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AUC area under curve : WX HHHR TS

BUN blood urea nitrogen : MLIKRIRFE%EFH

CDR Clinical Dementia Rating : EEJiEJE 2 FAfh N
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Caregiver Input : 4P HE AR AE IR FEAR
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MMSE Mini-Mental State Examination: I =X % /L7 A I (5 HEERER)
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S.D. standard deviation : fE%E(R 2=

S. E. standard error : fEVERR7E
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T Time to reach maximum concentration in plasma : & IfLFE 2 E

Bl ZERFH]




I. MEICEH9 5IER

1. RAREOERE
RSO NVERRIE I T VYA ~ =B L e/ MEREERIEIRIREA ChH Y . TEFral v
(ACh) Z5fpd ABE#ETHHT v F L) o xT T —F (AChE) Z Al flE % 2 &
2K VN ACh B2 IS, I = Y UAFB PR R 2 BTG 2, AFBTIX 1999 12 B
STV 5D,
1 BEHIC RRA~_UNAGEIRIE 2 F N 3mg KO8 bmg & A3 5 K3~ VI EATE 0D £ 3mg NP
e ONE) OD $E bmg NP 1&, =717 7 — < RSB W OB IEEILS & U CTH% A2 R
AR 0331015 %5 (R 17423 H 31 H) IZHEDS & B R ORI G 1L &2 3%0E M@ﬁ%
AW R SRR 2 I L. 2011 4F 7 HICAKRR 2 . 2011 4F 11 AICHRGE 2 BAga L7z,
2013 4 6 AIZiE, TRET VYA ~—BERAE ) BFEICKHT D [Tz, THEK
OH&E] NBIAEAR SN, £O#%, 20134 12 i, BEREAR Z =7 1 fRlatt 237K
HEL 72,
Fro. LEEPIZ PRV Z 10mg AT 2 R332V HERENE OD §E 10mg NP) (X, =
a7y =< RSB YIO%IEEIML & U TR A AE L, AR 0331015 5 (FRk 17
£3 A 31 H) ICESEHME R ITIEZRE., MERER, AV SFr0F S5 2 50 L.
2013 £F 8 /KRB 2 BT, £ D1k, 2013 4 8 HICHLER7E/KGR 2 = 7 m R 23 7Kk L
2013 4 12 HITHRFE & B4R L7z,
2019 47 3 AiZiE, Ve —/MERIERFEIZ 351 2 AR AESE R OMEATIE] ) 12332 [2hie
TR THIER O E] 2NBIERE S, BT, 2023 425 H1T, T B —/MRRIEEAE
(21T DREEESE R OMEATHIHI ) (2K 2 THEROHE] 2NBINAR S L,

2. BEOREFEMEYT
OARAFNZITEF N2 ) AT T —BE RN HE L, AT EFral ra&ainsy
%Y,
OBRRBNZIZ, TV A ~—RIERHE K OV L B —/MERIZRAE 2 35 1T 2 B EESE R O LT
N ERERRD TV D
OFEKRZEWEHE LTIE, QT EE\ DEEI (Torsade de pointes Z&de) . Loa=HlE), I
BIERE, fE L, SERIK, L7 vey s (RE7wmy 7 BEETay ) K b
e, ODARA, THMES (B - +Z8R0REE) .+ REE S L. HeE M, T
I, FFRERERE S, BEUE. BMUVERIE (CTAD A, %) | MM, BMm &R, SRR
PR, EAMESEBRE (Syndrome malin) ., BERUFHAMRIE, PR IREE, SMERER . SVEBFEE,

JRIKIARBA O ZE8R5E . /OB 8 s ST %, (TVIL 8. (1) ERZREIEH & FIHIEK |
DIEZM)

3. HmOEFIFHIRE
OSEAI ORI H'BAIM Z AND Z LIZX Y, @HMEDm Eai3inoTz,

ili



Ok =2 —7 4 7 & Z LICL 0 A2 (R Fa0wEHs - LOhE~ AX
7L, BibF 2 () 2Rk LEEBRFFL TV D,
OK7e LTOARM G FIREZ HENAIREE TH Y .+ 22 A7 5,

4. BIEFERICEAL TEAMT NS
T ERE BT % &M

f XA BV - L
Bl HEET A KT A 5%
RMP il
BIMOY A7 f/AMEiE#E & LT -

ERL STV D &R

B HHEET A R 1 >

PRI A F o> B I m

5. RRXHRURE - EFALOFIRER
(1) &B&EMH
RO
(2) il - EALOFIRER
R L7

6. RMPOIE
A L



0. &#ICEY 5EE

1. R34
(1) #0 B . RRA_U)VIERE OD &€ 3mg NP
R RV OD 8 5Smg [NP
R AR VGRS OD 6% 10mg NP
(2) * 4 : Donepezil Hydrochloride OD Tablets
(3) BIMDMEE : A Th D RRARUNVEEIIZ A K OVE B 5Ll L, NIPRO 725 NP
ZfF L7z,
2. —h4

(1) 1 % (@fE) : FxXU UK (JAN)
(2) ¥ 4% (#143%) : Donepezil Hydrochloride (JAN)
(3) RT L (stem) : R

3. BEXAXIERMER
0

H3C/O H/OI/\C - HCI
HiC__

K OGRS AR
' FRARUATE

T3 1 €, HNO, « HCL
S8 415.95

N
d\

&

5. tZ28 (i) XIEKE
(2KS)—2-[ (1-Benzylpiperidin—4-y1)methyl]-5, 6-dimethoxy-2, 3-dihydro—1# —inden—1-one
monohydrochloride (IUPAC)

6. HAE, B4, B3,
B L

LEES



M. AMESICET HEE

1. YELEFHTE

(1)

(2)

(3)

(4)

(5)

(6)

(7)

SR - MR
HEOREEIEDOM K TH 5,
FinZIERRBD BN D,
BRI

KITRREEF R < =L =L (99.5) (TH

U Eh i

AHLZW

b (R, B, BEER
Al : 223.5°C (5 fR)
BRIGELARRE T4 Y

pKa=8. 90

SERGREK

BRI L

Z DD F AR E

KB (1-100) (THENEMEE R E 720,
Ky 1 0.2%LLF (0.2g, EEREE) Y,
BREVEY 1 0. 1%LL T (1g) Y,

WS - AR OHE ST O 230nm (2815 E

2. EWHAOEEEHTIZB T HRE.
LR L

3. AUMRS DHERHERE EE
TR BRIE v
HAHK G T DEFMSRD | FR_OVHIRE ) HERERBRIEIZ X D,

—/ =
TE

i

Tz <y,

%1345 450 T D Y,

i

HAFIR T OEFRMA RO T FRANVVHRRE ) EEIEIZL D,



V. #XIICEE4 HIER

1. Hif
(1) FRDOXH
BEAI (FEEE : DR AREEEE)
(2) HENONER TR

N - RE X
[ERES |ERS =%
r7e4 PER
7 (mm) (mm) (mg)
el — R

R 32U LR OD HODFERE

=~ =]

$E€ 3mg NP (B EN AR EEEE) 3.0 150

R %~ L R 0D H D HEEE

~ =]

5% 5mg NP (7 EN A ) 3.0 150
NP-775
&) (9 =
RR_RYVIEERYE 0D | RARDFERE
5 10mg NP (171 e N R de) 8.5 3.5 250
NP-777

Tk (7T AL T—4) 2TV 5D,
(3) #HAI—FK

RIS
(4) HFDOYHE

ZHER R L
(5) Z0ith

Y L2



2. HHF O
(1) B3RS CEERD) DEERVHRMA

R 7844 A 2k oy oo Al
1 FErh T VNEERTZT IV« A XY
RARADVHRE 0D | B AR S UILVEEATF VAR v —, HWE =
HE 3mg NP RER_OUERRE | RV Ao zF Lo =0 bk
Smg | 7 == —T )L, fRfbF
1 b AV 9%/ <y =3 S =
R~ U 0D | B ASESR )y —A, D-vr=h—/ b
§ 5mg NP RxSULtERs | Y ERIYT YT R
5mg Tra—A, Ao —RA
T2 TF— A (-7 ==
o VT T = ALEY) | B
. 7 = & N =AK
R LR 0D | A AKER i o
. o . KTABE, AT 7V~ = Wbk
$E 10mg NP INE NSNS =y 75 i=3 -
TR T b
10mg

(2) BREFORE
U R L

(3) &&
EERe L

3. RTBERBEOHBRREUVERE
BEARRNA

4. Aif
M LN

5. BAY BRI B SIHEM
LR L



. BRDOEEEFHETICEITSREN
T a R
FERSA: - 40+1°C. 75 +5%RH

@O RARAY VIR 0D §E 3mg [NP) ¥

PTP 3%

AR EE (RY oLy - 7L

3 b

. T —)
TH B M O BA hB 1 A% 3HH% 6 71 B #
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o 120 5 1x « hr | B - KA 2ib7x L
@ KR~ VIR OD §E 10mg NPJ 1V
PRAFSRAE RAFZHE TRATH1 ] LEES
T 40°C WO - AR 3 A 2eia L
. T g
B\ TS%RLZ25C | R - R IR sl N ST (L)
St 120 J7 1x - hr | B - [UB RS Eibie L

. RAEER VBRMBEOREMN
BN

| fEEORATIL (MRILENEL)
LR L

. B

BN B RIS

R R~ VR OD 88 3mg NP 12

(TMEFEIR L O TR FEERBR T A R T4 G & 5% 0 E A O A4 1 [F)
SRR A KT A4 SER 18 4R 11 A 24 A —#dE FARAFRE 1124004 5, SFERL 19 48
5 H 30 H—HBETIE A% PRAR S5 84% )



AREBRTE - HASR)E — iR BEE HREREE (X V)

B S
. . I e . H D
EE | s AR AR B TR g
pH1. 2 = H ARIEF H B E 1)K
pH3. 0 =7 6H 7= Mcllvaine DOFBE R
| 50rpm — — 1 $E/
RV pH6. 8 = H A HIAHFBRES 2 | 900ml | 37£0.5°C|
%
7K
100rpm |pH3. 0 =i 7= McIlvaine DOFEMEK

HIERYE  WHRBRA M E N TUICHOW T, UTFIORT (D) ROQ) oL T L &, &

AR R

B A3 RS &HIE T Do
(1) ey
OIEHERIFI D 16 53 ANIZ ) 85% LA FEHT 256 -
FREREULHIAY 15 43 AN FH 85% L BRI+ 5.
OFEHERLAFN 23 30 43 LANIZ ) 85% LA LV HT L 72 WG4
FUE S 7o B BRIRE [ 1 3o W CTHEVERLA O L PR R 85% LA R & 72 % &
x| HEAERUH) O TR A 40% K O 85% (3T O 24 72 2 B SUIC BV T
AR B O VR H SR AME YERA O IR E £ 10% OFPHICH 5,
(2) 18 = DR HIF
B #& LRl IRE SR 3 1 2 SRR Ol 2 DYEHIFRIZOWT, LR O HEAEIZHE A
T 5,
PR YERLAN O SRR DS 85% LA FIZiET 2 & & | BBRIAI O LA FEE15%
DFEIPHZFEZ D & O 12 EH LELL T T, £25%DHFHEZEZ 2 b D070,
[FIZEPERRBR AT A KT A 2> T RV VIR OD $E 3mg [NPJ & A S A
( RRADVHEEAHE OD §E 5mg TNP)) DOIEHZFENZ iR L7, O, 2 TD5%k
B W T B O R OHE AL LT e /oo, WA AED N
IZ[AZ%CTH D LRI LT,
BRI pH1. 2 1281 2 EE H dh#R (mean=*S.D. | n=12)

100

& g0 -
t y
= 60
—~ i —— FRARYJIEEEIEODEE3Me NP |
% 40

20 ==-0--- RRRJ)LIEEELIEODEES5me NP ]

0 I__, 1 1 |
0 15 30 45
#ZBEFRE (9)



SERIE pH3. 0 12 1F A R (mean=S.D. . n=12)

100 [ ([Je=dbaa{Jmmmssecc---o Desannszeens J
& g0 -
H
%= 60 r
—~ —0— RRRYIEFEIEODEE3MeINP ]
% 40
20 -=0--- FRRY)LIEFEIEODEE5me NP |
0 L, | | |
0 15 30 45
BFEER (5)
FRBRIE pH6. 8 1251 2 A #h#R (mean=*S.D. ., n=12)
100 [F--{jeede=scceeo-- PPy PEEEEEES J
S
80
H
= 60
E/; 40 —e— FRAYIEEAEODSE3me NP
20 --0--- FRRYIEFEODEE5Smel NP
0 L, | | |
0 15 30 45
Z@ R (5)
BRI AKIZEBIT 2 EEEH dh#R (mean=S.D. | n=12)
N 100 + O
B 80
H
%= 60
% 40 —e— FRAYILIERAIEODSE3mel NP
20 | --O--- FRRYEEEODEE5me NP |
0 ﬁ | | | | | |
0 60 120 180 240 300 360
Z @R (9)
FRERIE pH3. 0 (100rpm) (Z331F 2 IR AR (mean=+S.D. . n=12)
100 - 3} ]
S
80
H
& 60 -
—~ —o— RRARYIIEEEIEODHE3Me NP
% 40
20 --0--- FRR Y EEEOD S 5me NP |
0 L, | | |
0 15 30 45
ZERER (9)



HZEENIC I I DM

O KRR~V VIEEEHE OD §E bmg NP 1
@ R AUV 0D §E 10mg [NP)
(TR EI DA LR SEIERBR AT A FT A4 > PR 94E 12 H 22 B EHKEH 487 5,
A 134 5 H 31 H—H#dE EEIEFFIEE 786 5 MUK 18 4 11 A 24 H—#lIE AT
51124004 5 1)

AERTIE A AR — A BRIE HEERE (8 RLiE)

RER A
. Ly T e | e pCri[2)
EE | BlERK AR AR TR I
pH1. 2 = A ARFEJH 7 HHERBRER 1 K
pH3. 0 =3 7= McIlvaine DFEMEE
50rpm B i 1 &8/
SRRVE pH6. 8 = H ARSESG ARG 28 | 900mL | 37£0.5C SN
K
100rpm |pH3. 0 =7 7= McIlvaine DFRE K
HIEFEUE « SRBRIUA O Y R A | EERAI O SR R L T 5,
TRTOBEMRBREMHF BT, UTOERETHETH L&, IWHETREEIL
TWAET 3, 72170, 27 &b 1 SDOBHRBREIEICHE W THET 2RI
R PSR HE R D S RS 85% LA RIZEE L2 T T2 6720,
OFEAERLAIA 15 53 AN ) 85%LL LA 23546
FRERBUFN DS 15 43 AP ) 85% UL E¥AHT 5,
OFEAERLA 7S 30 73 AT ) 85% L BiaH LW G4
LIFOWTR O EICHEAET D,
a. FLE S AU aBRINF 11T d6 VN THE RS 00 2P 3R 7S 50% LA 1 85% 12532 L
e E | EEREISBUE SN RBRREIC 1T B SE R D 1/2 D
VIR = A n i Y 70 R R R OSBLE S 7= SRR IR L o W CRABR LA
EIIER SR AMEHERIAF O SRR £ 12% OFPHIZ B D 2>, T £2 BIEK D
B2y 46 L ETH D,
b. HLE S AV RBRRFRIC W T AR HEERLH O SRR RS 50% 12 L7 &
x| HEERFIDHE SN RIS T 5 EHEH RO 1/2 OFEHIRW
RA NI YG 7R, LOBUE Sz BREEIIC BV €L BRI )
TR R D HERA O PSR 9% OFPAIC B 5 7>, XUT £2 BIE O E D
53LLETH S,
AERAE R AR AT A BT A - T RRAVHEIRYE 0D 6 mg TNPJ, [F] OD £ 10mg

INP) L AEYERIK] (77U &7 b D §E 5mg, [F D BE 10mg) DO HZEZ i L=, %

Dt A

IKEAS O RBRIE T ldia 2B OFREME OYE R HE 2l 72 LTy,

[



B K CTIZBALRIMEDR R i noTz, 7ok, EERAS T E2xtg L LizAw
ARIEEMERER T, mRANIAEDFZRICRETH D Z EBHERIN TV 5,
O R R VIR OD §E 5mg TNP)

BRI pHI. 2 1281 5 PR H iR (mean=®S.D. | n=12)

100
& g0 -
H
= 60 r
% 40 -
20 ---0--- 7Yt F+DfE5me
0 O | | |
0 15 30 45
#ZEEFRE (7))
BRI pH3. 0 12451 % THITEHIIA (meanS.D. | n=12)
100 -
A g0
H
= 60
0% 40
20 U/ cdees PULTRDEESme
0 O | | |
0 15 30 45
e (9)
BRERIE pH6. 8 (Z451) % TRV (nean+S.D. | n=12)
100+ R ~
P
80
H
£ 60 [0
;/; w0 | // —— FRAYEFIEODEE5me NP
20 f -0 Py TRDERSMe
0 O | | |
0 15 30 45

B (5)



BRI KICEB T D Hi#R (mean®S.D. | n=12)

. 100
B 80
= 60
f 40 .D----"D ------------------ _D
0\/9 I:D;._ RRARYVIEESE ODEE Smeg TNP
20 ---0--- 7t +DEESmg
0 ﬁ 1 1 1 1 1 |
0 60 120 180 240 300 360
B (59)
FBRIE pH3. 0 (100rpm) (2831 5 FAEH dh#R (mean=*S.D. . n=12)
100 {} ]
%
80 r
& II
#= 60 [/
—~ H —— FARRYLIEFEEIE ODFE Smg INP
% 40 *,,‘
20 I -=-0--- 71t T+DEE5mg
0 I__, 1 1 |
0 15 30 45
#ZEEFE (9)

@ KRR~V VHIERY OD $E 10mg NP

BRI pHL. 2 1281 B A AR (mean®S.D. . n=12)

120
..100 r——{ - =[]
P
80 |
60 -
% 40 -/ e
~ [ —e— RRARUIEEEIEODEE 10mg NP
20 [ —g--- PUTDE10me
O LI L L |
0 15 30 45
BRI (5)
FBRIE pH3. 0 1281F 2 PR H AR (mean=S.D. | n=12)
120 r
.. 100 - O—8—(y—— {1 .
A
H 80 r
E 60 |
% 40 —o— FRRYLIEFEEODEE 10mg INP ]
20 ---0--- 7'+ 7+ DfE 10mg
0 LI L L |
0 15 30 45
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BRI pH6. 8 128 1T 2 IR HEh#R (mean=S.D. . n=12)

120
w2 100 —F {]
=
H 80 !
60 [
% 40 ;| —@— FRRY)LIEFAIEODEE 10mg NP
= i ---O--- 7t F+DEE10mg
20
0 LI 1 1 |
0 15 30 45
#Z@EFRE (5)
BRI KIZEBT B R (mean=®S.D. | n=12)
120
100
P poee— 06— — —@
H 80
% 60
% 40 ---- - O-----mmmmmmmmmmoes O
~ 20 —0— RAARYIEFEIE ODEE10mg INP
==-0--- 71+ T+DEE10mg
0 ﬁ | | | | | |
0 60 120 180 240 300 360
Z @R (9)
FBRIE pH3. 0 (100rpm) (2831 5 FEAH #h#R (mean=*S.D. . n=12)
120 r
w100 T -
=
480
60 r
% 40 - o e
N —0— FRRYULIEFAIEODSE 10mg NP
20 --O--- 71t F+DEE10mg
0 Ll 1 1 |
0 15 30 45
B (9)

10. &% - 8%
(1) FESBELGRS - K, SNENRRCERS - SECHT HHER
LR
(2) %

22. A%
(FRARD)VIEFEEIE 0D £ 3mg TNPJ)
28 € [14 8 (PTP) X2, HzMEAIADY ]
140 £ [14 88 (PTP) X 10, FZAEAIAY ]




(FRART)LIEEE OD £ Smg TNPJ)

56 i [14 88 (PTP) X4, HfEAIAY ]
100 g DR, X7, H2lEAIAY ]

140 % [14 88 (PTP) X 10, FZAEAIADY ]
(FRARD)VIEERIE OD £ 10mg TNP1)

56 & [14 §& (PTP) X4, #fpAIAY ]
100 g8 [, /N7, FEFIAY ]

140 $& [14 8 (PTP) X 10, HiEFIAD ]

(3) PlREE
YL
(4) BHROME
PTP 1%
PTP: ;RU Fu b’ Ly, T/IAI=7 LA
TiIvre—: TAI=gsA, R F L
VAR
Reg: RV x=F L
R AR A =1 < P

1. Rt S h 2 EME
BARBN AN

12. Z0its

[ B3 ALt~ i A PER R 10
ETORBREMT B THE LISEAICENI T 1380 Lo T,



V. JAEICEY 5IER

1. BEEXITHE

4. ZhEE - R
TILY A T —RIBHAER U L E—/IMAREREE 128 11 % FRENEAE K D EITHIH

2. MEXEIHMRICEET HIEE

5. %hee - HRICBEET DFE
(ZhEEHE)

5.1 KRBT /Y A ~ —BIERFNE & OV L B —/IMERIZRHE DI REZ D b D D HEFT Z il
T2 VIR LT,

5.2 T A = —HIEERHE K OV b B — IMARUEREE LLS O BB EE MR T I W TAAI O
BENMEIIHER AL TR0,

5.3 MORBEIEMERE & OERIZIICEE TS &,
(TILY A 7 —BIBBENE I (T B FRAAEAE K D EATHIHD

5.4 KANL, TNV nA ~—HERFE & ZWr ST BFICORERT 52 &,
(L E—/MABIERENGE 12 85 (1 5 SRANAEAE K D ETHIH]D

5.5 AFNL, FWHIEERITK @ L, 117, BRG] DOBEONFIZTOW T B L7 E
FiSXZ ORREO T, L e —/MERIERBIE DSR2 W eI S & | i) 2 e Rl 42
RMAFIC LD U e —/ METRIERAE & W S dv, ARAI O 2 Y) &l S vz B
DHERTHZ &,

5.6 FEHEIR - ATEIRDE | BAREEARIER KT 2 ARFNO A PRI STV 720, [17. 1.3,
17.1. 4, 17.2.1 &M]]

3. RERUAE
(1) BERUVHAEDREDR

6. A% - AE
(TILYINA T —BIEBENGEIZ $ (1 B FRENAEAE K D AT HIHID
WE . RANTIE R RROVERE L LC1LH 1 3mg MORA L, 1~2 %S
Smg [ZHEE L. OB ET 5, BEOT VY A ~—TBIZRAEBREIZIL. 5ng T438
L. EffE, 10mg I ET 5, 23, ERICE YV EERET 2,
<bE—m%ﬂ%ﬂrrﬁwé%ﬁrrﬁwﬁﬁWM>
WH . AL R RSV & LC 1 B 1 [\ 3mg 5B L, 1~2 @RI
bmg ([ZHfE L, MOKE5 T 25, bmg T4 MM L%, 10mg ICHET H, 7238,
JEMRIZ LY bmg £ TRETE 5,




BeHBAG 12 W £ T2 BRI, BAKEERA, BFLOFEK - M#E b AR
HEIR DREIRSF IS L D AR 21T\ GRABRAE, KAk - ATEIREE, B ETE
PEE 2R ERICEHME L TR 7 0 v R Y A7 % Bl D & T RWIGEIE,
FehaR 1T 5 2 &, BEBMA 12 BRI £ TOARMERFM O RIS & B Gk
2RI L2 e Tho T, EMMICAIMERHME 21TV Feh-fkie oo vl 2 4
52 &,

(2) MERUAEOREREE - RN
AR L

4. REZERUVAEICEEY IR

1. A%

- AEICEEY 535

1.1 3mg/ HEGIIAAETIT < MR REEROREAMZ 52 B0 T, AL
LCI~2 2B CTHEALRN &,

1.2 10mg,/ HIZHEET 28615, MERREWERICER LR OEETHZ L,

1.3 ERNEE, FELREOEHOL L TRETHI L,

5. BEERREE

(1) BBERT—R2/\vor—o
AR L

(2) ERRRZFEERER
MR L

(3) AERGERAR
MERR L

(4) HREERIERER
1) BAXNTERIERER

(BERUPEEDTILYINA T —RBEE)

17.1.1 EAREMAERER

R K O D T L A ~ —TUERHVE R 268 i & PRI KRR~ Vg
YEgE 5mg (3mg,/ H % 1 H[EE 5%, dmg/ H#% 23 WREHKG) X7 78R % 24
G52 ZHE MR A FE i L7,

A NG AR Z B T bmg BEIL 7 7 B ARBEL IR L THEIZERL TV
7o o) LA EOBIGIE bng B 17%., 77 B REE 13%., [EETEl) LT
AL omg BE17%., 772 REE43% TH -7,




e BB R A AR A

B | 1 19 | 40 36 15 4 0 1

Smg| % | (1) [ (16) | (34) | 31) | (13) | (3) | (0) (1) 116
X453 % (17) (34) | (31) (17)

LI 13 10 40 21 21 5 1

iz % | (1) | (12) | ) | (36) | (19) | (19) | (4) (1) 112
X53% (13) 9) | (36) (43)

PR RE A FEM T 5 ADAS-Jcog DRI A LA RIS (FfMipTxi5e : 205
Bl) . BEHBLER E O REOEETIE, &5 12 1% XV dng X7 7 AR
LI L THEREENRD i, RO bng BE & 77 B RO 5-RI4
DIEALBDFET 2. 44 . TH - T,

ADAS-Jcog DAL,

A - 0375 DL L EH PAE OB H ik
IR FHE+S. B (n) gy
5mg —3.03%+0.47 (106) —
12 34 -
75 R —0.84+0.50 (101) 2.19
5mg —3.07+0.50 (96) —
24 1A -
7T R —0.11%+0.56 (86) 2.96
5mg —2.70+0. 48 (107) —
g ot
AN —0.26+0.52 (98) 2. 44

(v A FAETSEE =T,
EE FERTAR RUBE T D CDR ORERFAAL 2 RIS (URMMFHT 5 : 228 i),
HBhERE & O REOFETIE, &5 12 l% K0 dng B 77 B ARREL i L
THERYGEDRD bz 1917,




CDR & & M ORI AL

A - 0 D DAL B PR B DO RER b
IREY] SEHME£S.E. (n) L e
5mg —0.12+0.08 (113) —
12 -
7R 0.23+0.10 (109) 0.35
5mg —0.14+0. 13 (104) —
24 -
75 ¥R 0.72+0.17 (95) 0. 86
5mg —0.10+0. 12 (116) —
E‘i%@%s
75 R 0.75+0. 15 (112) 0. 85
(A FAEITSEERT,)

X1 [AFHErR o] — [0 ofE]

¥2: [T BARBED 0@ D OE{LEOFHHE] — [Smg BED 0N HDE(L
O]

X3 BOERFITREAIE UC 24 B ORI & L7z, Hik - B FIc 2T,
12 L EDORFED & D556 DRk T — Z ZffrOxtg L Uiz,

(BEOTILYINA I —ERIEBANE)

17.1.2 ENE I ERER
EED T VY A~ —TUEBHYE R 302 5l & k51T R R VI BRI BE 10mg
(3mg,/” H % 2 H[MH B H1%, bmg,/ H % 4 BMHE, T 10mg, H % 18 J
5.). bmg (3mg/H % 2 WM& G4, dmg,/ H% 22 WH&ZEYG) X7 78R %
24 A E-3 5 " HE MR BEABR & FEhi L7z,
CIBIC plus (EMMIEEARIERFEAM) (23T 10mg BEIEZ T 7 B AREE L ek L C A
BIEN TV (B fitiret % - 287 i),

Eef&lED CIBIC plus

HIE| FHH 2958 L2358 | e .

& A b2 &%

T s | O e | 2 me | me | ope | T
ik 0 7 35 20 19 9 0 0

10mg 90
% (0) (®) | (39 | (22) | (21) | (10) | (0) (0)
ey 0 4 27 26 30 9 0 0

5mg 96
% (0) (4) | (28) | 271) | (31) | (9) (0) (0)

75 | Bl 0 6 18 | 30 | 34 11 1 1 o

R 1
EARTL % | (0 | ) | (18) | (30) | (34) | (11) | (D) (1)




REIEREZ B9~ 2 SIB 15 M DB DA b A FRITR T (Befitrxt 4 : 290
Bl) o BLBRAAIE & DIFRZED P TIE, dmg #E, 10mg FEEN LA, 6.7 4K, 9.0
RTHY, 77 uRREL R L TAERUENRRD bz 9 19,

I fEEFRL @ SIB

\ 0 W) B DAL E*? PR B DR [ L g
k58 :
SEXE£S.E. (n) MR SR
10mg 4. 7+1.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
IR —4.2+1.0 (102) —

(77 AMEIFEE R~ T,)
M1 RERRITRANE UC 24 R ORI & L7223y, Fik - BBz > T,
AT — & B fRTOx 5 L LT,
X2 [k ofE] — [0@EDfE]
X3 [BEEGHED 0 6 OZEEDOYEE] — [T BRHED 0 WD DE
L&D )]

(L E—/MAZLERENSE )

17.1.3 ERNSE IERER
LB/ IMATIZRINE B (MMSE #5305 1 10 sLA b 26 JSLLF) 140 il & %f 521 R
FARUNVHEEAYESE 10mg (3mg, H % 2 BRE#& 5%, 5mg,/ H% 4 BREEZES. &k
T 10mg,/ H % 6 5 ), dmg (3mg/ H % 2 HE 5%, dSmg H % 10 #H[H
#E) . 3mg X7 7R % 12 HEHERE3 5 “HERRGEER 2 En L7z,
MG RIE IR & RFH9 5 CIBIC plus (28T, 3mg #F, 5Smg #E, 10mg BEIZVT
b7 7 eREEE R L THEICEN TV,

& CIBIC plus

HIE| FH L2958 R el )

& R G2 &

5 g | 5 |y | T e | B g | T
1% 1 3 13 8 1 0 0

10mg 26
% (4) (12) | (50) | (31) (4) (0) (0)
ik 5 5 10 4 2 2 0

5mg 28
% (18) | (18) | (36) | (14) (7) (7) (0)
% 1 5 14 6 1 0 1

3mg 28
% 4) (18) | (50) | (21) (4) (0) (4)
% 0 1 8 5 10 3 0

7 TR 27
% (0) (4) (30) | (19) | 37) | (11) (0)




RIS HE &2 R 9D MMSE 15 O ERFO B B 7 T AR L DL, 3mg
Bt bmg BE. 10mg BEZNFN L85, 4.1 5, 2.8 5 THY, 2 TORETS I
REEL L L CARBRUWENED b,

e fE IR D MMSE

‘ 0 ) B DAL E*? PR B O FE R bt

B 5 )

SEHE S D, (n) SR RS
10mg 2.3+3.2 (30) 2.8
5mg 3.5+3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
A N —0.6+2.7 (28) —

(7T A1k EERT,)

FEAREAR « ATENREE O 5 HLIR., BEEIELEY &2 R 5 NPI-2 155 D A i IEF
DEACED T T AR E OFEIL, 3mg B, dmg #f, 10mg FEZNEN—2.4 5L, —
3.6 45, —5.2 8 THY ., dmg ., 10mg FETT T BARRE L il L CTH E R UEN

P BT,

B fEIRERL D NPT-2

AABRIIRRARABR TH 0 | FEERPMRTE H IR
FRE DL MG I L Cuieuy20. 20, [5.6 B

17.1.4 EREMARER

L B —/MATIZEAE B (MMSE #5345 -

‘ 0 M6 DAL B A ORER Hr g

5 :

SEXE£S. D, (n) SR RS

10mg —5.1+4.6 (31) —5.2

5mg —3.4%+3.9 (30) —3.6

3mg —2.2+6.1 (30) —2.4
A N 0.2+4.0 (28) —

(A FAEITSEER~T,)

AHImIE E fE - &

10 JSLLE 26 JRLAF) 142 il a3t R

IRV ERYESE 10mg (3mg, H % 2 BRI 5%, dmg/ H % 4 BRI S5, &
T 10mg,/ H % 6 H$EH) . dmg (3mg,/ H % 2 B HEEH-#. bmg,/ H % 10 ¥ [
BE) X377 R % 12 @ERG425 _EE MR 2 35 L7,

SR RE
BE. 10mg BEZNZ 4 0.
BlrteENRO Tz,

8){_?"

SEh % MMSE B S O RKEOE/LED F T AREEL DL, Smg
L L6STHY, ImgBECT IR I L CH




(5)

(6)

2)

SR D MMSE

\ 0 B DL L E* PRV B DO REM Fh il
B 5 )
SEYME£S.E. (n) L
10mg 2.2+0.4 (49) 1.6
5mg 1.44+0.5 (43) 0.8
75w R 0.6+0.5 (44) —

FERREIR « ATEIEE O 5 HXIR,

(77 2MEl3dEzR=d,)

FONRERE A B 2 R T 5 NPI-2 15 D B (& IRF

DAL ETIE, bmg BE. 10mg BEE BIC T T ARE L ORICABZITRD O

Mmool

SRR D NPT-2

\ 0 A B DAL FH ZEA b i D RE R L
B 5 »
SEHE S E. (n) SRR SRS
10mg —2.8+0.5 (49) —0.7
5mg —1.84+0.6 (45) 0.4
75 R —2.1+0.6 (44) —

(A F AEFeEZ =T ,)

X1 FRIRFITRRNE U C 12 RO RN & Licay, Fik « B FIc >V T,
HAET — Z Z T DRI G & LT,

X2 [RAEDfE] — [0 HDE]

X3 [BEEHED 0D OB EOLE] — [FTBREED 0l D DOE

LB D fE]

ARBRTIE, RAERERRE T . ASeEIR - ATENEE ORI 9% R~
HWRRE D AN 77 BRI L TER TV D &0 ) BEREIRELEIRFE S 11T

W2 [5,6 2]

REIEHER
LR L

BE - FEANHB
DR L
SRR
ERARMHE (—REARERE, BEEAREEE, EARELREE), BER

1)

TRT —IN—RAE, HERTRERABRORE

AR L




2) ARBEHELTERTENAERIIEMR L-AE - HBROME

17.2.1 LE—/MARBEBIHEREZRMR E L-ERNRERTHREBRGAER

LB —/MATIGEIE B (MMSE 153 @ 10 ;LA E 26 MLELTF) & RIiT, Fx
DVHRIEIESE 10mg (3mg,/ H % 2 W 5%, dmg,/ H % 4 HHFKE, RW\WT
10mg,/” H XL &I 5mg,/ H % 6 M 5) X7 7 4R % 12 @E#E 5T 55
B (CHEHER Y 7 2R & WEMZE T L7ogBRE 1C RO Vg
HEHE 10mg (JRIFEH] K R~ VIR RE Tl 10mg,/ B S ERF Smg, B, J5I%
W77 v ARRETIE 3mg,/ H & 2 WH&K 5%, dng,/ A%z 4 KRG, £0O®%IT
10mg,/” H X I ERE 5mg,” H) % 48 MG 2 ik 54 GEEMIExH )
D5 70 2% B IR 5E 14 BRI AR & S50 L 7=, TR CIE 160 Bl KR~ LG
WXT 77 v Rnkhb S, FEFMEE Th SN T D R &R O
EREERARIER (CIBIC plus MAFHE) ONARICBWT, 7 BARREE RRY
IVHEFRERE & ORNICAHBZITRD Lo 7z (p=0. 408, 2 %K Wilcoxon i
TE FHEIRAT DA EKHEIX I 0. 046),

B EEAIIE D CIBIC plus

HE| R BR e .

s AR i A8

i e | 5 | | ™F | me | T me | T
Rxr~aon | B 1 10 22 17 19 5 0

74
R % (1) | (14) | (30) | (23) | (26) | () | (0)
R 6 18 32 14 5 1

7I R 76
% | (0 | (8) | (24) | (42) | (18) | (7) | (1)

2B, WEBIAAET O LR O A R T ORI 1T D B A& A 0O 2% i A iE
fR (CIBIC plus #eAFHE) OOAMIZLLTO LY THoTz,

& EEAMED CIBIC plus (4IfR DA MER]))

e E R TS T

oy s | O |y | T e | B mp | T
I R I S 10 | 14 | 9 11 3 0

YoV 48
gy et % | (2) | (1) | (29) | (19) | (23) | (6) | (0)

»Y -5 1145 0 3 14 19 10 4 1 .
TR o 6 | enlenlen| ® | @




(7)

] £ e st 5|

S s E o

e s | 5 | we | N g | B g | B
R g | o 0 8 8 8 2 0

oV 26

gy, etk % | (0) | (0) | 31) | (31) | B | (&) | (0)

L v
-5 Bl | 0 3 4 13 4 1 0

TR o o an |l ae | 6| as) | @ | ©

25

143 BINRIEIZ5E T L. £ 0 5 5 139 Bk G- BAT L. 105 B3
WEHEH A5 T Uiz, BIREHEEE Th 2 &M (B & Okl 1% 5-11)
2B D MSE DR—RAF A DL EOHBIITRO LB Th -7,

™
il o—e TIUAREE (MG SHIINARY  UERIERS)
% 37 —— RRYVERERE
g
]
# 5 24
E =
vy
=2
w1
#
B
H o0
ﬂ
ol
o ®
2] ! 14
=
038 63 1238 24 38 36 48 58 60 &
R e 54

AR

7T R ARRET 12 WD RRASVVIERRESE 3mg, H ., 14875 5mg, H, 1818
25 10mg/ H# 5% 64 (5mg/ H~OJEAT), BHHE, Riml, BGHEE KR
DRZHAEAZRE T L L, MMSE DX—ZF7 A AR ONAR 7V —=> 7 D21k
A5 E L U7 MMRM (Mixed Model for Repeated Measures), FE4yEuiiGEIE
et & L7,

BRG] (TR R OG5 51) 12851F 2 MMSE D_—R2 Z A b D%k
EOHER

ARBRTlE, EREEIERIZT 5 RSO NVERBRE OGN 7 T BRI
B L CTEN TV D &0 ) BEEGRITREE S LTV RV, [6.6 7]

Z Db

AR L




VI. EHHEBE(ZREHT HIER
1. EEZPMICEEHSILEYMRITILEYE

UNRZAF I HT o7 v RBAWKERRE

EE  EEOHILEMOREE - 2HREIL, BRFOETIRIESHRT L &,
2. FEBEEHR

(1) ERE&ML - ERHF

(2)

18.1 {EFRF
T I NA = —RIEREIE K OV L B —/ IMATRIEEIENSE Tl N = U AEB R R
BEREENRDO LN TND, AT, 7F /=Y (ACh) 2RI HEEHETH
L27EFal) X7 T —8 (AChE) Z r[WiRIZIHE T2 2 L I12 L 0 ¥ ACh &
NS, N = U AEEIMEAR R A RIS 2 220,

B & RAT T D HERAE

18.2 AChE FHEEF R U* AChE IZxt 3 % &R

In vitro TO AChE BLEIEFA® 1C,, fEIX 6. Tnmol /L THY ., 7FVLal T AT
Z —PREEH O 10, 1% 7, 400nmol /L Td - 7=, AChE (2% UiEIRA 22 BHLE/EH
R LT,
18.3 fixi9 AChE FEE £ FA &R U ACh & n1E A

RAEEICEY . Ty MM ACKE ZBHFE L. E72MMHN ACh 2 S H 7z 20 29,
18.4 FEEEHREIER

TN = ) AEBY AR RRAR B 7L (PRI RREF ORI 1 0 PR B RE A R E S
N=7 v b)) I2BWT, RAKEICL ) FEEEREERZ R L 2,

(3) 1ERARIMEFRT - FrithFiE

PN




VI

EWEREICEY HIEE

B

(1)

(2)

B DTS

X

AR LA
DR L
EEREB TR S 1Mok

16. 1 MARE

16.1.1 B[RS

PR B T2 X 81U, SER A & TR NG Lc & & ok @ EhiRiE (C,)
Ko OV 5% v B — ] i R RS (AUC) 13 R G B OBIMITEAF L TE< oo T,
5mg 31T 10mg HEF GHFIC R D2 HMBNRE ST A —F 2 RITR LTI2 2,

BEERR A 71 bmg XU 10mg HE[AHE A 45 L 72RO KW I RE ST A — 2 ($EH)

= Cmax tmax AUC tl/z CL/F
Beh &
(ng/mL) (hr) (ng * hr/mL) (hr) (L/hr/kg)
5 9.97 3. 00 591. 72 89. 3 0.141
m
& +2.08 *1.10 +155. 87 +36.0 +0. 040
10 28.09 2.42 1098. 40 75.7 0. 153
mg
+9.81 +1.24 +304. 63 +17.3 +0.043
CL/F: %7 VT F A (Mean=*S.D., n=6)

16.1.2 REERE

fERERR B -2 %8212, BER bmg XX 8mg™ & 1 H 1 [E] 14 AR KER &5 LT,
AR $ 5% O M PR BT R B2 K0 2 I TEFIRBICZE L, ERMEDH 2 VIR
FREICALITR VW EEZ NS,

W) AR - HEIE, TV oA ~—BEREE T Tl ., AT RRXon
MWL S LT 1 A 118 3mg 22HRA L, 1~2 BRIKZIC dmg [ZHEE L, BO&ks
T 5, MEDT VYA~ —RERFEBE 1L, Smg T 4 ML B, 10mg
BT S, ek, ERICEVEERET 5, ). L E—/MEREEEE I [
HLORAICIE FRAAD VRS L LT 1 H 118 3mg 2> SR L. 1~2 B%IC
Smg (ZHIE L, #O&53 5, bmg T4 ML LB, 10mg ICHET S, /2
B, IERIZEY Smg FTRETEZS,] Thod,

YRR F R

B FRIRI SN ABRT A T4

O R~V VHERRHE OD $E 3mg NP 12
(TG E&ED R 5% 0 BEERA O LY FHIR SRR T A F7 A4 2 ER 18 42 11 A 24
A IERFAFE 1124004 5 )



R AR VIEFRIE OD $E 3mg TNPJ X, RRXU/VHEERHE OD §E bmg NP % fZE e
Fl& Uiz & &, WHZEN RS &l S v, EMPRICES & B S,

V. 9. BEHPE ] DS,

@ R~V VIERAE OD $E bmg NP 1

(TMEFEIR G DO AW FIOF SRR T A R T4 > FRk94F 12 A 22 B [EIRFEE 487
Ty PR 13 4R 5 A 31 H—H#IdE EFEFEFE 786 o KUV 18 4F 11 H 24 A —iick
IE SEARATE 1124004 =)

R3S VY OD $E 5mg TNPJ &7 U&7 b DEESmg DZNEFN 1 EE (KR
JVIRERHE & L Cbhmg) %, 2/ 2D/ o A4 — "—1EIC L0 EER AN B FICHe s
HA[ERE (¢ 5- LT LC/MS/MS B I Tl RO VERREIRE ZE L-, 56
NI EWENRE /ST A — 5 (AUC, 590 Cpa) 1ZDVNT 90 %5 HEH XL THEFHEHT
AT S TfER, log (0.80) ~log (1.25) DOHPHANTEH U | WiHlD &Y I F M

HERS S AT,
(DKD Y &5
(ng/mL)
151
B
A I —— RERARYVEBIEODESMe INP)
/Z\ 9% &= 7 1) £ 7 hD§E5me
> | Mean+S.D.,n=19

2
by 61
i3
i
3
Y
)
iy S . . . . . ;
0 24 48 72 96 120 144 168
B il (hr)
(2) K72 L5
(ng/mL)
16
144
P
%_E 12-
K —o— RRARI)IGEIEODEE5mg NP
i 101 --A- 7Y 27 RDEESmg
D 8- Mean+=S.D., n=19
b
by
B
B
y
E
LE
0

24 48 72 96 120 144 168
B (hr)



HIE/RT A—H BENRT A—H
AUC0—>168hr Cmax Tmax t1/2
(ng+hr/mL) (ng/mL) (hr) (hr)
RS LR R
K 423.91+83.3 | 8.829+1.186 |3.11%=0.66| 72.12+13. 37
5 0D &£ 5mg NP
)
B 707 Db
5. 434.5%+90.1 | 9.118%1.758 | 3.68=%0.82 | 68.49+15. 45
5mg
s
K 452.84+126.9 | 9.21841.937 |3.74=%1.19| 65. 14+ 16. 46
72 | OD §E bmg NP
L
B\ 77D
5. . 443.9+116.2 | 9.066*£2.014 |3.89%+0.99 | 61.97*15. 60
mg

(Mean=£S.D., n=19)

I 5 HR R B I ONC AUC, C,, D8 T A — &, W OFRIN, (KR O BRI B - K
MEORBREMHIC L > TR D AREENH D,
@ KR~V VIR OD £ 10mg [NP) 19

(MRS D EFIIRSERBR AT A BT A2 W 94 12 A 22 B E3EFEE 487
Ty CERK 13 4R 5 H 31 A —#ISE EFEEFE 786 5 KUV 18 4F 11 H 24 A —#hik
1E REHEARE 1124004 5 1)

R AR UHEERHE OD $E 10mg [NP) &7 U&7 b D &E 10mg DZFNZI 1 §E (KR

DR & L C 10mg) %, 2 A2 D o A — R—EIC K 0 R B 1T

FHEFE OB S LT LC/MS/MS 12T

Mg R ARV BRI 2 HE LTz, 45

ST HIINE ST A — 5 (AUC, s Co) 12U T 90% fR IR 242 C AT
Hi % 1T -7 fE 0. log (0.80) ~log (1.25) OFPHNTH V. FiAI0D A= F

MR ST,
(DK L

(ng/mL)
404

m

5907

/\ 1l

s 2018

V12 A

A SR

—o— RRARD)VEEIEODEE10mg NP

--A-- 7t ~DEE1OMg
Mean+S.D., n=20

0 24

48 72 96

120 144

R

168
(hr)



(2) K72 L

(ng/mL)
40
-
%"_% 304
& i —o— RRARI)VEEEIEODEE10mg NP
/Z\ . --A-- 7 V) 7 hD§E10mg
2 20 Mean+S.D., n=20
V12
b1
i3
&
&
E
q 24 48 72 % 120 144 168
B (hr)
HE/RT A—H BEINT A—H
AUCOﬂIGShr Cmax Tmax 1:1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
[N AN =y 175
7K " 970.2+239.3 |23.361+5.098|2.80+0.77| 62.43+10. 26
& |OD & 10mg NP
)
|7V FDEE
5. 1059.1+260.8(25.111%t4.930(3.05*£0.60 | 59.80*F13.11
10mg
R R~ LR R
Vi 1038. 8+264.8|24.699+5.465| 2. 70+0.80 | 61.95E8. 31
7z |OD E 10mg NP
L
B\ 707D
5 10 1046. 1+271.7(25.324+5.166|2.85+0. 75| 56.65+7.72
mg

(Mean=£S. D., n=20)
I B P BSOS AUC, C,, D /8T A —Z 1, HBRE OFIR . AR O IREIE -
4 DRI & > TRAR D AR H 5,
(3) thiE
MR L
(4) BE - ftREODEE
16.2 BRUR
16.2.1 BEDEE
TEREREN B 1 & 5 BT A E T R F OB §E 2mg ™ TR L7258, HAR
B GO fE PR AR L RIERB RS E R L, BFIC L 2B bk

Moz 2]




) ARAE - HEIE, TV oA ~—BEREE I L@, AT R
Wl L C1H1[FE Smg HRItE L. 1~2 BMH%IC g ICHEE L, RRO&ks5
T 50 MEDT VYA < —RERHERF 21X, bng T 4 HHLL EfR#EE, 10mg
CHET D, ek, ERICEVEERET S, ). L E—/MEREEEE T (8
H.ORAICIE RRAAD VRS L LT 1 B 18] 3mg 2> SR L. 1~2 B%IC
bmg [ZHIE L, O&EGT 5, bmg T4 @M ERRim%Z, 10mg (CH&ET D, 72
B, ERIZEY dmg FTHETE S, ] ThD,

2. BWEERM/NT A—4

(1)

(2)

(3)

(4)

(5)

(6)

(1)

(2)

iR M A5
mMER L
IR ISR £ 7 35
MM ER R L
HEXRETEH
EFERANREROBRS OkH Y &5
5& bmg (Bmg X1 &, n=19) 10mg (10mg X1 &, n=20)
kel (/hr) 0. 009929=+0. 001871 0.011388=0. 001854
(Mean=*S.D.)
R N O &G OK7Ze LS
5 & bmg (bmgX 1 £, n=19) 10mg (10mg X1 &E. n=20)
kel (/hr) 0.011516=%=0. 003861 0.011381=%0. 001529
(Mean=S.D.)
QYT UR
[VIL 1. (2) B IRFRBR THERR S N7z R ] DOIESM,
DTEE
HUERR L
Z D1t
mMERR L

. B&EM REaL—2ay) @
fEfT A&

AR L
INTA—BEFHER

U ER e L




. IRIR
P - L 2

kil

(1)

(2)

(3)

(4)

(5)

(6)

R A

(1)

(2)

(3)

(4)

10 i% — i BE P & @ 14
MR L

1% — Ra AR B Y& @ 1
MR L

it ~DBITH
MERR L

(B%E)

[VIL. 6. (6) % FLbm) OIS,
BERADBITHE
BRI L

Z DO HA~DBEITHE
HMERR L
mMFEARKEE

16.3 7%

In vitro@RERIZB W T, & ML

R EHRIT88.9% TH Y, in vivo TOIMIEE

At a1 92.6% Th 72 0 30,

B R AR RS

16. 4 X

FARBFREIRILN-LT LT /LIS TH D . ZAUTRN T -l A F LR & E i
e v a UBRAERIG TH D B Z b,

N=fiL 7 v F AL 1T 32 & LT CYP3A4 23, F72 0-i A F /AL RUGICIZEE LT
CYP2D6 235 LTV 5 Z L AR Sz 2, [10. B8]

RBI“E5T 258K (CYPE) OHNFE FHEFE
MVIL 6. (1) fREHEBAL K OREHREHS ] DIHZ M,

MEEENROARERVEDEE

REER L

REYOEEOFERERVEEL, FHELE

LR L




7.

8.

10.

Bt

16.5 HEttt
BRFERC N 1 & XIS 8E 2mg ™ ZHLER OG- Lo b &, #5% 7 B H £ TIRPICHE
MSNTEREMRITEEGEED 9.4% ThHY, RMEEZDHDL L 29.6% ThoTo, Fio,
10mg O HEIRE A 5%, 11 B B E CTIoHe S e REMRIZIRF T 10.6%, #HT
1. 7% Toholz, REMEK O & A5 LI RPHEIEER I 35.9% CTH v | FE ki
X 8.4% ThHh -T2 ¥,

) AGERE - A&, TS = —RERHE CIE T8, BAICIE RO LR
L LT H 1E 3mg 5B L, 1~2 HBEIC bng ICHE L, ROKEGET 5, &
FEDT VA <~ —FUERAERF 21T, Smg T4 B LFGE%E . 10mg ITHET S,
e, EWRICEVEERET S, ). L E—/MEREREYE Tix TEE, BRI Fx
NRUNMEREEE LT H 1A 3mg 2B L, 1~2 BHREZIC Smg IZHE L, FROH
55 %, bmg T4 AMLL EREHE, 10mg ITHET 5, &b, JERICE Y dmg F TR
BTE5,] Thd,

S U RIR—2—IZE8T 515K
AR L

. EBNFICEDBRER

AR L

BHEDEREHI OEBHE

16.6 HENDERETHATHESE
16.6. 1 BieEfEERE
R RERE R A X R Bmg A AR O£ L & & OEWERE T A — 2 |2,
FERRAN D ZN E FBEITBO biLieirot= GMNEANT —4),
16.6.2 FFHgeEPEEBE
TV 3 — VRS BB A PSR BE bmg & HAEIRR DG L7c & & O EhE T A — 4
IR & ELl L TR ERBRE D C,, 2N L4 @ AEENRD bR, hoT
ICAHBZIIRO LN -T2 WEAT—4),
16.6.3 SksE
R A AP RICEE 2mg ™ A BRI NG LTz & & Oy EIEE (T A — &i@%&k&w
&Lf\ﬁ%#M%@LS%ﬁﬁ_LELt#\mW toas MOV AUC I B 7271
NI hro iz %),

E) AGRHE - FHEIL, T/ A ~—BERHETIE T@s . AL RR_U ViR
L LT1H1ME3mg 26HRBL, 1~2 HE%IC tng IZHEL., ROKET S, 5




11

FEDT Y A <= —TIZBAE R 2L, bmg T 4 AL ERGE ., 10mg (CHET D,
kB, ERIC IV EERET 5.1, L E—/MRREREE T T@E . BRI X
ARV E LT A 1A 3mg 22 HBAA L, 1~2 HM#IZ dmg IZHIE L, RO
53 %, bmg T4 HFELL E#REE, 10mg ICH&ET 5, Zeds, JERICE Y Smg £ TR
BTE2,] Tho,

Z A
PR L




. ReM (ERLDOFES) (CBYHIEB

ERNBEFNDER
E I TV

Mo g

. ERAB L TDER

2. B (ROBHEICIFHERELGENI L)
AAND RGN ERY 2 BRI LISBOE OBEERR O & % &

- DERERIIHRICEET HERE L ZTDEH
(V. 2. ZWRESUIRRICBE T SRR 22552 &,

. RERUVAEICEHEYT 5EB L ZDEH
(V.4 FEROHEICEET 1R 22452 L,

. BEERGERMIE L EDER

8. EELGLEARNIE

8.1 LB —/MERIERFNE CIX, HEAEEIIENHIRESND, &5 WITEMIGREET L
JEDOHEBRINKIEE LT T 56, AAOERGIZEY | #EINEEFEELORBEN & E
DMMBHHNTND Z &b, EERERIIBITLARVWE SBIEZ 512470, JER
0 U Ol 3 1k 7 EE IR E 2175 2 &, [11.1.6 B

8.2 EMMICRIMEEERE 21T 5 S BE OREZ MR L, ARAIEE THRENRD Siian
Gt BAREBE LN &,

8.3 thortFnal) =27 7 —VHEEMEZAT LRHE (72 I0%) L0
LNz &,

8.4 T A = —TUEREE K OV B/ MERIERAE T, B B E OGRS O R ERE
NBMETT 2 AREMERH L, Fio, RFNCE Y, BE#FEE, DFV, RKERH D bh
LT ENHDHOT, HEEOEREMR A O R OBIEICEF L L 5 BEEIC+
TTRAT S 2 &,




6. HENEREATHEBICHTHER

(1)

(2)

(3)

(4)

(5)

(6)

BHHE - BMEEZFOHLESE

9.1 EHHE - MEEZEDOHLEE
9.1.1 ERE (DFIHEE, FIRE. DIHEF) ZH595E8E. EREER (BEhUY
LMEE) OHHEE
QT ZEE., O=EHH (Torsade de pointes Z 5 de) ., (LEFE), A SAEMRERE, RS
B, MERIK, L7ry7 (AE7veyr, BEITav 7)) ERbobd 2 LN
bHo, [11.1.1 28]
9.1.2 AT LEEE. DERARVEERESHCEEEFOLEEOHDIEE
HAEMRRNEERIC L VIRIRSD D WITREIRE E Z 3 retEnr d 5,
9.1.3 SHILMHEBDBERDHLHEE
HEE b DEE L OV LB EB ORI L 0 bR 2 B S B 5 FTetEDR & 5,
9.1.4 [REXWMEXIIFAREEMEBDORETEDHSHEE
KU SOV OUURE M OVRUE SRRy b D TLHELZ X 0 RSB LT 2 AIHEMED & 5,
9.1.5 S#AENBEET IN—F2 VIR, N\—F DV UEERHRE) OHLEE
MERO ) AR ETUET 2 Z LI L0 | IEREFHE UIHET DA RH 5,

BEaelEEERE

FE TR
FHeElEEEE

BE S AT
HIEREE R T B FE
BRE S AT
1 4%

9.5 1147
PRI SATIENR LW B ATREME D & 5 e MEICiE, 1RIR COA RN G L 5 &
Il SN DB OREEETH L,
Wiy (7 v MR 10mg/kg) THIARDOWA | FEREFBE O & 4% (K H
DM B A TN D,

RELIE

9.6 7w
B EOF MR ORARFEOARMEZZIE L, RALOMBUT T IEZ G5 2 &,
7w M M- RNV 2/ A b Lz & Hith~BIT4 5 2 L2338
Eﬂ(b \%)o




(7) MRF

9.7 IMNR%F
NS A G & U T BRRARBRIT M L TuZauy,

(8) &tnE

REIN TR

7. HHE/EHA

10. BMEEHR
AKANT, T & LU CTEWIHEESS CYP3A4 K OV CYP2D6 CRET &b, [16.4 ]

(1) AR EZDER

REIN TR

(2) HFRAFEEZDHEH

10.2 ftRERE (BRICEET S L)

A4 %

AR - FEE T A

BFe - fabRIA T

AW A~ =0 DA KRN | 5 5t 1 & HE R 9 % wTRE | BF A o0 B o AR
PERH D, SRR 2 iR 5 Al
RS 5,

2 HRIEA WAEMBRAPIER 2 &2V | KR bzl UME
TeF ) R >IR3 BEER S U B AT [ EPEDER A B = X 4
JIvTa = KN REMENR B D, EHLTWD,

AL F 3 — L)

a Y xR 7 7 —EBHEA
TR ) = KAL)

TAF T I R
Y RAF 7 I B

XA AT T I

CYP3A BHE Al AR ORH 2 HE L. /ER | BFRERIOF 7 m—
A Tafry—n TR S 5 AREMED & 50| A PA50 (CYP3A4) PHF
Ty ROV A U TERIC X D,

Taxs U IT A UIVERE

AANTT 74U

X = U U RRRRE K Ty BFREEKI DT ~ 7 1o —

2\ P450 (CYP2D6) PR
ERIZ X 5,




S 4 5 T I e B - faBRiR T

HINR< P AFN O 2 L& L, 1B |[OFHESIOF 72—
TP RHE 2T S E A AREMEN B B | A PA50 (CYP3AL) D
Trz=hr YV Eizk B,

T x )N )LEH—)L

DR A S e

MR = ) LA FHN L H = ) AN E T | AR LB ) Al
MU AR LT e = OV | T L. 2B o EE | IS, M 5
B~ R S & B B WTHEME DS B B

vy 7R
T hu bRk U A
TFNAART I B
L= =g T 3 L/

HEAT v A PPE R B Al THALPEIE S 2k 29 Al REME | =2 U U R DIRTEIZ L D
VAN XA B ER WM tE S
éo

8. ElEMA

1. 8MER
ROBWERDB LoD Z N AHDT, BEE HoIliTV, BENPRD LNHAIC
3G &2 IR 57 PR E AT 2 &,

(1) EXGEMER & HER

1.1 EXGZEIMER

11.1.1 QTR (0. 1~1%A70#) . 1DZ=ESEHR (Torsade de pointes ZEL) . DEMB.
RARLERE. AELE. BERIR (FHEEAP) . DT7AvY GRETBO VY. BE
Tavy). KM (4 0. 1~1%AK)
EFIICEL ZERH D, [9.1.1 B3]

11.1.2 IDEHEE, DFEL (5 0. 1%A)

11.1.3 JHILES (B - +=1HE/mES) (0.1%KmM). +ZEBEEZEA BEAR
B1) . SHAEEHM (0. 1%AK)
AAKND =2 ) ARRIEVERNC X 5 B ER /M OV LB EB OfRHEI K > TIH LSS (5 -
+ RREEE) . T OREEEESL, WEERLR S oD 2 ENH D,




(2)

1114 B (HEARH) ., FHEEREE (0. 1~1%K0m) . BE (HEAH)

11.1.5 tERE (TADLA. BRE) (0. 1~1%A5) . HMm, MOEEE (%0.1%
AT )

11.1.6 SANBEE (7 /1Y o <~ —HERHYE @ 0. 1~1%Am, L E—/MEARERH
JiE 1 9.5%)
FEE), EEIRH, CAFRUT VA =T, IRk RREEGES), SITRE
B SHEEEZSEOMEAKEENOLDND ZERH D, [8.1 5]

11.1.7 EM4EEEE (Syndrome malin) (0. 1%7i)
EENRES, R ORI, N EEE, SR, MEOEH), BITENEIL, Thi
GlERE KD ONL551F, BEZFIEL, KmEL K- BEEHREORY
FHL L HIOEERLEZT D 2 &y AEFIERAITIE, AIMEROEEINSCMLIE CK D =
ANRBOENDZENEL, -, ST 70U REE) BEEDIKRTAAOND Z
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(An Australian categorisation of risk of drug use in pregnancy)

% : Prescribing medicines in pregnancy database (Australian Government)
<https://www. tga. gov. au/australian—categorisation—system—prescribing—medicines—
pregnancy> (2024 410 A7 7 & &)
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B3 : Drugs which have been taken by only a limited number of pregnant women and women
of childbearing age, without an increase in the frequency of malformation or
other direct or indirect harmful effects on the human fetus having been
observed.

Studies in animals have shown evidence of an increased occurrence of fetal

damage, the significance of which is considered uncertain in humans.
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