%% 20244F 9 HekEl (56 2 b
* 20234 5 HUET (55 1 h0)

Bl 1 IO

AREE 34

BAEERRIEES
87119
3mg 5mg
ERES 22300AMX01052 22300AMX01053
BR5ERaa 20114711H 20114711 H

TIVINAT -8 LE—/MFBIERHAE &R
BAERH Fax~NYVIVERIES

FLAN\DJbigEsESR 3mg YV Ry
RN\ D)) igEEIESR 5mg MV K.

Donepezil Hydrochloride Tablets 3mg*5mg[SANDOZ]

JBISE, ML E
) EE-EEEOLTEICL VAT

2. BZ (ROBEICEFBELLEVIE)
KHE DR AT ERY) D 2R3 LS BEUE o BEA:

Db EH

3. AR - MR

3.1 fEm%
B4, ESAPIR A 3 E AR s A7
e 3mg [~ F] 5mg [¥ >~ FJ
I, 15 15

AR FAXYVIERE3mg| BR - FAXPIVIERIESmg

FUERA, Mo ey | AMRI,. Py ERa YT
MV T )1 s Bl SN < VAV <1 T ) e Bl SR <4
Fefvyryortro—|Fasyraitkio—

WEl | AL ATFTV VBT AT T AL ATFT) VBT ATy
L, O AO0—A, ¥/ U|A, ETOAT—A, Y710
T— V6000, BRILF % >, #|T—16000. ERILF5 . ¥
Vo, SRR 24
3.2 WEDHIR
Wi, F A OV R 5 F AV OV R 5
e 3mg [~ F ] 5mg [~ V]
FiIE TANKNI—T A VT8 | TANLT—T 4 2 T5E
i i M
.
wl«] O [ O
Gl — —
[ERES 7.1mm
Ras JEs 3.3mm
B 140mg
#3a— F(PTP) S73 \ S75

4. FMEERIIFNR
TIVIINA I —BIRAE RO L E —/MEABIEERIGE (CH (552
FRETEAR DEITHIH]

5. MBER IR ICEET 3ER
(heEHE)

5.1 KRFEIDIT V7 A < —BEBHE K OV L © — /IMERIERHIAE D
JRREZ DL O OMELT 2P 5 & v ) IS S L Twi
VY,

5.2 7Y NA < —RIFBANE B Y L € — /IMERERSE DAL O 72
HHEMER BB TARAOE IR STV,

5.3 M FBHBEMB A L OENZIHICEE T L,
(FIVYINA < —BISBEIAE (2 35 (T B SREAERE IR DEETTH )

5.4 RHFNE, 7IVY A < —RIFRAGE & I S 7z BE 12O A
452k,

(L E —/|MEBISBEE 1C &5 (T 5 SREVERE R D MEITHDH])
5.5 ARFNG. PRHVEGIICEB L, [17. BEEE] oEoN
BT HEARE L2 EM L2 OfEO T T, LE—

AMERIRAE O BRIRFS T IR 16D & | Y 2 RS 1
B L) LY —/MERIFRATAE & BT S i, AR O HNE
P SN2 BEICORERT 2L 2 Lo

5.6 FHHER - ATEIRE, SRIEHRAERIZ DT 2 ARH O F R

RSN T vy, [17.1.30 17.1.4, 17.2. 1]

*6. AERUVAE

(FIVY INA ¥ —BISBAAE (- 35 1T B SRRAEAE AR D1 THNH])
S BAIZIE FARUOVIERRIE & L C1H 1 3mg2: & Bilh
L. 1~2:8M % 15mglaigm L, B35 5%, BEOT IV
VNA v — TIERAVE BB 120, SmgTHE B DL R
10mglZ3ET 5, B, ERICE D EEHET S,

(L E —/MFBIEBENE (C &5 (T 2 ERAAEAE IR D ETTHIH)

JHHE L BAIZIE FARUOVIERRIE & L C1H 1 3mg2: 5 Bk
L. 1~2:8[ % 125mglc i L, #&I0#% 54 5, 5mgT4H
ML EREEE, 1I0mgllii®3 %, 28, EKRICL VomegE
THETE 5,

BRI % F T HZS, BARREME, BB R OR
Wi A 2 & AR AR ORERER 12 X 2 A RPN & 17w
FRAERE, AEAER - ATEIREE . H R AREIMESE 2 R A19IC
FHL TR T 4 v A AL % LB LT E WA
. 5 EHIET 5 2 L G RB12AM % F TOR RV
ORI ZFe Gk % FIlT L 7285 CTho T ]
B RIVERHT 2 A7V B G0 B2 k5 2 &,

7. BERVHEICEET 335

7.1 3mg/ HFEGIAEMHETIEZR <. HLEEREITEH %3
2z AHMOT, FHlE LCl~28M %282 THEHLZ
Wz,

7.2 10mg/ HIZ¥=ET 2461, HLEREERISEERL %
Bofkb5352 L,

7.3 EWtEE, KER EOEOL L THRGTLZ L,

8. EELREXNER

8.1 LY —/MEEIZEAETIE. HEAEEHESGHIRENS ., &
VIR Y BT A REOHRMBINEEEY E T 254,
AHNOFET LN o HEARIMEEE AL O FEHER D £ 5 HIA)
BALNT VDL I Ehn, BERERIEBIT L 2w L) B
AT FEIRIZIE U O U bk 7 ) 70 AL &
179 2k, [11.1.6&H]

8.2 MM ERAIFEMR A A 1T ) FERF ORELZ MR L. &KH)
B G- CRHIRDTRD SN WIiGE, BREHG Lawnwa L,
8.3 o7 tFNay T AT T —BHENEHT 5 R

(FFv5I05%) LA LENWT &,

8.4 Ty NA Y —RIFRHANE R L ¥ —/MEBIEBAECTlE. B
B R O FEMARERET I DMK T 3 2 W REE DD B0 F 72
AFNZLD . BHEE, ©F v, REEVHSDNDL T LN
HHOT, HEHEOEREERE L) W OBRIEICHESE L %
Wk BESICTICEHET A &,



9. HENERZH I IBREICHT IR
9.1 AfHHE - REEEDH2HEE
*9.1.1 DERE (DHIEE. REE. OHES) 257 28E.

EMEERTE (BHVILIESE) DbHdEH
QTHER:., LZHI (torsade de pointes% &), L=EAME),
AR AEEERE R SEER. o7aey 2z (AE7a v
JUREETO Y 7)) ERHSDNDL I ENH D, [11.1.151H]

9.1.2 ARLERE. DEARVEEZRESHCERETED LK
BDHDEE
RFEMFERER I & D ERIRD 2 WIEAEENR %62 & 31T RE
Wb

9.1.3 HILHBEDEREEDH 5 BE
B EE I OAEAE K OV E B ORAE K 0 ALk &
LEEZMRESED D 5.

9.1.4 [EXRERX IFAEMMERBOMETEEDH 2 BE
SUE TP O WA I OV SR A O TRHE LS X D) REIR A
EALT D REEDS D B o

9.1.5 $EAHMRIEE (N—F > VR IN—F 2V UEREE)
DNHdEE
MERO ) VRMEETIHET 2 2 LI D IERERERE L
IXHETES D HREMEDS D B o

9.5 1%
TR IR L TV B BRI D & A I id, R TOAER
M et E Bl s L HW SN A GEICOREGTHI L,
R (5 v MEI10mg/ke) THEROWA, 56 R
FE DI CHEBARE O BINIHI A HmE ST 5,

9.6 ®3ILIB
G ORI CRHILFEEOGRET ZE L. B0
XixHEE#E+56 2 &,
Ty MIMC- FARY VIEERE 2 #1035 Lz & &, 3Lt
ANATTAHZ EDRBD LN TV 5,

9.7 INRE
NBEER R E L2 ERRREBRIT IR L T v,
10. tHEEH

AANZ, E& L TEDRHEHRCYP3ALN U —HCYP2D6T
RF N5, [16.4ZH1H]

FR10.2 BHRERE (BRICEBTECL)

EHI BRAREIR - 5L | W - fERET
AFA A N = AKRALYIK | iR 1 % B 5 | B SRR o B s T
FILy] TR D B o AR % 50§
LU EEVEN D B o
k|2 2 BRI SEMERER 22 &S| AF L b ica) v
TF ) LAY | 3 CRIEAE R SRR (TEB O A =
AN Ta= MY SNBSS L, |[ALEFL TS,

ok

N AT — VAL

a9 YT AF T —PHHEFH
TR = WAL
JAFTI B
YY) FRF 273 v 2kl
AEAFT IV

CYP3AHZEH]
A F7arv—n
Ty AavA 8

TUEZ) T F A VRN
AANTITT74)

¥ = R KA

A OFHZ HE L
VR & 58 & & 5 T g
DB %o

BEHEF O F b2
— 2P450(CYP3A4)
FHEAERIC & 5,

BEHEK O F b2
— 2,P450(CYP2D6)
FHEAERIC & 5,

HIWNTEE ~
TxFRE
/2= N
T )NV EY =)L
V7Y U

AHOH Z AL
TEM % 3855 & 2 2 W g
WD D %o

BEHEH OF - 2
— 2P450(CYP3A4)
DFBIZL D,

AR ) A
F)AFT 7 =Dk

AFNEPLa ) CHNEH
WIZT#H L, Zheh

A EdRay Ao
PERAS, AREICEH

[ize DMEE WIS LD | T %o
S RNV i/ ) REVED @ % o

S Aot

YY) 7 RIS

T ha¥rRgitan) sHl
TFNATRT I B
7 MY BRI S

AT 1A NN 2SR H]

THALTRE S & e 2 97)
Btk % o

I YAORIEIC &
0 H BRI AR S

Nna,

1. BMEA
ROBWERI DR H S b D Z EWdHDHOT, BEE 54T
V. BEDTRD SNGAE IS AR 5 7 EE YR L
BEIT) T &,

1.1 EXAENEA

*11.1.1 QTER (0.1~1%*iH). (HESEIA (torsade de pointes
&) LEME. AARLER. AEL. SERKRK (%
HEAR), 70y (AE70vY. BEJ7OvY). Xk
(%0, 1~1%Kiif)

IMEIRICESL Z DB Do [9.1.15H]

11.1.2 DEBIEE, OFRL (£50.1%Aii)

11.1.3 HIEHEE (B - T2HEBEE) (0.1%FKW) . +=18
IFBEZFEFL HEAH)., BEEEBm (0.1%%i)

RFNO ) BRIEERIC L 2 B ERG W8 OH L B o2k
2 & o THEAbEES (B -+ Z38miEs) . = fhbiasaiL.
AL IS S5 b b 2 LD 5,

11.1.4 FF%¢ CHEARE) . FAEEEEE (0.1~1%K0) . &#E
(BHEAHT)

11.1.5 BMHRIE (TAD A, BEE) (0.1~1%Km) . BEEm,
RiMmEREE (£0.1% ki)

11.1.6 $#EESBREES (T VA ~—RIFRHYE - 0.1~1% K
Gy L E—/MEIIERSIAE © 9.5%)

HI), EEIEH, DAXRTT, YA M7, Rk ABEE
By, BATERE. KPR, SHEESFEOHMEIIEREENDH
LbNLZENHDH, [8.121H]

11.1.7 BHAERE (Syndrome malin) (0.1% i)
HEBPIRER, TREEOM R, e TR, HIR. MEOZEH)., 5
FENFIL . TN &S E BN ALNLHE L. 5
ik L. FEEL K - EREEHSOSGEM L L D IH
YIRMEZFTH 2 & o REEFSRERC L, HIMERO B IR i
CKOLEFAMALNLZENELL, Fl I VRS
P BERAEDIR T DA ONL 2 DD b,

11.1.8 #EMHEABE (AR
. B, CKESA. MR IRFIA7ne s LA
ENH LN EIE, S dik L, EYRLEE 1T
Zko Fo. MERUGRUREIC X B AR EOREICEET
HT E,

11.1.9 PROREEEE (0.1% i)
11.1.10 SRR (0.1% i)
1.1 aEBEE (0.1%KH)
11.1.12 FERTREOREAIE (0.1% Fii)
11.1.13 M/ MRiES (0.1% )
1.2 ZOOEER
1~3%Kil | 0.1~1%Ki | 0.1%%q | BERY
BB 595, RIER
g EAORIR WAL, [T, B, e[ TR
i W, R st
P, AR, AR, [ ) € F— g [
M. 5N, %), Z%.
TR BOBORPE, A | BRRE, 4
. EM. S |
W9 o, MRk
R - A DRl SR, G, |k
T SELD
LDH, AST. ALT,
JiHisi y-GTP. AI-P® I~
5t
BF. M E A LohHE
PR MR T, btk
s ISR . Lo
M
N BUN® L 5. % FREA
IR fiE Bexk | IR
AMmERL. ~<
i N2y MERD,
21t
CK. % 3 L A 7| B, |56, #um
T— )b, U ZY B |, R,
vIA N TIT—F it
Zo ELRTIT—F
O LR, BRI,
A ERL B
Jii. KD




SEBUHEE L, BEEER AR T )V v N A < — BIERAISE KGR
i & T ORI K O BGRHE, SEOT IV N~ —
RURRHIAE % O L & —/IMEBIERHVE ARG £ T O RRRABR O
RrdbbETHI L2

13. BEHRE
13.1 fEIR

3 YT AT T — PIHEROBERG 1L 2 A, T,
FEHE. S8, AR, ARIE . FPREOEI. BRI, RS N OV RS
oo VREIWEHZ5 SRS RED D 5. Ml 0w
BEMEL 0. IFRGOMIEIC L VIETICELZ b H Y1
5o
13.2 &

7 N O ¥ BRI AR O X ) 23T IV RPLa ) Y HIN
BHEOMER G OMHR & L CHEHTE 5, 7 o Uik
AP D1.0~2.0mg%x IR G8 & LT L. BRKX
D WTEOBROAE YD L, o 3) AMEEHFETIE
AT =Y ARG ) YHNEBEH L2 A, I KON
HIEBDPARLEBIL D T ERMEENTWS,

14. BHEDZEE

14.1 EFIZMAEFOZE

PTPHE D IEFIIPTPY — LW B L TIRET 2 X9
ST 228, PTPY — FORBRAKIZL D, WG FE
HEAFIA L, HICIEEIL2 B2 L CHBREASOEE LS
BHEZ DT L2 e d b,

15. ZOMOEE

15.1 ERERfEAICED 53R
HHENZ BT NINDS-AIRENZS I #E 8 12 &5% L 72 i 51
FRAVE (RIS ZENFRKRR) LB s nBEEdR (7
VYN < —RIFRAE & B S 7z BB IERYE) 126
DT T kRt IR T B BRS R BRS HE S e
FOREEDIE T HRIL F ARV IV HEERESmefE1.0% (2/198
Bl ARV IVIERRIEI0mghE2.4% (5/20661) K7 T &
REE3.5% (7/19961) T -7,
27 H OEEDOIETFRIE N A Y OOVIERESmglifl . 9% (4/208
Bl) . FARYIVIEEFEE1OmMgHEL . 4% (3/21561) KUV T I+
RE0.5% (1/193%1) TH o720 IFHOHEDOLLTEHIL KN
ARV OVIEEEESmgHEL . 7% (11/648%1) KU T7 T 1 R#0%
(0/32661) Ta Y MFEMIHEI =N R A EES LNz, %
B, 3 E &b FAXRDIVEERE Gmgkk O
10mg) #1.7%. 77 KRMEL. 1% TH - 72h, HetF 7%
HES I ho7,

15.2 FEERAREABRICE D 5%
BEE ([ X) T, 7Y 3I2 -_Y MNVE Y — VR
RV M2V E Y — VR T IZ R ARV IVIRERRIE 2 % 5- L 72
e WHRHEIHIA S & b IEITEICE 572 & OMEDH 5,

16. EAEHEE
16.1 MehieE
16.1.1 BERS
AT T2 R R, SEA) % R T IR S L7 & 30
B RE (Cop) e OFIILHE TP FE — IE RS 4% T TIRE (AUC)
A OB AREE L TH5 < % 5 720 5mg X 13 10mgHh [l -
2B MBI ST A — 5 FEITR LA,
%@%A%%K%gmﬂmmiﬁﬁuﬁﬁLt%@%%ﬁ%ﬂﬁx~&
G

:I}n_g_g Cmax Tmax AUC Tl/z CL/F
<O (ng/mL) (hr) (ng-hr/mL) (hr) (L/hr/kg)
5mg | 9.97+2.08| 3.00£1.10 ff§5‘7§7 89.3+36.0 fdl(ﬁo
10mg [28.00+9.81|2.42¢1.24| 1900%0 |75.7217.3 0103,

CL/F #2077 A (Mean=S.D., n=6)
16.1.2 REH®RS _
B AR T2 3 %12, $ER5me X 138mg™ 2 1 H 114 H W K 15
RO G U7z BURSR G- O A i B 3% G- 1240 208 [ C 2 5tk
BEICEE L. BMED 5 WISENEIEICZLE 2w & E 2 s

16.1.3 EMFHEEMEHER
(R RAXTIVIERE SESmg [H> K ])
R AN VIERE $t5mg [ > F] &7 ) &7 FMgbmgxr, 7 U
AGF—=N—iEIZ L) FENnENLEE (FAXRI VIS S L Comg)
PRI T T LA BT BRI % - L C IS v R 28 b A 2 & )
E Lo BHNTREAEOIEYFHTE/XT X —% (AUC Cua)
12D\ TI0%AS FAIX RIS TR 2 4T - 7245, log (0.80) ~
log (1.25) O#PHNTH 1) . WA O LY SR S
FARUVIEERE S mg [ > N 5% 0 g g S
(ng/mL)
1z —o— F ANV VRS S mg T )
—— 7 1)t 7 NiE5mg
Mean +S.D., n=18

10+

it}
%
h
Fogt
ES
~
o6t
v
1
w47
%E
B2
0
0 24 48 72 96 120 144 168
5 (hr)
HHBRE/ ST A — 5
AUC, Crnax AUC. | MRT | T T
(ng'hr/mL)| (ng/mL) |(ng-hr/mL)| (hr) | (hr) | (hr)
ANV VIR | 444.5 9.772 545.0 | 52.68 | 3.11 | 66.56
$tdmg [y N1 | #£79.7 | +1.747 | +152.2 | #6.96 | *0.68 | *18.67
Tt T NE 452.3 9.512 559.7 | 53.54 | 3.67 | 69.44
5mg +82.3 | £1.352 | *#157.3 | £5.65 | £0.77 | £17.67

(Mean=S.D., n=18)
M EE I ONICAUC, Co i /78T X — & 1%, WERH O FIR,
R OPREURIEL - B OREBREATIC L > TR DRSS D 5.

16.2 TR

16.2.1 BEOHE
TR T 2 5 ST 2 123 A0 B8 & 82mg™ M L
FoAE R ARG O M PG AR & 3 IIFE LR 2R
L. BHICE2EBERDON o2,

16.3 9%

In vitroi®BRIZB VT, b MIFEEESAFEIZ88.9%TH V) |\ in vivo
TOIMLIEE A 21392.6% CTh 720 9,

16.4 3
FRIFEHIIN-FLT7 W FMALEIETH 1) . Z UK TO-EA F
MERIS & ZUTHEL 7V 7 0 VIRE RIS TH b L2 bz,
N-FE7 L F VARG IS 125 & LCCYP3A4AS, F 720-Fi A 7 UL
BB idE & LCCYP2D6ASH G L T 5 & kAR s ",
[10. =]

16.5 HEtt
BEHER A T2 5 512 582me™ & AR %S L7z b &, #5.%47
HH E TR S 7z KRB IR S R0 4% TH Y . 1
WA ED D E2.6%TH o720 F72. 10mgd HlalkE #%5-%.
11H B Z TPl S 7z REUR IR T10.6%, #PT1.7%T
o770 KREACEK ORE % A5 L 72 R PRI 13235.9% T
D HEhPEEERIE8.4%TH - 72V,

16.6 HENDERZE I 2BE

16.6.1 BipEEETRE
R E B 2 P R EESmg & AR LRS- L 72 & & 03 H)
HE/ST A — ¥ |21d, EBRADZNEFEEIIED SN o727
MEANT—%),

16.6.2 FFpEEEERE
TV 3 — VIR 2 B & A R EEbmg & RO G- Lo b &
DI BHE/ST A — & IZFEFE A & B L O BRE DOCoud®
1 4R CHBEDRD LA, Mho/8F X —F ITHEEITRD
Sz BHEAT— %),

16.6.3 =khE
ERE 2 % R EE2me & W OG- L 72 & 2 oy EiRE S
A — ZIIERER N &L T AR SR A EICER L
5. Coaes T2 CAUCI A B2 2135000 S dp o 721



16.8 Z At
(K2R IVIERIESE3mg [H> K])
FANRYVIEERIESE3mg [ Pl Z@EmEec ko &, FAR
UV S me [ > R &R RS L e s,
W) EELHE R OH R, TV YN A < — B T [
AL IE ARV L L CLELESme HRE L. 1~
2E M A IZ5mglcE L, BIIEG T4, MEOT IV NA
< — BISRHE BB 21X, Smeg THAR UL EF#E, 10mgll
BT 5. nh. ERICEVEERET 5], L E—/MEREZ
HUETIE T8, AR F AT ViR & LClHLEA
3mgd S B L. 1~23 M %1 5mgl i L. #0% 53 %,
Smg TATM DL #4584, 10mgl e+ 5, 2B, ekl &
D5mgE CHETE S,| THhb,

17. BRERRRIE
17.1 B3R UORLMICEY 235
(BERUHEEDOTIVYINA ¥ —BISBHIE)
17.1.1 EANSE I BB
WP JL OSREERE OD 7 )L 8 A~ — BRI 52680 & KRS N %
RNV SE5meg (3mg H & 1AM 5-%. dmg H % 237 [
¥5) 377 R &2 208353 5 ZHE MG 90t L
770 BOREERERERIEIRFEMIC B WV Comglfid 79 b RBEL L L
THEIEN TV, [HEE] D EoEA&IE5meitl7%,. 77 1R
BE13%. [RETEAL] DUF 0% 4 135melEl7%, 7 & RH43% T
ZF) i) f:o
ey Nl

e — — —
pogrr | B0 L | W oo | RS e | 0 | TV | vt

. 1
rrl % W2 © 6|09 09| @ | @] ne
X53% (13) (9) | (36) (43)
FRAIBERE % BRI 5 ADAS-Jcoglt M ORERZAL & IR T (%
FRAT R R 20561) o $25-BAUAKE & O 2O TiE, $5-12:8
BLOIMgHEN T T REEL L THELWHLRD b,
AR OSmght & 77 L RO GHi 2 O ZAbm D 7#132.44/5C
Holz
ADAS-]JcogD#ERFZAL

I e | 0D SOZALET | Z{LE OB
GRS Epacncd VIS E. () IR
12 5mg -3.03+0.47 (106) -
7ItER | -0.84=0.50 (101) 2.19
ou 5mg -3.07=0.50 (96) -
IR | -0.11%0.56 (86) 2.96
sy 5mg -2.70+0.48 (107) -
) TR | -0.26+0.52 (98) 2.44

(V4 F A Z TS )
RN B Cd 5 CORDFRIGAAL A AR (Bl IR A 5
2080) o FLG-BHIARE X DR EEOTIY TR, #5128 X D 5mg
BEAST T LR & Il L CHE R YEEAT0 H s W,
CDR&FHEORI 2L

o N 05 DZALE™ | Zft ORER LR
A T FHE
o8 5mg -0.12+0.08 (113) -
75 4& | 0.23%0.10 (109) 0.3
2 5mg -0.14+0.13 (104) -
TS %X | 0.72+0.17 (95) 0.86
s 5mg ~0.10+0.12 (116) -
HeS 754K | 0.7540.15 (112) 0.85

(= F A EIFLEERT,)
5L (AR ] - [0 i)
%20 [ 7T 2 RBEO0ME D 5 DZEALE OFIHME] - [5mglf D02 5 D%
fLa DT 1]
X3 IR RN & U C24EREFFi & L7245, Hk - BEEIS O W T
3. 1208 EORREED D B A DR T — 7 # T O S L Lz,
GEEDTIVY INA 7 —BISBEIE)
17.1.2 ERE I HEHER
DT IV A < — BRI B E 30260 % 0f R B AT VIR
H§E10mg (B3mg H % 2:EM % 5. bmg H Z4AMH#Z 5. KW
T10mg/ H % 18 5-) . bmg (3mg H % 2:8M+%5-#%. dmg/

H %22 M %5 Xix 7 7t K 22483k 53 2 “HERILER
B St L 7o

CIBIC plus (&MRYERRAEIRERAN) 1238V Cl0mght L 77 & R
LI L THBEICEN TV (T4« 28761) o
e O CIBIC plus

e BIE | -y | BIE B[ #7E | .
g~ | e | U wee | T | | B g | e | B
Bl | 0 7 35 | 20 | 19 9 0 0
10mg [ 1 T T ey T o | oy T 17 T 7y 90

3 R BN B ] R e T R Al R e S 96

77 B 0 | 6 | 18 [0 [ 34 [ 11 | 1 [ 1|
R % 0) | 6) | (18) ] @0) | B4 | D | @) | V)

FHBERE % 5Fli 5 2 SIBA S ORI OB bE £ RITRT . (R
TRHFRT S 20060) 0 $e5-BIAGIE X O 1% SO T TIE, Smgh.
10mglE 224, 6.784, 9.0/ TH Y. 7T LRBEL L TH
HIRUFEHED S 0

S D SIB
PR 070 & DL "&ﬂ:ﬁ@ﬁlﬁfhﬁ
F+S.E. (n) Az
10mg 4.7+1.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
7T kR -4.2+1.0 (102)

(75 A M3 % R~ T o)

1 RSN & L C2E R ORI & L72AS, Hk - BRIEBIIZ O WT
3. T — 7 BRI O R L L7z,

%20 o] - [0 ]

%31 [BREKGHO0MED S OELEDOTHME] - [ 75 L REOE, S D
At OFIE]

(L E —/|\FBIEBHEE)

17.1.3 ERSE I xR

L E—/METIZRAE B (MMSERS 1 - 103 2L 265 L) 140
B % xF R B ARV VIEREIESE10mg (3mg, H % 2.8 B #% 5-%.
5mg,/ H #4385, kW Tl0mg H %6 #%5). 5mg (3mg
H %28/ %5-#%. Smg/ H %108/ #%5). 3mglix 75t KR%
128032 59 5 GG B % 256 L 72,
% FEIRSE IR % FEAl 9 4 CIBIC plustZ 8> T, 3mght, Smgli.
10mgfEiZVINnd 77 L KRB L L L THEIZENRL TV,
A% D CIBIC plus

HITE | 01 | 4 | BOEE

mEAPMELIDe
R g | O | | T | mgp | B g | B
5% 1 3 13 8 1 0 0

10mg  frr T e 26

BIg | | e | e S 28

Yo R Gl R PR AR ARl R ekt SR AL Shl s Rl e 28

TR e e e o e e e 27

FRINFEAE % 3 A MMSERS: S O O BAL D 75 L R &
DL, 3mght. dmgfE. 10mgf Z L ZF N1 .84, 4.18., 2.8
THY, ECOHETTILRBELREL THFELRUE RO
720

A OMMSE
- 0M% 5 DTALET | Z ALk OB HLE
< FHfE=S.D. (n) S
10mg 2.3+3.2 (30) 2.8
5mg 3.5+3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
TI K -0.6+2.7 (28) -

(77 AT E R o)
FEMEL - ATEIREE O ) B4R, FRAIMEREA T % FFili$ 5 NPI-2
BEOREEREOZEARED T 5 RKEEE O#EIL, 3meht, Smghf.
10mglt Z N EN-2.4/45, -3.6/5, 5.2 CTH ., bmghf. 10mg
HCTT IR L L THERIEEDED b,
S ONPI-2

s 0 A & DZEALE™ Efk%@ﬁﬁaﬁt@i
F3gME+S.D. (n) A
10mg -5.1+4.6 (31) -5.2
5mg -3.4%3.9 (30) -3.6
3mg -2.2%6.1 (30) -2.4
75K 0.2+4.0 (28)

(A F AEIZLEERT o)



RABIIERR R TH D . FEFHEIE H (3B 3. FHliEHE

3 MEEOMEOLEILLHIFE L v wn™ ¥, [5.65M1]
17.1.4 ENE THEHEE

L E—/MERIEESE B (MMSERS A - 105 DL E26 5 LT ) 142

Bl b AU N A DOVIRREESE10mg (3mg H % 278 B 4% 5-14.

5mg/ H &4 5. R\ Tl0mg,/ H %6+ 5). 5mg (3mg/”

H % 2835 %, dmg/ Hx 108MIES) Xk 77 &R % 1280

P59 5 HEMILEGER T FE L 72,

FRHIBERE & SFA 9 2 MMSES S O RSO LED 75 b KiE L

D #1E, bmghf. 10mght Z N E1n0.845, 1.6 TH 1. 10mght

T7 72 REL KL THERUGEED RO STz,

FAL ¥ OMMSE

I 03 A & D LA ZEALE OBER M8
FIf=S.E. (n) P
10mg 2.2+0.4 (49) 1.6
5mg 1.4+0.5 (43) 0.8
7oK 0.6+0.5 (44) -

HEIR - ATEIEE O ) B,

(77 AfEIES#EZRT )

FRINR AR Bh & AR 3 A NPI-2

B EORMIEOZALRTIX, 5mghf. 10mghts 41275 LR H &
DRNCATEREERD SN b o720

B ONPI-2

PR 0 70 & DAL R %ﬂ:i@#ﬁ%‘jl‘tﬁfi
S E. (n) P
10mg -2.8+0.5 (49) -0.7
5mg -1.8+0.6 (45) 0.4
75K -2.1x0.6 (44)

(=4 F AT EERTS)

M1 ORI & L CL2BBE ORI L L7zs, Ak - BB oW T
&, T — 5 BRI O GE L7z,
%20 [Rf o] - [0 i)
%3 [FIEGHO0AD S OELEOFHMHE] - [ 79 2 REOGEDN S D
ZALER OFHE]

ARREATIL, FRABERERE S, KSR - AT EIREE O MR 10§
5 RARYIVIEBIEO DT I 2RI L TERLTWS &
VD BEER SUIMEE S T e », [5.68 0]

17.2 RERFTHAES

17.2.1 LE—/MFRIERAERE £ MR & L -ENREERTT SRR R
L E—/MERIZEAIE S S (MMSERF 5 - 108 DL E265 L) % %)
BRI, FARYVIEEREES10meg (3mg/ H % 28 [H#%5-%. 5mg”
H Z 48 M5 R\vCTl0mg, H I3 = Rbmg  H % 638 %
5) 377 R &2 12853 205 (ZEERT 7 1R
M) &, R Z T Lo o A RYOVIERESEI0mg (WG
SR N AR U OVIEERIE B Cld10me  H A& FSmg H . %
W77 RTEClE3mg H % 28/ #% 5-#%. 5mg H % 4B 5
ZD%1Z10mg, H s RSmg/ H) %48 M B 5-9 % fkfedk
S GEEMIERR) 205 % 5 EE B R R SRR % £l L 72,
HRAITIXI60601C N ARYIVIEERE L7 7 bR G- s, &
FREMIEE T 2 GHE I BT 5 fefCGF Al IRE 0> 4 i Bl PR E 1K
(CIBIC plus#&&#Ffli) OO AFIZBWT, 7T REEE FARIIL
WREIERE L OMICAEEZITFZO SN h o 72 (p=0.408, 2HEA
WilcoxonfR5E . IReAHEMT O A /KT HEI0. 046) o
A EHIiEE O CIBIC plus

52 1] WIE | B | | B9 | s
Py g | O | | P2 | g | BME | g | BF
FRAD B 1 | 10 | 22 | 17 | 19 | 5 | 0 7
YRR % | (1) | (14) | (30) | (23) | (26) | (7) | (0)
o | PV 0 ) 6 | 18 | 32 | 14 | 5 | 1
N T ORI RGO R

% B, GG OXIEOF R T OWGEFMI BT D Il
O EMEERIEIR (CIBIC plus#& & &FHl) OGmIELToEBYH T
Hotze

A% EEALI O CIBIC plus (XJHL A MER))

e B | o | BE | BIE | ey | 0] v
PR s | O | | | | B g | B
G Py [Ag] 1 [ 10149 |u 3]0,

WVERE | % | (2)
Hl__
I e S Nl RS RLP RGeSl P EGR Rl RS R 51

| FA~Y| B 0 | 0| 8 |8 8|20,
wVERE| % | () | (0 | B | @D @D ©® | (0
Bl V8| 0 | 3 | 4 | 13 | 4 | ] 1 1.0
L7788 o Tag Tae |6y a0 @ [ ] 2

143G A EE I 252 T L. F 0 9 H139BI sk dx G- AT L.
10561 A3 fk et 540 % 52 T L 720 Bl REFHMIE B T & 5 & 5 Alfi 5 4
GRIRI R Sk e 5-11) 12817 BMMSEDX— 25 14 » 5D
ZALEOWERITTHO LB TH o7z,

BRI QRB MR Okfedc 5 H1) 12810 AMMSEDX—2 7 1 7p
5 OZALREOHER

N o—e TR (kLR G FANY VRS
— -+ FRRYVIERREE

N THFH + EEEHRE (LS Mean Change+SE)
L

&t
<
=
L

038 638 1238 2438 368 48 18 60 8

R e S

AR
7T RIS B AN Y IVIEREIE$E3me H, 148705
5mg/ H. 18875 510mg/ H¥% 5 % B4 (5mg/ H~OHET),
PG HE, Mg, G E RS OLEEMERT & L MMSED N —
AGA MR ALY ) — = FHIM O Z R & 25 L L 72MMRM
(Mixed Model for Repeated Measures)o k455t & (& M4 & &
L7z

AR TIE, EMRERAERIES S 5 N4V VIERIE O G 1ED
77 RIZHE L TERLTWS &) BEERBUIMEE S L Twv e
Vo [5.6ZH]

18. EERhEIE

18.1 1EAHF
TV NA < —BIEBHE KOS L ©— /MEBIZERSIRE Tl I )
AEBIEMRSR OWE R EENED SN TWD, REIF, 7TEF
Va1 r (ACh) 253 2MHETHLTEF VT YT AT
Z—+¥ (AChE) #W#HIZIHET 5 2 & 12 L ) MNAChRE % 3
&, BN o EEERE R 2 S 51,

18.2 AChEFRZE{EA RU'AChEICXT§ %R
In vitroTHAChELESEH OIC50ME1%6. 7nmol /L TH Y . 7F Y
NVay v AT T —EHEEEMNOIC50ME 1$7,400nmol /LT & -
720 AChEIZxE L#IRBg 2 B 2% L7220

18.3 BMPMIAChEREE/ER R U AChEIN{ER
WGk, 9y MMOACKEZHE L., % 72MAACh% 1
j][]é’é’f:m‘ ZZ)O

18.4 2 BEEXEEH
BP0 > AEEY AR AR T B TV (AR R oREIc X Y
FERBESEEINT v M) I2BWT, KIS L ) #8k
EYFEH 2R LY,

19. BRI ICEET 2 EEZHERE
—RgEY &R
KA ~RIIVIEEEYE (Donepezil Hydrochloride)
tZ4
(2RS)-2-[ (1-Benzylpiperidin-4-y1) methyl] -5, 6-dimethoxy-2, 3—
dihydro-1H-inden-1-onemonohydrochloride
FF
CuHNO3 - HCI
SFE
415.95
MR
HEDEMEOHETH 5,
KIZRRLEITR T T8 7 =)V (99.5) ITHEITIZL v,
KEH (1—100) EHEEEZ2 R E v,
FERBTENRD B D,

{b2EER
0
H3C/O H/@ @ - HCl
HC.
Te OS5 LAk
22. D&

(K xR IViEEEREIMg [ K])
14%¢ [14%¢ (PTP) x1]



(K RZXRTIVIERIESSmg [ K ])
565t [148E (PTP) x 4]

1008 [Y7]

14082 [1482 (PTP) x 10]
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5)

6)
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10)
11)

12)
13)

14)
15)
16)
17)
18)
19)
20)
21)

22)
23)

BRI BT 24 ERe (R O&S 58 (77U 17 b
$E 1 1999410 8 H KRR, HIFTEREZE A~ 3. (1))

BRI BT 2 5B (RAEROHRS &) (77U 17+
$E 0 19994F10H8H /KRG, HIFEERMEZEA 3. (1))

AR R SRR ($E5me)

BFOFE (7)1 7 b 19994E10H 8 H AR, HI & & EH%
AL3.(2)

MEEFEAE L oA (7)1 7 M 1999FE10H8H KR, H
BRI 2.(2))

RN BT 23 WENE (RAME=R) (7)1 7 ME:
1999410 H 8H KGR, HIFFEEMEZEA 3. (1))

TRFHE RN A S ENRE, 2000;15(2) :101-111

BRSNS BT 2 B E (RE L ORI (7Y 27 FgE:
19994F10 H8H KRR, HIFFEAHIZEA 3. (1))

Tiseo P, et al.:Br. J. Clin. Pharmacol., 1998;46. (S.1) :56-60
Tiseo P, et al.:Br. J. Clin. Pharmacol., 1998;46. (S.1) :51-55
2B B EIRE (7 ) & 7 M EE - 19994510 A 8 H KRR
TR 3. (3))

FEPVERL - AR RSB ($3mg)

Homma A, et al. : Dement. Geriatr. Cogn. Disord., 2000;11
(6) :299-313

FRIRSS MAHEER (7)) & 7" b §E : 19994F10 H 8 H KR, HIFgE
BHEZE ~.2.(5))

Homma A, et al. : Dement. Geriatr. Cogn. Disord., 2008;25
(5):399-407

FREET OV NA = — RIGBHIE & R & L 72 BRIRSS AR (7
)7 N gE/DEE/MKL - 200748 H 23 HAKGE., AR E)

LU —/MERIZRANE & R & L2BRREE TAHRER (7 &7 b
Se/MRL/DEE/NIRE ) —/FF 4 > a v 7 1 20144E9F 19 H 7K
AL HIREERIME2.7.6.1)

Mori E, et al. : Ann. Neurol., 2012;72(1) :41-52

Ikeda M, et al. : Alzheimers Res. Ther., 2015;7(4) :1-10
ILIPE ZERG (24 © SEHE & 595, 1998;26(S) :S1277-S1282
INTESEMG (24 © SR & (HH, 199826 (S) :S1283-51294
BB TIZ A - HEBE X R, 1998;26(S) :S1303-S1311
ANETEMET A ¢ SEBL L B, 1998;26(S) :S1313-S1320
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