%3k 20234 5H UET

(%520

* 20234F 4HCLET (1R, HEZAEH)

Bk SR IRAT
FREIE - 34

TIVINAT =B L E—/VFRIZRAAE

B, L2

P )

BAEZEEFANEES
87119
$¥3mg $E5mg $£10mg HF70.5%
AEREE |22300AMX01083000 | 22300AMX01082000| 22500AMX 01474000 | 22300AMX 01066000
ER5T RS 20114E11H 2011411 H 20134E12H 20114E11H
AR

E$$5ﬁ~K2&9wﬁ@ﬁﬁ
N 2xAXDIViIERESE3mg [HETL]

Nz AT IVIERESESmg [HETL]

NExANDIVIERIEE10mg [HETL]
BAZEFH ~xANVIVIEREIEHK
N xR IVIEREIEMRI0.5% [HETI]

Donepezil Hydrochloride Tablets, Fine Granules

) EE-BESORLTEICL )M L

2. B2 (ROBEHICERELEWVWI L)
RFEN OB AL E R D v GFEAR 5 LB BUE O B O &
Ry
3. #8rk - MR
3.1 #HRE
FARY IV NS NS
W5e44 IR B IR G MR e
3mg [HET] | 5mg [HET.] | 10mg [ H[ET ]
15Er 15Er 15E
A g%&y»ﬁ%g*&y»ﬁmi$«/wmm
3mg S5mg 10mg
FUBEARFIW . b [FLAEOKRRIYD . b FLEEAKRAI . B
YVEOUIYTSTVIUERAY T V| TER YTV
T RV T BEREVIT UL e
O—A, b Fg|lg—A, v Fgjlg—A, b o
FySubnrtk|F ok Fy oLtk
VU —A, AF|Va—A, AF|VH—A, AT
wg |7 ) VBRI IMT ) YRT TAT ) YR A
- DAVNNEE </ = i AV A= I N7 VNN < s
AU—A, Y7 |A0—A, X7 |A0—RA, %7
0T — L6000, |2 T— 16000, T T— 16000,
BRibF 5 >, 7 |RibF 2 >, 7|Bibkrv . %
AN Sy VoL =L
kAt ek . WS TR
1Lk
W5e4 R ROOVIEFRIEAIRI05% [ HEET. ]
lgHp
BRI NESA BB AL 35
5mg
A D7y2}~w3ﬂ%mW%\EFU$97UEw
- tbu— A, BEMmKT A B
3.2 RE|IOMIR
NI FARI IV FARIIV
WiFe s TR RE e TR B MR B
3mg [HET.] | 5mg [HET] | 10mg [ HEET ]
HITE TANAT—F 4 v T8
B BE [ AEm [ kEE

NENR % NS F ATV
WR7E %4 IR S IR S TR $E
Smg [HETL] | 5mg [HETL] | 10mg [ HEI ]
W@ ®
we| ® | O
N = = =
EAE (mm) 71 71 86
JEX (mm) 3.3 3.3 44
Zi# (mg) 140 140 278
. n 322 7 323 n 324
Afka— R 3 5 10
wWEI-F w322 323 w324
W4, F o~ L SR HARL05% [ B L)
HI AL
o3 =N
4. HREXIITNFE
TIVYINA ¥ —BISBRIFE RO L E —/MERISRENSE (Z & (7 B SRR
FEIR DEITHNH
5. SHEEXIIZHRICEHES X8
(RhBELE)

5.1 AFIHDT IV A~ —FIZRHNE [ O L € —/MATUEEHE O 5 g
ZTDHDODOHITEIHT S & v ) FREIZE STV 2w,

5.2 T YA < —TIERAEE R O L ¥ — /IMET ZR515E DL O 221
P BIZB O TARFOHEREIZHER STV,

5.3 MBS L OE BB ETHZ &,

(T IV INA < —BISBENAE(C &5 1T B SRANEE IR D EITHNH])

54 KHNL, TIVY A < —HIZRHNE & W S N BE IO ARHEH
TAHIE,
(LE —'J\1$§= E 1< 35 T 3 SRREAE R OHETTHNE)
%55 KA. ﬁnrmfﬁ 1‘%@ L\ [17. ERREGRE] OHONEIC
DWW I ZHR L 72 A S ZF OFFED T T, uu~$@mw
HUE D ERIRZ W 12350 & | #Y) 2 fEIREIZE 1 /R

Y — /MEBRIGRANE & I S A, AR O % m@]&#ﬂ%ﬁéﬂtb

FHIZOAREHT L L,
% 5.6 FAAEIR - FTEIRE S FRARERISN § 2 ARH O w12

ARENTWiav, [1713, 1714, 1721 ZHd]



* 6. FAERUVHAE
(FIVY INA 7 —BISRANAE (B | B ERAIRESE IR D HELFT )
WHEL AL FARYIVIEREE & L C1H1A3men S B L.
1~2:M % IComglciiE L, BOKS T4, BEOT VY NA
~ — BIERAE B 121X, Smg T4 DL EAE#E %, 10mglliéaE
Do BB FERIZI ) EERET S,
(%) Mk @, BAICIZ1IHL1E0.6g72 5B L. 1~2:80
ZIZ10gicE L, BO85 34, BEDOT VYN ~—FIFH
IEREITIE, 1.0g T4 ML EREE, 20gI2ET 4. 2B, IE
PRIZE Y EERET 5o
(L E —/JMERISZAIAE 1C b T B ERENAEAE IR O ETTHNH)
EE. RAICIE FAXRDIVIEERIE E L C1H1E3mgh 5B L.
1~2:8M 2 125mgl2¥m L, BIH% 53 4. bmg T4 M LIk
WiE, 10mgllmT 5. 2B, ERICL VomgFE TIHETE %,
REBIE1208M £ TR B, SRARREIRAT, B R O -
SrEEE D S FABELRE R O NEIEE 12 X 2 G5 IR & 17V R
B, RERREIR - ATBhREE . H R ESEIESE 2 B A RIS EHIE L T
AT 4y ") AY & ERLEHWTE WAL, K52k
952k, HGGI2AME E TCOREFFMORE RIS &K%
Sk 2 W L7238 Th o T EMMICE I Z 1T
RO 2 MW 5 2 ks
(Z%) Wik %, RACIZIHLE0.6g% SBME L. 1~2:85H
%IZ10glcaE L, RS9 %, 1.0gT4AM UL EfFmEE, 20g
RS S, BB FERICED10gE THETE 5,

7. BERUVAEICEET 3FE

7.1 3mg/ A5G EEAE T A <. WLRREIEROSSH AN
22 HWOT, FHlE LCl~28M %2 CTHE L2V &,

7.2 10mg/ HIZHET 23613, MEBRRERICEE L2055
HETBH L,

7.3 EFftHYE. G LOBEHOL L TIRG Tk,

8. EELREARNEE

8.1 L E—/MERIFRAEClX. HEATESEIHEINSE, b0
WX BT AR ORI E A AT oA KAl
HAZ X0, SRS SR EEAL OB R E £ AESA SN T
LT END, EERERICEBITL 2V X ) BELY 10127\, E
RIS U CTRE IR EdY) 2 LiE 175 2 &, [11.16 &
7]

8.2 SEMIMIFBIIPEREM TS 2 47 ) S ORBARER L. KA
TRHRDFEDO SN WG, BREES LawI &,

83 o7 tFNa) v A5 5 —VHEEHZET L EWE (&
Sy IVE) LAV &,

8.4 TNUNAT—RIFHER L ©—/MERIZRMETIE, HE)E
OIS OWMAREFE DR T $ 2 RN H 50 F 720 KA
L0, BHEE oFTv, RREVPHEDNDLIENHLHDT,
H B HL 0 3B S 5 19 A 1 D B OIRVE I HER L e\ & ) s C
TICRHIT 5 2 L,

9. HENE=EZHIHB8EFICEHTEE

9.1 AHHE - MEEEDH 2 8E

911 DEREB (LBHIEE. FEE. OBHES) 287585, EF
EEE BHVUYLMESE) OHHEE
QTIEE., 0Z4Hi (Torsade de pointes% &), (LZEAMED, 1
REJEERE, IR, SERR, L7y s (WE7ay 7. B
BTOv 7)) ERHLbNDLIENDHDH, (1111 2]

9.1.2 RAFRLERE. DEARVEEEASCERETED OLKERED
HBHEE
RAEMEANAETC X ) 5IRD B WIEAREIR &R 2 5 etk B
Z)O

9.1.3 H{EMBEDEIFERD & 2 BE
BRI DEHE  OT AL TR B O 12 L 0 ALV ey & L &
5 HEMEA D 5o

914 KEIXHREXIIFAEMMEBOREEDH 5 E8H
S ST I O WU T ONSUE STRR 3 O TLHEL X 1 SEIRASEAL
T HUHEMEDSH 5 o

9.1.5 $EFHBEE N—F> VIR, N—X2 YV UEREE) O
HdERE
WSR2 ) VR ETIET S 2 212X ), FEIRE IS L
BT DR D B

9.5 11i@
TR IR L T AR D B 5 21, (BR COHF D
kst % L2 &R SN ABEICORKET S L,
B FELR (7 v MEO10mg/kg) THAREORA . U RHED
BN AR E OB IHHIAHRE S Tw b,

9.6 ®ILB
G OFRER OCBAREOG REE ERE L. ZILOM T
Pk E T 52 &,
Ty MIUC- FARY VIEBRIE# RS Lz e &, fLih~®
T35 EDHEOLNT VWD,

koK

A&k

9.7 INE%E

INREE R E LHRABIIE”L L T,

10. HHE1EHA

AFNE, e L THEYRHIHEECYP3A4K U —ECYP2D6 THH

ENMb, [164 ]

10.2 HiAZEE BIRICEETS L)

ES:

B AREIR - $5 T

Wiy - faksE ¥

AFH A= LML

53 e A 1) % 38 58 5

BRI O Lo Aa 1k

S ULIAIEY) LURENED S 5 o AR & RS
LR D %o
a1) YIRIEH WEMRHAE M 2 | A L L biza) ¥

7reFva) Efk
)

v 7a = s¥EL
Ll

NE A a— VIELY
VAV =N WA
T IVEREE

a9 YT AT T —EH
EHI
7N = AL
Lyl
DVAF I B
VY FAF7 I VR

&) YR AE A
R S D ] REME A
Hbo

TEBHTEDIVER A 71 =
ALeHLTWh,

1Ly
IFAFTI
CYP3ARHEH] AHEORHx WEFHERNOF 2

4 NFaF =)
BB Qu b= F VE

TUET)TF A
IVIEIE
AANTTT741)»

L. fEHZHms e
LURENED B 5 o

o — A P450
(CYP3A4) MHEME
AIZL %,

¥ =V VR AR BERSERI O F ~ o
& o — A P450

(CYP2D6) MHZE4E

Iz 5,
HNNTEE AKFORHF A RAEPHEROF ~ 7
FEFRAY Y L. fEHZHEEEEg — 2 P450
TrZ b LUHEVED D % o (CYP3A4) D
Jx /) NN)VEF —)u 2k 5,

)77y EY U

R ) A
M)AFT T2
VR
Sl AN SV 5
< T g — LR
KFIH
Yo 7 KR A

T hu¥rRya) v

#l
TFVAART IV
A
7~ oY U hERE K
GibyES

AF LA LA
HWIZT#HL, £h
TIOR3 S
L RENED D 5o

AFNEPLay YHO
PEHAS, A ICHEE DT
T b

FJEAT O A NI S
gl

HILEEEZ T
THEHER D 2o

2 YADIEIC &
D HRRD WA S
5,

11. EER

ROBIWEHDH S bNE I ENHHDT, L5127,
WSRO BN A G E kT B A S e LiE 1T S

to
1.1 EXLEER

L
3K
-
Z

11.1.1 QTER (0.1~1%Ki). (ZFSEIE (Torsade de pointes
E80). DEME. RAAERE. RAEL. SE®RKR (S5E
AY)., 70y CAE7Avy Y. BEJ7OvY), £ (%

0.1~1% #iif)

OMEIRICELZ 2 ERDH D, (911 zE]
11.1.2 OBIEE. DAL (450.1% HKii)
11.1.3 H{tEE (B - +=HBEE) (01%Ki) . +=kkEE

BT HEA). HEbEHMmM (0.1%)

AFlO ) YEIEERIC X 5 BER5 WL HEILE EF ok

Lo T bEESE (B - FREEE) . TRl W

ILERIYEH S5bNLEZ EDRH 5,



11%;.4 H?;ﬁ CHEEARE) . FFHEEREE (0.1~1%A4m) . EE (H
BN
1115 BMERIE (TADA. BEZE) (0.1~1%A4) . BEm.,
R EREE (4£0.1%Kii)
11.1.6 $#EFHNBEES (7 VA < —BELHYE © 0.1~1% AKiiii |
L E—/MERIGEAE - 95%)
BE), EEIRH, DAF AT T, VA M7, R, REEEE
By, BITRE, LERE, SHEEESOHEIKES S S bR
B ENDHB, [81 BH]
11.1.7 EMAEMRE (Syndrome malin) (0.1% i)
BEBYHRER, TRIEOM BRI, W R, SR, MEOZR), FEITE
MWHEBL, TN EREBEPASNLEGE T, &5 21k
L. REH, K- BREERSEOLGEME L L\ E 2 0LE %
179 2 o BIESIERIZIZ, HIMERO MR IMIECK D LA A
LNDIENEL, Fio, IATTE VIREMNED BHEREOMLT A
AENBIENDH D,
11.1.8 HEIBBARE (HIEEAH)
WA, B, CKER., MK CRP I+ 7rae s ERER
HoEbhgacid, &S5 E2mik L, @M AaLEZT) 2L, £
7o MRS X 2 AMBREEOBEIEE TS 2 .
11.1.9 FEOREREE (0.1% A
11.1.10 2MERX (0.1% Ki)
11.1.11 2HBEE (0.1% K
11.1.12 FRERBEDRASE (0.1% i)
11.1.13 /R4 (0.1% i)
1.2 ZOHOEIER
1~3% i | 0.1~1% i | 0.1% At
SEUE TI5 ., SR
HitE FACAS R (MR DM TR
A, Wi, | i 2k
T
Gpuribsea BAs . ANfEL ) ¥ -7
AR, IR |E. £ A
oy BVE . L) | BIRRE, 4
. BCEEE L
FAR. B
., ZE. W
9D, EREIE
R - R Bef . IR [
HE R B, T
JEH: LDH. AST.
ALT. y-
GTP. Al-P®
&
g e i, T L
Ao I E K
T, RSk
FARE RIS
R4
IR B BUN® k4, R
JROCEE, HR
iiR73 I kR A
AN M7
MERA . &
i
Z oAt CK. #a L |FHmEALM . 3T, EH@E
A0 = )b B, N EE, S
N ) YT g b
4 F. 73
7=, K7
I5—¥o Ll
A, BRI,
B AL g
B, . 1k
TR
BHHEIL, BEROPEEDO 7 VYN, < —RIZRHIEREE:F C
DOFFRFER R OB, SO 7 VY A~ —BIZRAE & O
L E— /MR BAVE KGRI £ CORKAROERZ H b CTHIE L
720

13. BERS
13.1 fERK
Y YT AT T —VHEHOBERGIEEERES, W, 5
HE. BT IR RIS R, R, RN ORESEo o
VU REIER B SR SRS D 5. BB O RENE D
DL B OMRIZ L VIETICELZEEHDIES,
13.2 W@E
7 hu ¥ UGB O L9 3T I VRILa Y L HIDSAH]
OB OMFRE LTHENTE 5, 7 b0 ¥ U RERERAY

FEAW

5]
N

ARz D)

D10~20mgz MWH G+ & L CHEL . BRSSO W T
DBRORFEEZ PO L, MO ) AMAEFFETII4HT > E= T 2R
pra) YHEIEGHE L725E, ME ROV EBIAZEIC RS 2 &
AHE EN TV 5,

14, BRAEDEE

141 FHIZ(FEDEE

&

1411 PTPUEOFEHIIPTPY — F 5B L TIRAT S L9
832528, PTPY — M ORERIC L D . WA TS0 & kG
WZHIA L, B39l % B 2 L CTHERRIE 25 0 E 5 20 A0 % 0F
BT LI LD D,

15. ZDMDEE

15.1 ERR{ERAICE D < 1EH

ARENZ BT, NINDS-ATRENGS W88 | 2 A8 L 72 i i 8 P R0
fE (RBISEENREKRE) LIS BBZ 28R (T yng
~ — RIZRHE & B S N2 B IIRYL) 1267 AR O 7T X Rkt

d R ARY VB Sme#E1.0% (2/19861) . KAV ERE
10mg#E2.4% (5/20661) K75t RE35% (7/19961) TH -
725

2% HOREEDOIETZRIL B ANRY VIERRESmelE1.9% (4/20861)
R A ROIVIEREE10me#1.4% (3/21561) KON T 1 R#0.5%
(1/19361) TH - 720 3HFHORBOILTTIE KAV IVIEREE
5mghEl7% (11/648%1) KU 75 & KHE0% (0/32661) T Yl
MR R A BEZRA DN, B, SHbEE &bE7-5t
THRE FAXDVIERE Gmgh F10mg) #1.7%. 77 R
11%THh o725, FMErFNREELE T LD o7,
15.2 FEERRREBRICE D < 1B

FWFEE (4 X) T, ¥ Iy - Ry MV Y — VR
RNV E Y = VIREE T FARDVIERRIE A5 L2 E .
WIS S b IS E 5 72 & OHED D 5,

16. EMENRE

16.1 MARE

16.1.1 HEHRE
HEHER T % 0 1S GEA A A AT BRI S L7z & & Ol RS (Cinax)
T OFLHE v e FE — W AR T I A (AUC) 13 G- moBINICIKF L TR o 720
5mg 13 10mgHL G- B 1) 2 HMBYRE ST 2 — & & RITR L7V,

TEHE A F125mg I 10mgHE I 15 L 2B 0SB RE/ ST X — & (§iE])

P Crnax tmax AUC t12 CL/F
e (ng/mL) (hr) (ng + hr/mL) (hr) (L/hr/kg)
m 997 300 59172 89.3 0.141
< +208 +110 +155.87 £360 +0,040
Lom 28,09 242 109840 757 0153
£ +981 124 +304.63 +173 +0,043

CL/F: #2077 A

16.1.2 REHRE
HERER AN T2 0 502, $ERISmE X8 mg™ % 1H 11al14 H B RS IS L7z, e
Lo M il B G- R 28 TR IR I L B S 2 RN BRI AL
FhwveEz sNizY,

16.1.3 £HFHFEEEHER

(1) RERATIViERES5mg [AET]
FARY VR S5 me [HIET] KO7 )+ 7 Mibmgh, 7 B A+ —N—iki2 kD
ZNENIEE (N ARTIVIERIE & L Comg) MEHE AT F 1A FLE AR 1455 L Cfit
HEH N AU VIR RIS 2 E L. B S NS ENE NS 2 — % (AUC, Cmax) |2
DV TY0%ME X 2 TR % 47 - 724545 log (0.80) ~log (1.25) O#iPHINT
BV TH OEYEWFSEEDR S N,

(Mean*+SD., n=6)

SENFE T A =%

HEIST A— 5 BEINTG A =5

AUCo-168 Cmax Tmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)

NESAZ AL s
5mg [HET]
7 &7 b Edmg

4445797 9772+ 1.747 311£068 66.56 + 1867

452.3+82.3 9512%1.352 367077 69.44 =17.67
(1845, Mean+SD. n=18)

(ng/mL)
12 4

—o— Kx~UIVIEMIESESe [AET ]

--0-- 7 1) & 7 h§E5mg

(DR E:v 1=
©
—a

61 . 18445, Mean+S.D., n=18

-
=

R R

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168K (hr)
M5 SR B RS

MHEPEEEIE ONZAUC, Cmax®E /35 X — 13, HERE ORIR, A ORI £ - i
S ORBEMI L o TR D WHESED B 5,

(2) REARYIVIERESR10mg [AET]
F AU OVEERESE0mg [HIET] RO7 ) €7 MEl0mgg., 7 O A% —N—EIl &
D ENENLGE (KA )VIEREE & L C10mg) flHER AT T 1M A L R % 5 L <
AR B A RDOVIERRIERE A HE L, SNy /sT A —% (AUC, Cmax)



12DV T90% 5 B B TRERHEIT 217 o 725 R log (0.80) ~log (1.25) O#iFHN
Th Y WHOLYF SRR S 72,

Y B ST A =%

HEINT A =5 BEINT A—F
AUCo-168 Cmax Tmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)
ESAPIB 3t
10mg [HET) 956.9%2293 | 22726 +5429 289+1.05 60.36 1393
7 1) &7 MElOmg 951.6+2322 | 21.874+4815 305062 60.55*11.95

(15485, Mean=SD., n=19)

(ng/mL)
30

22

% —o— Nx~JIVIERIESE IOng [HET ]
20

; --A=- 7Y &7 hE10mg

15 14845, Mean+S.D., n=19

[oF T T T T T T T T T T T T T |
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168K (hr)
ARSI EEAERS

HE I BEIE NI AUC, Cmax®E D /85 2 — % 13, BEbs @R, R o BRI % - B
W& ORI X > TR LWHEEND %,
() FERAYIVIERIEMIN0.5% [AET]

F AU VRIS 05% [HET] RUT7 VU &7 MIK05%% . 7 0 A+ —/N—iEI2
LhEnzhlg <V VHEE & L CTomg) BT A AR S LT
Mg B AP W5E L. 155 n7-38mEhE/ S5 A —% (AUC. Cmax) (22w
TI0%15 FEIX ] THERMENT %17 o 728558 log (0.80) ~log (1.25) D#HIPANTH
O\ WHEIO AR RS ESHERR S 7z,

R ST A =5

HEIRT A—F BEINT A=Y
AUCo-144 Cmax Tmax t2
(ng - hr/mL) (ng/mL) (hr) (hr)
IOV R AR
05% [HET | 344.3+72.3 852+1.66 31+09 598 +118
7 &7 M AIA05% 3745%86.0 921+192 3307 60.5*10.6

(1gft5-, Mean=+SD. n=19)
(ng/mL)
104

—o— R ~TILIERIEMIN05% [HET]
--A-- 71) £ 7 MBI0.5%

1g#5, Mean=S.D., n=19

RRNE <\ 2 N B REE

0 : : : : : : : : : : : ‘
0 12 48 60 72 84 96 108 120 132 144 (hr)
MLSE S RS

IMAEPHEEEIE ONZAUC, CmaxB:0/85 & — & (3, BB OMIR, RE ORI a4 -
D FRERG N L > TR B RENA D 5o

16.2 RYR

1621 BEOHE
RN T % 0 S B Z T AFOEH % fi2mg™ CHE L7225, AR
G- OB LA AR L TIZFARER R AR L, BFICLZRBERO LN Lo
726,

16.3 4
In vitro WWERIZBW T, & MR AH1E889% TH V)« in vivo TOIMIHEAK &
HX926% Td - 720 9,

16.4 K3
ERHREINGLT IV FIALSIETH Y . Z UK TOREA FIVALIUE & 2 12 HE <
TNy VBRSNS TH S LEZ BN,
N7 v F WALBUS 21 3 & L TCYP3A4AS, F720-Bi A F LIS IZIdEE LT
CYP2D62 B 5- L T\ % 2 L VRIE S Nz, [10. ]

16.5 HEittt
BEHEB T % i G2 FE2mgit) & BRI 1 G- L7 & & % 5087H B £ TRBICHE
S N7 REACE GG R D94% TH ) . (KB EED 2 L296% TH o720 Tz,
10mg? HFIHE 14557, 11H B £ TSR S 7z REEIR KRB TL0.6% . b T
17% T o> 7z REERORHY 2 G5 L 22 RABFRIEERIZ359% T 1) FErp ki
1384% TH - 7210,

16.6 HENEREHTHEHE

16.6.1 BikEEEERE

EFREREREE B 2 0 RIS HESme & MR G- L7o & S OFYBE ST A — 5 12id, B
BELA D Z N LA EFATBD SN 7210 BHEAT— %),

16.6.2 FFiBEREEE
7V T — VHEIFREZ B % ot U Sidme & HRE 135 L7z & S OFEWBE ST 2 -5

IZAERER N & Heik U TR B O Crnax DT LA < ISV D2, Mho/x7
A= B ICHEAIRO SN Lo 7212 BHEAT—5),

16.6.3 =inE
S & S SE2mgtt) & B OIRG L e & S DY BRE ST A — 5 IR &
e Ly IR A LA TEICIER L 727°, Comaxs tmax X NAUCIZ A T2 72135280
SN ahorzl¥d,

16.8 ZDft
F ARV VIERENESE3mg [HETL] &, FAXYVERESSmg [HEL] % i)
L L7k & EIMBEDEA L S WIS L A S,

i

) RERAER ORI, 7V YA~ —TZARETIE [lE, B F ATV

Fietfi e LCLHLRBmg S BAA L. 1~28 M 212 5mgllisd L, #5535, mED
TNy = TIERAE I, Sme CABEM L FAEM A, 10mgli i 5, 2B,
FERIC & 0T 50 ). L E—/MEBIGRRETIE [, MOAIZIE I A~ VIR
& LCIHLESme? b RMa L. 1~208H 12 5mglc i L, #1359 5. 5mgT4
ML AR, 10mgli i 0 2B, ERICL DomgE TRETE %.] TH 2,

17. BRERRRIE

17.1 HHHRCRLMICET 268

(BERVHEEDTIVY N ¥ —BISDHAE)

17.1.1 ERFE MHEHER
WRIER O EEFED 7 VY N A~ — RIGBHVE B #2685 % X 12 F A XV VR §i5mg
(3mg/ H % LiAM# G- #. 5mg/ H %238 M#SE) Xx 77 A% 24 M54 5 &
B EGRER & F L 7z
AL AR AR IRETAT 12 5V ThmeBk I3 775 L ARBE & Wi L THBEICER TV 2, T2
#] DO A II5meHEL7% . 7T REEL3% . [HREEAL] DU OB A 1E5meht17% .
75 ARHAZ% TH > 720

A G B R ARET Al

PAIEs=3 e X X = RAIEs=3
| e | B | e | R | | ome | g | R e
% 1 19 40 36 15 4 0 1
Smg | % (1) (16) (34) (31) (13) (3) (0) (1) |116
K% (D) G0 | GD )
% 1 13 10 40 21 21 5 1

7K % (1) (12) (9) (36) (19) (19) (4) (1) |12
T G © | ©o @)

RN RE & FPAM 3 5 ADAS-Jeog#h riDFERF AL & FUTR T (RAHIT 5 1 20561)
5 RARE & OB O TH T, K5 1285 X ) omglEA 7 7 b AL KL THE
HUENTRD STz, AREOSmghE & 7T L RO GHI RO E O #2441 T
Holze

ADAS-JeogD#EWEZAE

EAil P 037> & D2 L1 ZE b OB i
IR < FIH£SE. () T
12 5mg -303%047 (106) -
7IeR —-084+050 (101) 219
" 5mg —-307+050 (96) -
- 77K —~0.11+056 (86) 296
s Smg —270+048 (107) -
R 75 R ~026=052 (98) 244

(%A F AL % R o)
TAEREFFAR E T & 5 CORDFEMFZAL 2 FIRT (RAINTATSR © 22861) o #%5- PGS
L OBITAEDOFI T, #5120 & 1) 5melids 77 L R HE & IR L CHER WD
& 5719 16,

CDRA R ORERFZEAL

- - 03 & DZEAL i1 A DRE I I
0] 8 I =SE. (n) THyER
128 5mg -012%008 (113) -

o P 023010 (109) 0.35
. 5mg -014+013 (104) -
2438 ———
7R 072=017 (95) 086
- 5mg \ -010=0.12 (116) -
7Tk 075=015 (112) 085
(%A1 F AR EERT,)
%1 [FEHlEoE] - [0EOfH]

¥20 [ 77 L RTEOMA S OZLmDOTIM] — [Bmght D07 h & DZALRE DT i)
X3RRI & L C24lRF O Rl & L7, ik - BREFIC oW TiE, 1280 o

WHEAsd 2 Y& DI T — & R IAT ORI G & L7zs

(BEDTIVYINA < —BIZEE)

17.1.2 ERE I1HEHER
FEDT VY NA ~ —RIGRAE B 30260 & 5 52 B A D VHiEkESE10mg (3mg H
% 208 5%, 5mg/ H Z4EMES . k\VvTlomg/ H % 18 H#%5) . 5mg (3mg/”
H % 208 R#% 5-1%. Smg/ H % 22:8H¥%5) X377 K % 24853 2 “EEMRI
AR & S L 720
CIBIC plus (£ MFEFRAEIREEM) 125\ ClomgHEld 75 4 R¥E L il L CHEICHE
T GRFRIT R 0 28761)

RO CIBIC plus

RAIE==3 = X X = Rai==3
e | | S | Bh | e | ER | Ee | En | R |
10mg ik 0 7 35 20 19 9 0 0 %0

%l © | ® | & | @ | @ | a0 | © | ©
Smg b 0 4 27 26 30 9 0 0 %

% | (0) (4) (28) (27) (31) 9) (0) (0)
L 0 6 18 30 34 11 1 1
77T | e | a9 | 6o | 6o | av | ® | ® |

FRAIBERE % BTS2 SIBRF RO e RO AL & FUIR S (T & 29061) o 4%
GBAGIE & OFFRZEDOTITIE, bmeht, 10mght 2N 2L, 6755, 9.0 THY ., 77
LAREE L B L CHEZSEDRRO b 18,

B LOSIB
e 087 5 DL L ZE b OB I
ERaca it a—
i £SE. (n) P
10mg 47+11 (92) 9.0
5mg 25+10 (96) 6.7
7T R -42=10 (102) -
(79 A3 %2R o)
¥1 0 SRR RN & L C24RE ORI & L7228, ik - BEEBIC O W TR, Wi T — 4

ERATOM R E L7z,

¥2 1 [itofd] — [0EOfH]
¥3 0 [BHEGHOHED b OZLEROTIHE] - [77 L REOHED S DL DTy

fili]



(L E —/IMFRISBHIAE)
17.1.3 ERE I8R5
L C—/METRIZADESE (MMSERRA © 10450 F26 5L F) 140612 6542 F A=)
YEFRHISE10mg (3mg/ H % 20M# 5%, Smg/ H % 4HRE#YS . K\ Tlomg H %6
HEHS) . 5mg (3mg/ H%20MH 5%, 5me/ H % 10EEES) . 3mglid 77+
K& 12E MG+ 2 T BRI R R L 72,
SAEERIRAER & REAI9 4 CIBIC pluslc BT, 3mghf, 5Smeh. 10mgitixvyid 7
FLRBEE B L CHEICER TV,

A RFOCIBIC plus

| B0 e T wE | o0 | BE | wn | 29 |
e g | OF | g | PR mp | B g |8
fil4 1 3 13 8 1 0 0
Wme B @ | 60 | 60 | @ | © | © |®
5 filEd 5 5 10 4 2 2 0 28
e T | () (18) (36) (14) @) @) ©)
k4 1 5 14 6 1 0 1
ME T | e | 60 | @) | @ | 0 | @ |2
BEiE 0 1 8 5 10 3 0
VAN
7T | @ | G0 | aw | @0 | av | © |~
SRIBE % T 2 MMSER A ORI OB (LR D7 5 L AR E DL, mght. Smg

L 10mghE 2 M ZN18, 415, 28HTH Y, & TORTT 7 L REEL B L THIE
RYEENRD b,

AL ¥ OMMSE

o OB 2 & DEALF 2 2Lk OB L
P30 £SD. (n) Sy
10mg 23%32 (30) 28
5mg 35+32 (30) 41
3mg 1.2+38 (30) 18
7R -06+27 (28) -
(79 AT EERT )
FEAEIR - ATBIREE 0 5 HLIH, BAIFEREA B & 5Pl 3 2 NPI- 284 sl O AR D 2L
DT T AREELE DI, 3mghf, Smgh, 10mglFhEh—248, —364, —524T
&0, 5Smglt. 10mghT 7 T L REE L i L CH SR80 b,
IRAIFFLONPL-2
. O 2> & DEALFH2 AL OB
SFE£SD. (n) Py
10mg -51=46 (31) -52
5mg -34+39 (30) -36
3mg -22%61 (30) -24
7IeR 02+40 (28) -

(A F AEEYEEE R T )

ARBRISTERIHERTH ) . TS
DL HIE LT 0, [56
17.1.4 ERFEMHEHR

LU —/MARIGEAE RS (MMSERS AT @ 108100 261 LF) 14261 2 % 512 KA =D)L
YileiisE10mg (3mg/ H % 2:A ML 5.1, Smg/ H & 4EMHE 5. KW Tl0mg/ H%6
SRS . Smg (3mg/ H % 255, Sme/ H % 10MEMI%S) 77 R %12
JERMF G4 5 " ERICERER A FE L 72

FRHNHERE % AR A9 5 MMSERR MO RMEOZLED T 7 KL &L, Smght.

S H (G5 FRiiH B 15 - EEosE0 %
1]

10mglZNZN08:5, 165 TH Y, 10mghtT7 7 L RMEL B L THERUGED R
HHNT,
FAE ¥l MMSE
— 03872 & DAL R 2L O BER] Holik
ERacR it o
Pl £SE. (n) PR
10mg 22%04 (49) 1.6
5mg 14+05 (43) 08
75 R 06+05 (44) -
(79 A %Rt .)
FAMEIR - ATBIREE 0 5 HLIF, FRAIFEREZA B % 5Pl 3~ 2 NPI-274% s O i R O 2L
Tld. SmglE. 10mglEL b 127 T LR OMICHEZETED SN RroT,
AR ¥LONPL-2
N 03B 70 & DL A2 ZEA L O ER Mk
e 5-h —
FHE£SE. (n) SRS
10mg -28%05 (49) -07
5mg -18%06 (45) 04
TR -21+06 (44) -

(%A F A METYEZRT )
%1 ROERIERHN & L CL2BBF R & L72s, Hik - BEEBIC oW TIE, T -5
I OR R L LTz,

%20 [ofi] - (0]
¥3 0 [BFRGHO0ED S OZLROTHM] - [77 2 RHO0E, S OZLROTH
1]

AR TIE, RRARAEREE . FPER - ATEIRE S OTHERIIN 32 AR IVIERIE D
FRIPEDT T 2RI L TBERLTW 2 &) BEEIRBHEMEE S T e, [56
s
* 17.2 BUSRFTHRAERS
17.21 LE—/MFRISBEERRE & R & U - BN SLEIRTEH R

LU —/MARIGERAE B S (MMSE #3510 10500 E2605 D) 2RI, FARY VIR
fYasE10mg (3mg/ H % 2:A[#% 5. 5mg/ H % &AM S, R\ Tl0mg/ H X Ik
wKSme H &6 AN S) Id 77 v RE2128E ST 2080 (CEERT 7 1R
XHR) &L AR SE T L HERE I R A Y VIEERESE10me GAEFEE B A RO VIR
BRI Tl310mg/ H XUFIERSmg  H . iGN 7 7+ R #HETla3mg /H % 208 W% 5
#%. Smg/ H&Z4EMILS, ZO#KIE10mg, HIUTHAKSmg H) %485 %
MkHER G GEEMIERIR) 72 & 7 5 LG5t B R BR & 20 L 720 TN C 3160
B FARIIVIERIE XL 7 T £ RG-S, FERHlIE H Cd 2 HHNIc B 2%
HEEFAMiE O Ak ARAER  (CIBIC plus #GHFHIN) O3 AiIZBWT, 77 v REEE P4
NY)VIERRYER L OMICAEEIRO SN a0 o7z (p=0408. 2fEAWilcoxontfiE., i
IR DA K IE L T H10.046) o

A& ERAMEE O CIBIC plus

TR wE | | BE =],
38 g | OF | g | PE | mg | B gy A
F o) | Bl 1 10 22 17 19 5 0 7
EWE | % | Q) (14) (30) (23) (26) (7) (0)
o .| BI% 0 6 18 32 14 5 1
R
TR0 | @ | e | @ | a8 | @ | © |7

LB B AT O LK O A R T OHERNI BT B i RN 0 4 ik R JE K
(CIBIC plus #&7Fil) OB HAIEUTOLB) Thotz,

S O CIBIC plus (XJ8Lo A #E51)

| B | | B | R | e | B | R |ew
Fasyw | BB 1 10 14 9 11 3 0 48
gwl B (% | @ | @D | @ | a» | @) | © | ©
B 0 3 14 19 10 4 Ly
o | ®© | @ | 60 | 2o | ©® | @
0 0 8 8 8 2 0 [,
i © | © | 6» | G0 | 6D | ® | ©
[ L ) 3 4 13 4 1 0
7T @ | @ [ ae | 6 [ a0 | @ | @ |®

1430AS R 2 €T L € D9 H139BIDM kL SN AAT L. 10560725k fed 530 %
56T L7ze BIKEHIE H T 2 KRFMiEH (G OB 5-8) 125 5 MMSED
N=AF A4 o OEROERITHOL L) Th o720

@ O——e TSR (MRS HINE xR LI RE )
% 37 b R LR B
S
)
sl § 2 %_
-
w1 {
& ~~ *
E S ———"
g
+H 0 oF Py
o
B
o w
B 4
" 038 638 1238 2438 36 i 48 60 i#
T 50
. A s
77 v REI12E D S N ARD VIERIESE3mg  H. 1482 55mgH, 18E» 5
10mg/ H#%5-% s (5mg/ HANOWET) o $5-8, Bl 550 & B0 2L

ZHT &L, MMSEDN—=ZAF A VR OA 2 ) —= ¥ ZHOZ b % e L Lz
MMRM (Mixed Model for Repeated Measures)o 345 3 s & L7z

KRV (G B Ok 5- 1) 1281 DMMSED N — A 7 4 ¥ 206 OZALE 0¥
®

AHERTIE, ERERRIERICN 32 FARDOVIERRIEO A RTED 7T 2 RIZIHE L <8
T 5 &) BEERSUIMGEE S LT, [56 S

18. EEhEIE

18.1 1EFHRE
TN INA < —RIGEHBE R O° L ¥ — /MERIGEAHE ClE, BN ) BRI R O BEE
LHEESBO LN TWD, KEZ, 7HFLaY >y (ACh) 25T 2BETHLT
FNaAY YT AT T —¥ (AChE) ZWHMMHIZHET S 2 &I12X ) MNAChE A8
AT ) A EEEAER A RIE S 520 ),

18.2 AChEFRE{EA RUAChEICH § %3&R14
In vitro CTOAChEEEH OICft126.7nmol /L TH Y. 7F VIV T Y TAT T —
B/ DICs0fit 127,400nmol /L T& - 720 AChELZ % L0 2 B % 7% L
7‘:22?0

18.3 BNMAChERRE{ER R U AChIEIN{ERA
RS2 D, Ty MNOAChREZ FE L. F72MAAChZ BN S &722. 20,

184 FBREXEER
B =) AEB AR AR IR T £ 7OV (NI IREF ORI & 0 B BkhE AT S 7z
Ty M) BT, BOESICL ) R EGEE E R L7229,

19. B ICEAY EBEZAE R
— g FR 0 B ARV IVIERERE (Donepezil Hydrochloride)
1b4:% © (2RS)-2{(1-Benzylpiperidin-4-y))methyl}-5,6-dimethoxy-2,3-dihydro-1 4 -inden-1-
one monohydrochloride
53 F3X 1 CuH2NO3 - HCL

ST 1 41595
"R HEORHEOR K TH S,
KIZRREF R T8 7 =)L (995) IZHEIFIZ v
K (1-100) EHBEMEZ R S v,
KGN RO HND,
(=t 3w
e}
- N
e T
Hsc\o
RUSEGREMA
20. BURW EDEE
(KL
FZEYVRIETHIE CBCE YV EREPRTT LMD D),
22. @&

(K2 A~RTIVIEREIESR3mg [HET])
14%% [148Ex1; PTP]
28%¢ [14%E 2 ; PTP]
(FEARYIVIERERSmg THEL])
568 [14%E x4 ; PTP]
1408 [14%€x10 ; PTP]



100§ [FI9AF v 7KMoV ; NT]
(N ZARTIVIERRIR SR 10mg [HETL])
568E [14%E x4 ; PTP]
(R &~ IVIERIEM0.5% [BEL])
0.6g % 284,
1g X561
100g [FF9AF v 7RV NT]

23 EEITH

R HEHRORHEEAS. (1))
2

3) : A% (5tbmg)

) P Al A% ($E10mg)

5) MAHABL Al BREE . 2011 : 66 (3) 479485

6) HFOFE <7')JC7 M © 19994E10 8 H KRR, HIRFLERIEZEA3. (2))
7) MEEERAE L OfE (7017 ME 19994510 A8 H KR

HEFEREE A3, (1)
9) MIFETE Ml FEY
10) BEHEAIZB B

HE BRI A3, (1))
11) Tiseo P, et al. : Br. J. Clin. Pharmacol. 1998 ; 46 (S.1) : 56-60
12) Tiseo P, et al. : Br. J. Clin. Pharmacol. 1998 ; 46 (S.1) :51-55

2000 : 15 (2) :101-111

13) FEE BT 2 EMBEE (7)) 27 M EE 1999410 H8H AR, HIGHERHZEA3.

3)
14) #HNEH AR (5i3me)

15) Homma A. et al. : Dement. Geriatr. Cogn. Disord. 2000 : 11 (6) :299-313
16) BRAESIAHRER (7917 M 19994E10 A8 HKE, W ARE +.2. (5))
17) Homma A. et al. : Dement. Geriatr. Cogn. Disord. 2008 ; 25 (5) : 399-407
18) WHET IV NA < —RERAVEA M R & U 72FRA THHER (7017 M -

AL @ 20074E8 H 23 H ZKGE., Aty i

19) L E—/MEBIGRHME % 5 R & L 72BRS TAIRER (7 ) &7 M - Mk - DS - A

fREY) — - FF 40y 7 201449 19H KRR, HFEERIRS276.1)
20) Mori E, et al. : Ann. Neurol. 2012 ; 72 (1) : 4152
21) Ikeda M, et al.: Alzheimers Res. Ther. 2015:7 (4) :1-10
22) ILVERERGE TBIE. 1998 26 (S) :S1277-S1282
23) ILVE R g (S) :S1283-51294
24) /NEER B, 1998 26 (S) :S1303-S1311
25) JhvEtdidE A c SRR L AR 1998 0 26 (S) : S1313-51320

24, XHEEKRERVEWVWEDE L
HETHASHE BEEY APy —
TO308583 LA HEEL T 1621
TEL (0120) 517-215
FAX (076) 4428948

SUERTTRES

26 1 BLERSETT

= Elﬁﬁﬁ

NicHiko = LU 7 #8 Bl & 6&E21

i3

TEHE NI BT 2 HEMEYRE (RIEFE % S-8)) (7 ) &7 M 0 199942108 H
f%t%fﬂi}k iob)‘ R%i B (BRI G-3ER) (7 ) 27 M 19994210 8H
3. (1)

- HERREE A2 (2))
8) fEHEAIZ mm%%m& (EAMEE) (717 M 19994810 H 8 H ZAKGE.,

& (ORI (70 &7 M 19994510 H 8 H KR,

0321491-14



