% 2024459 2T (453150
% 20244E7 A ST (4520))

BF

& IR

BINHAR : 347

BISE, WLJT B
) T - IR OIS X ) T 5 2 &

7 LY INA R —BEERAE AR
L E—IMFESER A G A

RNV IVEEIE O A RRIREE

RRAY Il ism20D5 3mg FFP)
FAAY ) 581E0DE Smg [FFP
RRA YD #0085 10mg [FFP)

Donepezil Hydrochloride OD Tablets

DK4-1
B EERRIEES
87119
OD#£3mg OD#t5mg OD#£10mg
& 58 & S 22300AMX00887000| 22300AMX00888000 | 22500AMX01444000
AR 5T #A 20114E11 A 20134121

2. ER (ROFJHEICEESULEWVWTE)
AFORG XATE ) T 2 FRE R Ll BUE O BEAEE O
HHHEE

3.1 #8Rk

3. #HnK -

PR

W5e44

DS IZ A 3
OD $& 3mg [FFP/

DSR2 3
OD $& 5mg [FFP/

R A RD VIR
OD #& 10mg [FFPJ

ARG
(1 $r)

HFE FAXTIVE
k15 3mg

HF FrxYniE
15 Smg

HF Fr~xyvi
15 10mg

I

ryEOIYFYS
L TIVECEE. A
VAa—AF MYy
A, D-vr=F—
VARV T — A
BRI AT VI =
VNN s A
QY VAY—F, 7
OZAREFY, A2
Ju—A, ="
EAb#k. 2770 >~
[/ SATN

ryEOIYFYS
V. TNVEUEE. H
VAa—AF MYy
A, D-vr=}h—
UL T — A
BT ABRT VI =
A, B FOaFy T
QY VAY—F, 7
OZARE Ry, A2
FJH—A, AT TV
M S AR

ryEOIYFEYS
L TIVECVEE. A
VAT —AF hY
A, D-vwrv=h—
U SRR — A
BRI AT VI =
I/VNNEN S s SV
QY LVAY—F, 7
OZARE Ry, A2
Ju—A, =
e AT7T) VY
T T L

3.2 BEIDMIR
B4, FARVVIRRRE | FARDIVIERRE | ARV VIR
PR OD $t 3mg [FFPJ | OD $¢ 5mg [FFP. |OD 4 10mg [FFP
- FIE wHOFHE ERENPER N CRPE S
;
i}
e
dHENE 5)
i
i
i ] ] ]
EE | Ee | B | EF | Ee | B | 5E | =2 | ES
HFAX | #80] 170 |#30[#80| 170 |#30|%90| 280 |40
mm | mg | mm | mm | mg | mm | mm | mg | mm
gl FF FF FF
a—F 164 165 166

4. FHRENIFFNR
7Y INA R —BERAIRER U L E— I MABYERHE (C S (13 B 53X
REFEIR DIESTHN

5. FWEEXFFNRICEET DR
GhEEFE)

5.1 A

BT IV INA < —

EEY]

=24

HUE K O L E — /MR EBSE O

20 b ODOHETZIHIT 2 & V) BIFHES LTV,

5.2 7w

W INA < —TIER

TUSRHE R YL ¥ —/ME

028 515 DASH O F21

FEPEBE U BV TAF O FEMIEIMERR S T2,
5.3 fMDRRIEMESE & DImBIZMNIEE T 52 Lo

(T ILYINA Y —BIERANEE (C B 1T B SRAVEREAR DE TN

5.4 KHNX., 7IVY A < —RIFRAVE & B Sz BEIZO A
Mysz &,

(L E—IVABISRANE IC B 1) 2 ERANAEAEIR DEEFTHIHD

5.5 AHNL. RBHVEGEFR ISR L, [17. EEREE] OEONEIZ
OWT B L2 EMX AT ZF DIREDOT T, L ¥ —/MER
FRAVE DR Wi 1 C D & | W) 2 EIRBIE P S I &
DL —/METIEEAVE & BB S AL, ARF O A3 #Y) & H i S
NIBEIZORMETT S b,

5.6 FEAEIR - TS, SAERAREIRISR 3 2 ARF OB R 1%L

ENTW W, [17.1.3, 17.1.4, 17.2.1 ]

6. FENUHE

(T ILY INA ¥ —BUSRANE IC BT B SRANAEAEIR DAEFTHIHI
HHE VAT FARDOVHEEREE S LT 1 H 1Al 3mg 5 5 FilG
L. 1~2 812 bmg (2H#m L, OG54, REOTIV
VoA < —TIERASE R 121, Smg T 4 AR L ERREE, 10mg
ICHET D, BB, ERICE ) EERET 5.

(L E—I\ABISRAME (C BT B SRFEREIR DETTHIF)

FHERAIE FARYOVIEERRE X LT 1 H 118l 3mg A5 Btk
L. 1~2 H8{%2 bmg (M= L. &£OH5 3%, dbmg T4H
ML EREEE, 10mg IC¥ET 5, B, ERICED bmg £ T
WETE D,
B GPMG 12 ARG T TF B, BT, BEXUR
Wi - AR D S B IE IR O BEIEE1Z X 2 A 5D ERE 2 17\
FRANERE. AR - ATEIRE S HEAREMESE 2 A IIZET
iLTRAT 4w 828 A2 % L2 L HWTE WAL,
BH k352 Lo #5546 12 A% T COFRERRm O
RO X GMEEHM L 2 A TH o TH, EHIMICHE
BPEEH 2 AT Gk ROT R 2 T 5 2 L,

. ERUREICEEY %:FE2

1 3mg/ HIFEGAIHHE TR <, MWLERENEH ORH %
MR ZEMZZOTRHIE LTI~2 8282 THERLZWS
ko

.2 10mg/ HIZH&E T 25613 LR REIERI R L2 A5
5352 L,

B ERIEHE, R EOEEOL L TR T LI L,

. BEUEXNEE

g L E—/MEBRIFEAME Tl HEAEGSENHIRE NS, $5
VIISEYRER Y BT AREOHMBIREE Y G T A55 . KA
OGN LY HEART R EEALO B F A ED AR S
NTWLIENL, EERERICBITL2VWE ) EEEZ 51
T ERIZIS U T g Ik 7 S R LE % 479 2 &,
[11.1.6 =]

2 EMIMICRRAIR e A 2 4T ) FRE ORE L ERE L. A
GCRHRDFRD SN WIGE, @RS Lawna L,
BMo7reFva) vz 27T —YHEEHNZ4ET 5 R
(T 3I0%) LAV &,

8.4 7V NA = —RIFBHYE R L E—/MERIZEAYEClX. HE)

HOERLFEOMIRERR DT 5 WSS 50 72, K

4



FNCL Y, EilEE, oFTv, RAREVPHobNLZLDH D
DT, HEHOEREGRZ ) OB EICHER L v L)
BEHEICTHICHET L2k,

9. HEDERZRTIREICHTIIR
9.1 SHHE - BIEEEZDHHBE

J1 RE (DEEE. RIRE. DEES) ZF75EE. 8
BEER (BHAVUYLNMESE) OHESE
QT L., LZEHH (Torsade de pointes z & ir) . /L= AMED,
AN GERERE, WL, SEER, C7ay 2 BTy 7,
BRETOY 7)) ERHoLbNDLEIENH L, [11.1.1 2]
9.1.2 AT LERE. DEANUEEERSHHGEEEEDIVEE
DHBEH
PRFERRERE 1 X D IR D B WIEAREER % 2 3l e
H5bo
9.1.3 HEEEB DB EREDS % EE
B ORAE K OHLE E B OIRAE IS X 0 WAL EEE % AL
LR D B,
9.1.4 [EZHENIIRAEEMEEDEEFED S 5 EE
SE T O L ONSUE SRR W D TCHE LS &0 EIR AN
1L W HEMEDSDH % 6
9.1.5 #AMNEEE (\—FV VUK. I\—F Y VIEIREE)
DHBEH
MERO 3 ) YRR TIHET 2 2 LI D IERERERE S
T WD D 5,
9.5 1FiF
TR IR L T A RO & 5 eIk, EETOR T
WEREZE LE A L HR SN ALEICORESTHT L,
BYFEER (7 v MEL 10mg/kg) THEROWA, FCE R
OB A BARE O INIHIHE ST b,

9.6 I
R EOHFMR IR EOFRIEEZE L ZILOMHL
FEHIEE BT 5 2 Lo

T v MIUC- FARY IVHERRE# OG- Lz &, il dh
BATT 52 EDBDOLENT VD,

9.7 INR
INBER R &L IR BRIEEM L Ty,

*%10. HHE{ER
AFENL, F L L CHEWAHRET R CYP3A4 K &5 CYP2D6 T
R shd, [16.4 ]
10.2 HAER (HAICEET DT L)

R E EEARREIR - HiE 7k e - faliR T
A F A A b =y A EAL| AR VR A R B SR 2 | BE SR A o i S R
Ly TREED D % o LR & B 5R9 2 W]
D D 5 o
*%|21) VIRIEH] HEMAERBER 22 &\ AR & b1z a) JME
T F o3 ) v a) CRIEER AR B O X = X A
(147} ENBLWEEMNH D, [#HL T,
ANV Ta =y A
7]

ARY Foa— VLY
ay A7 7 —+H
EH

TN =y L

1«7

TAF T I VR

) RAFZIVE

1«7

RFAF T I U

K3k

A5

SN - WARES

Wiy - falriR T

CYP3A [HEH]
4 NFaF =
R Qs QT

AEN Oz BLE L AE
% B8 S B ] Re
&b

BEREH OF 70—
2 P450 (CYP3A4) [
ELEHICL %o

TUET)TF Ay
VIR
AANTTT741) ¥

F =T U BRI KA PERER OF F 70—

s 2 P450 (CYP2D6) [l

EMEHIC L Do
BN EE ¥ KA Z A L AR | BEH SR OF b 71—
FEYFRAY Y %2059 & & 5 W RETE| & P450 (CYP3A4) o
A= N G2 Wb FHEIZL D,

VEWIAVASE S
DRSNSV =

KF LB v H O
A MEICHY %0

AR PERT T ) U H)
f)ANFTY T 2D
VYRR
SR n AN SV 1L 5
Y ) 5 H R A

7 rRE RO~

il
TFNATRT IV
24
7~ o ¥ R K
LR

AR EHa) CHITE
WIZTH L. ZhEho
BRI S D TR
LEEARY S RN

AT T A PSR ) YSROMKEIZ XY

HERTWARAE S N5,

THALTE B 2 e 2 5T
REMED D % o

Jii

1. EIfER
ROBIWER DS Hbilh Z E03d 5 DT, BEE 451247,
BEPRRO NG E TG 2R IET 5 7% E#Y) 22 L& 2 1T
5k,

1.1 EXFEIER

N.1.1 QT ER (0.1~1%Fkm). DESEIH (Torsade de
pointes ZZ ). (DEHME. FAFALERE. BAELE. SER
Ik HHEARRH) ., DJ0v2o CRE7Ovo. BEJOv D).
K (% 0.1~1% i)
IMEIRICEL S DD 5, [9.1.1 2]

1.1.2 DEHEE. DFE (% 0.1%Kim)

1.1.3 EbEER (B - TTEIEES) (0.1% A0, T8
EBEAL CHERE) . SEEEHMm (0.1% i)
RFN D) YERIGEM I & 5 B EE WM O LB B O
Lo T bR (B - IR . IR Il
LERIDH SbNEZENDH D,

11.7.4 BFFR HEAH]) ., FFESEEREE (0.1~1%K0m) . BE (H
JEANH)

11.1.5 BMERIE (TADA. EBEE) (0.1~1%A0) . B,
FHMEEE (%4 0.1% Fim)

11.1.6 $HENIBEE (7L A < —REHE © 0.1~1% Hii.
L U —/MARIZRSIE - 9.5%)
FEy, EEISH, DAFATT. VA N7, Rk, ARiEE
By, BT, RRRE. SHEESOHAIMEEEND S D
NAEZENDH S, [8.1 =]

11.1.7 EMGEREE (Syndrome malin) (0.19% i)
MEBPARER ., BREEOMRM, W T N, IR, MEOZH), T

LB, TIUIE IR EFIDS AL N D YA, 5% H
L, REHL K- EREERSEOSGEIE & I15E) 2
BEITH I & RAESRERIZIE, HIMERO#E M= Mk CK @ -
ARHROENDLZENEL, 72, I+ 70V VR Bk
DIKFHRAENLEZ EDNDH L,

11.1.8 1EIBARIRRAE (BHEAH)
FirdE. BiJiE, CK B&. MR ORM I+ 7 ue r FRS
WHHONIHEIE, 52 RIE L, B2 0LEZITH) 2 L,
F 7o, WERUHRRAE I K 2 BB EEOREIERET A2 L.



11.1.9 FEIREHE (0.1% i)
11.7.10 SUHEESR (0.19%£iii)
11.1.11 2HBEE (0.1%KiM)
11.1.12 [FETBADIZZATE (0.1% A
11.1.13 MIVREEIA (0.1% i)
11.2 ZOfttDEI{ER

1~3% A

0.1~1% it

0.1% i

AR

595, IERK

HiLg:

BHAR, TR
A MR T

HEAG L AR
LT

W R A

e A

W, ARE.
SN N
Gk LE
WM, T A
NS N
L/ NIRRT
IS

)R-t
RAE, hEL

i
W&

K - SR A

EZ IR N
FE, oI

JHF e

LDH. AST.
ALT . y-
GTP.Al-P ®
L5

e

BiF, MLk
T M
REPEHAL
LAGi

D)

WIRAE

BUN & L5,
IREEE, HUR

G|

iikicd

1 I ER 9 A
RSN
b fiE A
A

Z At

CK.#aL A
Fu—), b
DR
F. 739—
Y. R737
— o tkH,
R, &<
F HREL
. ARE A

PRIALE . B
PAVCN ]

ST BT
B . R

FEBHEEL, BEROTEZEDOT VYN, T

PR AR K O Gt e

15

13.1 fER

EEOT IV N < —
RIFRHE AR RIS £ COBKRRBROK R % b THE L 72,

13. BEKRS

— RUEBAHE AR £ T O
RIGEAVE R O L ¥ —/h

a) yr 27 7 —YHEROBEER GG EE AR, i, 5T
HE. JETT IR, (R, WP R, R USRI SE O
a) YARREWEM ZG SRS ReED D 5o Fill) O REE D
HY . HEHOMEIC L VCIZELZ LD NIFD,

13.2 W&

7 ME U URBEKAMO XD & 3T I R HIAAE
HlowEf G- offE#Rl e LTHFTE %, 7 ba Yo imikiEx
A 1.0~2.0mg 2 FIIF G & LCiE L, BRRBUSIZE
DWCEDOBRORAE* RO L. o3 ) AMEFFETIZ4MT v

FDY LRI SH LB LA

EBILRD ZENMEEIN TV DS,

14. BALOER

14.1 FERIZMAHIFOER

14.1.1 PTP @30 #HL PTP ¥ — M2 HH) L CTHIRH S %
IofgEST L L, PTP ¥ — FOREEKIZL Y TVCE AT E
TEREIEA A L, B3l e B2 L CHEEI £5 0B 24
BEEZPERT LI EDD 5,

M e DU AN

14.2 ZRIRAOER

14.2.1 FFNEEO Lo THEZZE S5 L RET 5720,
K LCIRAWRECH 5o 72 KTMATHZLETE D,

14.2.2 FHNXE- L TORETIE, K LTRHSEZNZ Lo

15. ZOMDEFR

15.1 ERARERICED LB
FHENZ BT, NINDS-AIREN 225 # 12 A3 L 72 B & PR
HVE (RIS ERNFRKR) s hcBEzds (7Y
INA < —TIEEHUE & BT S 7 BB IR 126 B TS

DIETFRIE F A RDOVIEREE Smg B 1.0% (2/198 #1) . K %X
VIVIETRYE 10mg T 2.4% (5/206 1) R U7 5 R 3.5%
(7/199 1) THh o7z
2 FH OREBOIETERIE B ARV VIHERE Sme B 1.9% (4/208
Bl) . BRI LEEERE 10mg B 1.4% (3/21561) KO 7F &
REE0.5% (1/193 1) THh o720 3FHOHERDOILTEIL P A
NRY VR Smg H 1.7% (11/648 1) "7 F & K 0%
(0/326 1) TdH 1 MBERICHFTFMN R G EENALNTZ, &
B, 3R E G DOEIETHRIET P ARV VIERE (bmg kO
10mg) #E1.7%. 79t R 1.1%THh 72705 et FlLH
EEEX o7,

15.2 FEERAREAERICE D < 15#R
BER (A X) T, #¥ Iy -2y MV EY — VR
RV RV E S = VKRBT B AR VIERIE 2 B 5 L 72
A RIS S & b NI E - 72 & OGRS 5,

16. EYIENRE
16.1 MAEE
16.1.1 BHEi%5

FERER T T % A5, S8 & A& T HLRRR I3 G- L 72 & & o s
FIEIE (Cmax) e OVHISE s — BER AR T RS (AUC) 3% 580
ISR LT < 72 o 720 5mg X3 10mg H A% 5-F 2 B 1T 2 s
NG A =5 B FRITRLTZD,
FERERL A 712 5mg 13 10mg HLAREIHS L 72RO S BEE/ S5 A —
5 (EHl)

BEE Crnax tmax él[gjc ti2 CL/F
(ng/mL) (hr) hr/mL) (hr) | (L/hr/kg)

5m 9.97 3.00 591.72 89.3 0.141
g +2.08 +1.10 +155.87 | £36.0| =0.040

10m 28.09 2.42 1098.40 75.7 0.153
g +9.81 +1.24 +304.63 | £17.3| =*0.043

CL/F: #2077 VA
(Mean*S.D.,n = 6)

16.1.2 RIEH’RS
AR S N3 T- % b 502, $EA Smg X% 8mg™® % 1 H 18] 14 H K AE
ROPEG L7z BT G- 0 e i BE 13 P 51449 2 J8 1 C IR EE
W L BRMED D VCITERAIEICZ LR wEEZ bR,

16.1.3 EMZHEE MR

(RRARY)VIEEE OD & 3mg [FFPI)
F AR YIVIEREY OD $% 3mg [FFP] £ 7V + 7+ D#E3mg%. 7 1
AL ==k X ) FREN 1 (FARYIVIEERE & LT 3me) HHE
BB T L A L R 4% S R TR R Ok 2 LCliAE) L Ciidg
AR 2 HE L, BN HWERE ST A —% (AUC. Cmax)
12DV T 90% 15 FEIX RIS THERHIAT 2 47 - 724 . log (0.80) ~log
(1.25) OHPANTD O . WHEH] O LW FEAESEED R S iz,

K CHRHA]
HIEIST A — % BHINT A—F
AUCo-144 Cnax tmax t12
(ng - hr/mL)| (ng/mL) (hr) (hr)
B AT IVIER
Rt 237.18+43.31| 5.28+0.74 3.0£1.6 63.0t14.5
OD % 3mg 18+43. .28%0. 0=1. 014,
[FFP]
7t 7 D
i
(TP 3 234.82%48.49] 5.06+0.71 3.0£0.8 63.7t18.1
$E. 3mg)

(Mean=S.D., n=22)



T r 16
= —— ARV REHL OD§E3mg [FFP > 12 —0— N1~ LI OD§ESmg [FFP)
Z5 —O— 7Yt MDEEmg = —0— 77 MDEESmg
= 29
ﬁ]\‘__ﬁ 4 Mean=+S.D., n=22 ﬁ\ﬂg Mean=®S.D., n=22
£ X 3
=3 S|
N 6
AN *®
: ;e
TN TN
= ! =2 2
0 0 1 1 1 1 1 1
0 24 48 72 96 120 144 0 24 48 72 96 120 144
REfH (hr) g (hr)
k7 L CHRHI] (k7% LCHRA]
HENT A =% BEINT A =4 HEINT A= BEING A—F
AUCo-144 Crmax tmax t1/2 AUCo-144 Crnax tmax t1/2
(ng - hr/mL)| (ng/mL) (hr) (hr) (ng - hr/mL)| (ng/mL) (hr) (hr)
KAV ESAT2:
Rt 233.23+46.95| 5.04+1.01 3.0+0.9 69.3x14.1 HRtiL 395.02+86.56| 9.89+2.40 2.7€1.0 65.3t14.1
OD $t 3mg e T T e OD & 5mg e oY T o
[FFP)J [FFP)
71Ut 7~D 7)t7 D
(TP 242.35+47.25| 5.23+1.01 3.0+1.0 68.6+16.4 (CIE P 402.84+72.24| 9.43+1.87 2.9+1.1 63.0£9.4
$&. 3mg) $t. 5mg)
(Mean=S.D., n=24) (Mean+S.D., n=23)
T r 16
= —— K~ LR ODEE3mg [FFP) > 19 —8— R~V LR ODEE5mg [ FFP)
=5 —O— 7V ~DfE3mg 5 —O— 7V 7 hDéE5mg
= 20
W 4 Mean=+S.D., n=24 £ Mean=S.D., n=23
& £ 3
bS] 3
3 P
b X 6
* o9 *®
& £
=N 1 TN
8= = 2
O 1 1 1 1 1 1 0 1 1 1 1 1 ]
0 24 48 72 96 120 144 0 24 48 72 96 120 144
EfE (hr) g (hr)

MHE R EEE N2 AUC, Cimax HED /8T A — ¥ 13, W o IR, Kk

OFR LY - BRI OMEBRIEM L > TERZ D WHEMED S 5o
(RRAY)VIEEE OD £ 5mg [FFP1)

A OVIERRIE OD $8 5Smg [FFP) &7+ 7 M D#Ebmg %, 71
AF ==L EnTn 1§ (FARD)VIERRE & LT 5mg) R
BTG A AR LR S OR TR R OK 7 LCHRA) L CifidE
HARZELREEZME L, BONEWERE/ ST X —% (AUC, Cmax)

(22T 90% (5 HEDS A TREFHIFIT 24T - 724

. log (0.80) ~log

(1.25) OFEFANTHD 1 . TEH] O =L SR S iz,

DK TR
HENT A—S BENTA—F
AUCo-144 Crmax tmax t1/2
(ng - hr/mL)| (ng/mL) (hr) (hr)
ESaSPI%
i 456.06+94.63| 12.31£2.92 2.1+0.6 63.9£12.8
OD %% 5mg . . . . . . . .
[FFP)J
71Ut 7 D
7
(FUe P 448.35+93.40| 11.91+2.30 2.4+0.6 63.7+10.7
$&. 5mg)

(Mean*S.D., n=22)

Mg AR OIS AUC,

max S DINT X —

Fd. R OFEIR, Kl

DIRHUAEL - BRSO FERGAFIZ L o TRZ B WD D 5o
(RRARY)VIGESE OD £ 10mg [FFPD)
R AP OVIERE OD ¢ 10mg [FFPJ) &7+t 7+ D§E 10mg %, 7
AL —/N—EICE ) Znznl fE (FARYVIERE S LT 10mg)
TR AT F I B LR - OKR TR UK 2 L TR L C
MR RZEACRIRE 2 WE Ly 55 N7z 3emyaE X7 2 — 4% (AUC,
Crmax) 122V T 90% 15 FA X 2 THRERHIIT % 47 o 7245258, log (0.80)

5)
o

~log (1.25) O#EPANTHD O . WEF O EY I FSEESHERR S iz

K CRA]
HENT A —F SHEINT A =%
AUCO*IM Cmax tmax t1/2
(ng * hr/mL)| (ng/mL) (hr) (hr)
FARY VR
[iver
OD % 10mg 978.88+223.08]| 31.06+6.76 2.1+0.5 56.7£9.8
[FFPJ
77 MD
P
(CIEp 929.15%206.01] 29.12+4.91 2.4%0.6 55.1+8.7
$E. 10mg)

(Mean*S.D., n=28)



40

—@— AU VHREHIODSE10mg [FFP)

30 —O0— 7Y 1D 10mg

Mean=£S.D., n=28

20

M ARAAG AR EE (ng/mL)

0
0 24 48 72 96 120 144
¢ (hr)
(k7 L TR
FIEINT A —F BEINT A—F
AUCo-144 Crnax tmax tiz
(ng - hr/mL)| (ng/mL) (hr) (hr)
F%&Zwﬁ
ODgéiJ{iOmg 917.54£220.42| 27.15+6.38 | 2.3+0.7 59.1£9.7
[FFP]J
7 '12;70 D
(DH;WE%@% 896.40+177.76| 27.11+=5.70 | 2.5%0.8 57.9%£10.8
#E. 10mg)
(Mean=S.D., n=27)
40 -

—@— N VR ODSE10mg [FFP

30 —O— 7V MDEELOmg

Mean=*S.D., n=27

20

M ARAAL AR EE (ng/mL)

24 48 72

FRgfH] (hr)
MAHE R EE NS OS2 AUC, Cimax HED/8T A — ¥ 13, WiERE IR, Kl
ORI - B O REREMFIC L > TR W REMDL D 5.
16.2 MRIX
16.2.1 REOHE
EFERL A T % MU % T3 BFOFEE §E 2mg®) TG L7z
R ARG O M PR A & 2 IZFRR R 2R L, A
W2 B BERD N o726,
16.3 £fn
In vitroiRERIZBW T, b MIIEEASEHE
DIMEER AR EGHIL 92.6% Tdh - 7208,
16.4 X
TR S N-BL7 v FALRUETH Y . Z IRV T O-fiE 2 F)ufk
Fb & ki Zvra v BRARIGTH S L& 2 bz,
N-fiL 7 v F WAL RS 2133 & LT CYP3A4 285, & 72 O-Fii 2 F VLS
12133 & LT CYP2D6 3 BE5- LT\ b 2 kAR S i/z9, [10. 2]
16.5 HEitt
R T 2 0P 512§ 2me™™ % BRI G- Lz & &, 5% 7H
HF CIZRAPICHRE S N RER IS RED 9.4% TH Y . iz
GODHE2.6%THol2. 72, 10mg OHEEFREOHSH, 11HEHFET
VR S N RZEALRIZR T 10.6% ., EHTL.7%TH o720 REAL
KR O % &5 L 72 IR FEME 31 35.9% T b . Fp k=1
8.4% Td - 7210,
16.6 HEDERZETIDEE
16.6.1 BikEEEESEE
R ERE B 2 MR EE bmg & BRI L 72 & & o SEEhRE N
T A—=FE BERAOZN L FEEITRD SN ho 20 (FHEA
F—=5)0
16.6.2 FFHEEEfEEEE
TV 3 — UPEIFREZS B & AR SE Smg & B LIHES L 72k & o3k
WEIRE /ST X — & T ERER N & I L TR E O Crnax 25 1.4 5755
CHBENPRO NN, MD/8T X —F ICHEEEETRO N2>
7212 EAT— 4 )0
16.6.3 SnE
R 2 A BAZEE 2mg) & BRI G L7z & X OSBRI NS X —
SRR LI L T R L5 A EICER LS,

96 120 144

1£88.9%TdH V). in vivoT

_5_

Cmaxs tmax OV AUC ICH B R ZITRDO LN h o721,

) KB EL O, Ty <~ —RIEAE T [l B
ERARVNVIERRIEE LTI H 1M 3mg 26 0ME L. 1~2 %I
Smg (28 L, #HRG3 5. BEOT IV NA < —RIRAEEH 12
13, 5mg T4 ML ERGEE, 10mg (28RS 5. 2B, ERICK D E
HET b0 ). LY —/MERIZEAGE TId DlE. A ATV
[l LC1 H 1M 3mg 2250 L. 1~2 AREIC Smg (28w L, £
654 %, 5mg T4APLERBE. 10mg (28RS 5, 28, ER
12& ) Smg FTHETE D] THbH,

17. ERERRHE

17.1 BERULLEICET 5558

(BERUBREEDQT VY I\A I —RIZRHE)

17.1.1 ERSEMEHER
WREE R O EEFED 7 vy N A~ — RIFRAE B8 268 B % A 512 B A
VIVIEEESE Smg (3mg/H % 1 AMAES . 5mg H % 23 AM#%S-)
V375t K% 24 BEFGT2 “HERILERBR 2 56 L 72,
AR R IREEIIC B W T Smeg BRI 7S b RBE L R L CTHE LS
BTz, 23] U EDE&1E 5mg B 17%. 75 LR 8 13%. [
FEEAL] DT oEI A1 5mg BE17%. 79 2R 43% TH - 72,

Tt A i AR RE DR T i

EE

B B . | BRE | | W | e | B0 | HUE | -
e || O | | P g | B g | e | AEF
Bl 1 19 40 36 15 4 0 1
s % (0106 [@0 [ [0[® [0 ] 4
lio/f 17) (34) | (31) 17
B 1 13 10 40 21 21 5 1
79 % (0] a2 | © |66 | 19 |19 | @ | O | |
RN X4
% (13) 9) (36) (43)
AR % ST 5 ADAS-Jcog A OEIELE FIRY (RAGRAT

xR 205 B) o GBI & O EOFE T, 5 128%B LY
Smg BN T T AR E W L CHERUEDSRD LNz, REEED
Smg # & 77 L RHOREHHEOZLEmDET 2.44 HTH o 72,

ADAS-Jcog DFEHZAL

ST | oEr s B R | LR OBB

] B THE=S.E. (n) Ty

1238 Smg —3.03x0.47 (106) -
AN -0.84+0.50 (101) 2.19

o4 5mg -3.07+0.50 (96) -
AN -0.11+0.56 (86) 2.96

s 5mg -2.70=0.48 (107) -

) AN -0.26+0.52 (98) 2.44

(%A F A EIZUEZRT)

FIEFLRTA R EETd 5 CDR DAL FITIRT (R4 228
Bl o $5-PREE & O TEOVII TR, #5128 L) Smg #0T
LR L B L CEBEATED D L0,

CDR &at A ofERZEAl

FP i |0 S DBALEF | Al OB

I B Cimizs e o TR

1238 5mg —-0.12+0.08 (113) -
77K | 0.23%0.10 (109) 0.35

e 5mg —-0.14+0.13 (104) -
7oK | 0.72+0.17 (95) 0.86

pns 5mg -0.10%0.12 (116) -

FIEE | 0.75%0.15 (112) 0.85

(%A FAEIZTUFEZRT )

%10 [ZFHIE o] — [0:B0fH]

X2 [T 72RO 0805 0EEOTHE] — [bmg B 0875

DLEAEDF-11HE]

M3 AR LB & LT 24 RO & L72AY, Hhik - BB oW

Tl 12 L EORREDND 556 ORHT — 5 2 BT O E LTz,

EED7 LY I\A I —BISBHIGE)

17.1.2 BN D858
FED T VY NA < —RIZBHE B 302 % KR B ARDOVIEEEE
$t 10mg (3mg/ H % 2 M 5. dmg/ H % 4 BH#%EG . KW T
10mg H % 18 #A[H+%5-) . bmg (Bmg/ H % 2 A 5%, dbmg/ H%
228MYES) 77 2R % 24 BEPG3 5 ZHE IR = Flit



L7726
CIBIC plus (&MXAIEGRAEIRGEM) 2B W T 10mg B3 77 L RBEE 1L
BLTHEEICENR TV (RIHIT S : 287 61),

fef& iy CIBIC plus

pespea| 300 | o | S | | B | e | B MR
10mg B%5 0 7 35 20 19 9 0 0 90
% | © ] ® 6| @]|e|a| o |0
5me 1% 0 4 27 26 30 9 0 0 9%
% | © | @ | @@ |6y ® | oo
7“7‘ Gipse 0 6 18 30 34 11 1 1 101
&9 | 0 ] 6 | 18 | Gy | 6GH|ay | ® |0

FRSIRERE & B3 % SIB 15 s O I RE DAL R % FRITR T (RARAT
R 0290 Bl) o FG-BAEE & OFFSEDOFIGTIX, Smg #. 10mg fEZ 1
L 6.7, 9.0 THY . TTURMELIE L CHERYEENRD
5N 716.07)

AR ¢) STB

AR O NPI-2

s 08 H 5 DZALR*2 ZAbE OB L
FHE+S.D. (n) S s
10mg -5.1%x4.6 (31) -5.2
5mg -3.4%+3.9 (30) -3.6
3mg -2.2%+6.1 (30) -2.4
75 R 0.2£4.0 (28)

(A F AMEIFYEE R T )
AERBRIIRRIRRIR T V) . EEEFAMIH B IR,

FEGE H A -

HIEOWEDLEM L HIM L T2 n1919, [5.6 2]

17.1.4 EASEIAAEER

L e —/MERERAEEE (MMSE #5110 A LR 26 sUUT) 142 612

o 025 DAL= *2 ZEAb R O BER] ik
P +S.E. (n) S S
10mg 4.7+1.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
75 E R -4.2%1.0 (102) -

KRN N ARYNVIEREESE 10mg (3mg/ H % 2 8% 5%, 5mg/ H
x4 EEPS. kT 10mg H % 685 . 5mg (3mg/ H#x 238
H$ 5. dmeg/ H % 10:@H#HS) 37 7Rz 12 8H%5 3252
EE MG FEh L 72,

FRHIBERE % B9 A MMSE S OO Z{bmn 77 L R L 0%
13, bmg #. 10mg HZNZ1 0.8, 1.6 5THY ., I0mgHETT 7t
KL L CHBERUGEN RO b7z,

AR O MMSE

(79 AEITSEE R T )

M1 SRR & L C 24 BEE OFFA & L 72A%, Hik - BEBTIZ O W

Tk, BT — 7 FET O R E L7z,

#2 0 [0l — [0 EOfH]

%3 [F GO 0l 502 bm O E] — [77 R0 0EH

5 OZALE O H]

(L E—IIMFEIERHE)

17.1.3 EINEE D E:5R
L ¥ —/MERIERAE SRS (MMSE #4510 10 siPLE 26 JUUT) 140 %
FFRAZ R AR IVIEREESE 10mg (3mg/ H % 2 B 5%, 5mg H
% 4B kT 10mg/ H % 6 8M#%5) . 5mg (3mg/ H#x 238
5%, 5mg/ H % 10 #E#HS) . 3mg Xi& 77 K% 12 HEES
35 HEMILEERBRE L 72,
LA EERAEIR % 324 A CIBIC plus (2B T, 3mg #. Smg #. 10mg
HIwInd 77 RFEL IR L THEEIZENL TV,

e A&l CIBIC plus
HRJE BE | 5

i L

PR e e e iy w1 =AL oy 3t
] 1 | 3 | B3] 8 [ 1] 0] o0
10 2%
M @ | 12 | 6y | G| @ | © | O

o mE| 5[5 [0 a2 ]2 0]
M T8 | ) | 36 | 4 | @ | @ | O

% 1 5 14 6 1 0 1
3mg 28

R 02> 5 DZEA =2 2 O HER HL AL
FIgE+S.E. (n) g
10mg 2.2+0.4 (49) 1.6
5mg 1.4%0.5 (43) 0.8
AN 0.6+0.5 (44) -

(79 Aflld# % R Y )

FEAEIR - ITEIEEE O ) BLIF. R B % FE 9 2 NPI-2 50
RO RTIE, Smg B, 10mgBEL LI T T RBEE OBIAHE

FFIRBO SN o7,

F R o) NPI-2

- 0 A & DZEA LR ZEAL D RER i
FHE=S.E. (n) e
10mg -2.8%0.5 (49) -0.7
5mg -1.8%0.6 (45) 0.4
7oK -2.1%£0.6 (44) -

% | (4 | 18 | (B0) | 21 | @) | (0) | 4
75 | Big | 0 1 8 5 10 3 0 o
R % | 0 | @ | By | a9 | @7 | Ay | 0
FREIBREE & 53 A MMSE B OREEOZ(LED 7 T Rt 0%
1. 3mg B, Smg BE. 10mg HEZNZN 1.8 AL 4.1 4, 2.8 HTHY .
ETCOMHTT TR L CHELRUGEDED BN,
I 0 MMSE
" 025 DAL *2 ZEALE OREM L
EieRiid
FHE+S.D. (n) SRS
10mg 2.3+3.2 (30) 2.8
5mg 3.5+3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
7T 4R -0.6+2.7 (28) -
(75 AflIxeE %R T )

FEAEIR - ATHIREE O 9 bR, BAEREL R =
AR DOEALE D 7T 2R EEE OZEIE, 3mg B, Smg #E. 10mg #2111
FN-2.448, -3.645, -5.25THY ., bmg ., 10mgHETT IR
LI L CTHERUENRD bz,

FHli§ % NPI-2 #550

(%A F A fEITEEERT)

%1 R ERN & LC 12 B8R OFHI & L7225, Ak - BEEBTIC O W
T, BT — 7 ZEIT O R E L7z,

%20 [l — [0 EfE]

X3 [BHGHO 0 HAPS0ELEOFHME] - [77 RS0 E)
5 DL DPIGE]

ARRERCTIE, FRAIEREREE, AHER - ATBIREOMERIZS T 2 KA
NRUWEFBE OGN T T £ R L TERLTW S & v ) MEER
SUIHEE X N TV nD, [5.6 BH]

17.2 BHERRTRIABSE

17.2.1 LE—IMFRIRIEZE Z R & U BNSGSERSTEIEARER
LU —/MERIZZANE SRS (MMSE #3551 10 L1 26 miPLF) 254
12, RARYIVIERRESE 10mg (Smg/ H % 2 A5, dmg/ H%
4 S, KT 10mg/ H 3R 5Smg H % 6 @R 5) ik
7T R % 12 EMEGTAEEN (CEEWT T R RNE) L. iHE
WS T L7oBRE 12 B ARY OVIERERESE 10mg GREE A RY VIR
FRERHECTIE 10mg H 3R 5mg/ H . H#H 77 £ R Tl Smg
S H % 285 %. bmg/ H% 4 AMIES . Z0%i1E 10meg/ HXiE
R 5Smg, H) % 48 MMk 5§ A fikfete G- GEEMIERIR) 5
7 % SRR A BRI SABR & FEM L 720 BT 160 BZ B ATV
WEE L7 T v RAe G- S, FEFHMEH Th 2 HENIC B 2 &
HEERME O AL ERARAEIR (CIBIC plus #&RHM) O5AiIZBWT, 7
LARBEE FARVIIVEBEFEEEOMICAEETIROON Lo 72
(p=0.408. 2 1A Wilcoxon #5E . FA AT O A HAKME XM 0.046)

R o CIBIC plus
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P~ 6% 1 10 22 17 19 5 0
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e | % O 0| G0 | @) | @) | @ | ©
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LR L% O | @ | ) | 42 | a8) | (7 | D

B GBIETT OLIHO A MR T OB 51T 2 iR 2 0 4k
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A% EFAR > CIBIC plus (IO HERN)

ot e | B e | B | o || o [ EW |
BOBENHE | gy | SO £§ A% %w BAL | g pp, | B
@] 1 | 10| 14| 9 | 11| 3]0
o 48
ap | M % | 2 | @D | (20| 19) ] @) | © | 0
E) /3
7o [P%] 0 | 3 [ 1M 19 10|41 ]
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~ 26
s | MR % | 0 | 0 | 6BD|GD |G| ® |0
L | B
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43 B ERENEZ5ET L. 209 5 139 BlAHkre 501247 L. 105
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Sk A% 5-30) 128813 5 MMSE O X— 2 5 £ ¥ 5 DOZALE DOHER 1L
TROEBY TH-T0
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038 638 1238 2438 363 4838 60 iE
R 5
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T ARREL 12 D5 B ARD OV SE 3mg, H. 14 ##2*5 5mg/
H. 18#7%5 10mg,/ H¥% 5 % B#h (5mg/ HNOJEN) o $5-5. B
MG E IO EZ T & Ly MMSE OX—2 5 4 VER DY
A7) == v 7Mo% bE % 2= L L7z MMRM (Mixed Model for
Repeated Measures) o 45 13 M E & L7z,

FRHTRE L] RN Ok 5-01) 12817 %5 MMSE OX—=2 5 4 &
B OZALEOHEF

ARRERTIE, EMBRRIEIR IS5 2 N AXTVIERRIEDO F DT 7 &
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18. EFNEE

18.1 {ERER
T NA 7 —=RIFBAE K YL € —/IMERIZRAE Tl BN ) o 1S
AR R DOEE R BENIBOOLNT WD, REIX, TEFVIY ¥
(ACh) 20 sEZECTHLT7FNVa) VA7 5—+ (AChE) #
WA IZPHET 5 2 12X NN ACh E & BN S 4, BN T ) 1S
TR 2 BT 9 %2020

18.2 AChE FEE{EANU AChE [CX9 2:EiRE
In vitro T® AChE EMEM @ ICs 1L 6. 7nmol /L TH Y. 7F Vv
a1 YT A5 T —YHENREHO ICs 11 7400nmol /L Td - 720
AChE (2aF LRI 722 (R AR L7220,

18.3 kA AChE BEZ{ERAMN U ACh 18HI{EA
FERG12L ). v Mo AChE # % L, 728 ACh & &
,@—7‘:22),23)0

18.4 ZBEZEWEIEA
I =) AEEI RS REIR T B TV (NI BB O R3S X 1 S bR
REAEE SN T v M) 1BV, BO#HSIZ L) FHEEYGEER
R,

19. B ICEAT 2IBEEMAR

— 4R . R ARV IVEERRYE (Donepezil Hydrochloride)

1L#% . (2RS) -2- [(1-Benzylpiperidin-4-yl) methyl] -5,6-
dimethoxy-2,3-dihydro-1A-inden-1-one monohydrochloride

533 : CauH2oNO3 - HCI

i 415.95

PR BEofEEOR K TH S,
HKIZRRBFEITFR T, =8 /=)L (99.5) 1IZHEITFIZ v
A (1-100) I EHEEEE R S v,
HmZIELBO LN L,

e O

HsC_ o
B OSBRI

20. RV EDER
B3 IL, AT GELLTRFET S 2 &,

*02, G
< RREXRYIVIGEEE OD §€ 3mg [FFP] >
(PTP. #JAIAD) 144 (14%Ex1). 284¢ (14%Ex2)
< RARY)VIGEE OD #8 5mg [FFP] >
(PTP. #FIAD) 5688 (14 §Ex4). 140 $E (14 € x 10)
< RERYVIEESE OD £ 10mg [FFP] >
(PTP. ##EHIAD) 56§ (14 $Ex4)
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