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R2A SILIEEIEOD :10mgt-1s
DONEPEZIL HYDROCHLORIDE OD rasLers3mg, Smg, 10mg -onara.
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2. BR(ROBHEICIIHBELEVWI L)
AHN DA XA E ) ¥ 2 FHBEARIT LB REOE O BEF I
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3.1 #
Wi FARVVEEEEOD | FAXYVIEEHEOD | FAXRYIVEREEOD
$E3mg[ A =7 | f5mgl A =71 | $E10mgl A =7 |
1§ErH 15 15
BRS |HIE AR VR HE R AT VIR HR FARY VR
Ydmg% &K Homg% & H H10mg% &4
D-v = bh—, #|D-vv= b=, fED-=r=b—I, %
v a— 2, almtera— &, ol va— 2, EB4
TNT 7 —ALT T\ TNT 7 —AbT T\ TNVT 7 —fbT T
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F ) IVEERES M| T ) VRS Y| T ) VRS Y
T A, RYINNR—=|T7 L R)YIUXR—=|T 5, KYVIVX—
’80. 7MY | F8O. 7= VEENY| NSO, 2= VEEMY
A IFN, RYE=V|ZF N, KYLE=Z )V |5, KL=
ThI—=) - FTZY|[TAI—N -T2 )| TIhI—) T
VIR - AZ 7 VIVEEVIER - A% 7 VUV - A5 7 ) VR
AFNVILEEGER, | AFVIEELSEK e A FVIEELHK, &
Fefy7ort| fadFy ok Fosy7uit
Va—A, V7 \va—RX, L7 |Va—A, )7,
ATFT) VBRI ANATTI) VEES S AATT) VBT
VYA, WEBETEIY Y AL T ANV YT A, A
1#h, 72NV F—|F =2 (L-7 ==V |§k. 7 AT —24
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b=, FTE b=, FH
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Ve Hif SN R
Fge (DN mgEge) | Fge (DEN ST | e (RN 3ESE)
AL
K&Ex- IEAE 0 8.0mm IEAE 0 8.0mm IEAE 0 9.5mm
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GiSs 190mg 190mg 340mg
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5.1 RFIDST IV N4 = —BIGBHE L OV L € — /MR SR HTE O
HeZ Db ODMTEIHRIT 5 & V) EEIEE STV,

5.2 7V NA < —HEHE KOS L ¥ — /MERLEEANE DA o #8010
JEPER BB W TAFO AR STV Ry,

5.3 MOBANEMBER E OBNBMICEET LI L,

(FIVYINA < —BISRHNAE I B \F B SREAESER DHEITHIHI)

5.4 RN, Ty NA < —RIERHE & B S iz BRSO Al
M35 &,

(L E —/|MFBIZBENE 1C B | B SRRAEAE IR DT HIH])

*5.5 ARANE, FRAUEBHRHE L. [17. BIRKE | 0HEHOHNEIC
DV AR L 22 R 32 OFFEO T T, L ¥ —/ME#
FRAVE DRI 22D & WY 2RI R M 1T &
D L ¥ —/MERIGEAGE & SIS A, AR O A58 ) & B X
NEBECORERTH L,

*5.6 AHAEIR - ATEYREE, SRR RAE RIS 3 2 ARH O A7 /1
RSN TV, [17.1.3, 17.1.4, 17.2.1 ]

*6. AERUVHAE

(FIVYINA < —BISRENIE 1 & (T B ERRMAEAE IR D EFTHNH)
HEHEL AT FAXRVVIERE L LCIH1R3mgn 5 BiG L.
1~2 M 5mglliE L, LS55, SBEOT VY NS
~ —RIGRHE B FE X, Smg TAEM DL LR, 10mgl2 &
T 5o B, ERICL D EEWET Do

(L E —/JMABISRENAE (Z &5 (T B ERFAEE IR D EFTHH)
EHE RAITIE ARV IVHETEEE & L C1H 1 3mg2 S BgG L.
1~2 8% I1C5mg 23 &= L, #8534, SmgT4E M L&
B 10mgllHET 5. B, ERICE VomgE THETE 5,
HHBRI2EMZ T T2 BLIS, BAERERAE. BERLOEK
B - AREE D O HALELIE IR O BRI 12 X 2 A R VEREAN 2 17\
FRONBERE. REAEIR - ATEIRE, H W AREES 2 R A IR
IILTRATZ 4y 23 AT % LRAEHBITE WA,
B EPIET A2 &, B5BIR12:8 M % % T oA MPEFHN O
RICHEDEBGMBEZHW LA THo> T, EMICAER
WEHT 2 1T\, GO R 2 W35 2 &,

7. RERUVARICEEY 2FE

7.1 3mg/ ARG RAMAR TR < WLRRAEH O R %
Wx2HIZOT, KL LTI~28M 2B THITLZ2n S k.

7.2 10mg/ HICHIRT 29001, ALBRANEICER L 20
BT HT L,

7.3 EHGERS, Kk EOBEHOD & THRET 52 L,
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WIXIEYNEER A BT L RO RN SEEE AT 28 A
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NTWbZenn, MERERICBITLAW X ) BIZE 41
ATy JERIZIE U Ol Ik 2 ) 22 i 2479 2 &6
[11.1.6 ZH]
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GOHRPRD N WIGAE, BREES LT L,

83 M7 FNaY v AF T —YHEEMZHT SRR
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9.1.1 DRB(OHIEE. REE. OHES 2H575H8E. BB
HEEEHY Y LMES) DH5EE
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9.1.2 ARLERE. VEARVEEESHGERTEDHKRR
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HBHEE
WMk ) Y RMREEICET 52 212X ). FEREFE L
BT LW REEDY D 5.

9.5 1Ti%
TR SOTIEIR L C W A e 0 B 2 ekt i cofiett
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B K AR R ORI 23S S hTw b,
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10.2 GEREE (BHRICEE TS &)
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HEPEA D % o
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AR N HEMED D %o HIZX B,
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1.1 EXAEIER

11.1.1 QTER (0.1~1%£im) . (LESEI (Torsade de pointes%
). DEME. FAERE. REIE. SERRKEER
)., 70y Y7 RE7Ovy Y. BEE7OvY). k#(%0.1
~1% A
DMEIRICEL 2D D, [9.1.1 2]

11.1.2 OBIEE. DAL (K0.1% ki)

11.1.3 HLHES (B - +=#&BES) (0.1% £ . +=BAE
B BUEAT) . SEEE M (0.1% HKi)
RFN D ) Y BRIGVENC & 2 80w & O AL EH) e 12
X o TS (- TR . TR sAL.
L& RIS H S5 bNDZ DD D,

11.1.4 FFR CEEEAN) . FFESEEREZ (0. 1~1% &) . BiE FE
AHY)

11.1.5 BRIE(TAP A, EEZE) (0.1~1%Kiil) . BEHIM.
BRI R (0.1 % A

11.1.6 $#EESBEE (7 VY4 <~ —RIZHHE © 0.1~1% Al
LY —/MERBIERAE © 9.5%)
HH), EBERA, VAFAYT, YA Mo T, K. AREEE
By, BITRE. LERE., SHERESOHANKESESD 5D
N2 EnH 5, (8.1 M)

11.1.7 EMHEMRE (Syndrome malin) (0.1% i)
MEEDRRER, TRIE ORI, WET R, FR. MEOZLH, BIT
EHNBL, THUTH X B E AN AR SN L YA, 5%
IEL. RGHL K- BEEHSEOSGEHE L HI1THEY 20
BAATY 2 o RIERREREICIE, HMERO B R 1MIECK O |-
ABALND I ENEL, o, I+ VREHED B
DIKTFRALNDL Z DD 5,
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WA, Bihi& CKLEH. mhRORMPIF7oe v ER%
B Lbh Ik, &5 2Pkl @Y RREEZITH 2 L,
72, BERUGRFRE IC X B AR EORIEICEET A L,

11.1.9 MEOGEREE (0. 1% Ai)
11.1.10 SRS (0. 1% A:ii)
1.1 BMBEE(0.1% K0
11.1.12 FERTBADZRIARIE (0. 1% K
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SBBE S695, BT
Wik AR . MR, e e 6 557
g 4. R fH AL
e
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%73 HILEREA. ~~< b7
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[EZE A 0 SN AR A I SN T TRR S
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B, e, AREE A

FEBUHIE L, BEEE R RSSO 7 IV v N4 = — BIERHE AR R IR
T TORBRKRREN R BGHEA SEEO T vy A < — T
HIRE K UYL € —/MEBIGEABE AT £ TORRABROM R D
HETHI L7

13. BEKRE
13.1 fEIR
aY YT AT S —YHEHOBERG EEE RS, W, 5
HE. FETF. IR AKIE ., PR, R, R R N 4 o
) VREWER Z5 &R I SREMED D 5. Do RN D
0. MR OMAZIC L DIBTCICEL T LD D15,
13.2 L&
7 u Y UREBEANY O L S 23T I VRILT Y VHIHAR
Alo#med 5 off#mAl & LTHHTE %, 7 ba Uik
AP D1.0~2.0mgz W LGRE UCTHEL, BRKGICHE
SWTZDOHOHEZR DL, b a) VB TIRART ¥
FEow ARPL ) VHEIE B LA, ME K ONOMABSA R
BB EPHRESNTWS,

14. BAEDZEE

14.1 FFIZMFEDEE

14.1.1 PTPAREDOHEHANIZPTPY — b A SO L TIRAT % &
BB L, PTPY— FOMKIZ LY, FECHMEBALE
REAHIA L. 812135l E B 2 LRtk 5% o T 2 A0
WEERHRT LI EDDH D,

14.2 FEZIRAKFOEER

14.2.1 RANIFEO LIZOETHERZIZE S5 &l 5720
KB LTIRHAWEETH S, T2 KTIRHTSHZEHTES,

14.2.2 AHNZE-FTTORETIE, KL TRHSEZVWI &,

15. ZOMDEE

15.1 ERPR{ERICE D 53R
SEENZ BT, NINDS-AIRENZ W 2L (2 A 80 L 22 454 32
HAE (AB IS X EIN R KGR L B S N BE 2R (T vy
4 <= —RIFBHE & B S - B &) 16 Ao 7 5 2R
ot I8 4V 2 — T MR B SIRBR2YE  S 7z B O iRER D FE
THIE P ARV IVIEBRESmgiE1.0% (2/19861) . F A~V
MR 10meRE2. 4% (5/20661) K ¥ 7 5 & K#ES.5% (7/199%1) T
HoT2,
2HFHORBOIETEHRIZ N A XY VIR IESmgREL. 9% (4/208
Bl B RRYVIERRE10meREL. 4% (3/21561) L N7 5 & Kk
0.5% (1/193%1) Td > 7z, 3FHDOHEDOLLTHEIT F ATV
R SmeHt1.7% (11/64861) K. U087 5 & REE0% (0/326%1) T
H ) MBI E N B EEDAONT, B, 3Bz A
DEZIETEI K AR DIVIERE Gmg L 0 10mg) #1.7%. 7
FTERBEL 1% TH - 72 MEFMN B EE IR -7

15.2 FERERRERABRICE D { 15%R
BIEE (L )T, F ¥ I Y - Ry MV E T — VRREELIE R
YNV E S — VBT IZ R ARYVEERRIE 2 %5 L2 A.
M 258 & DN LTI R - 72 L OMEDVH 5,

16. EYE)HEE
16.1 MeiEgE
16.1.1 BE@EiRS
R AT T & 0, S 2 FHERORS Lt &0
It 125 I ASE I JEE (Comax) M O M P B — B BT 6 T 1A (ATUC)
3% SR OBMIZHATE L TE L o 720 5mg i3 10mgH [l % 5-
2B B EYBRE ST A —F B RITR LD,

FERER AT F125mg I3 10m g HLE 145 G- L 72 B D S8BT/ < 5

A — % (§EH)

PG Cmax tmax AUC t1/2 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 +(.043

CL/F:#27VT I A (Mean*S.D., n=6)

16.1.2 R1E#H# S
TR A T2 W40, $e#15mg X 1E8mg™ 2 1 H 1014 H [ K
RO Uiz KRS oA hig i 3% 5% R0 28 1 <
WIRBIGEL, BERMD 2 0IMENEIRBICZLIZZnwEE RS
hr2,

16.1.3 &£MFHIEFMHEE
FAXRINVIE#IEODS3mg[ 4 —F | & 7 ) &7 FD$3mg.
F ARV VIERIEODSE mgl +—"7 |& 7 1) & 7 FD$edbmg.
F ARV NVHEREODS10mg + —/"F 1L 7Y+ 7 FDEE10mg
. 7UAFT=N=FEICE ) ERENIFE(FARVIVIEERE &
LCZENEN3mg. 5mgl 10mg) ke NI FIMi ik, K
7 LR OKS 0 BRI S- UC e R bR i 2 052 L
720 FEO N2 FHAE/ S S X — % (AUC, Cumax) 122V TI0%IE
HE X S CTHREETRAT 2 47 - 725 3. 1og (0.80) ~log(1.25) @
HPHNTH D WA O LY FZI FRSEEDHERR S L izsY,

(1) FEAXTIVIEEIEODE3Mg[4+ — /17

HWERE ST X —F

0 AUCO*ZSS Cmax tmax t1/2
(ng * hr/mL) | (ng/mL) | (hr) (hr)
AT AN VERBIOD| || 393.82 6.57 3.4 102.4
71:5 $3mgl +— 5 | +82.65 | +0.83 | +0.9 | +22.6
% b o 413.48 6.64 3.3 97.8
| 7VET DS 1171 g er | o100 | £1.0 | +23.3
K[ F A NI VERHOD| | | 338.51 6.23 2.8 91.9
% $i3mel + =17 | +66.14 | +£1.42 | +0.8 | 7.2
7 . 346.96 6.05 3.4 92.6
b 7VE7 DS 18] L gos | 108 | +1.0 | +12.8
(Mean+S.D.)
O F ARV NVIEEEEODSE3mg + — /1 F 1 (k7% L5
(ng/mL)
8,
m 6 —o— FANXYIVIHEEODS3mg 4+ —/\TF |
%E —e— 7 &7 FD$E3mg
N Mean=S. D, n=17
7:
~N
v
7&
E [
f Il Il Il Il Il Il Il
0 24 48 72 9% 144 168 288 (hr)
5%
HAEd AR VIR OHER
@ F ARV NVEEEREODSE3mgl & —F (kD 0 % 5-)
(ng/mL)
8,
m 6 —o— FARINVIEEEODSE3mg [ 4 —/1 T ]
%E —eo— 7 1)t 7 FD$E3mg
; Mean=S. D., n=18
~
v
;%
B
2 Il Il Il Il Il Il
0 24 48 72 9 144 168 288 (hr)
B 5%

M R A=YV DR



(2) K EZANTIVIEREOD#ESmg[ A+ — /v |
WY PRE/ST A — 5

n AUCO*Z% Cmax tmax t1/2
(ng * hr/mL) | (ng/mL) | (hr) (hr)
K[ FANYVERIEOD] [ 700.55 13.17 2.7 83.7
ﬁ fi5mel 4 — 5 | +180.06 | +2.28 | +1.1 | =9.8
AN . 707.00 13.39 3.0 88.3
| TV DM 18| Lo1s0r | w305 | =10 | +15.3
| F AT VERIEOD] | [ 659.79 14.54 2.3 85.3
% $esmgl 4 —1F | +£187.93 | *3.74 | +0.8 | =10.5
o, . 663.79 13.43 2.3 88.2
| 7VET DS |16 e gy | 507 | +0.6 | +11.3
(Mean+S.D.)
D K AN VHERIEOD gl + =7 | (k7% L)
(ng/mL)
16
1m —o— NARVIIEEEODSES g 4 — /N7 |
g 12 —— 7Yt T DiﬂéSmg
N by Mean=S. D., n=18
Z:
~N
v
P
):4
Il Il Il Il Il Il
0 24 48 72 9 144 168 288 (hr)
5%
MAEH K AR VIEEOHER
@ F ARV IVIEEREODSE5mel 4+ — /7 J(Okd Y $5-)
(ng/mL)
16
Jiirk —o— FARVIIERIHEODSESmg [ 4 — /N |
%E 12 —e— 7 1) &7 D$dbmg
; Mean=S. D, n=16
~N
s 8
v i
2
E

o 1 1 1 1 1
0 24 48 72 96 144 168

288 (hr)
514
MEEF F ATV OHER
(3) KA IVIERIEODEE10mg[ 4 —/\5 ]
WY PRE/ST A — 5
n AUCO*ZESS Cmax tmax t1/2
(ng * hr/mL) | (ng/mL) | (hr) (hr)
A[FASYLVERIEOD| [ 1218.83 | 3192 | 25 75.5
ﬁ 510mgl + =15 | +228.90 | +5.31 | *0.8 | =9.3
A " 1232.10 | 31.71 2.3 75.7
| 7R IDEEOmE 16| o0 0e | Lg g3 | 207 | +10.9
A FASYLVIERIEOD| [ 120012 | 32.20 | 2.4 78.8
% 5¢10mgl +—F | +217.74 | £7.03 | 1.2 | =13.1
7 e 1217.97 | 30.09 | 2.3 77.6
| 7V DS 18| L0 | L5 | x0.8 | +11.2
(Mean+S.D.)

@O F AT NHERIEODHEL0mgl + — 7 1Ok %4 Likd:)

(ng/mL)
40 -
m 30 —o— FARINVIEFIEODSE0mg[ 4 — /7 |
%E —e— 7 1) &7 FD§EIOmg
g Mean=S. D., n=16
% 2
v
;E
E 10
1 1 1 1 I
0 24 48 72 96 144 168 288 (hr)
5L
M B A R UV OHER
@ FARVIVIEEEEODSE10mgl 4 — /T |(kd b $#5)
(ng/mL)
40 r
m 30 —o— FARIVIEFEIEODSE0mg [+ —/ 7 |
aﬁ; —e— 7 1) &7 FD$EI0mg
5 Mean=S. D, n=18
* 2
8
v
;E
B 10
g 1 1 1 1 1 1
0 24 48 72 96 144 168 288 (hr)
5 1%EFRE

MAEH B AR DIV EEDHER

MR OFIZAUC, CoaxS5 D285 X — %1%, BB o 3IN,
M OFRIAIEL - KRS ORGSR X > TRLZ 2 RMEDNH 5,

16.2 TRIX

16.2.1 BEOHE
TR BN F 2 3 GRS A E T B OB % 5E2me™ TH
B L 7oA ARG o M v R B Vi AR & LT TR 2
BERL, BRI ZEBEHEOON L, o725,

16.3 970
In vitroiRERIZB VT, b MISEROHEGHIE88.9% TH Y. in
vivo TDILTE /I FEE31392.6% TH - 7267,

16.4 13
FABEEEIN-BE T VFMALROSTH Dy Z 1IN TO-i #
FVLRIEE ZRICHEL 7 v 7 a0 VIBIAE G TH D £ 25
n7z.
N-B7 v F AL CIZE & L TCYP3A4ADS, F720-Fi X F v
AERISICIEFEE LTCYP2D6DS G- LT b Z EAURE S 728,
[10. ]

16.5 HEit
TN T 2 W4 2mg™ & B 5 Lz & & &5
B7HH T TR PICHER S 72 REILR IR 58 09.4% ThH
D, R EEDDE29.6%TdHorzo T2, 10mgdD H R
BeGta. 11HH T TPkl S N2 RERIR B TL0.6%., 3
HTL.7% THh o720 REAURI OB 2 451 L 72K b e SR
1335.9% T H . FPPEIEIZ8.4% TH - 729,

16.6 HENEREZFIHEBE

16.6.1 BiEEEEE
BRI S 2 W RS me & MR G- L7z & & o3y
BHRE/ NS A — & I2id, RERAOZNEAEETEDONE
2o 720 (MEANT— %),
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CDREFM R DRERZAL

AT PSR 037> & OZAba*1 ZAL R OB B L
IRg0] FHE+S.E. (n) SR
128 5mg —-0.12+0.08(113) -
75K 0.23+0.10(109) 0.35
oul 5mg —0.14+0.13(104) -
75K 0.72+0.17(95) 0.86
- 5_mg ] -0.10+0.12(116) -
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