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2. 22 (ROBEICIFIRS LBV L)
BEID R T ERY D 2 FEAAIC 0 UBEUE O BEERE D

bHHEE
3. f8mK - R
3.1 #8mK
Bz 4 7t 7 b 7t 7 b 7Ut7 bk 7Ut7 b
$E3mg $ESmgE $E10mg #A10.5%
18EH 1§ 18EH lgH
BRIRSY | RSO IR | R3O IVIEEE | RO VIERE | R 3RO )VIEEE
#H3mg #HSmg HE10mg #E5mg
HEZ_BILEREt Lo —|ERElo—|BEEKS A
. RV A, BIEFY A BILF V(B FLEEK
o— 2, Biklv. 257UV . ZZ8BE. eRoFy
FHU ATT B T2k ATFTTUY | TR E )LL)
VB TRV L VT MEEY T AT |u—R, D-%
T, FINT, |TRAATT ULy FIVT M2 bh—L
A rEOaVT |y K TRV T
DAVAZNEE R 1Viil7 NIl e E S AN R - P/
K, Ry Fa L e|fi,. e RaF
FyFuvliru—2, |y Fuit
tilu—2A, e|FaXu—A, (La—A, k
FaAO—XZ, |vr7ad— )| Fala—2x,
< 71 I —)L|6000 v uad—)
6000 6000
3.2 HFIDMHIR
B & 77 | 7T | 7T | 7UET b
$E3mg $ESME $£10mg #410.5%
. TANLaA—|T 4V LTd—|T 4 )V Ld— .
Y s | Fav o | Favog | A
#FHla—F |[e7VE 7 R3eT VLT R5E7UET MO -
: -
bASiZ
" *
RIE \ ] \ ] \ ] -
B (mm) 7.1 7.1 8.6 -
E& (mg) 140 140 278 -
B (mm) 3.5 3.5 4.8 -
=) ) H & FAEE H &

4. MEEX SR

LY NA I —BRMERU L E—IMARERAEICSIF B ER

FORERER DMESTHIH

. FIREXIFZIRICEHET BiFE

(‘715mo§)

5.1 REIBS 7 LY NA < —BIERANER O L © —/MABIRRAE O
REEZ DL ODOET2IHIT S EVIEEIFF SN TN,

5.2 7 YNA < —BIZRAIRE K O L © —/IMABIERAIRE DISF D RR
FEMEREIC mfiﬁ@ﬁﬁﬁi%ﬁéﬂfu@u

5.3 thORAERRBR E OEHIBICEET A2 &,

(FILYNAI—EIZ mrkBU6wﬂEER®EGMH>

5.4 RENE. 7UIYNA v —BIZRANE L B SNZBHICOH
ERTAHZ &

(L E—IIMABISRANE IC B (3 B SRAIAEAEAR DMEFTHNED)

5.5 RANZ. LE—/MEREIERANED BRI AR ICEDE, M
T EREEPBREZICK D L E—/MERIERANE S 2 S h
BEICORMEAT S L,

5.6 BHIER - TEEEICHT 2AFOED TR ST
W,

6. FENUHE

(T IVY INA T —BISBAIREIC B 1F 2 SRANEREIR DAETHIH)
EEL A RAROIVERIE S LCIHIEBmg? 5 BA
U, 1~2BM%ICSmgIciEE L. ROKET 2, BEOT

WY NA v —BIERAIRE R E 1CIE, Smg CAEM D RiZ@k .,
I0mglcHEET 2, 4B, ERICKVEERET 5,
(B%) MR EHE. RAICIZIEIEO.6g2 5RB L. 1~28

&I
RUIRRAMERE 1T, 1.0gTHRMEL @M%, 2.0gIcH
mHB. BRICKVEERET 5.

(L E—IMFBYERFIRE IC 33 1T B SRANGEREIR DEF TN
L AT R IVERIE S LTI E3mgh SBItA L.
1~ 2SS mgIc R L, BOH59 5. SmgTAHBRILL 2
B, 10mgICEET 5, 4B, FERICEVSMgE TRETZ %,
(B%E) MR BHE. RAICIZIEIE0.6g2 5B L. 1~28
H#IC].0gIcERE L, #0059 %, 1.0g THRM DL EE@E%,
2,081 BT 5, 4B, FERICED].0gE THETE 5.

1.0glcRE L., ROKE5T 2. BEOTLYNA 7 —
89 5.



7. RERUHECEET 3R

7.1 3mg/ BHESRIEMHE TR HLEEREWEHORR 2
M2 2EM720T JRRIELTI~2EM%ZE2 CTHERALENI &,

7.2 10mg/ HIZHEET 2551, HILSEREERICER LY
585952 &,

7.3 EEEEE, XEZEOBEHOLETRETHI L,

8. EEREAKER

8.1 LE—/MABIZRAECIX. HEEEHENSHIRINS, &
HVIIEYIAE BT 2REOHAENBEELXEFT 254,
RAOHEEIZE D, $#ENBREB(COFRFRNEE SR
WHELENTVWBHIEDPS, BEGERICBITLAZVESBE
I T, ERICIE U ORE X ik St 2 g %
T52&, [11.1.628]

8.2 EMRICERAMEMEZITOFREORE LM L. KA
BETHRIBO SN VIEA, BREFEE LN &,

83 7 EFNLIY I ATS—VYHEEREZET R
(HIoyIVF) EfHLENWT &

8.4 TNYNA v —BIRAFE KR V'L ©—/MEBIERARE ClE. B
BHEOEGEORBIRERENPE T T 2T FH 5. £z,
KENCKD, BEEE, oF0»., BRRErPbobns &N
HBHOT, BEEOEEEMGMEZ D BHMOBRIEICHEEL X
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9. HENERZHIZEEICHTIER

9.1 EBHE - BEEEDH D EE

9.1.1 DEE (DAFE. REE. DHES) 2H7T58H.
BRERY (KH)YLIMES) ObsBE
QTSR DESEIH (torsades de pointesZ &), DEHEH,
AARIEREE, FEE. SERIR. D70y sy (EE7aY 7,
BE7Uv ) EHFHobnbI BB, [11.1.12E]

9.1.2 IAARAREREE., DEARUVBEEHABCLERESOLE
BobsrEE
RAEMAFRAEAIC X DIRIRD 5 WVISREENR % #2 & 9 Al fEdE
Wb,

9.1.3 HLHEBEBOBREREDH 2 EEH
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(LB 2FREED D 20
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SIBET DFREED D B,
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9.6 1EAIF
HELOERERUBAFRBEOEREZER L. BAOME
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BEPROONZEEICRKRE LT 574 SEY LB Z
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1.1 EXLEIEA

1M.1.1 QTEER (0.1~ 1%Kii). DESFHE (torsades de
pointesZZ V) . (DEME). ATRERSE. BEL. SER
Ik (£HERH), DI70vT (AEOvI. BEJOY
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11.1.2 DEHEE. DFE (£0.1%HKH)

MN.13EEEESE (B - TZEBESR) (0.1%K6) . T=#
IRl GHEAH). EEERm (0.1%KH)

AElO ) VHRIEEAIC K 2 BB MR CHE(LEESH D2
IZ& - CHILEEE (8 - +Z8EEE) . +ZEBE8El.
HILEHRIAH 5 bbb ENH 5,

11.1.4 BFFR (BEEAEH) . FFEEEEREE (0.1~1%KiH). BB
(BEEEANER)

11.1.5 RMERIE (TADA. EBEE) (0.1~ 1%K). R,
RMEEE (£0.1 %K)

11.1.6 $HANIRIEE (7L VN A < —FIZREIE 0.1~ 1%KiH.
L B —/MARIZRAIRE © 9.5%)

EH. EHEHFH. VAFXTT. YR b7 EBE. AER
EH ., BTERY. BREY. SEBRESOHRMKINBREENS D
5bNBTENH B, [8.1%]

11.1.7 EMEEREE (Syndrome malin) (0. 19%5Ki)
EEBFMER. BEOHERA. TR, SR, IEOLS).
FTEPFHIRL, TN ERESEEDAOLNIBEIT. &S
ZHIEL. A5, K- BREEESOLGERE LB ICH
PRMBEEITH C &o AEFERICIZ, AMEROEIP MmE
CKOLRNAENDZENEZL, Fizw IATUE VRZHE
D BEREDERBALNE I EDH 5,

11.1.8 EIBHRIRRAE (BEHEAHH)

B, B CKER. mMPRPRFIAFTuey 7S
W o bNIEEICIE. BEEZFIEL., BYJLABETS L.
F7o. BHRREIC X A BREORKEICERT S &,

11.1.9 FIREEE (0.1%Km)

11.1.10 SEEER (0. 1% K1)

1M.1.11 2EBEZ (0.1% K1)

11.1.12 [REFEADZEATE (0.1%KiiH)

11.1.13 MIVRIRES (0. 1% K:di)

11.2 ZDfthDEIER
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HBHE L, BERUHFEEDOT LY NA 7 —BIFRAE AR
R COMRRBE MEABRERE. SEOT7ILVYNA Y —
BSRAVE N O L © —/MARIGRAME A FR I £ T ORREER D
RrbbETHEH L.

13. BERS
13.1 fER

Yy AT 7 —YHEAOBERGITEELZER. EH,
TRME. FEF. RIR. (RMUE. PRIRANEI. R, RS OVERE
01 VREEAZ5I SR TAIHEE B 5. IO
BEELHD. HEHOMBICLDHTICEL LD DES,
13.2 \0E

7 b O EUREBREAKF O X5 23T I R ) VEISA
AlOBMERGOMERE LTERTE %, 7 bu U hlkE
KA D1.0~2.0mg 2 IHHSEE UTEEL. BIKRRITIC
EOWTZOROABRERD S, o) U EEIETIZ4R T
VEZTLRY VAR LZE A MER DA
AEFEIWRAHZENMRESN TS,

14. @R LDFER

14.1 EFZHHROER
(#8)

14.1.1 PTPEEDFEANIPTPY — b2 SHDH LU TRAT 5 &
S1EET BT Lo PTPY— FORRAKICEK D, BOWHATIE
EHRRICRA L, BIZREA 2B I L CHRAREOEE L
BEZHFET LI END S,

15. ZOMDER
15.1 ERFREAICE D < 1B
SENZB VT, NINDS-AIRENZZ I EMEIC A5 U 72 i &
RAEE (RETIZENRER) LMl EE20% (7
WY NA 7 —BUERAE & B S Nz BE RS 16 AR
7T RN BEER —EEMRBSHBRSER S N RO
REEOFTRIE N ARV IVERBIESmgEE1.0% (2/19861). K
PRV IEBIELIOMEEE2.4% (5/20661) KUT 7w ARE3.5
% (7/19961) TH->7z0
2EEOREBOTLTRIT P 2D )VIEMRIESMgREL.9% (4/208
Bl RARVIVEEEEI0mgEEL.4% (3/21561) RUT It
AREF0.5% (1/19301) TH o7z, IBHORBOILTRII R
ARV IVIERRIES M B 7% (11/64861) RUOT I RE0%
(0/326f) <a D MBEMICHETZNLBEREN AN, &
B, SHBEZADELTRIE N ARV VIERE (Smgk!
10mg) B1.7%. 7R 1% TH oD, Hat¥ENEHE
BEREDPo,
15.2 FFERAREHERICE D 153k
BYER ((X) T ry3Iy - RYMNLEY — LFREEX
IRV PNLESY = UREETRIC ARV IVIEREZ RS L7
S NGNS 6 bNIETICE S - EDBEN D 5.

16. ZEYIENRE

16.1 MANEE

16.1.1 BHEES
BEREASF2RRIC, A ZER THREREORS L&
OFHMBEFRREHR 2 IR Lz, REMEEFRE (Crax)
KO MEEARE — R AR N EE (AUC) 35 E0HEMIC
F L CE< o7z SmgXIF10mg A SR IC 51 25
BRI A —F ZRITTR LT,



(ng/mL)
35 -
-—e-— 10mg
30 L -—o—- 8mg®
-—-&-— ! 5mg
,,,,,, Aeenee | ngﬂ,)
% 25 F —e— Img®
h
F |
1207&
~
v L
¥ 15
[i73 'Y
1 AN
w10 - LN
JE g
K ST
5L B AN T~__
N N
oL = - _ &
0 24 48 72 96 120 144 168
e (hr)
BRI AS TICHRRE RS U & & 0P miE g EiiEs
($EA)

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

R ASFIC5mg X 10mgHEIROHR S L RO ZY B e
ST A =% ($EFH])

&5‘5 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

10mg 28.09 2.42 1098.40 75.7 0.153
+9.81 +1.24 +304.63 +17.3 +0.043

CL/F: 87752 A
16.1.2 RiE#RS
TERERLA B T2 MR, $EFI5mgXid8mg™ % 1 H (814 H [
RERORES Lo RUTRT LD IC. RIERSHOIMEETE
RSB AEMTERREBIGEL. EHED 2V I3EN
BREICELII R WEEZ SN,

(Mean=£S.D., n=6)

(ng/mL)

|, SR 8mg )
it ———o— 1 5mg
i 501

I

RERR]

¥ 40t ?
o 1
> 30t % 1%
by | ]
1 AR
m20r it
514 }\
gw%:ﬁﬂ§
iS5 7 9 11 13 15 17 19 21 23 %
A (day)
[RBER A F 1o 5mg W i8mg™ % 1 H 1Bl 140 B K ER 0175
L7z & & O EERS (585])
(Mean=S.E., n=6)
16.1.3 &¥FHRIEF
RN B T138 %2 W RICEM U /- BV ZNRESEERBE O
H. MIKI0.5%. $ESmg. FEIMEIEEMEMICEHETH S T
EHHEREN, £io. $E10mgldsESmg & s & U7
EEBHEBEHNIE L EWENICHAE L AT SN,
16.2 DRUN
16.2.1 REDFE
REMAS T2 HRICTUCKIZTTBEOREZFE2mg™ ©
et U7z fE R, EARRSomErEE ek & 1ZIZEE
B E RN, BEICKLSZEZEIIRDOON P72,

16.3 93
In vitroFABRIZB VW T, & MMEEREERIB.9%TH D .
in vivoCOIMIEEABEERIZ2.6% TH -7,

16.4 (X3
FERBEEIN-B7 L FWALRIETH D . ZHITIRNTO-
X FMMERIE & ENICK V7 a v BBlagRIETh s L&
Ez2oniz,
N-FE7 )V F AL RIGICIEEE UTCYP3A4DS, £ 72O-fit X
FIALRIBIZIEZEE LTCYP2DONEE L TW5AZ &R
ahiV, [10.2H8]

16.5 HEtt
R A BT 2 RICH2mg® 2 BEROKS Lz & &, #&
E#%7HE E I RPICHRt S N7 REERIZR G R D9.4%
THY, REMEEDSE2.6%TH ol T, 10mgd
HEFO®RS%. 1B TICHBt S n /2 RE(LEKIZRF T
10.6%. EFRTL.7%TH -7z KREMERORE % AEHL
7o RHPEEIERIZ35.9% TH D . EHERERIZB. 4% TH o7z,

16.6 HEDERZHFIDEE

16.6.1 BffrEREEE
BHHERERE 20 RICHS Mg R BEROREG Lz & E0Hk
ME/ISTA—F 1213, BREADZENEEREIZTRDOHN
Bhot? BEAT—%).

16.6.2 FFi¥REREEE
T d— VIR B & W RICHESmg = BEE O S L7
L EOEYBAENT X —F I TERRA & B U CIFRERE
DCraxW 1 AMEEL BRENRD SNIH, MO/NNTA—%
ICEBRZEEIRD NG -7Y HEAT—%),

16.6.3 EHE
R AR HE2mg ™ & AR OH S Uiz & & 0EYEhRE/ <
T A—FIIEERA L B LT AR EERICE
FL7H, Coax tmax X PAUCICE B R ZITFRD 6N o7,
) ARAERCHRIE. 7L YNA v —RERANETIE 8
. BRAICIE FAROIVIEREIE S U TIHIEBmg? SBE L.
1~2AB#ZIC5mgIc R L, BORET 5. BEOTILYN
A v —BUERAEREICIE, SmgTHER L EiZE%. 10mgic
HWET S, 58, ERICKDBEERET 2.1, L E—/MiE
RAEMETIE GEE. BAICIE RRRDVERES LTIHLE
3mgh HEAAE L. 1~ 2BR%ICSmgIc & L, BOFET 5.
Smg THERIL EfFR%. 10mglciEEd 5, &8, ERICK
DSMEE CHWETE S.] TH5.

17. ERPRRRAE

17.1 BHMERCRLMICET B35

(BERUDZEEDT LY INA I —BISBHIE)

17.1.1 ERSEMEHER
R OHREEED 7 LY NA < —FIERAIRE B & 268(] 2 MRIC
AFISmg (3mg/H% AR S#%. Smg,/ H%23EK#S)
RIE T Tt R %2459 5 “EERHEERBR 2 EH L7z,
A AR R REHE IC B VW TomgBHE 7T b R & K L
THBIEN TV, [thE] D EOSI&1E5mgiE17%. 7
T REEL3%. [BEENL] LTOS&I5mgH#l7T%. 77
Y AREE43% TH > Tz



B AR RO IR AT

A DSIB

H5E | EH BE| | BE EH | HE |, 0B 5 DZELE™ ZALE ORI
58 o | O o | T | | B | e | 5 e FHE+S.E. () Ty
B | 1 [ 19 ] 40 | 36| 15| 4 0 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) TIHR —4.2+1.0 (101) -

G | 1 | 13 110 | 40 | 21 |21 | 5 | 1
TR % | (1) | (12) | (9) | (36) | (19) | (19)| 4) | (1) | 112
X5%| (13) 9) | (36) (43)

RNk RE % A 97 5 ADAS-JcogB R DRER AL 2 FRITRT
(AT 20501) o R SBAMGES & DB RZEOFII TR,
5 12i8% & 0Smg A 7T L ARBEE B L THERB G UED
BOOLNT=. mEKOSMgH & 77 RBEOHRERTHRDOEL
BOEII2M4ETH o7,

ADAS-Jcog DHEREZEAL

Bl . 0l 6 DELEY | B{LEORRHE

s3] SEHE£S.E. (n) S

12 5mg —3.03+0.47 (106) -
FZ€x | —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) 2.4

(A F AEFHEEZRT )
HIEEFHIE R T& 2 CODROBERE(L 2 RITRY (BT
TR 1 228(5) . SRR & DB REDOTFY TR, HE12ER
L O5Smg#EN T T L ARBEE B L THRLYENS RO 57z,

CDREFTRDORERZL
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°’7"Cgrl"f 0.72£0.17  (95) 0.86
e S_mg ; —0.10£0.12 (116) -
EAA) 0.75+0.15 (112) 0.85

(w4 F AEIZHEZRT )
%1 [BEHAiR O] — [0EOME]
%2 [T RBO0EY 5 OE(LEDOTFE] — [SmgBO0ED 50
Z{t B O F5E]
X3 RAERRIRAIE UCARRE ORI & L7zAs, Ak - g S »T
3\ 128U EOIREN B BB OEAET — 5 2T ORESR E L,
(BED7 LY INA T —BIZRANE)
17.1.2 EIASE T 485458
BED T VY NA ~ —BIERANE B & 302/ % 6 IS AHAIL0mg
(3mg,/ H#%2EMEHZE%. Smg,/ HE4EAMEES, R\ T
10mg,/H# 18EME#5). Smg (3mg, HZ AR 5%,
Smg,/ H#%222EREE) XiE7 7 RE224EMEET 5 _&F
B = S L 7z,
CIBIC plus (&MRIEEFRAEREHE) 128V Clomgitld 75
TARBEHE L THERICEBN W (BREBITR © 28741) .

BAEEEOCIBIC plus

T BE| B I
i g | O e | ™ m | P m e |
10mg 1% 0 7 35 20 19 9 0 0 %

% 1O TE T oy Tan Tae T © o
5mg % 0 4 27 26 30 9 0 0 %
% T @ T Ton Tan T o T

_ | % 0 6 18 30 34 11 1 1

TR0 o) [aey | Gy [ G Tan T T

AR RE 2 5Tl I 5 SIBERORMEFOE(LEZRITIRT
(BB R © 28801) o R SBAMRES & DB RZED T TR,
SmgBt. 10mgEznZNn. 6.75. 9.08THH. FIt&K
BB L CEREEE IR 5N,

(75 2B HEZRT )
1 : AR & U C2BIF ORI & L 7o, ik - BEERIIZ DL
TIE BT =5 2@ ORRE L,
#2 1 [BftDfE] — [OGEOE]
#3: [BHREHOED 5 ORLBOFHE] — [77FBEOGE, 5
DEALEDTF5(E]
(L E—IMFEIERA0AE)
17.1.3 EINSE T 48545%
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75t R —0.6%2.7 (28) -

(75 A MEZHEERT )
BRER - TEREOS 5URE. RAKELZH M 2

NPI-2B O BKBEDOE(LED T+ RBEE DL, 3mght.
Smghf. 10mgHenFN—2.45. —3.65. —5.2KTHD.
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—M4 0 R Y)UEERE (Donepezil Hydrochloride)

{bZ4 : (2RS)-2-[(1-Benzylpiperidin-4-yl) methyl]
-5,6-dimethoxy-2,3-dihydro-1/7-inden-1-one
monohydrochloride

73 ¢ CuHoNOs - HCL
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(VU&7 bE3mg)
148% [1488 (PTP) Xx1]. 288¢ [148F (PTP) x2]. 140%E
(148 (PTP) x10]
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S68E [148% (PTP) x4]. 1008 [ M. /N1, 1408 [14
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