICHERR O S L7 & & O MmEE R B E#ERs
€75=1))

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

R ASFIC5mg X 10mgEIROHRE L - BROFEY B e
INT A= ($EA])

&5‘5 Cmax tmax AUC ti2 CL/F
- (ng/mL) (hr) | (ng-hr/mL)| (hr) |(L/hr/kg)
5mg 9.97 3.00 591.72 89.3 0.141
+2.08 +1.10 +155.87 +36.0 +0.040
10mg 28.09 2.42 1098.40 75.7 0.153
+9.81 +1.24 +304.63 +17.3 +0.043
CL/F:$27U7T A (Mean=S.D., n=6)

16.1.2 RigS
TR E T2 MRIC, $EAI5mg X I8mg™ % L H 16 14H &
RERZEORE Lz, K :ﬁ—@“;m: RAE 5% 0 M8 i
BIIHREHOGER CEFREBIGEL, EBED 2V IXER
BEICELIZZWEEZL SN,
(ng/mL)

i 501
F 40t
PS

~

2 30 i %

: g

%20 }

s }\MMH

i ol
FEF

<

071‘357911131517 23 25
i) (day)

(B AR FI125mg X iE8mg™ 2 1 H1[H 14 HE R ER O%R S
L7 & S0P MR EERER (584
(Mean=S.E., n=6)

16.1.3 &EYRHREEN
RS 7134 % tHRICEH L 7- M ZEN RS M RBE O
. HMK0.5%. $ESmg. FE3MEIIEMEMICFHEZETH S
ENTER S NIz, T2, $E10mgld$Eomg = EHERIF| & U 72
L EBHEEBIELL EMENICRS L AL SN,

16.2 ORUN

16.2.1 BEDRE
EERASTF 2RI R IE T BEOEE 2 52mg® T
et L7z R, EaRSE o METEE LR & 13ITEE
BHERETRL., BEICKZ2EEITDo N>,

S

19 21

16.3 710
In vitroFABRIZB VW T, & MMEEREERIB.9%TH D .
in vivoCOIMIEEABEERIZ2.6% TH -7,

16.4 {35
FERBFBEEIN-TT L FIURIETH D ISRV TO-
fi A FILMERIGE Z NIk Zvra v BRiaaRIETH 5 &
EZA BNz,
N-Ft 7 L F WALRISICIEFE L U TCYP3A4AS, &7z O-fii £
FIALRIBIZIZEE LTCYP2DONEE L TWAZ &EWRIE
anizVs [10.38]

16.5 HEttt
BERART2Z0RI502mgt Z BEROKEG L& &, #&
E5#%7HEE CICRPICHRt S N7z REKRIE RSB D9.4%
TH. REMEEDBE29.6%TH-7. Fi. 10mgd
BEEOHS%E. 1IHBE T CIoBtt S - kB (LEIRRFP T
10.6%. EHTL.7%TH > 7o REMAROREMZEETL
7o RAPHEIEERIZ35.9% TH U . HAPHRERIZ8.4% TH o7z,

16.6 HENDEHRZEITHEE

16.6.1 BigREEESEE
B EERE 2 RIS mg 2 BEREOHREG Lz & &0
MEE/ST A —F 1213, BERADZNEEFREZIZTED SN
ol BEAT—%).

16.6.2 FHEREREESEE
73— VA B & W RICHESmg 2 BEEO#R S L
L EOEYIBREINT X —F I IERRA & B L CIFREERE

D Cmax?’1.4 IEJ<ﬁﬁ§7b) L OXSF AWABIEN {Tﬁ@/f?%—?
ICABZERD oD -2 GHEAT—%).
16.6.3 S

R E 2RI HE2mg 2 BEREOR G Ui & S OFMEE) <
T A —HIFERRA LB LT AR SEERICE
E L7255 Cmaxs tmax&UAUCL:ﬁ%&%Ligﬂy) 5NN oTz,

) ARAERUHARIE, TUYNA v —BIRAETIE [E

HLBRAICIE RARYVIEERE S L CLHLEBmgA? 5 BfE Ly
1~2AMZICOMgICHER L, ROBRET 5, |EOTILYN
A v —BIERANERFICIE, SmgTAHBR L EiZE%. 10mgic
HWET 5, 58, ERICKDBEERET 2.1, L E—/MiE
RAMETIE [EH. BRAIIE R R RY)VIEREEE LCIH[E
3mgh HRAA L. 1~ 2ER%RICSmgIcEE L, BOKET 5.
Smg THERIL EfFE%. 10mglciEgd 5, &8, ERICK
D5SMEgE THETZ .] Thb,

ERPRRIAE

17.1 BHERURLECRET B

(BENRUTDEEDT LY N4 I —BEHE)

17.1.1 ERSE MEEER
BEROREEDOT LY N A < — IR ANE B 268( 2 xR 12
AHlbmg (3mg/ H#%LEMBEE%. Smg,/ Hz23EMEE)
RIE 75t R 2 24BMR 5T 5 EERHE R 2 EH L7,
Bk e REREM I B\ TomgRtls 75 RBEE B L
TERICBN TV, [ME] D Eo#&135mgiEl7%. 7
T REEL3%. [EBERL] DTOE&II5Smgil7%. 77
T AREELRB% TH -7z,



B AR RO IR AT

R DSIB

H5E | EH BE| | BE EH | HE |, 0B 5 DZELE™ ZALE ORI
B5R o d o AR Eit B Eib | Tee alil B FHEES.E. (n) S
B | 1 | 1940 |36 | 15| 4|0 1 10mg 4.7+1.1 (92) 9.0
Smg | % | (1) | (16) | (34) | (31) | (13) | (3) | (0) | (1) | 116 5mg 2.5+1.0 (95) 6.7
X5 % (17) (34) | (31) (17) TIER —4.2+1.0 (101) -

Big | 1 |13 110 | 40 | 21 |21 | 5 | 1
TR % | (1) | (12) | (9) | (36) | (19) | (19)| (4) | (1) | 112
K7%| (13) 9) | (36) (43)

RNk RE % A 97 5 ADAS-JcogB R DRER AL 2 FRITRT
(RABITNR © 20501) o R 5FAMGES & DB RZEOFII TR,
5 12i8% & 0Smg A T T L ARBE B L THERB G ED
BOONT=. mEKEOSMgH & 77 RBEOHR GO
BOEII2.M48TH -7z,

ADAS-JcogDEREZAL

Bl . 0l 6 DELEY | B{bEORR HE

s3] SEHELS.E. (n) S

12 5mg —3.03+£0.47 (106) -
FZEx | —0.84+0.50 (101) 2.19

i 5mg —3.07£0.50 (96) -
FZ€x | —0.11+0.56 (86) 2.9

s Smg | —2.70%0.48 (107) -

B S T 0.2020.52 (99) 2.44

(¥4 FAEIHEZERT )
HIEEFHIE R T& 2 CODROBERE(L 2 RITRY (BT
WIER 1 228(5) . R EBAMARE S DBREDOTY TR, HE12ER
05BN T T L ARB L CERASEI R 5,

CDRE&FTRDORERZL
B e 0EA 5 DZALE™ | Z(LE DR
] FHELS.E. (n) gz
12 Smg —0.12+0.08 (113) -
A 0.23+0.10 (109) 0.35
N 5m —0.14+0.13 (104) -
240 7°’7J§7!"T 0.72£0.17  (95) 0.86
e S_mg _ —0.10+0.12 (116) -
pAA) 0.75+0.15 (112) 0.85

(VA F AEIZEHEZTRT )
1 [ZFARSHOME] — [GEOfE]
%2 [T RBO0EY 5 OELBOTFE] — [SmgBO0EN 50
Z{LROFIIE)
3 AR A & U C24BREDFHIE & L7245, Hk - BB DO LT
3. 128 EORED B B 5B DRAET — 8 2T ONR E Lz,
(BED7 LY INA T —BIZRANE)
17.1.2 EAE T1EHER
BEOT VY INA < —BIFRAIE B E 3020 & M RICAAI10mg
(3mg,/ H%2EREE%. Smg,/ Hz4BMES. IRLT
10mg,/ H % 18AE#5) . 5mg (3mg,/ H % 2B 5%,
Smg,/ H%Z2EMES) X377t R%224BME5T 58
B = S L 7.
CIBIC plus (&M RIEEFRAEIREHME) 128V Clomgitld 75
TARBERBE L TERICENTO (RIKTRR © 2876) .

BHEEEOCIBIC plus

WE[E |, |BE|__ & E0 [ HE |, _
s g | O e | ™ m | B m e | T
10m 1% 0 7 35 20 19 9 0 0 %0

Sy To @y een ] oo
5m il 0 4 27 26 30 9 0 0 %

Sl O T@lee @6y

_ | % 0 6 18 30 34 11 1 1
7T 0 o) Tasy | Gy G Tan T T
BHSHE % T T ASIBEAORKBOE (LB EEITRT
(BARRRITRIR © 288M0) o $Z5RAIAREE OB SEDOTH T,
Smgkt. 10mgBtZznZh, 6.75. 9.08THD. FI&K

BB L CERLUE IR 5N,

(77 AMETHEZEZRT )
¥ RAEREIIRAIE U C2ABR OFHE & L7z, ik - BVEHIC OV
TE BT =5 2@ ORRE L,
#2 1 [t 0fE] — [OGEOE]
%3 [EREHOGEY 5 OZ(LEOFHEE] — I RBEOGED S
DEALEDTF5(E]
(L E—IMFEIERA0AE)
17.1.3 EINSE T 485458
L E—/MARIZRAMNERE (MMSES e : 1080 E26:5 1)
14061 % xR ICAHFI10mg (3mg, H % 2B 5%, 5mg,/
HZ4BERE S, ) Tl0mg,/ HZ6EMES). Smg (3mg
/S BZE2JERZE%,. Smg/ HEZI0GEBES). 3mgiE~r 5
TAREI2BEEET 5 _EEMIEERSE E L7z,
2R FRREIR % #Hii 3~ 5 CIBIC plusicBW T, 3mghf. 5mg
B IOMgBHIVW TS I R KB L TRRICENTW .

B#&EOCIBIC plus

WE| Y | | BE| [ EE] | EH| .
f5E s | 5 | aee | ™ | me | B e | O
ome P L 13 138 [ 1 [0 [0 ¢

e Tl eoley | @] o] o
o | 5 [ 5 [ 10 4 [ 2 [ 2] 0] ¢
o T [ G| @ 1 ™ o
3m LSS 1 5 14 6 1 0 1 73
Bl @ a8 [ Go | e @ o @
im0 | 1| 8| 5 |10] 3] 0
7T e T | @ 6o |09 [ Gy oy [ | ¥
SRAIRERE % B2l T 2 MMSEB SO RKEOZLED T TR
B DX, 3mgl. Smght. 10mgBEzhZhl. 88, 4.1
M. 2.8HTHD. 2TOETTILRBERBELTEER
WEARD SNz,
BE OMMSE

N 0GEP S OEER” | BltmoOBMLE

BSH EEEES.D. () e

10mg 2.3£3.2 (30) 2.8

5mg 3.5£3.2 (30) 4.1

3mg 1.2+3.8 (30) 1.8

7R —0.6%2.7 (28) -

AR - ITERED S 5IR.

(75 A EIZHEETRT )

AL 2T 5

NPI-2B O BKEDOE(LED T T+ RBEE DEIL. 3mghE.
Smg#f. 10mghtZ 2N —2.485, —3.68. —5.28THD.
Smghf. 10mg# T/ I L ARBF LB L TAERLRNENR
57z,
BAHF ONPI-2
e 02 6 DELE™ ZALE OB B
FHELS.D. (1) T
10mg —5.1+4.6 (31) —5.2
Smg —3.4+3.9 (30) —3.6
3mg —2.2+6.1 (30) —2.4
TIxR 0.24+4.0 (28) -

(¥4 F AEIHEETT )
KBRS RNRBE TH O . TEFHEEE RN T, FHlE
B - HESOBREDZERLHIFL L0, [5.65H]



17.1.4 ERSE MEEER

L E—/MABIRRAERE (MMSES A : 10821 E2655 5L F)
14261 % MR ICAHKI0mg (3mg,/ H % 2B 5%, Smg,/
HZ4EMES. ) Tlomg,/ H#6EM#S). 5mg (3mg
/BE2JERZE%, Smg/ HEIGEMKES) XE7 71 R
21253 2 _EEMIEHBEEEm L.

R EE % BHIl 9 2 MMSER S OB OE(LED T T R
BEEOEIL, Smght. 10mglHZNZ2h0.8:5, 1.65TH U,
1I0mgBET T I L RBEHEB L THBRLAUEIRD 5Nz,

Bt OMMSE

s 0D 5 DE(LE™ ZAb 2 O
FHELS.E. (n) FgEE
10mg 2.2+0.4 (49) 1.6
Smg 1.4+0.5 (43) 0.8
75t A 0.6%0.5 (44) -

(F7 A EXSEEZTT )
FERRER - ITBIRE O S 505, BAMERS 25T 5
NPI-28 S ORMKEEOE(LE T, Smghf. 10mghts bicT
TEARBEOMICAREIIRO SN GNP o7,

AR ONPI-2

s O 6 DE(LEX? ZAb 2 OB
FHE+S.E. (n) FrgzE
10mg —2.8+0.5 (49) —-0.7
5mg —1.8+0.6 (45) 0.4
75t R —2.1£0.6 (44) -
(w4 F AEIRHEZRT.)

M1 RARRHIRANE UCI2ER DG & L7225 Hik - &I D W
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X2 [RfeDfE] — [OGEOE]
%31 [ERESHO0E, S OR(LROTHE] — [77RBOMEN S
DEAEOTFHE]

AT, FERAIMRREREE . RHEER - TEIRE OMERIC
T ERANOEHES T T RICHEBELTERTVLS E NS
MGREEFRIIBIES N TR WY, [5.630]
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10mg/H#5 %8 (Smg/ HAOBMER). #58, S, H58
EREOREMEAZRTE Ly MMSEOXR—=Z5 A VERTAZ Y
-V HBEOE LB ZLEE L L/-MMRM (Mixed Model for
Repeated Measures). L8 EIIEEE & L.

R GRBRII R OkRR 5 8) IS5 2MMSEDN—
ATA 2h 6 DELBEDOHER

ARB TR 2RERERICNT 2 KFOFENES T TR
ICHE L TEN TV S & WO BREREE IIRES TR,
(5.62%]

18. FhFIE

18.1 {ERtER
TIVYINA 7 —BIEBHIE RO L —/ MABIERAE Tld. BT
MBI R ROEE SRESRDOENT WD, KL, 7
tFLa) >y (ACh) 27T H5BRTHATEF LI T
255 —¥ (AChE) ZWHICIEET 52 &1 & D AIACHh
BAENsE. Moy EBERERERIET 57717,

18.2 AChEFEEERRU'AChEICYI T BEIRME
In vitroTOAChEHZ/EH DICsfElL6.7nmol /LTH . 7
FUNLTY) T AT T —YHEHEERAOICxEIF7,400nmol L
TH o720 AChEIZH UBIRIZIHEER 2R L2,

18.3 BMAChEREZE{ERN U AChIENIfERA
BOFSIZED. 7y MIMOAChEZFHE L. £7-MAACHh
NS00,

18.4 FTBEEWNE(ER
BN ) BRI EEE T E T L (REIRREE OBEI
KD FEERESBESNSZT Y M) KBLT., FO®RSICX
D REERENBEAZ R LY,



19. BAHSCRET B E(EFHAR

—f4 © NARRUIVIERIE (Donepezil Hydrochloride)

k24 © (2RS)-2-[(1-Benzylpiperidin-4-yl) methyl]
-5,6-dimethoxy-2,3-dihydro-1/7-inden-1-one
monohydrochloride

7F3 1 CuHwNO; - HCL

7f&E 1 415.95

%R FARYVVEBERACOKEEOHEKRTH S,
AEIZIKICRRB T LT <. T4/ —IL (99.5) 121
FIz< W,
REOAKER (1—100) FHEAEEZ RS 20,

miAEEZBIEPRO N2,

3=k
0]
H,C. o
SRON7 A EAERES

B 55 :223.5C (5#7)
SERE  log P=4.27 (1= % ) —)L/7K)

20. BURL EDEER
()
RN @2 EBRE. HEEVRETIIE ChicknE
EVETRNT2ZENHD. aB, S EIEELT A LLE
HRALTV1AS),

22. @&

(Ut hE3mg)
1488 [1488 (PTP) x1]. 28%E [1488 (PTP) x2]. 140%%
(1488 (PTP) x10]

(VU&7 hEsmg)
S68E [148% (PTP) x4]. 1008E [ ML, /N1, 1408E [14
$& (PTP) x10]

(FUET FEI0ME)
S6$E [148E (PTP) x4l. 1008 [A FL. /NF]. 1408E [14
$& (PTP) x10]

(Ut +il%i0.5%)
16.8g [0.6g (53@) x2x14), 56g [1.0g (@) x2x28).
100g [R FL, NF]
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