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EHE. AT BRIV & U TIH1EBmgd) S BsG L.
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FEE (&0, 1%

11.1.6 HEENBEE (7))L YN X —BERHNE @ 0. I~1%K, L E—
IINMARBRIZRANAE & 9. 5%)
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HSEOEMUKEL TEL<Bo 7. dSmg i3 10mgH[E#% 5-RF2B1)
DIMBEEINT XA —F ZRITR LTz, D

T HERR A B T2 5mg U3 10mg B AR 145 5 U 7= B 0 S Bhie /N 5 X — % (Bl

Cinax tmax AUC ti/2 CL/F

BER) (g/mD) (hr) (ng - hr/mL) (hr) (L/hr/kg)

Smg | 9.97£2.08 [3.00%1.10| 591.72£155.87 |89.3+36.0| 0.141=0.040

10mg | 28.09+9.81 |2.42+1.24| 1098.40+£304. 63 |75.7+17. 3| 0.153%0. 043
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5
po—— LT Y
s HAS I M. R 1
RS
U BUN® L&, JR%& JREA
(‘)[‘)7_7555 %ﬂ_\?\ &Eb:k
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t?;Fﬁ73W$ FEEL, A
I — ¥, 7 2 fig
Tof S—voEH. &
B D<A, 6
@‘%ﬁ\wiﬁ
o

FEHEELL, WK OHREEO 7 )Y N < —RIERHNE RIS F T OB KRB
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13.2 LB

7 NOE CREBEATHOL S 3T I > RPia Y SHINAF O
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BOMBEZRD D, o) AEBFETIZANT T U LARYIO
U HEIEBH L ZSA, MERCDHRNRLEEICRD Z ENH
HEInNTnh3,
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14.1 BEHRMAREOEE
PTPAEED#EANIZPTPY — SO MU TR 2 L S 589 %
Z &, PTP>— NOBEHICL D, BEOLEIAEA Btk A~FI A L,
Egg%ﬂégzLf%@ﬁ%%@é%@éﬁﬁ&ﬁ%?éza
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15.1 BRAR{ER ICE D < 158

SENZ BN T, NINDS-AIRENGZ BT EHEIC & 8 U 7= Bk & PE R A TE

(REISTERNREKE) 2B zE8E20NE (TIVIYNA
< —RIERANE & W S N2 BFIERID 16N ABO T S Rk
Ve EERABRSABROEE S Nz, RIORBOIEITRIT R
IR D)VIRBESmgEEL 0% (2/198%1) . R AXI)VIHEEIE10mgRE
2.4% (5/206f1) KO 7R EES. 5% (7/19941) TdH - 7=

2% H ORB ORI R 2R )VIERE S mgREL 9% (4/20841)
RRARD)VIGEREE10mgREL 4% (3/21561) KROVT 5t RE0.5% (1
/193%1) THo7z. 3HEHDRBRDIEILRIL KRR V)V Mg
BEL 7% (11/648f1) KON T 5 aRER0% (0/326(1) Td 0 MmELRIC
Mt A BENA LNz, BB, B EEbE BRI R
FRVIVIE#E Gmgk 10mg) #1.7% 77 HREL 1%Tho
Pk DN 5 R L OV A == 4 P AN R Rl el

CL/F:#2UT7 IR (Mean+S.D., n=6)
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fEERR A BT 2 R, §EfIome X3 8mg™ 21 H 1E14 H R #¢
085 Uik, RIEHRG%O MEEFREITR G5 %0208 H TE IR
EL. EEMED 2 WVIIAANBIRICEIZANnEEZ 5 N/?

16. 1. 3 EMFHIRFEMHHER

(RRRD)ViGEEIESESMe T ~—T 1)
RARRI)VE#EE Mg Th—"7] &7 VUt 7 Mgdmga, 70X
F—N—fFickvEnTNE (KRR & L Tmg) f#EE
BABTFICHERERO#%EG L TP RELREEZRIEL. &
SN HYENEE)NT XA —% (AUC. Cmad) IZDWTIONEHEXHEIC
THEHREM 21T > 1245 5. 1log (0. 80) ~log (1. 25) DHEIFHNTH 0.
W1 D AW E R RS TR S .Y

(ng/mL)
8 1 —
‘ —o— 1 RERARY)VHHNSE 5mg [h—"7 )
—— 7 Ut 7 NESmg
6 1 Mean+S.D., n=20
1L
L
i
i
i3
0 12 24 36 48 60 72 84 96 108 120 132 144
% DO (hr)
HIEINT A—=5 BEINT A—F
AUCo-144 Cmax tmax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)
R 3RV
$5mg [h—17 272.8+£64.8 | 6.435£1.137 | 3.5£1.0 66. 9£20. 2
7+t 7 M Edsmg 262.0%£64.5 | 6.556+1.322 | 3.2+0.7 65.1+16.7

(Mean*S.D., n=20)
IR CNCAUC, Cnad$ D8 A— 213, HiBRE ORI, il O RIEK -
B2 DB R & o TRIZ D RN B B,
16. 2 BRUR
16.2.1 BEDFE
TR A B T2 MR R IET BEDOFE % §E2mg™® THEH L
AR, BANRS O M EEITHARN S ITFRAERHEB 2R,
BERICIIEEIRDNBND .Y
16.3 9%
In vitro BRIZBWT, b MMSEEHKEERIISS. 95 TH D, in vivo
TOMHEEAREERIZ2. 64 TH o /.90
16. 4 3
FEAHHREBIIN-BL 7 )V FIALRIETH 0. ZAUTKNTO-HiA F )b
RIS EZNICHS ZNV 7 0 BEERIETH D EEZ 5N,
N-B 7V F ISR ICIEE & L CCYP3A4AS, 7201 A F LR
JRICIEEE U TCYP2D6SEES- L TWB Z &SRB I~ D [10. &
Hel]



16.5 HEtt
{REER A BT 202125 2mg™ 2 HER OG5 L2 & &, #£5%7H
HE CIRHFICHM S N RAKRIZHEGEDI. 45 TH V. K#Y
EED5E29.65Th-o, /2 10mgOHE[ERR OS54, 11HH
F TITHEM S N2 RECKIZIRHTL10. 6% EFTLIYTHoZ. KR
BRI ORI & G5t U R PRl #1335, 95 Th 0. #EH Rt R
138. 4% TH > 72,9
16.6 WEDEREATHEE
16.6.1 BHEEEEEE
EHRE R E RS 2 W R EEdmg & BRI 4% 5- L 7z & & O s pBhae)\
TA=FITIE, BERADZTNEFEELEZED SR> GLEA
F—%).9
16.6.2 RBHEEREZEEE
7 A=)V RS 2 M R HEbme & BB O35 L 7= & & D3
MBHREIN T A —ZIIHERERR & bl U TR RS D Cradd1. 4F5 5 <
HEENEDSNZMN, MONNTA—=FITHEBEEZRD NNz
HNENTF—%),10
16.6.3 EEhE
R A N RIZEE2mg™ & WA O 5 Uiz & E QY BIRE)N S A—
SIS A &L T, MRV 5EEBICERL 223,
Ciae  tmax X CAUCIC A B 7275133580 5N o 7z, 1D
16.8 ZDfth
(RRRD)VIEEIEEE3e [h—T 1. RRRI)UEREESE 0mg [~—7 1)
REAEARD)VE#EESE3mg [h—7) RO RIARD)VE#EHEI0mg [h—
7103, RRRD)VIEEESSESmg [h—7 ) Z2EHREE L&, A
BB ST S A, ARSI RS E Al E /.S 12
) RGEABER ORI, 7IVYNA X —RERANE T Nl KA RRXD)L
WA & U CIH1EBme S HA L. 1~2AMZIComgIcE L, ROKET 5,
BEOT VY NA Y —RERANEREICIE. Smg TAEMLL EREE. 10mgic &
T 5, 728, ERICKDBEHEHBET 5.). L E—/MREGEEANETIZ GER. A
IZIE RARARD)VHEEE & U TLHLEBmg) S A L. 1~2 % I1I2omgiZE L.,
ROK59 5, 5mgTAAML EfEE, 10mgllHEET 5, B, ERICEKD
SmEgE THETE2,] Thb,

17. ERPREREE

17.1 BHERVRLMHCET SR
(BERVBEEDT VY /NS T —BIZDHE)

17.1.1 ERNEE DEEER

BE R OFEED T )Y N Y —BERAVE B 26861 2 K RIT KRR AR
DIV SE5mg (3mg,/ H 2 AR5, 5mg/ H % 23H R #%
5) X3 7ot RZ2248M% 5T 2 HEMRILERBREEHKL /-,
B R R BN ComgIZ 7T SRS i L THE
EN TV, T8E] M EOEAII5meiEL7s. 7o & REE13%.
Mg mE L) LR OBIEIE5meREl7s 75 v RE43%5TH > 7z,

S A B PR R AT

CDR&GT R DRERFZE(L

B 03 A 5 DZE R 2L O R Ll
B 4 P54 -
7 SEHfE+S.E. (n) Sy 2
5mg —0.12+0.08 (113) -
1238 -
77tk 0.2340.10 (109) 0.35
5mg —0.14+0.13 (104) -
243 -
A AN 0.72+0.17  (95) 0. 86
5mg —0.10%0.12 (116) -
77K 0.75+0.15 (112) 0.85
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17.1.2 EINEE O 4A5ER
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izzi@?ﬁﬂ&@) X3 7 TR E24EMR 5T 5 E Rtk e
ML 7z,
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Wkl R e R et B R T ] SEobrt 101

% 0) (6) 18) | 30)| 34| 1| @ @®
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K4 1 29001, $25HIBAKE & OTREAD T TIL, Smght. 10mght
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w40 | ww | B ora | B | B0 ME Doy
Bl 1 19 40 36 15 4 0 1
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DomgHEA T T ARB LK L THEREENAD SN, Rkl
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W | 0> 5 D2 R (R D BRI
£ X
i A LS. . () TR
5mg —3.03+0.47 (106) -
12 -
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592 —HEM AR EFE L 7z,
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ARBIIRROABR TH 0. EEIFMEBILERE T, FMiEE
5 - AREOREDLEMLBHIEIL T 1718 [5 6]

17.1. 4 ERNE DB

L E—/IMRBERANELE (MMSEfS AL : 105800 E265LLT) 14261 %
FRIZ RRFAR D)V SE10mg (3mg,/ H %2 #% 5%, 5mg/
HZ4EM% 5. K\ T10mg,/ H Z6#fE#%5). 5mg (3mg,/ H7%2
HEE 5%, smg/ HZELGEMIS) X7 7R & 12 %59
5 _HEMIEABREEGEL 2.

SRHIHERE 2 319 2 MMSES M O Bk O LB D 7S REEE D
Z1X, dmght. 10mgi#ZN7Th0.855, 1.6 THD, 10mght T
TR LR L THERYGENRD 51z,

EAIPIOMMSE
) 07 &5 DAL &2 (b EOREM g

EraeR .
SEHE£S.E. (n) SRS

10mg 2.240.4 (49) 1.6

5mg 1.4+0.5 (43) 0.8

75tk 0.6+0.5 (44) -
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17.2.1 VE—/IMERIRMERE 2 MR E LER ISR RERER
L E—/IMEBRERANERE (MMSE 1555 @ 10500 126500 F) 2345
2. RRRPIVEREE$E10mg (3mg,/ H 22 % 5. 5mg/H
ZAAMPE. KW T10mg,/ H X3 EERSmg / H 26 5) X
X7t REI2HMEG T 2EEN CEERT IR &
RIRW 2527 U R 1 R 2R O)VIEEEESE10mg GRIEI R =X
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EREERRER (CIBIC plus #&FHE) DOHMIIUTDOEBD TH-
7o
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18.1 E R
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N AEBE R 2RI 5, 192

18. 2 AChERHZE{ER R UNACKE [Z %19 5 4R 1%
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MEE 0

Je OB SR

—fx% 0 RERARY)VIEESH (Donepezil Hydrochloride)
b4 (2RS)-2-[ (1-Benzylpiperidin-4-yl) methyl] -5, 6-

dimethoxy-2, 3-dihydro-1H -inden-1-one
monohydrochloride

712 1 CaaH29NOs - HCI
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ERTIEN, FEREIEHHED 5N 5,

2t

(RARRD)VIGEEESE3Mg Th—D 1)
148¢ [144E X1 : PTP]

28%% [148gX2 : PTP]
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