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(T IV INA I —BISBAIEIC B 1F D SRAMEREIR DE THIH)
5.4 RANZ. 7IVYNA v —BIERANE LB SN BEICOH
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K. ST FF U HREERIFL, TuL sy a
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3.2 EFEIOMER

aNInAl

P 7Vt 7S 7S
e PERY Y —3mg | PERY Y —5mg | MARY U —10mg
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et B~ #HEeE
KBV AVLAXEDTPICEERICEWV DS 5.
pH 3.2~4.0
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(BBROER)
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4. FHRENIFFHR
LY NA I —BIRAER T L E—IMFBIRAEICS TSR
FORERER DAESTHN]

5. MEERIFHRICEHET 2iFE

(ZhggtiE)

5.1 RHFNAB 7 IV INA < —BIERANE & O° L ¥ —/IMEBLERHDE D
JREEZ DL DODOETZIFIT 2 L VIHIFHEIXFE SN TR,

3. #A8% - R
3.1 #8mK RIS &,
s R AN TUET R AN
WAREY —3mg | WARYY —5mg | MARE Y —10mg
1E (10g) & (10g) & (10g)
BRES | RARYIVIERRE| N X RDIVIERRIE| N A Y VIR
3mg Smg 10mg

(L E—/MABYSRAE T 33 () B SRAIEREAR DA THIHI)

*5.5 RANL, RAEDBRICEREL. [17. BRSS! OHONE
ZDONWTHICHELZEMXIEZDEEDOT T, LE—/)
BERAEO MRS MEEICE DS, B EREECHE
FIZR D L E—/IMERIGRAIE L 2 s . KA O AP #EY)
L ENBEICORMERT S &,

*5.6 FEHIER - THEE. 2RERERIIHT 2 KA OFHE
RSN TV, [17.1.3, 17.1.4, 17.2.15H]

x6. AIERUAZ

(T IY NA <7 —BIRFEE I 8517 B SRANERER DETHIH
BEE. BRAICIE FAROVEREE U CLHLEBmg? 5 Fita
L. 1~2EE#ICSmgIcEE L, #OBET 5. GEOT
WINA 7 —BIRARERF 121E. SmgTAEMLL L@,
10mglcEET %5, b, ERICEVBEERET 2.

(L E—IIMFBYERANE T 3313 B SRANAEREAR DIEF T
EE. BAITIE R A RYIERRIEE U TIHLERBmg? 5FtE L.
1~ BRI 5mg I B U, @857 5. Smg AL L
B\, 10mgIcBET 5. 4B, FERICEVSMgE CRETZ 5,
BERRI12EREG E TEERIC, RAKERE, BERUR
% - NHEE D S BMEEROBEREIC X 2B EEHE = 1T
RAMAE. FBRER - TBREE. HEEAGHFFZRENIC
T L TARR T 4w WY R % EES EHEITE L WVIGA
3 ®BEzHibd 52 &, BREMMKIZERE T TORMIERT
MOFRERICED S\ EMGE T HMT LI-BETH>TH, EH
AR 21TV RSO S 2 Hld 5 &

7. FBERURAZCEET 5FR

7.1 3mg,/ AESIIEMHE TIE AL HLBRREWERHORE %2
Mz 25EMNZOT, JRAE LTI~ LERZ8BATHERALZ N &,

7.2 10mg,/ HIZEET 2581, HLBRREERICER LD
LH5TAHIE,

7.3 EEEEY, FEZEOEHOL ETHRETHI L,
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8.1 LY —/MEARIZBANETIZ. HEEFBHENSHIRESNS, &
HVITEYABEAET ZREEOHANKRELET 2HA.
RAOEEICED, #ENEREBCORRENE E 2HERA
WHOLENTVWAZENSH, BEWERIBITLEVEIIEE
ATV RIS UTHE U H k72 S#t) 2 E %
T5o2 &, [11.1.62M]
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EREEE (BHVUYLMES) DH3ESE
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BALT AW REMEN D 5.
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BITT 2 EPROENT NS,

9.7 INR
NREZ R E U BRABIIER L TWha,

10. 18E{FRA
KAENZ, E& U TEYMRBBERCYPIA4R U —HCYP2D6T
REfesns, [16.42H]
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CYP3AFHZH REIOR#EHEE L., |[FHAEHOF 7o
A NFarv—)L  |[fEFEHERSESAH|—LP450 (CYP3A4)
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1. ElfeR

ROBEWERADH5ONHENHZLDT, BEZTITITITVL,
BEPROONZEEICEKRE2HIET 5742 CEYZNEZ

Tr2 &,
1.1 EXLEIERA

*%11.1.1 QTEZER (0.1~1%Km). DESEHE (Torsade de
pointesZZ V) . (DEME). ATRERSE. BEL. SER
Ik (HHEARHE), 0DI70v7 (AEZ7OvI. BEJOY
J). K (£0.1~1%HK)
IMEILICER Z & H 3, [9.1.121]

11.1.2 DERERE. DAL (£0.1%KH)

MN.1.3 EEEER (8 - TZEEER) (0.1%k6). +2#8
IEESEFL (BERE). EEEEHm (0.1%KiH)
RAO3) VEEERICE 2 BB WKROHELEES D2
& o COHILEEE (B - +2EBEE) . +-HEBEEE.
HILEHRIAH 5bNE T END B,



11.1.4 BFX (GEEAB). FFHEEERE (0.1~ 1%KMH). &E
(BEEERER)

11.1.5 RS (ThD . BEE) (0.1~ 1%K0m), R,
REMEREE (0.1 %K)

11.1.6 $HANBEE (7 )L\« < —BIERAME : 0.1~ 1%k,
L & —/IMABIERHAIRE  9.5%)

BE), EHEH. DAFAVT. VAT, RE. AEE
EE, BITRE. LRAEE, SERESOHENABRENSH
5bNBHIENDHBH. [8.15H]

11.1.7 BEREE (Syndrome malin) (0. 1%K)
MERER, WEOHRA. WNRE, HR. MEOLH, *
TEPHEBEL, TR EHRERBADSLONDHEEE. BE
AL, AL, K- EREEESOLGEHE L LICH
PZEZITS Lo AERERICIE. BIMROMEMS MF
CKOEFRMNHOENDZENEZL, Foy IFTUEVRERE
DBREDR TP ALNEZ EDH S,

11.1.8 HEIUARRUARAE (SHRERER)

HARE. B CKER, mMPEVRFIF oy L%
BHoONIHEICE, BHEEZFIL, BULLEBEZITS 2 &,
Fio, BERHBMAREIC L 2 B HEEREOREICERT 52 &,

11.1.9 [FIREEZE (0.1%KiH)

11.1.10 S4B (0.1%K1)

11.1.11 2UEEZE (0.1%KH)

11.1.12 FEETEEDEATE (0.1%HKiH)

11.1.13 MRS (0. 1%K1)

11.2 Z0fthDEIER

1~3%KM | 0.1~1%KM | 0.1%K¥M | SHELRH

BHE FIE, R

HILER BAHCNR. WB IR, (ER. | R E
N1 R R kLS
il

L

FEER BE, AR, R|YEF—TT&
R, RR. BR[E. 2.
VRHEL BB IBRIRE. 8
VEAE FE

NIEZ /NE ko)
EEE

O b BFOBE

AR - R PR, PREE. BE|EE
R R HFL

liigi4 LDH. AST.
ALT. y-GTP.
Al-PD EF

TEERER BiE MEEF. IDE A
MEMRT. £=
LEREARE NI
ZEEES N

UAPR &5 BUN® L&, FREA
PRIEE, HAIR

Mg HIMIREA . A~
<~ b7 Uy ME
A Bl

Z DA CK. VX \HEALH. [¥7F. HAE
FTa—)by bUB IR MY ERE. SR
ZUR AN ) e e
7I7—E, R
7I7—tot
7.BEE ©
<& EHEL 7
. RERD

FRBEIL, BEMUCHEEDO T LY NA v —BERAREAR
B TORKRBREOCHEABERE. SEOTILYNA Y —

RISRAIRE R O L ¥ —/IMERUERAIRE AR I & T D ER IR FBR D

RebbETHH L.

13. BEKS

13.1 ER
2 YIAT T -EHEEFOBEBRG IEELIES. B,
FRUE. FEIT. MRAR. R, FRIRENG]. REMC. REE K OVE
Foa) YREWVERZFISECIAREEYH 5. FHAOH
BEELHD ., HIRFOMBEICLOATICEL I EbHVF 5,

13.2 W&
7 b aEVRBRIEKN O &S L3R T I VR ) VAEINE
AloOBBRREOREAE LTHERTE 2, 7 bo¥ U HRE
KA DL.0~2.0mg e HERE LTEEL. BRRISI
EOVWTZOROHABZRD 5, MDY ANEBE TIIAHRT
YEZULRIAY VEIEHA LB E. MERCDEES
NEEILZ D ZEPRESN TV S,

14. BRLDER

14.1 RAIRZROER

14.1.1 RAOERICT L IREHET 2 L5EHT & (F
ENBRICLVIBENZEZENDHD).

14.1.2 @R Ay TTERA LAV LI EET 2 &,

14.1.3 BERZBI 5 7-OMOBRIHLEX TRELLZVED
HEEL R

14.1.4 NREOFOREABVECAIRET 5L HIEHT 52
Lo

14.2 FHIRSHOER

14.2.1 WIRAOH IR S5 2 &

14.2.2 KA A v ZAO O —®AITH Y, 2T —2ETH
LR TVASSICLURASESZ &

14.2.3 71y THREBIE TE B ZHEPPICRASE S 2 &,

15. ZOMDER
15.1 BREREEAICE D < 53R
HLENZHB VT NINDS-AIRENGS Wi E#E IC &8 U 72 i M &5 1
RERE (AEIDIENRERR) LS BELENR (7
VYA < —BISRAE & 2T S Nz BEIERRSL) 16 AR
T RANBEEA_EERABIHBESER SN, BIOD
HEOWTRIT F ARV IVIERIESMgE1.0% (2/19861). K
FRVIVIEBIE1I0mgHE2.4% (5/206) KUT Tt AREE3.5
% (7/19961) TH -7z,
2EEORBOIETRIL R AR VIEREIESmeRE] . 9% (4/208
Bl BARVIVERREIOMgEEL.4% (3/21561) RUT I+
AREE0.5% (1/19301) TH o720 3IFHOHBOILLTRIZ R
ARV IAEEEIESMgEEL. 7% (11/64861) KT 5 LR REE0%
(0/326f1) T D EEMICHEZNLERENAONTZ, &
B 3RMBEEADELFETRIE FARYVERE Gmgk
10mg) B1.7%. 75t R B 1B TH 727, HEtENLE
BEI o7,
15.2 FEERAREHBRICE D <13
BMER ((X) T, 7¥ 32 - RYMALEY — VY
ERY ML E Y — LRREE R IC R ARV IVIERRIEZ %5 Lz
B, HIEIHD S 5 DbNIELEICE > e EDWEN D 5.

16. ZEMENRE

16.1 MEE

16.1.1 BERS
BERABFEZNRIC. A2 EATREROKRS L&
OFMEFERREHREE 2 KUK Uz, REMEEFEE (Cnax)
KO MR RE — R R N HE (AUC) RS 0HEMIC
17 L TEL & o7z, SmgXId10mgH[EE 5K IC B T 55
RE/) ST A —F ZRITR LT,



(ng/mL)

35 -

-—e—— 10mg
30 L -—o—- 8mg®
-—-8-— 1 Oomg
i r{rI e Aeeeees  Omg )
45 25 - o : lng®
rh
F‘ |
20 i
~
3 L
v L
¥ 15
B orta
«ﬂ“»; 10 F \\§
~

i3 | ‘K % LN

5L B \\é\ i‘\\\

\m\,&};\\\ 11\\
N Aeea B R =
ol &E—T——= e S N —
0 24 48 72 96 120 144 168

e (hr)

(BB FICHER RS L7 & & 0P mighiEEHs
(8EA)
(Mean*S.E., n=6)

R ASFIC5mg I 10mgHEEIROHRE L - BEOZEY B ke
8T A =% ($EF])

?QE}% 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: 87V T7I VR (Mean+S.D., n=6)
BEBMASTEHRIC, 7)1 7 NHREY —5mg. $E5mg
ERRETROEORSE L & EOFHMEFREHER IR
EBOTHoT,

(ng/mL)
20 -
—o—  §bmg
seyr 8o S WIRE) —5ng
10 +

{

FEREMSELS T UV BEE

08— 21 a8 72 9% 1w 14 168
I ] hr

R A BT ICHIRE Y —5Smg Rk O'$ESmg % B AR %5 L

7o & & O MR EHER

(Mean+S.D., n=9)

REMRAS IS mg B EREORE LI BOENEHE/ ST X -5
(RARE ) — AT OSEA)

&55 Cmax tmax AUCO*I&S ti2
- (ng/mL) (hr) (ng - hr/mL) | (hr)
) 12.70 3.0 4427 62.2
»El —
RIREY=SmE | 300 | (2.04.0) | +102.8 +4.9
. 12.25 2.0 433.4 64.3
FEoMmE +4.13 | (2.0-3.0) | +107.4 +12.7

(Mean=S.D.. 7272 Utmaxld FOME (R/ME-FAME). n=9)
RN PBF 2 RICEM U 7 =R E SR O R .
#E3mgEMRY Y —3mg (84). #ESmgEMARE Y —5mg (9
B) FENTNENZNNCFRFETH D ENVMHERS NI e,
MARE Y —10mgl3#E10mg & EMHENICRF L Ap ST,

16.1.2 RIEEXS
BB T2 MRS, $EFISmgX138mg™ 21 H 1114 H
REROREG Lz, RITRT &3 I0. REBRSHOIMEEFE
BIXHSH%O2AMTERREBIGEL. BREED 2 WVIXAERN
BRI E (LI WwWEE L SN,

(ng/mL)
60

9 11 13 15 17 19 21 23 25
| (day)

(R SE T 125mg Xd8mg™ % | H 1 [E]14H B R 2 5
L7z & O MEFBEREY (584
(Mean=S.E., n=6)

16.2 ORUN

16.2.1 BEDHE
BERASB T 2RI ZIET BEOFEZ5E2mg™ ©
MET LR, BRSO M B E IR & 12 ITR
THBERL. BREICKS2HBIIRDoNEDI ST,

16.3 10
In vitroFABRIZB VT, & MMEEREERIIB.9%TH D .
in vivoCOIMIEEABEEHRIZ2.6% TH -7,

16.4 {4
FERBFRBEEIN-TT L FURIETH D IRV TO-
A FILERIEE ZNICkE 77 a v BiaaRIETH 5 &
EZ2 6N,
N-Ft 7 )V F ALK& FE E L TCYP3A4AS, F 72 O-fii £
FIALRIBIZIEZEE LTCYP2DONEE L TWAZ &R
aniV, [10.2088]

16.5 HEt
BEERAB T2 RICH2mg® 2 BEROKS L& &, &
5#%7HEE CICRPICHRt S N7z RE U KIZ RSB D9.4%
ThHD, REMEEDSE29.6%TH>7. Tiz0 10mgd
HEROHRSE. IHE X CICHBt s hi- RELEIZRS T
10.6%. EHTL.7%TH > 7o REMAROREMZEETL
7o PRHPEEIERIZ35.9% TH D . EHHRERIZB. 4% TH -7z,

16.6 HEDERZFIDEE

16.6.1 BiREESEE
B E R E 2 MRICH Mg 2 AR ORE L7z & & 0%
MELISTA—F 1213, BREADOZENEFRERZIITRD SN
ol BEAT—).

16.6.2 FHEREREZSEE
T2 — VA B & RICHESmg & AR OS5 L /-
EEOREMFE/NT X — 5 ITBRERA L B L CHRREE
DCnaxW 1 AMEBL BEREDVRD SNIZH, fD/8T X —%
ICEBZIRD NG -72Y BEAT—%),

16.6.3 SE
i A RIS 2mg ™ & B AR O S Uiz & & 0EYEhRE <
T A—FIEERA & B LT, AR SEERICE
FL7H, Coaxs tnax XFAUCICEB R ZITRD 5N P07,



F) ARAERUCHEIZ. TUYNA v —BERANETIE 8
F. B B3 ARULEREE & LCLALEBmg 5B L.
1~2EM#ZICSmgIC R L, BO/ET 5. mEOTILYN
4 < —BIRRAMERE 11X, SmgTHERM D ERFBE%. 10mglc
HWEIT D, 58, BRICEKDEERET 2.1, LE—/MER
REPETIE BE. AR FARVUVERRIEE LCIHLE
3mgh HRAE L. 1~ 2 EE&ZICSmgIcEE L. ROKET 5.
SmgTAERLL EiEE. 10mgIcEET 5. B, FERICK
DSMEgE THETE %.] Thb.

17. BRERREIE

17.1 BHMERURLEICET 5HE%R

(BERUPEEDT LY I\A I —BIER5E)

17.1.1 BASE ME5R
BEROHEZED 7 VY NA v —BIERHIE B 268 % MR
27 V7 MESmg (Bmg/ H% LEMBES%, Smg/ H%
BAERE) 37T R E24ARES T 5 ZEEREER
BRAEm L.
BRI FEREM I B\ TomgRtix 7S L RBEE B L
THERICBN TV, [2E] D Eo#&135mgBEl7%. 7
T AREEI3%. [BEEL] DUTOHEIE5mgiEl7%. 75
Y AREEA3% TH > Tz,

A e A B FRRE KT

| AL I LA
e g | O e | " m | m | pe | T
1% 1 19 40 36 15 4 0 1
sme [ % |0 [Ge) G4 G0 Gy @ 0 T 16
X453 % (17) (34) | (31) (17)
1% 1 13 10 40 21 21 5 1
Foex % T TG ) [ Gey (o) [0y @ ] 112
OO @3

FRAIHERE 2 FHE 9 5 ADAS-JcogB R DRERZ L 2 RITRT
(RAEBRITHTR  20561) o R SFMREE & DB REDFI T,
B51200% & OSmgB#EN 7 T L R E M L CER L MED
RO oMz, EEBEOSMgH & 7T RBEORERTEROZEL
BOEII2.H4EHTH T,

ADAS-Jcog DHERFZAL

Bl R 0ED» 5 DELE™! 2t DR
A FHE+S.E. (n) SR
i Smg | —3.03+0.47 (106) -
F54R | —0.84%+0.50 (101) 2.19
. Smg | —3.07£0.50 (%) -
248 Z51R | —0.11£0.56 (86) 2.9
=40 5mg —2.70+0.48 (107) —
s F54R | —0.2620.52 (98) 2.44

(v 4 F AHEIHEEZTT )
EAEEFHERE TH HCDROERE(L 2 RITRT (BAEAENT
R 1 228(5) . $EBAIARE E DB REDO TR, BE1LEE
K 05mgEEN T T AR E L L AR RSB RO s i,

CDR&FTHEDOZEE(L

Bl . 0iAA» 5 0E(E" | BLBORRHE
535 FHE£S.E. (n) gz
o Smg | —0.12%0.08 (113) -

= F5€x | 0.23+0.10 (109) 0.35

N 5mg —0.14+0.13 (104) -
248 Z5%A& | 0.7240.17 (95) 0.86
s Smg | —0.10%0.12 (116) -
it ZF5%®& | 0.7540.15 (112) 0.85

(Z A FAERIHEEZTRT )

1 [FAMERHOM] — [0EDfE]

¥2: [T ARBOED S DEBOFHE] — [SmgBtD0@E 5D
Z{t 8D F15{E]

X3 RAERFIIRAI S UCQARR ORI & LA, Ak - BEFIc S »T
13, 12BN EOIREN B BIFEORAET — 5 R EHOMRE Lz,

(BEDT LY IN\A < —BISBHE)

17.1.2 EIREE T 4E545R
BEOT VY NA < —RIBAIRERE 30261 2 HRIc T Y€ 7
~$El0mg (3mg HZ2AM#H 5%, Smg/ Hz4EEHR S,
XWTl0mg/Hz18EM#%5). Smg (3mg, H % 2K
5%, Smg/H#Z2LEMKE) 37T RE24EELE5T
5 _EHEMRILBRB T ERE L .
CIBIC plus (&R RERHE) 125V Tl0mghfid 7 Z
TARBEHE L CERICENT W (RIS« 28741) .

& OCIBIC plus
fE | EH B B W | HE

o NN = &E
f 5 | 5 e | ™% me | B e | e | BT
10m k3 0 7 35 20 19 9 0 0 %0
8% (o T® ey @en]an] ©
5m k3 0 4 27 26 30 9 0 0 %
¢ % T @leenlen]© oo
T EE | 0 | 6 |18 30 |3 | 1111
7T 0 | ) ey | Goy | Gy [ W W]
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Smght. 10mgBEZNZN. 6.78. 9.08THD. T K
BEE [l OB A IES R 5 h 1,
BAREE* DSTB
) R G G
b SELS.E. () RS
10mg 4.7+1.1 (92) 9.0
5mg 2.5£1.0 (95) 6.7
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%3 [BERESHOGED? S OZ(LEDOFHEE] — (75 REOGED S
DOEALEDFHE]
(L E—IJMABUERAE)
17.1.3 EIRE T 4855%
L E—/MABIZRAMERE (MMSES A : 10801 E2655LIF)
14061 25t 7 VU £ 7 M ElOmg (3mg,/H 2 2ER 5% .
5mg,/ H#z4GBERES. R\ Tlomg,/ H#6E/M%S). S5mg
(3mg,/ H%2EMES%. 5Smg,/H%ZI0E”ES). 3mgX
77 AR % 2ERES T 2 —EEmERHREEm L.
AR RAER % FHEi 9 A CIBIC plusicB W T, 3mghf. 5mg
B 10mgBHIVL NS T T RBEE B L TAERICEN TV,
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. 0D 5 DE(LE® ZA b8 OB ik
FHE+S.D. (n) Py
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) -
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PRI RER B 2 R T 5

NPI2BEHOBKREBEOEIED T Tt REEE DI, 3mghf.
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HEE - HREBOBREOZEMELHEL T2V, [5.6
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(¥ A FAERIHEEZRT )

17.1.4 EASE MEEER

LY —/IMARIER

FRERE (MMSERSH @ 105 ELE2655LLF)

FR

14261 % HRI27 ) £ 7 MEI0mg (3mg,/ H & 2EmE5 .
Smg,/ H % 4EE#HS. ®WTlomg/ H46ERMES) . 5mg
(3mg,/ B % BERE 5%, 5mg/ H# 0ERRSE) ST

tAZ2AMKRS T 2 “EE BBz EE L7z,

A REZ FHTi 9 2 MMSEB R ORKBEOE(LED T 7R

BEEOZEIE, Smghf. 10mgBtz N Z2h0.85. 1.6 TH V.
1I0mgB /oL RBEHE L TERAUEFPRD 5N,
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e R O 5 DEA(LE™ ZArEO# R HE
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10mg 2.2%0.4 (49) 1.6
5mg 1.4£0.5 (43) 0.8
7R 0.6£0.5 (44) -
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(7o A EIREZRT )

AR REA ) 2 5 5
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BALR ONPI-2

e B O & OE(LE® ZAbE O R HEs
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ZXRIC, AAIIOmg (3mg HZ=2EME 5%, Smg/ H%E

LGEME S, RV T10mg,/ B X EREESmg, H % 68
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AAHR) & WEBEZET Lo WBE AR 10mg (BN
ARFENFETIZI0mg, H T BEERSmg,/ H, EH7 7 &R
BCl33mg HELEMZS5%. Smg/ HE4ERES., €0
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10mg/BH#5 %8 (Smg/ HAOBMER). HE58. B 58
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Repeated Measures). Ho##ESIIEME S Lz,
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—f4 ¢ RARRUIVIERIE (Donepezil Hydrochloride)

{24 : (2RS)-2-[(1-Benzylpiperidin-4-yl) methyl]
-5,6-dimethoxy-2,3-dihydro-1/7-inden-1-one
monohydrochloride
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