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Donepezil Hydrochloride OD Tablets “TEVA”

BFEERRIEES
87119
ARES fAR5Thata
3mg  [22500AMX01393
20114111
Smg  |22500AMX01394
10mg |22500AMX01483 | 2013412 /]

2. =®2

=S

5 BH

ROBEICIEHFEELEV L)
RAND K5 XNEERY D 2 EFEARI R U BOE o BEAE O H

3. HARL - MR

3.1 #Am

W4

R AR VR
OD#t3mg[ 7/ |

R oAV R
OD#5mgl 7/ |

oA DOV R
OD#%¢10mg[ 7/ |

R

18 @ FARY W
WS 3mg

15 FARY Y
MR Smg

18 : FAXRTL
W 10mg

)i

D-=v=hF—J,
U AKRE K,
TNV 7 7 —fbT
PN SR
rAE, e7uaR
u—2A, Bitss
Uy T ANV T —
LAIL-7z=V7T
7= LEw).
v a BENR IR = A
TN, ATT Y
[ A VIV
# = TRk,
DRI 53

D-vy=h—J,
JHAKRKE R,
TN 7 7 —AL T
VT K
rAE, ve7uozx
u—2A, #itss
Yy T ANV T—
L(L-7 == 1V7T
7= L& W).
> oa BENR IR = X
TNV, ATTY
[ e AN
2L ¥

D-wv=Fk—J,
7 UARE RNV,
VAV (A
YT WEHEK
rAE, e7uox
-z, BIiLFs
Yy T ANNTF —
A(L-7 =7
AR (L 7)N
T oa FENR IR = A
TN, ATTY Y
[ A A7V
=gk, 2o
L1 B 5

3.2 RAIDMERK

R RV L SRR

[N SN o1 31

B R YV SRR

WIFH | ODgeamgl7/5) | ODSE5mal 7<) | ODSEI0mgl 775
| O TIEN B EE | 1@ o TN % | IRAR 0 o C1PE N 5
- FE | L. " .
t
156
RN
— — —
B (mm) 8.0 8.0 9.5
JE£ X (mm) 3.4 3.4 4.1
HEE (mg) 170 170 280
Ak — t 154 t 155 t 156

4. HEERIIHHR
TIVYNA T —RIBAAE RV L E —/MEBIERANAE (C &5 (F 25850
FESEAR DXETTHIH]

5. MEERIIRHRICEET 5XE

GhREHE)

5.1 RHIDST VA < —BIFRANE L O L ¥ — /MR R B HE O 9
BZOHOOMETEZIHIT 2 L VI EEIRES TV,

5.2 7 NA < —BIEHE B O L © — /MERIZRAE LLAE o 381
JEMERBICB O TARKOAREIIMER STV,

5.3 MORBHEERB L OBNBHICHET L2 L,

(FIVYINA ¥ —BISBENAE I 5 T 2 SREEAER DTS

5.4 RFNX. 7L < —RIGERANE & W S 72 B0 Al
H3sZ&,

(L E —/MERISZAIAE (C B T 5 SRENAEAE R O ETTHNH)

5.5 ARFNX. FRAGERHRIEE L, [17. FEERER] OTHOWNEIZ
DWW HR L ZZEM 3 ZF D3EDO T T, L E—/MER
FRAE D ERIR WA 1D & W) 2 E RS R AR S I X
D LY —/IMERIERANE & W S A, ARF O ASE L) & R S
NZBZFICORERTHZ &,

5.6 FEAMEIR - FTEIRE S, AR IR 2 ARF O A R I e
AENTVRW, [17.1.3, 17.1.4, 17.2.1 BH]

6. AERUVHE

(FIVYINA ¥ —BISBENAE I 5 (T 2 SREEAE R OHEITHED)
WHL AT FARVOVIERE & UCIH1IM3mg2 S hgh L.
1~28 W% IC5mglcm L, RIO#%5 35, BEOT VY NS
~ —MIFRAVE B 1. SmgCAE M DL AR #E %, 10mgll 3 &
T5o By FERICE Y EHRET 5,

(L E —/MABISBENAE (= % T B SRREAEIR OEETTHNH])
WHL AT FAXRVOVIERE & UCIH LM 3mg2 S hgh L.
1~2;BM % omglcHim L, IS5 9 %, 5mgCHBM DR
M, 10mgl iR 5, 2B, SERICK VomgE TR TE %,
PG BIA128 % T & IS, BARERE. BB RLOFE -
i 7 O AALSEAE IR O BEISE 1 & 2 AR VG 2 4T 380
FeRE, FEAEIR - ATEIREE, HWATEEIES 2 R A RIS ERIE L
TRAT Ay BV A7 % LS EHECELnwaid, %5
Ik 5 2 & B BIA12 I % F T oA BRI O R
KO BB GG W L 22 ATh o TH. BRI A AR
Miz47v, HG5MBEOTEZ W52 &0

7. RERVAEICEET 318

7.1 3mg/ ARG IARAETIE A < HLESREIER OFEB 2 1)
25 HOT, FHE LCI~28ME B THB LAV &,

7.2 10mg/ A2 29613, HALERAWEAIER L 22055
#GTHT L,

7.3 BEHRIEFE, RiEa EOFHOb L THEG T L,

8. EELEXIEE

8.1 L U —/MABIGEHYE ClE. HEAEWNHIENHRISNG, 5
WIZEEWIG I BT SR O MR R E 2 E T A6, AH
OFGAZ LD ARSI R EEACOTEBEIE F B B2 A S
NTWBIENS, TELRERICBIT L2V ) BIgE 51
Ty SERICIE U RISk Sl 2 i 2479 2 &
[11.1.6 K]

8.2 MR BB A 21T ) S RFORBEMR L., KHl#H
GTHRPRD SN WIS, BREESG LW L,

8.3 o7 tFNay vy AT 5 —YHEMRNEET 5T
FUEIVE)EHH LBV L,

8.4 TN NA = —RIFHANE K 'L ¥ —/MERIGBAE Tld, HE
FO BRSO DR T T2 WEEM G H 5, T720 &
AN XD, BEEE, oFv, RAEFHLDONLI LD D



DT, ABHOBEGEEIRZ ) M OBIEIHEL 2 LD
BEFTHICIHHT L,

9. FENEREHTHBEICHT IR
9.1 AHHE - IEEEDH 3 8E
9.1.1 DRE (LHIRE. RRE. VHEF) 257 58E. EF

HEFE(EHYYLINES OH5EE

QTHEE:, L% 4H1 (Torsade de pointes% &), LoailE), i
AESEERE, IR, WEREK, O7vey s WE7ay 7, 5
B7U v 2)ENHLONLEIENH D, [11.1.1 5]

9.1.2 [ARLERM. DEARVEEESRHCEETENLEE

DHBEE
AR E I X D IRIRD 2 WVIEAEENR 2 A2 2 T REVED D o

9.1.3 HILMBEDHEEDNH 5 8E

R DM Je ONTHAL B B O ML X ) AL RS & AL
SRLRIEN D 5o

9.1.4 REX B R IFAEEMABDOERETED H 5 BE

S ST 85 O WU M OV SOR 2 D TTAELS & 0 SR A3
L3 B HENED D %o

9.1.5 $EFENBEE(N—F >V K. N—F DV UERBEZ) O

HBBE
Migetkoa) v RMEEIEST 52 L2 XD, SEREFEIEUL
BES 2R D B

9.5 147

W SRR L T 2 W REME O & % PRI iE, B T oA 4Rk
HaktEE Ll 2 LB SN HEICORKG5THT L,

B FER(Z v P #EO10mg/kg) THAZROIRA, JEHE R EED
BN R O LR AR O B 3 E S Twv B,

9.6 BIIF

B EDOGIER ORI RBEOE R E B L. AL Ok X
Bk ERET A 2 Lo

7 v MIMC- ARV IVIERIE Z 85 Lz & &, At~
19252 EDRDOLNTND,

9.7 /IR

MNRERN R L L 72 BRI L T v,

10. HHE(ER
AFNE, & L TERDAHEERECYP3A4L U —HCYP2D6 THMH
ENbo [16.4 ZH]

10.2 GHREE (BHRICEET B 2 &)

5 Bk WRAREIR - #i5: | BR - fabRiEF
| FPRRPERL T Y KA LPLa) YANL | ARF L) Y HIOE
PIAF YT 2 = DUIERRE | KT L. 0B AT 5.
SR S 3 ZFNORRE W S
vy 5 R LRV D % o
7 haE R S
TFINVAART I VEALY
7 b ¥ R KA
AT A FHEHESEHR (BRI 3|3 ) Y ROBIKIZL D
WHEVED D B o HESWIIE SN D,
1. BER

ROBWERID S HbND T EHNHLOT, BEE 5TV, B
HRED LN AT S Bk 2 % B A LEE T 2 &,

1.1 EXAEER

11.1.1 QTEE(0.1~1%Aii) . HE4EIE (Torsade de pointes%
&), DEME). RAERE. REIE. SERIRGEEART).
D7Ay Y RETOy Y. BE7FOY 7)., k#(#£0.1~1%A)
IMEILICEL 2 DD B, [9.1.1 3]

11.1.2 DBIEE. D2 (%£0. 1%AiH)

11.1.3 HbHEE (8 - +=%&BEE) 0.1%kKm) . +=EBE
B2 HEAN) . HIEEHI (0. 1%£:)
KA ) VRGN & 2 B 85w K LS S8 o 12
Lo THAbEES (8 - T 238BEs) . T IemEsm L. W
LERMAH b LDH 5,

11.1.4 FFR CEEARD) . FHSREREE (0.1~ 19%:A) « 3B BEAH)

11.1.5 BMRE(TADPA. BEE) (0.1~1%AMm) . B,
R EREEE (%0. 1%A0m)

11.1.6 SEEABEE (7L 4 < —BIERHGE © 0.1~ 1%,
L E—/MREIZEHE © 9.5%)
EE, EBERA, DAFATT VAT IR AREEE),
WATHE, BERE, SHRESOMMINRREEND bbb
ENDH D, [8.1 2]

11.1.7 B4AEMEEE (Syndrome malin) (0. 1%ii)
MEFD IR, GREEOFBRE, W R, BIR, MEOED). FIT
SHRREHL, TN EMEBEDS AL NI GER,. #5 %20
L. REHL K- BREEESOSGFME L LIy 20
BEITH) o AEREMRICIZ, BIMEROBE MR MiECKo L5
BARLNDLZENEL, Fow I+ 70U VR ) BikiEo
KFERALNDL Z DD 5,

11.1.8 HERUHBLERE (HUEAH)

K BEAEAR - R | BT - falRi T AR, B, CKES. M RO I+ 7 a e v ki)
AFH A b= A ALK ﬁﬂfﬂfﬁ‘ﬁiﬂ? (L 1%*25?’%%’]@8%%@‘&% HoObNEAI . 5 AR L, EYRMEATS S b,
RIS S, | RAIED LM 2 7o, HISUHORIELS X 2 APERREE ORI IR 2 = 2.

20 Rl SRR 2 | AR L & bica Y S fE 11.1.9 FROREREE (0. 1%Ai)

FeF NIy ALY Ea) YA S| B O R A A = X A 11.1.10 S2MERER (0.1%A)

AT | = LAY B S NBWHEMEDS | 2 H L T2, 11.1.11 SHEREE(0.1%Ki)
R [P 1.1.12 FERBHORRKIE (0. 1%4l)

s sty 1.1.13 HIMEHS (0.1%Ki)

R L 11.2 ZOMBOEHER

VY NZF ST VR 1~ 3%kl 0.1~ 1%Ki 0.1%A | BEEAW

ok RF TR WhoE 5. %) IR
CYP3ARIEH] A O KW % HLE | PAEAMOF b2 u— WiE |EACRIE. | B, MR, W T R E

{FFaFv—u L. 1B % iR < 4| 2 P450 (CYP3A4) Fil W5 TR 2%

Ty AT A YV BUBEMED D 2. MHHIC K B. T
TUES Y TF VA SV AR WAE, AR AR G |U C R — o
AZANTFFT74) RNk LI, BOEYE. S HE. £,
* = U RS A OF |7 u— AL S BB, W00, [BRIRE. 8

2 P450(CYP2D6) K& A il
I X 2, K - A DR, TR, T, O F v [k
ANNTEE » A DB % L PFRAOF k2 u— MR
FEFRAY Y L. T % %88 54| 2 P450(CYP3A4) D7 [ LDH. AST. ALT.
A= N B HEMEDS B %o HBIZE B, y-GTP, Al-P® -5
T ) NVE Y —) B B, ME ES mFEET. PNZEE)]
IEE L SIS
SRR
IR BUN® 5, RJHE. BUR TR




1~3%Aiil 0. 1~1%Aiif 0.1% A |[HUEAN]
[liRi(3 FHILERIRA, ~N< b2 ) v
MEA Hi
Z oAl CK. #IVAFu— )b, |BHmALH. |F&T. 3

FUZYRTA R, T IR | TR,
F—¥, W7 3I5—EDL|f FEE i
A BRI LA, L I

i, AR
FEHUREE 13, RIE R OHREEO TV Y A~ — BIRAYER A £ T ORI
B OREH BRI AS . WRED 7 VY N A = —BIERHIE L Y L ¥ —/MAT R
SEAKTEIG £ TORHRBOM % HbETH L 72,
13. BERE
13.1 fERK
) Y2 A7 T — EHER OB BRI G REE RR, Wi, 5T
HE, SETE. TRIR. ARILE. PRORPIHE]. R, R ORISR 0
2 YREMER 25 SRS WRIEYH 5. FliI o Ret: D
Y, WRHOMWARI L VRCICELZ L DD D155,
13.2 A&
T b a ¥ CRREBRERFI O X ) 3T I PRI Y HIAAHA
OBFEHGOMFEA L LTHATE S, 7 0¥ BRI AR
Wol.0~2.0mgZ MG EE LTHHEL, BRBUSIZED W
TZDHDOHEZTD L, M) AMEFIETIIAMT v =Y
2RPLA ) YHIEGEH L7, ME R VOB LR
BT ENWEINT VS,

14, BHEDEE

14.1 FEZIZFEOER

14.1.1 PTPREOFHAIIPTPY — 25 WY L TIRET 2 X9
RET5HZ L, PTPY — FORRIKIC L D VG4 AT ARG
JEICHIA L,y BI213229L% B 2 U CTHERS I 45 0 w48 72 A 0
T HI LD b,

14.2 EEIFARBFOEE

14.21 HBIZARE LT 255ERT 22D D7D, 7
v bOYy MIEROEARARLZ EICRET 22 L,

14.3 EHIRARFDEE

14.3.1 RHNGTEO LSO THEE 2 2 S5 LT 5720,
K LTRINTRETH B. T2 RKTRIITHZE L TE S,

14.3.2 AHNTEL T TORETIE, KR LTRTSERZW &,

15. ZDOEE

15.1 ERERfEAICE D 153k
MENZ BT, NINDS-AIREN 2 Wi 3k #6112 A 5 U 72 Fix i 45 7 72
JVE (ARG 1L NN R IKER) & S N7 BB AR (T vy g
~ —RIGHHE & B S N7z BE BRI 1262 AR 7 5 & K%t
PRI 2 — L H MR BRS AR S Mt S 7z W ORI DO FE =K
d K ARV VIR SmgiEL. 0% (2/19861) . F &~ )V i ek
10mg#E2.4% (5/20661) K N7 5 & REES.5% (7/19961) TH - 720
2% H O FBROFETHRIE B ARV NVIHEEEESmgiEL 9% (4/20851) |
FARIIVIEERIE10mghE1.4% (3/21581) K87 F L K#0.5%
(1/19361) TH > 720 3FHORBOILLTIIE FARY VIEERIE
5SmgHfl.7% (11/648%1) K U7 T X REE0% (0/326%1) T O MifHE
MBI AN e B ENAR SN, B, SR E A bEIET
I M ARV VRS Gmg & O 10mg) #1.7%. 75 £ R #1.1%
THo 7205 MElFEN LA EZE T o7,

15.2 FEERAREABR (ICE D C 1Bk
BIWFEER (L X) Ty ¥ IV - RYMNVE Y — VHEE L IE S
RNV E S = VIREEFIC R AR VRSB 2 %5 L2556
I 232 S b NIBTICE - 72 & OMEHDH 5o

16. EHERE

16.1 IMARE

16.1.1 HEIRE
RS F 2RI, SEREMARE TR LzL &
O fi w5 ML AE PP B (Cmax) B OF ILAE AP ik 2 — IR R ol 58 T 5%

°
N

(AUC) i35m0 I lAr L CTE < 25720 SmgXid10mgH
[ GBI B B BN T A — & B RITR LY,

PE5 Cmax Tmax AUC Tz CL/F
- ng/mL hr ng * hr/mL hr L/hr/kg
T ) (hr) | ( )| () | ( )
5m 9.97 3.00 591.72 89.3 0.141
& +2.08 +1.10 +155.87 +36.0 +(.040
10m 28.09 2.42 1098.40 75.7 0.153
& +9.81 +1.24 +304.63 +17.3 +0.043

CL/F: #7077 VA

16.1.2 R{E#HE
B A T2 30 502, $e#15mg X 1X8mg™ % 1 H 110114 H [ B4
R G- Urzo WAHIR -1 0 MU I B 13 3% - 15 40 208 ) T 7
WAL, TRNED 2 VIZERNBIEEICELE v e E 2 Sh/?,

16.1.3 EMFHIFEFHHER

(K 2T IVIEREIEODSESmg 7/ ])

(1) F ARV IVIERIEODSE5mel 73] £ 7V £ 7 FDéebmg % 7
TOAF ==L ), BERAS FICEnZNIgE(FARY
VIR & L Comg) % il £ B e 1 Pe 5 U C Il v R 22 (b iAo
BEARWEL, #ONHEYBEE/ ST 2 — % (AUC. Cmax) 2D
VT 90% 15 TR IX BT THRERHIRIT 2 47 - 7245 44 1og(0.80) ~log
(1.25) DFEPHNTH . WiH O AW A RS ATHER S vz,

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

Hg 8T A= BEING A=
AUCo-168 Cmax Tmax Tz
(ng - h/mL) (ng/mL) (h) (h)
K| RARVIVIERRE
4.54+53.94 73%1. BEIN 2.6%18.
%- ODSi5mel 773 394.54+53.94 | 8.73+1.00 | 3.5%1.0 |72.6=18.3
z
Hﬁg‘ 71+t 7 hD§Esmg | 381.36+78.88 | 8.81+1.37 3.6+1.0 |68.5+17.2
ARV ERIE
; 1.70+89.74 15+1.52 3£0. 1.2+15.
4; ODSE5mel 773 381.70+£89.74 | 8.15+1.5; 3.3£0.9 |7 5.9
iz
H 71+t~ hD§Edmg | 380.60+95.12 | 8.32+1.54 3.4+0.9 |75.3+13.7
(P = a7, n=16)
- K7 LCHA
10
. 8F —o— N ARV IVIERIEODS5mg[ 73]
._E: --0-- 71) & 7 b D§E5mg
Wl 3y £ B2, n=16
(=]
] |
g, \N
O s
0 8 16 24 72 120 168
550K E (h)
KT
10 ¢
8t —o— FARVIVHEEEODS5mg[ 7 /3]
»él -0 71) &7 FDibmg
o6l T3 = R n=16
=
%
T odr
®
0 S
6 8 16 24 72 120 168
P 5% OWER (h)

(K R~ IVIEREODER10mgl 7 /3 ])

(2) F ARV IVIEREEODSE10mg 73] & 7V & 7 FDEEIOmgx 7
TOAF ==L ), BEEABFICERENIEE(FARY
IVHREEE & L C10mg) & # D HE [l 3% 5 L C IS R 2 b ik
WEZMEL, Boh/-EYHEE 7 2 —% (AUC, Cmax) 2
DT I0%E HEHIX B THERHIFAT % 47 - 725 4 log (0.80) ~
log(1.25) DFEFRNTDH O . WA DLW 2ER RISED TR S 2,



HIE T A5 BEING A=Y
AUCo-168 Cmax Tmax Tz
(ng+-h/mL) | (ng/mL) (h) (h)
K| R ROV R N . . .
7{5 OD§E10mgl 775 1105.4+236.1 | 24.6+3.0 3.0+0.7 | 62.4+18.9
<
?:E‘ 7147 FD$E10mg | 1112.9%280.5 | 25.4%3.6 2.9+0.8 |66.4£22.3
NESARIB AL $iA
+ + + +
Z]CE OD3#10mel 7% 910.8+203.1 | 22.9+3.6 3.1+1.0 | 57.3+25.1
ik
H | 7yer FD$E10mg | 935.7£231.4 | 23.4+4.7 3.0+0.9 |53.8+18.8
(P = ¥R 7%, n=16)
- K7 LTl
30
5y —o— A~ YV EREEODSE10mgl 7 /3]
3 -0-- 7 1) &7 FDE10mg
£ oof P = B, n=16
E;
® 15}
s
&+
® 10 +
g /\f\/
| ~——
0 [ 3 1 L 1 L
0 8 16 24 72 ’ 120 ’ 168
PO (h)
7Kk THi
30 ¢
S5 B —e— ANV HRAEODS 0mg 75
E gl -0-- 7 1) &7 hD$E10mg
g’ Py = BLERAE n=16
w15}
- S I 1 () (S
+ I
g0
g2 /\\i\/
. /\%/\i
L 1 1 1 /A 1 /A 1 /A 3
0 8 16 24 72 120 168
P O (h)

M3 P NICAUC, CmaxE D85 A —#1d, #RE o
R, R OFRIUBIEL - R S5 O R B IC X > TR 1]
REMEDS B % o
16.2 ORI
16.2.1 BEOFE
TR AT T % 0t BACIUC 13T AR OEE % ft2mg™ TR
A U7, FE AR o0 IAE PP O R K T IR & (TS R 7 3
Baml, BFICL BB bNEr o7,
16.3 9
In vitroifBRIZB W, b MIEEEAKAFIE88.9%TH Y .| in
vivo COILE R AR EFILZ2.6%Tdh - 7259,
16.4 X3
FACHFEEIIN-BL 7 VAL RETH D . FIUTRGTO-HEA F
WMALBUE & ZRUSHE v 7 a VA TUS TH b L £ 2 BN,
N-BE7 v VALBUSI21EFE & LTCYP3A47s, F720-Bi x F
WALBOBICI1Z 3 & L CCYP2D62SBE G- L TWnWab Z LR sh
727, [10. W]
16.5 HEitt
ERHER AT T % MR I H2meg™ % HER S Lz L &, #5
B7THH T TR S 2z RELKRIZE SR 0D9.4%TH
0. RHEMEED D E29.6%TH -7z, 72, 10mgd HEIFEIT
Bht. 11HH Z TRl S 7z RELERIZR R T10.6%, 3
HCTL7%TdHh o720 REMRK OB % A5 L 72 R bk
1335.9%CTH b . FPPHIERIIS. 4% TH - 729,
16.6 HENDEREET2EH
16.6.1 BipeEERE
B RE I R A N R S5 me & LRI G- L 72 & & 03y
B/ ST A — 71203 R ADOZ N EAEE RO SN2 ho
729 HEAT—%),

16.6.2 FFikpEREEEE
TV 3 — VR ZE B 2 R G S 5me & HRRE G- L7z &
EOMYEENT A — FITEFER A &K L TR EERZ D

CmaxA’1. M5 S A EZEDRD SN, MWD A= FI12H
BEAEFED LN, o7210 BHEAF—%),

16.6.3 SEsE
i & RIS 2mg™ & AR G- L2 & E oY E)E <
A— RSN &I LTy ORI A% SR A RICIER L
7275, Cmax. Tmax L NAUCIIAT B 213380 S e hr o 721,

16.8 Z Ofth

F ARV ODSE3mgl 73 &, [&E AR % 2 R OFEE
BH)OEY IR ERBR A A ¥ T4~ CERI8HTTH24 H 3k A&
FAIE 11240045 ) NTHD &, FAXRY IVEEEEODSE5mgl 7
N ERRHERKIE Lz L & BIBEE L <L EWENICRS
LR ENTY,

) ARHE RO S, 7TV A < —BIRANE TR, AT R
NUVHEFSE L L CIHIRIBmg2 S L. 1~2:8 [ #125mgl2im L.
RO G35, BEDT IV N~ —BERSANE 1213, Smg T4E [ DL
A, 10mgliE T 5, B, ERICK D ETHETS.). LE—
SMRRIGEHNGE T8 A ARV & LC1H1m3mgh:
SHH L. 1~208M % 125mglciim L. #0455 %, Smg T4 LR
Fel. 10mgllE s %, 2B, ERICK VomgE TMETE %, TH 5,

17. ERPREZHE

171 BEHHRUORLM(CET 258

(BERCHZEEDTIVY N ¥ —BIZBHIE)

17.1.1 ERNE DHEHE

B OHEED T IV A < —RIFBHE B3 26861 & 55 B &
AUV R $E5mg (3mg/ H & 1AM 5-%. 5mg/H % 238 [ %
579 2 R % 248N 59 5 I ERILEGRER A FE i L 7.
BRI RIE IR IS B W Comeg I3 79 L REEL iR L ¢
HEICEN Tz, [8%] U EOEI&35mehEi 7%, 7 F R EE
13%. [TREEAL LT OEIA135mahEl 7%, 77 2 R E43% TH - 720

o3 S P S RN 1]

LI
o g | O g | T g | B g | e | T

smg | % | 0 |ae[eo[en]a3] @] oo s

7ok % | a2 ] © 660909 ] @ | ® |1z
X 43% (13) (9) | (36) (43)

FRANBERE & 5Pl 3 5 ADAS-Jcog it M D REINFEAL 2 IR T (I
RN RS 0 20500) 0 Fx GBHIAIRE & O EEDTIH TR, &Y
12:8%% £ D 5mglEAs 7 7 & R L W L CTHERLGEDTED 5
Nizo BHEFEOSMght L 77 L RO GHith Db DT
2.4 THhHo72,

ADAS-JcogD#EMEZAL

W L | A bOZLR® BT O RN
B | T T s E @ g
12 5mg -3.03%0.47(106) -
AA N -0.84+0.50(101) 2.19

o4 5mg -3.07+0.50 (96) -
7T kR -0.11£0.56 (86) 2.96

e 5mg -2.70+0.48(107) -
T -0.26+0.52 (98) 2.44

(%A FAEIESFHEERT )
O FESHAI R EE T 5 CDR D FRIRF AL % 2RISR 3 (B # AR AT
%1 22800) 0 PEH-BHIGIE & DR EEOFY TR, &5 12:8% X
0 5mghts 7 T R & B L CH B R UEEDRD H iz 1P 19,

_4_



CDR%

AERORERZAL

AEHE O CIBIC plus

L - 0% & D ZAL ! LA O RE M L
wy | T IS E. () TR
. 5mg -0.12+0.08(113) -
1258
77 kX 0.23+0.10(109) 0.35
5mg -0.14%0.13(104) -
2438 -
7J &K 0.72%0.17 (95) 0.86
5mg -0.10+0.12(116) -
ﬁi;’égx?
AN 0.75+0.15(112) 0.85
(A4 FAflIdEHEERT )
10 R o fiti] - [0 o it ]
%21 [T L RO A 5 DZEALE O3] - [5mghE D0l A 5 DZELE:
D]
3 IR E N & L T4 ORI & L7243, ik - BRSSOV TE,

1258 L OIRIED D B Yy & DILHET — 5 Z AT ORF L L7zo
EEOTIVY INA 7 —BISBEIE)
17.1.2 EIRE I HHEER

BEDT VYN A = —RIFRHE B E 30200 2 tf R12 B ARV VIR

35 5810mg (3mg/ H % 208 ¥ 5-%%. 5mg/ H % 438 B $e 5,
T10mg/ H % 18| ¥ 5-) .

5mg(3mg/ H

W
% 28 ¥ 5-1%. 5mg/

H % 2242 5-) X3 7 7 R % 248 B 5.9 % Z HH ML

B gL 7z,

CIBIC plus (4= f Ay i ARAE TR EE) 12

BWTI0mghtix 7 7 & R

LR L THBICEN Tz (st g« 28761) o
&R CIBIC plus
‘ g | FHW W ERE o (2353 il | CHE P
EpacN s e [ Bk AL | AhE
Bk | 0 7 35 | 20 | 19 9 0 0
10mg f----1---1---1 P DISEE Pt PRe R R 90
% 0) | 8 [ (39| (22) | (1) | (10) | (0) | (0)
% 0 4 27 26 30 9 0 0
Smg F----f1---ft---T DNl ik Eoiuiel I ——-t=1 96
% 0 | @ [@8) @ |6 | | O |
i B | 0 6 18 | 30 | 34 | 11 1 1
PART S RAREE TR Prrd DI ByAr B S B 101
% 0) | (6) | (18)](30) | (34) | 1D | (1) | (1)

AR AE % Al 5 A SIB1S )LD I MR I DAL & FATR§ (e
ARG« 290B1) o ¥4 BHAAIKE & D15 RZED IS TIE, Smght,
10mghtE N2, 6.75, 9.0 THY ., 77 LREL LKL T

5 | 0] W W | L | EW |
B o | O L | T g | B g | O
wE | 1 3 ] 13| 8 1 0 0
I0mg r-——-T-——~T-~—~T-—~t-—~—f-———T-———T-——1 26
% (4) | (12) | (50) | (31) | ) | (0) | (0)
B | 5 5 | 10 | 4 2 2 0
Smg f--—-fT- -~ - fT- - -f---f---f---fT--—T--—1 28
% | (18) | (18) | 36) | (14) | (7) | (7) | (0)
wE | 1 5 | 14 | 6 1 0 1
3mg f-——-T-——fT-~——fT-——t--—-t-——t-——1t-—-—1 28
% @) |18 | G| )| @ | O | @
) e | oo 1 8 5 | 10| 3 0
PR e e R e e Dt R Ry 27
% 0) | @) | @B0) |19 | 37| a1y | (0

AR 2 ST 2 MMSE& M O RRIEDOELED 7T b Rt L
D7, 3mgh. dmglf. 10mghEZNEN1.80, 4.155, 2.8

ThY. ETOWTT T KB L B L O U8

IR OMMSE

B LNz,

- 0382 & DEALE* 2t O FE R iR
FHME£S.D. (n) HFES
10mg 2.3+3.2(30) 2.8
5mg 3.5+3.2(30) 4.1
3mg 1.2+3.8(30) 1.8
TR -0.6+2.7(28) -
(79 AEIFSHEERT )
FEAAEIR - ATEIRE O 5 BLJHE. RAIBEREA B % FFIi 3 5 NPI-2

BEOBRKBOZLED T T R B L DL, 3melt. Smghf,

10mgltZNZN-2.40%, -3.6/5%, -5.258TH VY. Smght. 10mg
HCTT IR RHLILERL CTHERUENRD LNz,
IR O NPI-2
" 0 22 & DAL R AL O BER R
BB ;
M +S.D. (n) Py
10mg -5.1+4.6(31) -5.2
5mg -3.4%3.9(30) -3.6
3mg -2.2%6.1(30) -2.4
PA RN 0.2+4.0(28) -

%1

SRR IR & L CL12iBE 0 G-I & L 7298,

Wi T— 5 BT OWMRE L 720

%2
%3
FOFIE]
AAER

[ fiti]- [0 > i)
[H3 5B 005 b O ZALEOFHM]-[ 7 T L KEEO0H A & DAL

RRIWABRTH . EZIAMEH 3RS,
B - HEEOBREDOS IS HIf L Tvian! 17,

(v A FAEITSHEERT)
il - BEE BN DWW T,

(5.6 2]

A IR E DD Sz 1),
IRAIEF 1D SIB
- 0:E 2> & DAL w ™ »gmio)#rgjtm
T +S.E. (n) Ty S
10mg 4.7+1.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
77X -4.2+1.0(102) -
(79 A %R T )
1 IR & U C24mE R A & L7225, ik - BB O W T,
AT — 8§ R O R L Uiz,
%2 0 o fii]- [0 H]

%31 [BERGBEO0EAD S OLALEOFH]-[T T £ REED0E A 5 DZAL

O]

(L E —/MABIZRHEE)

17.1.3 EIMNE I HHER
L E —/ME R E A B (MMSES £ 1 10 2100 126 15 DL T) 140
B % 35S B A XY OVIE IR SE10mg (3mg/ H % 238 8 #% 5- 4.
5mg/ H # 45, R\ T10mg/H %68 +%5-). 5mg(3mg/
H % 28 f 4 5-%. 5mg/H #2108 5). 3mgix7 X%
128 M3 59 5 Z HE IR % Fhiti L 720
S RARAEIR % 59 4 CIBIC plusiZ3B\v T, 3mght. Smghf.
10mgHE TV Ihd 77 L REEE K L THZICER TV,

17.1.4 ENE MHEHER

L e — /MR
(RS IE I

55 A “HERILEGAEZ E L 72,

REAIBR BE

AR OMMSE

JE B (MMSES 2 0 10 8L _E26 2 BLF) 142
F ATV $E10me (3mg/ H % 208 [ $¢ 5-#% .

5mg/H Z# 48H#H 5. &\ T10mg/H #6381 #%5) |
H % 28 % 5%, 5mg/ H % 103 [H:

5mg (3mg/

%5) Xix 7o &K% 1281

FFAM 3 2 MMSEfS M O el g D2 L D 7 7 & R
L O7E, Smghf. 10mglEZn2h0.85, 1.68TH I,
HCTT IR REEL L CHEERUE

10mg

RO LNz,

- 0387 & DAL 2L OTER IR
T +S.E. (n) SRy
10mg 2.2+0.4(49) 1.6
5mg 1.4%0.5(43) 0.8
77X 0.6+0.5(44) -
(79 Afldekt %R~ d )
FEAEIR - ATEIREE O 5 BXIE, RAFEREAB) % FFifi 3 5 NPI-2

P OWRAE O AL R TIE, Smg#f. 10mghft & 1275 L Rt
EDORICHEEIRD LNA o7,



IR AR DONPI-2

- O 22 & DEALR*2 LA O BER LR
FHH+S.E. (n) Sy s
10mg -2.8+0.5(49) -0.7
5mg -1.8+0.6(45) 0.4
75 ER -2.1%0.6(44) -

(A F AR 7T )

SRR SN & U CL2IE O FHI & L 725, ik - B FlicowTid,

BT — 5 ZfTOZ & Lz,

[ fiti]- [0 D]

[F35-RE 00 2 5 DZEALR DO TFI9ME]-[ 7 7 L R EEO0M 2 5 DZEAL

D]
AR, RABEREREE, R ER - AT By E o WiE Rk
T2 ARV NVIEBEOHMELNT I € R L TERLTY
% &0 ) BGEAREBUIMGE S hCwan®, [5.6 3]

17.2 SLERTHATS

17.2.1 LE—/MABRISBAMEBE 2 W R & U - ERRIEERTT R ERARER
L Y — /MR R B (MMSEAS 25 : 10,5 DL E2655 L F) % 2
HZ, F ARV IVHEEE$E10me (3mg/ H % 28R $% 5-#. 5mg/
H & 4 MG %k Cl0mg/ H XX REFSmg/ H % 634 4 5-)
377 2R & 28RBS § 2GR (CEER T 7 1 R
Ly HBEIM AT LABERE IS AR YIVIEREE St 10mg GA#
R ARV ClX10me/ B U3 ERSmg/ H. G710
77 & R TIE3mg/ H % 28 E# 5%, 5mg/H % 48 H % 5
Z D #%1310mg/ A 3 id i E5mg/ H) % 4838 R ¥ 5-9 % ki 4%
G GEE MBI ) 5 6 70 2 5 W50 1 B R SR & S0 L 72,
HEHINTIXI60F1IC K AR DIVIERIE X7 7 v Ko b s,
FEEMGE H Td 5 RN 31T 2 5 R IHE 0> 4 i I R i 4R

(CIBIC plus #AERHN) OGHICBNT, 772 REEE FARY
IVERRYRTE & ORI HZIER0 SN - 72 (p=0.408, 28EA
Wilcoxon#i iz, it o4 B I HI0.046) o

A& FHMiEE O CIBIC plus

*1

X2
*3

e | e | e | | E]

el e | O | | TE gy | IO | g | B
KA~XRIIL B1% 1 10 22 17 19 5 0

N R B Bl P D Pl B By 74
R % | (1) | (14) | (30) | (23) | (26) | (7) | (0)
| B 0 6 18 32 14 5 1

T R Ll e Tt DIl PSrs SR B 76
% o ® | wlw |

B, B FEE O LB O R T OEBMN BT B ik
IR D 2R EARREIK (CIBIC plus #ARHN) O 5 AIED T LB
Tho7zs

TeA& AR O CIBIC plus (KIHL0> A7 fiE 1))

R | H | L (BB ET
B wae | S L | N | e | B gy | B
Faeaon | B%] 1 |10 | 14| 9 11| 3]0
—————— B i o e B S s I
s | WEREBE | 9% | (2 | @D | (29| (19| ©23) | 6) | (0)
Y| | 0 | 3 | 1419|104 |1
TSR -t e e — St et s 51
% | (0) | (6) | (27) | (37) | (20) | (8) | (2)
PRy [ BE| 0 0 8 8 8 2 0
S e ER T e RS i T 2
s | WEE | % | (0 | (0 | GBD|GD|BD| ®) | O
BUl @ 0 | 3 | 4 |13 4] 1|0
TG [ LN DL L -t 25
% | (0) | (12) | (16) | (52) | (16) | (4) | (0)

143N 2 52 T Ly 209 13955k bidk 5N RAT L.
10561 Askete 5 2 58 T L7zo BIWREHIEIE H CTd % % 3 k5 1)
GRS Ok B 5- 1) 12 BT AMMSED R =2 5 4 V5D
ZALmOWERITTROLBY TH -7z,

O——8 7T UARE (MR GHIE AV IVERIER )

A —— PR IEERRE

FPHY + % (LS Mean Change+SE)

B

638 1238 2438 36 &

k2] Lz ]

0
7T e REEIZI2E S F AR DV $E3mg/ H. 14385 5 5mg/ H.

183 % 510mg/ H ¥ 5-% Bt Gmg/ H~O ) o $e 58, B, &5
BEL WO HAEMZ T L Ly MMSEDR—Z5 4 YR TAZ ) —
= 7MiM oE e % 4w L L72MMRM (Mixed Model for Repeated

28
k4

Measures) o &5 B 13 R & L7z,

AR TIE, EEERIERIST 2 B AT IVIRERE O AR
BT IR L TENLTYS L W) MEFREIZREE ST
Wiz, [5.6 2]

18. ZEhseIE

18.1 fEA#F
T NA = —TEEAE e N L — /MERIZRABE T, N
D AEEIEMRER OBEE R FRESRO LN TWD, RIEIE, 7
tF)a) v (ACh) 25T AETHLTEFIVIY) VTR
79 —¥ (AChE) Z W #WICMHET 5 Z 212X Y KMNAChE %
Wi, WY oEEdERR & R4 292,

18.2 AChEFEE/ER R UAChEICX T 2Bk
In vitroT®AChEE/EH OICxfl136.7nmol/LTH ). 7F
yvay vy A7 T —EHEMEHDICHtE7,400nmol/LTH -
726 AChEIZH LB 722 LR 2 7R L7219

18.3 BiMAChEBREERA XU AChIEIN{EH
ROPEEICE ), 59 MRMOAChEZEL, F/2MNACh%Z
i%b[]é“t)ftzm'm)o

18.4 ¥ BEEREEA
WP 3 ) AR AR R T B 7OV (NP PR O EIC X Y
LS EINST v MIZBWT, fO%S1C L ) ¥#EkE
EYFEM E R L7222,

19. BRI BT 2IBILFEMFR

M4 0 K AR VEE (Donepezil Hydrochloride)

b4 (2RS)-2-[ (1-Benzylpiperidin-4-yl) methyl] -5, 6-
dimethoxy-2,3-dihydro-1Z-inden-1-one

monohydrochloride

553 - CuH2NOs - HCI

5T 415,95

R BEORKBEOBR R TH L, KIIPRLHE TR T, ¥
7 =V (99.5) I ITIZ < Vo JRIER (1—100) X heottk %
RERV S ROEND,

M

o N

HC A0 H/Q /\© - HCI
HC ~0

KOG IR

20. BV EDEE

(BHIH8)

20.1 BEZIE. BAEBTGELBLTRIET 22, RICK DA
BT HI Db,

(OD#10mg)

20.2 BOICHRT 2 A T - BETASA LN A DS, i EIIEREZ



22. ‘@
(K 2T IVIEREEODEE3Mg[ /1))

145 (1488 (PTP) x 1], 285 [14%E (PTP) x 2]
(K 2~ IVIERIEODESmg[ 7/8])

568 [14%¢ (PTP) x 41, 1008¢[10§E (PTP) x 101,

1408 (145 (PTP) x 10]
(R AT IVIEEEIEODEE10mg[ 7/3])
5635 [145E (PTP) x 4]

23. EEXW

D

2)

3)
4)

5)

6)

7)
8)

9)
10)
11)

12)

13)

14)

15)

16)

17)
18)
19)
20)
21)
22)

R AN BT 2 2 B (R OG- (727 -
B 19994F10 H8H R, HIGHFE R 3. (1)1))
RN BT 2 2B (R O#R G- (727 -
B 19994F10 H8H R, HIGHFE R 3. (1)1))
FENERE ¢ AR ) S SR

AHEOEE (7 ) 7 e 19994510 A S H KA, HIGE R
PAL3.(2)

A (REAERRORERRN) (7Y 27 ME 1999410 8H
AR, HETEEEEA .2, (2)4))
BRBEANICB T 2EYHE(EAMSGE) (T 27 M
1999410 H 8 HZRGE,  HiGTEEMEZEA~ 3. (1)4))

TAFEEER] Al SR EIRE. 2000 ;15 ¢ 101-111

RN B % 3By (R L OPRE) (7)) 27 M e
1999410 H 8 HARGE,  HiGT R %~ 3. (1)5))

Tiseo P. et al. : Br J Clin Pharmacol. 1998 ; 46(S1) : 56-60
Tiseo P. et al. : Br J Clin Pharmacol. 1998 ; 46(S1) : 51-55
FEE B 2 EWERE(T ) &7 M 1999410 H 8 H K
A HEEEEEEA 3. (3))

Homma A. et al. : Dement Geriatr Cogn Disord. 2000 ;
11 : 299-313

BEROPFEEDOT VYN <~ —RIRANE 2 W4 & L7 BRIR
SFEIANEER (7 ) & 7 ¢ 5 1999410 H 8 H KGR, B & ki
h.2.(5)

Homma A. et al. : Dement Geriatr Cogn Disord. 2008 ;
25 1 399-407

FEET VN A = —RIGRANE & x5t R & U 72 B R 45 T AH 3R
(79 &7 N ge/Die/Mk 5 20074E8 H 23 HARRR., ARG H)
L Y — /MR SR 2 M5 & U 72 B RS THEER (7 ) & 7
M ge/Mk/ D/ NIREY —/ K54 a7 5 20144F9H 19H
KB WREEFEE2.7.6.1)

Mori E. et al. : Ann. Neurol. 2012 ; 72 : 41-52

Ikeda M. et al. : Alzheimers Res Ther. 2015 7(4) : 1-10
IIPESEY il © KPR L JE9E. 1998 5 26 ¢ S1277-S1282
IIPESEG i1« KR L 5HE. 1998 5 26 © S1283-S1294
AN Al c SEP & JRHE. 1998 5 26  S1303-S1311
ANETEE Al c SRR L JRE. 1998 5 26 ¢ S1313-S1320

24, XEERERVBEVEDESL:
RHT N7 7 =<4 RHT7 DIt 5 —
T453-0801 ZiEm A XM —T H24% 115
TEL 0120-923-093
ZAHRE 90 00~17 : 30(EHMH - BARSER 2 <)

26. BOEHRTEEES
26.1 SOEARSTTT

HEF/I( 77 =1t

HEETHANXAE-—TH24%F 115

D3





