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W& 55 gl (AR L) HAGE
ACh Acetylcholine TEFNLay
AChE Acetylcholinesterase TEFNLa) AT T—F
AD Alzheimer's disease T IV NA =Y
APL Allosteric potentiating ligand TuA7 Yy 7iEEY TR
AUC Area under the plasma concentration-time curve | HL3E AP FE — B i ER T~ mfs
CK Creatine kinase JVT7TFrxF—8
CL/F Oral clearance ‘Az VTR
CLr Renal Clearance HoUVT TR
Cmax Maximum plasma concentration B v A5 P
in vitro in vitro ARBRENT (D)
LDH Lactate dehydrogenase PRIV e =S
nAChR Nicotinic acetylcholine receptor —aF T ETF L) R
PTP Press through package PTP aldks— k
RMP Risk Management Plan PR U A 7 BRG]
tu half -life SRSy
tmax Time of maximum plasma concentration e v T HFE HP i S 1) S
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W7 B IUiE, vV 2Xx YU (Galanthus woronowi ) DERRNOHBESNTZE 37 Ve A RTHY
TEFral) A7 T —8 (AChE) FHEEMIC LI VAT EF L2l v (ACh) IREZ ERSEL L & BT,
APL (allosteric potentiating ligand : 72 X7 U » Z{EMLY T R) L LT, =aF M7 eFral) ox
1K (nAChR) @ ACh #& L IR ADEA (T 2T U v ZEA) I2fEA L. ACh 12 X % nAChR DOIEH:
b sw5 Z LaRanie (APLEA) .
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ITEMEITLLEXBNTND,
AFRCBNT AT 2 I3 20114 3 A Eli &, 7 VYA <~ —=BEBFEIREAl & L THEMA STV 5,
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Ehig L7e 7 — 2 23 L, PRk 26 4 11 A 21 BATSERRE 1121 5 2 B S SAGRHGH 21T\, 2020 4F 2 H
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(D) gEFNC R4 L BRI O G BEE MBI L, FHI LS LTns, ( INAQEIRONER VMR DA
Z )
(2 PTP v— MIE Yy F v br— &7V, 8L LGRS OGEORREZHRII LS LTS, £z, ¥
B DORHEIRBOREZ A A=V LA VT AV RV EFRRL TV,
(3) HAIR Y 1EZBH IEIC BT 5 A DO 7-D PTP > — FEEIC 1T LICGS1 F—2 R—%2F R LT 5D,

4. BEFERICEAL TRAMT N SR
BIEERICET &M, RBEAKENA K51 UF
RMP
BINO Y 27 F/AMEiEB & L TER S T2 &4
I EIHEE T A R T A >
PRBREE F F oo B i I A

e ey sy | s at
HIB|B A o




[. W 5IHH

5 RRFXHRVTRE - EALOHIREE
(1) &FB&EH
AR
(2)iRid - EALORIRER
Y LR

6. RMP O E
%Y L7



0. PP 5 EH

Il. 2# (Y 5IEA

1. R34
M* 4
HZ 422 0D $E 4mg 'DSEP]
77742 0D §E 8mg 'DSEP)
HZ 4% 0D 12mg [DSEP|
2% 4%
GALANTAMINE OD TABLETS 4mg DSEP
GALANTAMINE OD TABLETS 8mg DSEP]
GALANTAMINE OD TABLETS 12mg DSEP]
(3) BFDHEX
W PR 1749 A 22 H SERFEAIE 0922001 5 ICESEHE L,

2. — 4
(#aM % (&%)
AT o5 I BALKFERRE (JAN)
(2)* % (@&%)
Galantamine Hydrobromide (JAN)
(3) AT L
M

3. BEAX(TRHERX

4. PFRARURDF=E
45+ : C17H21NOs- HBr
75 : 368.27

5 x4 (@4iE) XIFAXE
(4aS,6R,8aS5)-4a,5,9,10,11,12-Hexahydro-3-methoxy-11-methyl-6 H —-benzofuro[3a,3,2-ef1[2]benzazepin-
6-0l monohydrobromide (IUPAC)

6. ERA. A&, BS.
3 L0

LEES
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1. EEFENMEE
(1) MR - 1K
HEDMRTH D,
(2) BfEM% (20°C)
KIZRRPWETIZ K, AF 7 = VZERITFIZ K, =# 7 = (99.5)IT1F & A EHE T 70,
7K : 33mg/mL
A K ) —)b : 5.3mg/mL
% /—/)b :0.52mg/mL
(3) iR
MR L
@) R (DER) . BR. BES
Al 257°C (40fiR)
(5) BRIR B AR Bl TEHX
YRR L
(6) P ECFREL
logP = -0.44 (1-4 2 % 7 —/VipH 7.0 U > FEAETE1R)
(7) F DD EHRiEE
MERR L

2. HMMADEBEHTIH T 2REM
AR L

3. AMRHD DHERHRE, EE
TR AR %
(1) AL O EPER (D)
(2) FAPI AR PARERE (RAED D T S EEAE)
E ' E L EALAENEE
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V. 2HI|(ZBHY 51EH

1. # ®
(1) B DR 3
SEE (11 WEP A )

(2) BHF| D/ ER B IR
s
fR7E4 #l & @, RS B X WX
(mm) (mm) (mg)
R 2N | (77
AZ5v832 0D 6k wse |\ opa os ) | =)
4mg TDSEP] ) oset e
7.1 2.9 140
= - o ',/J-JS‘\\:: '/47?\\11
HS52A 320D HbE e EQ? ?gnﬂs @

8mg TDSEP) | (FRENHEESE)

HS5U52 =22 0D
12mg DSEP|

() #Aa—F
FREBAL ¢ FEAIFR
FRHEA

77 % 3 0D $E 4mg [DSEP)

HZ 432 0D HE 8Smg [DSEP]

#5432 0D éE 12mgDSEP) : #5% 3 OD

(4) BEIDYE
AU L
(5) Dttt
A LR

A SN 0]))]
T2 0D

4 DSEP
8 DSEP
12 DSEP
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2. WA DKL

() B#ES CEMERS) OEERVFHMHE

iIengs

ANy

P

HS2H8 220D
4mg DSEP|

(1 5E)
78I BALKFERESE 5. 1mg

(FBZ7v#IvE LT 4mg)

AR VEEAREINLT T LA, FEmELE— X
FToTT ) a— BT RN UL JrABL
A —RAF N UL BEBEKT A, A7 T
n—2 W= @ egk, AT T VY xR
DTN

HSH 220D
8mg DSEP]

(1 88)
HZ &2 BALKFEERYE 10.3mg

(HZ %L LT 8mg)

KD VERKFE DN T A FEELE— R
T ) a— BT NI A ZrADL
AR —RAF N UL BEBEKTA R, A7 T
n—A, = fRbEk, AT TV VBB~ SR
N

HS5U222 0D
12mg [DSEP]

(1 829
T8 RALKFEREE 15.4mg
(FTF%3L LT 12me)

KU KT T A LR — R
TrTUT)a— BT NI A T u AR
A —RAF N LA BEBEKTAR, A7 T
O—2, ATT VU~ TR T A

) EEEZEDRE
AL LR

& =
BB

3. RTBRBBEOHERKRURE
A% LR

4. h
Y LR

5. \BAY SARetE D & 5 it
H
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V. fANZB3 5HE

6. HEDKEEUHTICETI2REHREY
(1) MREH T TOREMRER
BA TR 2 D2 ISR (40°C, FHXHREE 75%. 6 » A) OfEF., 77 % 2 0D $# 4mg [DSEP] |
7 vH#3 0D $E8mg [DSEP| KO T >4 2 0D $E 12mg [DSEP) (&, @ O HiGiiE Fick T

BEEMLZETHDH Z L MHEII STz,

PTP a3
. 40+2°C. 75+5%RH
PERILH (R BRRERE | 1w A% | 3u A% | 6n A%
PR Dx1) i i i i
WeRRS Bk o~ K7 T7 4—) Bx2) i i i i
MRS (ks o< F 757 1—) (%3] i i i i
B —PERER CHITEAE 15.0%LLN) i i
#sHiEBR (pH6.8. 75rpm. 154y, 80%LA I | ] i i
HABERRIR (1 4yLhN) i i i i
SR (95.0~105.0%) 4 OD % 4mg DSEP| 97.3+0.9 | 97.2+x0.7 | 97.5£0.8 | 97.60.7
(ﬂziéjé,\.ﬁ%z (%) LCV) OD #& 8mg DSEP| 98.1+0.4 | 98.2+0.3 | 98.2+t0.4 | 98.0t0.4
OD #Z 12mg DSEPJ| 98.1+0.4 | 98.1+0.6 | 98.9%+0.5 | 98.3=0.3

%1 : OD #€ 4mg : WEEGOFEEE, OD $E Smg : WAk OFEEE, OD 5 12mg : A AOHELE
K2 FBHRIR M OMEERIE DL — 7 OIS LV, £72. FNH60E—27 ORILA LT M VITFE—H

DL ZAIZRBEOEE DRI Z TR D5,
X3 JEBRWEME 2 0.1%LL T, B E AR 0.5%LL T
%4 : 3Lot OEYfE

NS AL
N 40+2°C. 75+5%RH
PR UL BfARE | 1w % | 3w | 6n A
PR (%1) 1t 1t i i
el (ks o~ b7 o7 4—) (%2) 1t 1t i it
MERER Rk~ 777 0—) [3%3) it it it it
TR — MR CHIEME 15.0%LL) i i3]
AHEER (pH6.8. 75rpm. 15 4. 80%L 1) ] St Sl T
AREEER (1 53] it i it it
SR (95.0~105.0%] OD #¢ 4mg DSEP] 97.3£0.9 | 97.3+0.6 | 97.4*£0.6 | 97.7£0.5
(Ilzi@é\,.ﬁ$ (%> OV OD % 8mg DSEP| 98.1+£0.4 | 98.4+0.4 | 98.1£0.3 | 98.0£0.3
OD #& 12mg DSEP] | 98.1+0.4 98.4+0.4 | 98.5%0.6 | 98.7=0.3

1 : OD # 4mg : . OFEEE, OD §2 8mg : MR OFEEE, OD §E 12mg : HADFEEE
X2 RENAR M CEEROEE— 7 OFREHERITE LV, £/2, TALOE—7 OWIN AT hUVEFE—#

RO L ZAHIZRBROBRE OB Z TR0 5.
K3 HRMENE 2 0.1%LL T, FBMEATE 0.5%LL T
%4 : 3Lot O FHIfiE
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(2) EAKKETOREMLHAR

#5243 OD §E 4amgDSEP), #1543+ OD 4 8mgDSEP) K U4 5 > % 3+ OD & 12mgDSEP)
DOEOIEDOHANONT, FREEMETTREL, ZEMERER (MR, MERE, WHRER, &, WE, %

TR 21T o 72,

BRI

e

740D
£& 4mg [DSEP]

W74 0D W7 40D
& 8mg [DSEP] #E 12mg DSEP]

LA |40°C, ., [ER G, 3 N

el L

B | 25°C, 75%RH, Y, Bifk. 3 » A

WEREA B (AR )

Y |1000Lux, #&FEH & 120 /7 Lux - hr

el L

7. AELERUVBRBREOREN
B RONANA

8. s DEALIL (MEILFEHEIL)
AR L

9. BHE?

BREXLOEMFHIREEART A FS5 4 VICED CRHER

1) #H5>% 3> 0D #E4mg IDSEP]

(G RN 2 8 0 B TERA O A2 RIS R T A R T4 > (FRk 2442 H 29 B 3RAFH T 0229

10 5) | (CEOE, e L,

RERTIE - B GERERE TEHRBRE S RVE] 12X 5,
HEAERLK] © 7 > % 2> 0D §E 8mg [DSEP]

BRI

BRI R 900mL IR 37£0.5C
OB K pH1.2  HARSEE HE RS 1K
pH5.0 7 Mcllvaine OFEE R
pH6.8 HARIER FEHERE 2 1K
K fliKEOEZLE CRE L2 O
[ #5 %% : 50rpm (pH1.2. pH5.0. pH6.8. /K)
HIESEE : A FTA L OHEEMED H B ROZ%Y T HHBINE > TRIFEMEZHIE LT,

[pH1.2, 50rpm] . [pH5.0. 50rpm] .

[pH6.8, 50rpm] . [/K. 50rpm]

SERJEE R - BEVERIRI S 15 43 DANIZ ) 85% L st~ 2356
ARERRUAN S 15 7y LAINIT ) 85% LA VAT 2 A6, SUE 15 /12331 2 BB ERLAI O SR ER =S
FEAERIF) O IR R £ 10% OFHIZH 5,
it 2 OVEHFE  EAERF O FLEEH R 85% L, FICET 2 & & HEBREA O FEEHEE15% D
FAZE A2 HON 12 % 1ELLT T, £25%OHEIFAZE A 5 H D20,
ARERRE R - BUE SR HRBR S IC B W CTE B B 72 2% 0 E A O A W20 [ S v BR R

A ) OHIEREAEEA LT,



Iv. 85I B§9 5 HH

BHEHICEITSR%EE (52432 0D £ 4mg [DSEP] RUBRERADFHAHEDLE)

VR PR HE (%) )i S e
EN 7 E S UL ] B A SN2 HIoHEI 7 HIE |(FF %2 0D §E 4mg
(%3) |OD #& 4mg DSEPJOD #& 8mg [DSEPJ| (ki) DSEP] O HEAF)
pH1.2| 15 95.7 97.6 1.9 i
H5.0| 15 92.0 89.3 2.7 Jii
50rpml= : >85% X%+ 10%
pH6.8| 15 91.8 88.3 3.5 1
7K 15 94.2 95.7 1.5 1
AR
pH1.2/50rpm pH5.0/50rpm
100 - P - - 100 -
75 Y
H H
= 50 t %= 50 t
(%) (%)
25 —e— /5 % 3 L OD§i4mgDSEP) % | —e— /5 % 3 OD§i4mgDSEP)
-=-0--- /7 > % I L OD§i8mg/DSEP] -=-0-=- 17 > % I L OD§i8mg DSEP]
0 0 é 16 1‘5 0 0 g Ib 1‘5
F§f) (min) R§fi] (min)
pH6.8/50rpm 7K/50rpm
100 100
sl 75
H H
= 50 t % 50
(%) (%)
%5 ¢ —e— 75> % 2 L OD$i4mg DSEP) 5y —e— /5> % I OD$E4mg DSEP
===0-=- /17 % I OD#E8mgDSEP| ===0-=- 7 % I OD$E8mg/DSEP)

0 5 10

K] (min)

5 10
I§fH] (min)

BRLERFRATODAS 42 22 0D fE4mg [DSEP] OEAXDFHE (%)

Hi9/ B PLBEIRE A 2 15 40 | EEIAH#E £ 95.7% | EBR 1 110.7% TR : 80.2% HE
ptit. 1 2 3 4 5 6 7 8 9 [ 1011 12 |
50rpm 1t
96.3 | 95.5 | 95.8 | 93.2 | 96.4 | 97.6 | 96.8 | 95.2 | 95.6 | 94.6 | 94.7 | 97.0
H5.0/ BRI IR A 15 40 | “ERIE I 92.0% IR 117.0% TR : 77.0% HE
ptio. 1 2 3 4 5 6 7 8 9 [ 10 11 12 | .
50rpm 1
885 | 91.8 | 88.1 | 93.1 | 92.7 | 94.3 | 95.1 | 90.5 | 91.0 | 94.7 | 91.7 | 92.1
He.8/ B LEIEIE AT ¢ 15 40 | PR £ 91.8% | LR : 106.8% TR : 76.8% | HIE
pHio. 1 2 3 4 5 6 7 8 9 [ 1011 12 |
50rpm &
85.5 | 91.7 | 88.4 | 92.3 | 92.3 | 93.3 | 94.4 | 90.4 | 93.5 | 91.8 | 95.3 | 93.0
K/ B ARG LEIGIRE A 2 15 40 | SRR - 94.2% FFR : 109.2% TR : 79.2% HE
/ 1 2 3 4 5 6 71 8 ] 9 | 10 11 12 | .
50rpm 1
922 | 93.6 | 95.8 | 93.6 | 94.9 | 95.1 | 92.2 | 92.3 | 94.5 | 95.9 | 94.0 | 96.3




V. IR 55 HA

2) #3524 3> 0D 8mg [DSEP)
[P RIS DA PR EIERBR T A F 74> (P 2442 A 29 A HEAEFAIE 0229 5 10 75) |
(S E, R A EhE LT,
RERTTE - BR—aBRE EHERBRIE S FVE] 12X D,
AREREAT:
BRI E © 900mL R 37£0.5C
OB pH1.2 H AT 7 b R AR 1R
pH4.0 %872 Mcllvaine OFEEK
pH6.8 H A ) 5 v HRRER S 2
K flikdEREE cCRE L2 D
[B] #iz % : 50rpm (pH1.2. pH4.0. pH6.8, 7K)
PIEREE A RTA COHEERED H S, WROFEHET HHEB e > THEEMEZHIE LT,
[pH1.2, 50rpm] . [pH4.0. 50rpm] . [pH6.8, 50rpm] . [/K. 50rpm]
FEVERLHA 28 15 5y LAINIZ 15 85% UL s+ 2 56
FRERELAI S 15 43 LAPNIZ 48 85% LA LIAH 32 2>, XiE 15 /2B 1) 2 s BREUA| O S PR =R A3
YERIFN O IR R+ 15% DHFPFAN TH 5,
AR - TN TORERBREIIC IS W TR IEIES O A PRI EMERR T A BT A | OH)E HEHE
WS LT,

BHEFHICHSITHELUM (H52% 3> 0D 8mg IDSEP] RUBH#RF|DFEHFHEDLLER)

v PR (%) ) e
RBRAME (BH| I FZ o230 0D8 LI=— s |HE| (W7 & 0D $E 8Smg
(3)| 8mg [DSEP] OD%E 8mg | (asHi) 'DSEP) Dy HARM)
pH1.2| 15 97.6 94.9 2.7 i
H4.0| 15 92.4 89.4 3.0 it
50rpm | : >85% E X% +15%
pH6.8| 15 88.3 88.6 0.3 St
&K | 15 95.7 90.7 5.0 T
GAHHER)
pH1.2/50rpm pH4.0/50rpm
100 - 100 -
e = -8
75 7% r
H H
50 = 50
(%) (%)
%5 ¢ —e— 75> % 2 L OD§E8mgDSEP) %y —e— /5> % I 2 OD$E8mg DSEP|
-=-0--- L' I =—/,LOD§E8mg -=-0--- L' I =—/LOD#E8mg
0 0 é 16 1‘5 0 0 é 16 1‘5
% (min) [FE# (min)



V. ANCBIT DIHH

pH6.8/50rpm 7K/50rpm
100 100
75 75
i i
H H
= 50 | = 50
(%) (%)
% ¢ —e— 752 % 2 L OD§E8mgDSEP) %y —e— 75 % 2 L OD§E8mg DSEP)
==-0=--- L' I =—/LOD#E8mg ==-0=-=- L' I =—/LOD#E8mg
0 L L I} 0 L L I}
0 5 10 15 0 5 10 15
R§f] (min) R (min)
3) A5>42 32> 0DfE12mg IDSEP|

5
(& BN R D80 EERA OEMFHIREERBR T A 74 Pk 2492 H 29 0 JEEHA % 0229
H10+) | ICESE, RBrAe I L7,
RBRTIE - B R—MGERERE TEMRBRIE/ S VL) 12X 5,
HEAERIA] . 7T > % 2> OD #E 8mg [DSEP|
BRI
BRI R © 900mL B 37+0.5C
R OBR R pH1.2  HARIEE G VAR 1K
pH5.0 7= Mcllvaine DFEEE
pH6.8  HAIER T HEERE 2 K
7K fikELEEE cRE L-b 0
[] #i5 %% : 50rpm (pH1.2. pH5.0. pH6.8. /K)
HIEFEE A FIA L OHEEED S B, ROZYE T HHB IS TRI%EMEZHIE LT,
[pH1.2, 50rpm] . [pH5.0. 50rpm] . [pH6.8. 50rpm] . [/, 50rpm]
RIS AR AR VERLAI AN 15 43 LINIT ) 85% UL BT 2 56
ARERIUAFN S 15 7 LAINIZ 18 85% LA VAT 2 4>, UE 15 I 381T 2 3B ERLA O B PR H =R )8
FEAERIH) O VAR £ 10% OFHICH 5,
{E 2 OYEHER  ZAERF O FHEH N 85% LI FICiET 25 & & BRI O FEHEF15% D
HHEEZBEZX5HON 12 F LELL T T, £25%DOHEEB X 5 H DR,
AREBE R - BUE SRR IC R W CIE B 72 58 0 B RA O AW 2[R SR A K Z
A ) OHEREICHS Lz,

BHEEICHITIEEE (5242322 0D g 12mg [DSEP] R UMZER KD FH4AHEDLLE)

W R (%) ) F e
RERSE BRET T 230D T2 0D %= |[HE|(FTTF %22 0D EE 12mg
(43| 12mg DSEP] 8mg DSEP] (s H ) DSEP] DO¥H4M)
pH1.2| 15 94.9 97.6 2.7 ]
S0 e T i3 o T A
K |15 93.6 95.7 2.1 i




. SANCB 25

(RHiBh#R)

pH1.2/50rpm

100 -

.............. @==ccczooooooog

75
i

#% 50 f
(%)

% r —e— J 5% I L OD§12mgDSEP)

-=-0--- 7] 7 % I 0OD#E8mg/DSEP])

0 5 10

F#f (min)
pH6.8/50rpm

100 -

75 |
i
% 50

(%)

% r —e— 75 % I L OD§E12mgDSEP)

-=-0--- 77 % I 0OD§E8mg/DSEP]

0 5

pH5.0/50rpm

100

75t
I

H
2 50 |
(%)
5y —e— /5 % 3 2 OD4#12mg/DSEP)
===0=-=- 777 % I OD#E8mg/DSEP|
0 ‘ ‘ ‘
0 5 10 15
K5 (min)
7K/50rpm
100
75 ¢
i
H
2 50 |
(%)
5 —e— /5% 3 2 OD4#12mg/DSEP)
===0=-=- 7 7 4 I OD#E8mg/DSEP

0 5

10 10
FFRT (min) FFR] (min)
RIRLLEBEATNDHS VS 22 0D i 12mg DSEP] DEALKDEHE (%)

H19/ B A LLEE I 2 2 15 40 | SRR 1 94.9% IR 109.9% TR : 79.9% HIE
pril. 1 2 3 4 5 6 7 8 9 |10 | 11 ] 12 | .
50rpm &

95.8 | 96.0 | 97.2 | 86.6 | 95.2 | 95.4 | 94.6 | 96.2 | 95.8 | 92.2 | 98.3 | 95.1

H5.0/ B A& LEMIRE A - 15 43 | EPAINEE £ 85.5% | LR : 110.5% TR : 70.5% HE
ptio. 1 2 3 4 5 6 7 8 9 [ 1011 121
50rpm ]

84.8 | 84.0 | 87.1 | 91.7 | 88.6 | 85.2 | 75.7 | 76.9 | 90.7 | 86.0 | 89.3 | 86.3

He.8/ A& LLIGIRE A 2 15 57 | SRR 84.3% B2 109.3% THE : 69.3% HE
pHio. 1 2 3 4 5 6 7 8 9 |10 11 12 1].
50rpm 1

84.9 | 91.1 | 74.7 | 80.5 | 90.5 | 86.8 | 88.4 | 76.6 | 73.6 | 93.5 | 83.3 | 87.4
K/ B LEREIE AT ¢ 15 40 | PR  93.6% | LR : 108.6% TR : 78.6% HE

! 1 2 3 4 5 6 7 8 9 | 10 | 11 | 12 | .

50rpm 1t
91.0 | 92.5 | 94.8 | 955 | 94.1 | 94.8 | 95.0 | 92.5 | 94.3 | 86.0 | 96.1 | 96.1




Iv. 85I B§9 5 HH

10.5%% - 2%
(N EENDELERS - A%, S8 MERLEE - BECHET 5158

NERR L
2)a %
7% 2 0D §E 4mg [DSEP) : (PTP) 56 #t (14 £ X 4)
140 82 (14 $£X10)
(7T AF > 7RV NT) 100 §E
777 % 32 0D $E 8mg [DSEP| : (PTP) 56 # (14 £ X 4)
140 & (14 $E X 10)
(7T AF v 7RV 3F) 100 §E
7% 20D SE 12mgDSEP| @ (PTP) 56 $ (14 $E X 4)
140 82 (14 $£X10)
(7T AF v 7RIV 3T) 100 §E
() FiRE=E
ZY Lz
(4)BHROME
PTP & % :
P T P :RUFuELUYT 4L, TILI=ULE
P r — A=A R TF LTI R — T (LA
il %& 58 A
N T AL
TFITAF IR RNV R TF L
¥ ¥ v  F AR TmELY
] e R 15

11 BRI S0 B B S
A B L

12,20t
LR L



V. 1BRICEI4 5 EHE

V. ‘aRICEI SIHE

1. EEXIEHR

4 NEERIETFNR
BERUVHBEEDTILYNA I —REBMEIZ & T 5B EERE R O EITHIH

2. MEERIFHRICEET HFE

5.3MEEX T RICRET 53 E

5.1 TNV A ~—RIERFIE &L B SN BEICORERTHZ &,

5.2 KEIMNT IV A~ —FUZRHE DIFHEZ D b D DOHEIT 2 HIHIT 5 &0 9 IS STV,
5.3 7oA~ —BIERANE LA OFBIIEMEIR BTN T, RHIOA NIRRTV,

5.4 fhDOFBIIEMEIEER L OERIZENICHET D2 &,

3. RERUAE
(1) RERUVAE DR

6.FERUVAE
WH. RAZIEIAT T2 LTC1HS8mg (1H4mg 2 1 H 2[E]) MNHEM L, 4M#%IC1 H 16mg
(1F8mg# 1 H 2[M) ITHE&EL, ROFKEET 5, 72k, ERIGECUT1IH 24mg (1A 12mg % 1 H 2
[[]) ETHETEIP, HETHLAIIEEMOMAET4HMLL &L LI %ICHEET 5,

(2) B RUMEOBERE - RIL
LR L

4. RZERUVHAEICEET R

7TRZERVAEICEEST 2FE

71 1 H 8mg HEIFAHHETITAR L HLERREWEH ORBLZ M2 5 R0 T, JFAlE LT 4 M4
Z TR LN &,

7.2 HEEONFEEBRYE (Child-Pugh/E A IFEREOIRIE & L% (B) ONFEERE) T, 4mgxl
A1E SR L7 < & b LAMKES L%, 1H8mg (4mgz1H2[E]) Z4BMLL L L, #ET 5,
7277, 1H16mga B2 &, [9.3, 16.6.2 &[]

7.3 RERZBHT 2720, BREICEREGTDHZLENREELL,

74 BERUEEE. FESFOEHOL ETRETDHZ L,

5. ERERRUAE
M ERERT—2/8v 75—
AR L
(2) BRIRZEIHEAER
MERR L
(3) AERGIRRAER
AR L



V. BICEEd 5 HHE

(4) HREERYEHER
1) BINEREEAER
AR L
2) REMHER
AR L
(5) BE - fRAERIAER
REER L
(6) ;B EEE
1) Eﬁﬁﬂi%ﬁiﬁﬁ (—REAMERE. FEEARERE. EARBLERAE) | HERTERT —4—X
RE. WERFTRERABROAR

#égﬂﬁb
2) RBEHLLTERFEODABXITIERELZAE - ABROBE
MR L
(7) Z Dt

17ABHERVERLHEICET HHEKR D
NINCDS-ADRDA # VO Z ik L U probable AD & 2 S iL, MMSE #2227 738 10~22 /i, ADAS-J
cog FIEBFFA TN 18 LA EDOWRE R O DT VY A ~—RIZRENE BH & x4 & szﬁﬂﬂgﬁj%*ﬁ
tti&%zﬁ%ﬁ (JPN-3 & (398 f5]) JOF JPN-5 3Bk (580 fi) ) IZBWT, 7 %I 16mg/H (8mg/H
HH—16mg/H % 18 X% 20 #[H) . 24mg/H (8mg/H % 4 HH—16mg/H % 4 #H[H—24mg/H % 14 X
16 B XT7 7R (22 XL 24 W) ZR%ICHRSE LIz 9, FERHBEA I, SRAEEZ 5 5
ADAS-J cog M VR EGEK R T % CIBIC plus-J 9 & L7,
1) National Institute of Neurological and Communicative Disorders and Stroke-Alzheimer's Disease and Related
Disorders Association
{¥2) Mini-Mental State Examination
#£3) Alzheimer’s Disease Assessment Scale Japan - cognitive subscale
#¥4) Clinician’s Interview-Based Impression of Changeplus caregiver input Japan
EERE R O REFE DT LY A = —RERHVE 8 2 RIS Ikt L7 N T B AR Rl > GAL-JPN-3
B, GALJPN-5 il e 8 GAL-JPN-3 SBROPBRE 23R L L REMR SR OLZ 2L MG LI
GAL-JPN-4 R IZ 51T D L EVERFMix GUER] 744 Bl 431 61 (57.9%) ICEMEM (RRMRAE R 2 &8 T)
DBRH BNz, EpbOIE, Bl 11161 (14.9%) | W&k 92 1 (12.4%) . RANIR 62 ] (8.3%) . T
46 15 (6.2%) . EAKIHGER 40 1 (5.4%) . 58%E 34 fil (4.6%) Th o7z,
1711 BN MARRRRELER
ADAS-J cog IZBW T, 16mg/BRELT 7R L ORICABZEITRD SR> 728, 24mg/ BHEIZ T 7 &
REFEL I L THRICER TV,
B ALEHMFRED ADAS-J cog

. 0 EMM B DL e/ CIREEIE O = )
R T+ S.D. () [95% {5 1] p fiE
7R 1.46+5.72 (118) — —
16mg/ A 0.37%5.25 (107) o ;513 g 34] p=0.1388
24mg/ H ~0.49+4.80 (88) s 3_615% 1] p=0.0123

~ A FAETSE L AT, ) BT



V. 1BRICEI4 5 EHE

CIBIC plus-J IZ8WT, 16mg/HEHI ' T REEL B L CTHEIZEN TN, 24mg/ HEHL T T R EE
LOMICEBEIIROD Lo T,

& EEHF o CIBIC plus-J

e KiEZ | FRRE | AT 0 | FERD | HTo | FRRE | KigZ | 2E54Mh ot i
WE | o%E | wE | BeaL] B | oBl | me | orge | 70 | P
1 5 20 24 43 18 6
77Eh (0.9%) | (4.3%) [(17.1%)|(20.5%) |(36.8%) | (15.4%) | (5.1%) 1 118
0 12 24 27 34 12 0 ~
6mel H o0y [(11.0%) | (22.0%) | (24.8%) | (31.29%) | 11.0%) | (0%) 0 1091 p=0.0076
0 4 20 18 39 7 0 _
24mel | o0y | (a.5%) |(22.7%) | (20.5%) | (44.3%) | (8.0%) | (0%) | © 88 | p=0.1193

1) Wilcoxon D NENTFA E

17.1.2ERNE M18ER

FER O

ADAS-J cog IZHW T, 16mg/ HHEKX U 24mg/ HEE L HI27 T BARRE & il L THEICEN TV,

EA&AE RO ADAS-J cog

. 0 /M5B DV E /N REHEOZE -
Be i THIELSD. (n) [95% {2 X 1] p i
75BN 0.90+5.89(191) — —
~0.58+5.87 ~1.49 ~
16mg/H (191) [-2.64~-0.34] p=0.0113
~1.66+5.37 259
24mg/H (192) [-3.74~-1.44] p<0.0001

~A T AMERSELRT, 1) LSBT

CIBIC plus-J (28T, 16mg/ HEEN O 24mg/ HEEE HIZ 7 T AL OMICA R ZITRD e o7,

fERHERE o CIBIC plus-J

j—&’g‘ﬁ j{rl]giﬁ qj*%};ﬂ_: %q:@ E%@ %q:@ EP*%; j(rI]Efcf ngi-/fﬂﬁ L\§+ 'fﬁii)
E | o%E| gk |BrL] B |oBp] Bl | ree | T P
| o 7 36 64 62 29 0
TR 0 191 —
(0%) | (3.7%) |(18.8%)|(33.5%)((32.5%)[(11.5%)| (0%)
0 12 39 60 64 16 0
16mg/ H 0 191 |p=0.3287
(0%) | (6.3%) |(20.4%)|(31.4%)((33.5%)| (8.4%) | (0%)
24mg/ A ! 4 52 7 61 20 ! 0 192 0.8757
mg p=0.
(0.5%) | (2.1%) |(16.7%)|(38.0%)|(31.8%)[(10.4%)| (0.5%)

1£) Wilcoxon DJIENIFIHEE




VI. SR B4 5

. EYEB(ICEHT HIER

. REZHICEESH SILEMRITIL SR
RANUIERRE, A~ o F IR, VX TF 7 I

EE  BEOH (LB OREE - DREL, ORMNLELZSZRT D2 L,

. EBER
(1) e RS - EFR¥F
181 ERAER © . 7 LY o <~ —HERHE TIE, W= ) VBRI TR bNFLEEEDORK EE 2 6
NTCWB, 70 Z3I0%, 7EF a2 A7 77— (AChE) 25 A ET S Z & TN ACh
RELY LR EE, ho=aFureFral) o5 (nAChR) 1233 % APL/EHIC L Y =Y
UHSREA IR S E 5, HIT, FRRGHIOCREECEIIC & 0 MG OFEREIK T A H0 5,
(2) E#hEEM 1T HHBRAR
18.2.1 AChE FAE £
AChE Z# RS AWHICHAE L, OG0 Ty MNTEF L2l > (ACh) BEEZ EH &
7z 78,
18.2.2 nAChR IZX 9 57 AR T ) v 1E5&{E
nAChR @ ACh #E &AL L IR DA (T r AT U w750 128G L. ACh @ nAChR (Zxf7 21EH %
WSz (TrAT Uy 7 HlEIER : APLAEH) 910,
18.2.3 wiFHERTIREEIER
T IuA R BIT X DR IEREE 26 L TR R M 2R L7z 10,
18.2.4 REfEEEREER
AF R A I MBI ET MIZBN T, BOFEGICL D REEEICTT 2 8ENFRD b 1219,
(3) TE K IRESRE - $5AsR
ZMERR L



VIL_ Y Ehielc B 5 IH H

VII. EYEREICET 5EHE

1. MPREDHR

(N ABERLEMNGLSEE
HAERR L
Q)RR THAIN-MbEE

meERE

16.1.1 BAAEEZ5HER 141510

HEBEAC 4mg K UF 8mg §i% WIEHE N85 (ZEI0H) L7z %, PR LRI 118 5o nc
L. #5% 1.0~1.5 FEIC Cmax [Z#E L. 8.0~9.4 B0 tis TIKT L7z,

@)%EEA 4mg KO 8mg fEx AR O G Lz L&D
R RBILIR DIy ENRE X T A — & [E¥IfEES.D., N=12]

P Cmax Tmax ™ AUC« tie CLr

- (ng/mL) (hr) (ng-hr/mL) (hr) (L/hr)
4mg 23.0+5.1 © é_g 0) 205+27.6 8.0t3.3 2.99+1.55
8mg 47.3+8.3 © ;_g 0) 431+74.4 9.4+7.0 3.231+2.24

1) rhofE (REDH)
BERERALZ 8mgOD $& (k72 L THRM) . 8mgOD $& OKTHM) 3id 8mg §E UK TARM) % HiElRE A5

(Z2fEly) L7z & & MR RARREITRGZRECNIC B/ U 5% 1.0 BT Cmax (2L, 6.7~
6.9 RFH D tie T T L7z, OD BEI3K7Ze L TIRMSUIK TR L2 HmGonwTnsg . g8 OKTIRH) &4
FHIZFEETH o7,

R AT 8mgOD #8 (K72 L CTARA) . 8mgOD # OKTHRA) XiX 8mg e OKTARA) %
B O G (ZEIEEE) L7z & & DI EPREIRDO HBYRE R T A — & [EHEES.D., N=21]

- FY Cmax Tmax ™ AUC. tise
(ng/mL) (hr) (ng-hr/mL) (hr)
Qﬁg%ﬁ%g%) 47.8+8.38 wégﬂ) 399+82.3 6.8+1.2
2?%%%% 50.6+8.93 mégﬂ) 396+91.7 6.9+1.2
Cﬁ$§5%) 48.0%9.98 (Q;gﬂ) 393+ 80.7 6.7+1.2

1) ke (REER)

16.1.2 BAARER 5 HER 17

Rk A IZ 4mg, 8mg MM 12mg % 1 H 2 8], 7 HH Z & OMiEIAIC Tﬁ@%n&ﬁbt&%‘mﬁﬁiﬁ
EEREIFNT RO MAEICE W THIREGMM 4 B A CIOEFIRBICE L, EFIREIZHIT 5 Tmax (2
BIZ L DEWT2 <, Cmin,ss, Cmax,ss X NAUC ©,ss (ZAEICHHI L TN L2, HEE&E5RF (12mg)
D tyz & B[R GRED tys (IZKE RAERIT o T,



VIL_ S Ehie I c B 5 I H

R AL 4mg, 8mg XM 12mg # 1 H 2[R, 7 HEZ & OWEEIC TOREROEG LIz EOFHEDOE
FAREE (%57 HAH) BT mEFREKROIEYERE T 2 —4% [FHE+£S.D., N=8]

1 H 23fH 3K
JEENHE N T A —H 1[A] 4mg 1 [7] 8mg 1 7] 12mg #5-
1 H 2Mm&5 1 H 2Mm&E 1 H 2E#ES

Tmax ™ (hr) 1.3(0.5-4.0) 2.0(1.5-4.0) 2.0(1.0-3.0)
Cmin,ss (ng/mL) 8.20+1.57 16.4+4.3 25.0+4.7
Cmax,ss (ng/mL) 33.84+9.0 54.0+11.1 81.9+13.0
AUC 7 ,ss (ng-hr/mL) 197+38.9 380+63.6 589+88.9
tue (hr) — — 10.7+7.2
W) hOvE (EEEE)
—  FHAREE
16.8 T D th 2

HZ % 20D $E4mg [DSEP) KON 7% 2 0D $E 12mg [DSEP) (%, [&&NREZR DO
TERIAN D Y F R GEERBR T A KT A > CEk 24 452 A 29 H AR 0229 5 10 =) 1T X,
#7243 0D bE 8mg [DSEP) Z4EeRIAIL Uiz & & IWHIEENS L, EWRIICRES & e &
iz,

16.1.3 £YEHIRE FEHER 1©
7742 0D 8 8mg [DSEP) & LI =—/L OD §& 8mg %7 0 AA— "—iLIZ LV ZnEh 1 8E (F
Fo2 I LT 8mg) | EFRAS FICHERR R O #E Ok UTIRIAOUKTIRA) L Tl
RECRREZRE Lz, BN EYERE T 2 —4% (AUC, Cmax) (22T 90% 5 X LI TH
FHENT 21T o 7o A5 5. log (0.80) ~log (1.25) DOHFPHINTH V. M DLW TR R S v,
<KTHRA>
(M HE PRIV AR EE DHER

(ng/mL)
70.0
60.0 —8— 77743 0D#E8mg DSEP|
-O=-13=—/LOD#E8mg
% 00 (Mean+S.D., n=24)

0'0 1 1 1 1 1
0 5 10 15 20 25 30
B G 0eH (hr)
AUCo-30 Cmax tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)
BT %I 0D §E 8mg [DSEP] 441.65+65.83 52.91£8.39 1.08£0.32 | 7.25*1.04
L' I =—/L 0D % 8mg 436.32+63.35 49.55*+8.64 1.38£1.06 | 7.22%£1.02




VIL_EYyihieIZ B4 5 T H

(Mean+8.D., n=24)
MAEFIRENF NZ AUC, Cmax D/ 3T7 XA —& (%, #ERE OFIN, MK OBRIEEL - RS ORBREIIC L > TR D

AR B 5,
<K7% L TRA>
1 PR AR EE DO HER
(ng/mL)
70.0
60.0 —— /743 0D#E8mg DSEP |
-O=-1L2=—/LOD#E8mg
[1.500 |
Hie (Mean+S.D., n=24)

0 5 10 15 20 25 30

ezl (hr)
EMENEE/INT A — 4

AUCo-30 Cmax tmax tie

(ng-hr/mL) (ng/mL) (hr) (hr)
HZ 432 0D $E 8mg DSEP] 447.27+76.87 55.95%11.20 1.63*£0.85 | 7.31%+0.89
L I =—/L 0D % 8mg 451.53*=75.53 55.33%= 8.98 1.35*£0.65 | 7.38%=0.86

(Mean=*S.D., n=24)
MAEFFIRENF ONZ AUC, Cmax D 3T XA —& (%, #ERE OFIN, Mg ORIEE - RS ORBREIIC L > TERR D
THEMEA B 5
(3) hEHE
MR L
4)BE-HRAXDEE
16.2.1 BEICK H5EW
TR AN IC 4mght & ZEJERE T BB ICHBIR O G Lz & & Z2ERR G & i L CR% &5 TidTmaxiZ b
TORENANHLNTZN, Cmax X CAUCIZZEITH D bR oT,
16.7 EYMMEEER SHEAT—3)
TRFERR N & xb 52 & U 7= SRR EAEF Ot R a2 o~ 3,
1671 AS U2 SO DOEWEREICT T HthFIDFE
NAaxtFUGRAROMFRE
NaxtF O (20mg/AKERO#KSE) 12X, 7% I 16mg/ B K U24mg/ A # 580 g 7 Z
& DOCmax,ssiTZNZEI31% & 87%HIM, AUC t,ssiXEZE4145% K UN48% HEM L 7=,

2. FMEERI/ (T A — 4
(1) B4 A%
LR L



VIL_EYyEhielc B4 5 HH

(2) TR ISR E 7E 3K
MR L
(3) HERETES 19

W74 0D S #7422 0D §E 8mg DSEP) HZ 40D S
4mg [DSEP] KTIRH LIega K LTRA LSS 12mg DSEP]

Kel (hr1) EERR L 0.097£0.013 (n=24) 0.096+0.012 (n=24) AR L

(Mean+S.D.)
@oI752RA
AR L
(5) P MEHE
AR L
(6) ZDh
ZUERR L

. B&EH REaL—3y) @i
(1) #7535
R R L
(2) /85 A — 4 EHER
R L

B
LR L

m
) I % — A B8 P a8 i@ 14
ZMERR L
(2) % — Ra AR EAFT @@t
ZMERR L
Fit~DFITIH
R EE R L
<BE . @}Y>
[VII.6.(6)#RELIF] DHAZZM
(4) BB~ DFBATHE
R EE R L
(5) ZE DDA~ DFEITIE
U ERR L
(6) MIFEBHESE 2V
v MREEAEEE . TT7 %0 17.8% (in vitro, VH#rZEHTE 100ng/mL)

e

(

(3

~

R A
(1) RBHEDL K L HHRERR
UERR L



VIL_ Y Ehielc B 5 IH H

(2) R#IBA5 T SBRCYP )05 FiE, F5E»
e (5 b7 m—LAP450) O4y+ff : CYP2D6 X U'CYP3A4
(3) VEBBHROEERVZ DA

KR L
(4) RBMOFEOHERUTERLL, FHEILE
KR L

78 GMEAT—4) 12
BERERLAIC 4mg MO 8mg SE&4 BRI A5 Lz & & 54 24 B £ TR PICHRE S o RZB L IRIT IR S
B 13~15% Coofe, i, WATRAIC SHA 7 >4 S dmg &R L LCHERED £ LT s &
B T A E IR G M IED 93.4% SR IPIC, 3.8% 5 HIED Ikl Sz,

8. FTUVARR—E—IZEAT B1ER
B R L

0. BH%IC L HREE
DR L

10.FENDEREFATHESE
16.6.1 & k& T D RIR 29
BEFE RN IC dmg SEZ HRIRE O &G (ZEiERE) L7z & &, MEPRERRE &R G #ECHIC B L, &5
# 1.0 B C Cmax (25 L. 8.7 Kfffl D tie TIKF L7z, 728, Cmax (34.4+7.8ng/mL) & O AUC..(296 £50.5ng -
hr/mL) %, #EFERA L L TEETH -7,

16.6. 2T HEEEREFICK S E WEAT—42) 252620

HEEEE O TS BERE BB S 12 dmg SEZ R O G Lz & & IR AFEREM SRS & i L C CL/F DR T (59
23%) KON tie DIER (K 80%) M@RHO Oz, 72k, RHEMEDEBREMIT ORE, FEEOH 2 BETOH
BT OLEEN R I N, [7.2, 9.3 58]

IR TR A M O 2« DFRIE O ITERRERE TR 1C 4mg BEZ HiRRE ARG Lz SO
MAEF KRR DI ERE ST A — 5 [FHfEES.D.]

H:F%{%Abu 1) Cmax Tmax #2) AUC- tie CL/F
e (ng/mL) (hr) (ng * hr/mL) (hr) (mL/%y)
‘ 1.0
e = + + + +
IEH (N=8) 22.3+6.8 0.5-2.0) 208+47 8.1+15 334+66
1.7
DX i [ 22 = + -+ —+ -+
BETIEE  (N=8) 19.0£5.0 (0.5-3.0) 205+40 8.2+1.0 336+63
g (N=8) 22.8+7.6 (0;10) 277+74%% | 10541559 |258+6.5%9
HEREE (N=1) 20.9 1.0 358 12.0 186

7% 1) Child-Pugh A ITHEEEDIEEE L U728 (A) | &E (B) ROEE (C) OITHREREEWHREHRYE
H2) il (EPR)
7 8) IEWITHERENBRE L i L7 & D pfl : AUCw : p=0.051, tiz : p=0.003, CL/F : p=0.061

16.6.3FHEAEEZICL HFE NEAT—4) 20
AR RE K OV DRSS BERE BB #1C 8mg SEA BRI D4 G L= & &, BHEBEDIR T ISRV, IR B RE B BR



VIL_ S Ehie I c B 5 I H

F Ll U C AUCLOHENN, tie DIER . CLr DAL F K& OSSR HEM R OB/ 23580 H 7z, 725, Tmax & U Cmax

WCEITRD bR o T,

[9.2 4]

IEH B PEREIR A S OV 2 OFRJE O B BRRERE TH A 1C Smg fE &2 iRt A G L7z & D
MHEPRIEACAR DI BE T A =5 [FHEES.D.]

AT D Cmax Tmax 2 AUC. tse CLr
(ng/mL) (hr) (ng * hr/mL) (hr) (mL/47)
‘ 2.0
% (N= + + + +
TH (N=8) 38.7+ 8.1 (1.0-4.0) 419+94 77+1.7 71.8+21.5
bR (N=8) | 42.0% 8.5 o o N 577+212 105441  |39.7+18,0 %9
HEREE (N=9) 43.0+11.6 © gé 0 698247 9 11.9+2.6 %9 | 19.9+ 55"

WD 7 L7F=0 7 077 0 A BREEORIE & LU IEFBHRENSE [(70mL/53/1.73m2 LI k] | WO [30~
60mL/43/1.73m2] K OEREE [5~29mL/5/1.73m2] B HERERE EHkERE

£2) PRfE (EPH)

H3) EFEHENRE LAEEHY (p<0.01)
H4) EEEHENRE LAFEZEHY (p<0.001)

11.Z D

AR L
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VIIl. £ (ERLOZESE) T3 HER

ERNREZTNDEH
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R I

N
ﬁ

SRR EEDEH

2. 25 (ROBHRICEESELGEWNIE)
AFNDERGT 5 L BUE DBEERE D & % B3

B

AFN ORI LIBOE DBEERE N & 5 A 1B\ TR, AAIOF G X0 ISBUE 2 & 24wtk d 5D T,

BELRWZ

3. MREXIIMRICEET TR & ETDER
(V.2 MRER I RICEET 5T 22T D2 &,

4. AZERUVAZICEET 5FE L TDEH
(V.4 AERUVAZICHET 338 228752 L,

5. EELEARMIE L T DEH

8. RZERUVHAEICHEY 5 I L TDEMH

fEbR 7zt O IR OBBIEE T2 L5855 2 &,

—PIHEANCBNC, REROBRHEINTHNADOT, BETIIAEOLLICEET D L,
8.3 AAI G THRENRD N WA, BRERE LN L,
8A4MDTEF N AT T —BHEEREZETHRE (FRXULVE) LA LRV &,

8.1 7Y A = —RIERHVE B TILEERRE ) CBAIRIERE I MR 2 IR T L, 72, KA OHFGIZE D O %
W, HRRANE Z % ATREMED N B D DT, KAl G- O BE (R GRMMOBER) (213, BB HEOERSE

8.2 7 LY A = — RS TIE, (KEMD PR DIE L RbD, £, AAlEGHa Y L2 T

fRER
8.1 TN A = —RERHERE BN T, EERRE /ORI ERE I MR T 2 alREE s & 5, FT2,

AHAl

DOENERREBRICBNT, BEHE L TEREMED E 4.7% (35/744 7)) . Ei#iE%< 0.7% (5/744 1)) .

IR 0.7% (5/744 ) DFEH LN TND T2, EECHBIRIE~DEEN G SN D, HENHEOEERE
BRz O MO BRI IZEE T2 X 0 ET 52 L,
8.2 T/ nA = —HRERHERFIZB VT, —RIICEEBD PBO T\ D, £z, = U AR

o

fEH

AT D HF TR, REED RO 5 TIR D | AR O ERNERARERZ W THIEEBD ORIEM D 4.8%

(36/744 fll) FBHOBLNTWD, AFEETIL, KEOBLIZEET D2 L, T%L EOKEBD D 5
MKfW®§< M. LD, WEM, TR, BRIEZOBIERNFR L TBY ., KEBLDEIE,

DOEWERORBIZL 2 “IRNBRFERTHDL EEZ LN,
&3$ﬂﬁ;@%ﬁ% EDWELEDNENRD BN WVIEAEIZIE, F~DODEELEZEET HRE, BRE
LW Z &,

5

84 AFILTEF =) 2T T —VIEEMZATLEAOHMICEY . = U AAREPEER DS HINRY 23




VI 224t (B EoiEgss) (B4 5HA

BRI AL. BITERDRELT A RN H D70, FHIE LT LN &
6. RENERZATHEEICHT IR
(1) EHHE - BMEEFOHIEE

9.1 Bt - BMEEZEDOHLEE

9.1.1 IMEE (LFHEE, FIRE. DFES) 2HTHEFCEREERE (BHUVLNES) OHLEES
Wik, L7y 7, QTIEESENRH LD ZERNHHDOT, HEELTREIRICBIT LW X > BERE+
FATH 2 &, [11.1.1 W]

9.1.2 AFRLEERE. DERNRUVEEREANCERESOLEEOHLIESE
PRAERRRAREAE A L0 IRARD D VT RIEARZ L = AR B 5, [11.1.1 ]

9.1.3 HILHEEBOHMEROHLEE. HILEFREDNHIBEXILHLEFHELRDES
2 W DEHE K ONEALE I E B ORI K VIR EAL T D rlgetEn 5, [10.25 0]

9.1.4 THREBHAZEDHDHEE. RIIERFHERDESE
FEIR DAL T 5 IREMEDS B 5

9.1.5 TANAEDEEMEEXIICALOREROHIEE
FARFNE L FR T H AR H D, £, TV A v —BIFEHIEIC R, IERIERAOND T &N
H5,

9.1.6 [REXMEXIIAEMMEBROREREDHLBE
R TV 5 DO UHE M VRS SRR 0 D TTHE LIS X 0 SR S EAL 35 "l REME Y B B,

9.1.7 #ANKEET (N—F VYR, N—F OV ERRSE) OHLESE
MEED 2 ) R A TTHET D 2 SIS L0 | JEREFHR UTIET 2 A[RERH 5,

RS

9.1.1 ARFND = U ARBPEERIC K0 | SREMIR AT S v, IR, REENRE S FEBLT 5 nReEN & 5, FRIT,
DRESEMERE 0L L BE CIE, BEERAEIREE Z T TEERD 5720, EHEICRETHZ L,
( VI 8.(1)ER%EIVER & AR ) OHEASR)

9.1.2~91.7 AFIN 2V MNEBMAERZET 22 L0nb, 2V UAEBIEERIC XV IERDSFHE R UTENT D 2
ENEZ DNDHTEESCBE OREIC DN THEME L T 5,
2 Y AAEBERRRR ORI LT OERARRD it s,
O B B OBD . IUHRE TR
THLE - LA EEE e, B ER s WM
B W AE
WG« Bl - SUE SO ONME . UE S i
Z M FERIEOFER, RS AEEMEMRCR & o ) B R O RN L D

BERSMIRAE IR O AL

AROMAFREN EAT 28015, [16.6.3 B3]

921 EENEREEEE (VLT7F=VIUT 3R IML/AKiE)
BeGRRBRN 72 < L BAMEDHESL L TV RN 1B B0 2GR0 LI S h 2356 2 s, BRI
BT D Z &,

RER

AHNDEAND D OWRITBHMOFENRENEEZLND Z b, BREEREDH D BE TIZ, AFIOI




VI %

etk N EOEES) (S 5IEA

BEN EH UABIOERPHERT BTN D0, HEEREL TV D,
FRCEHEEORBRELAT L7 LT F =07 0T 70 AL REOBEITBW T, REIOME ARBRN 0z
B, REOEGENRLETH D LB SN HEUIME. #5 LRI &,
(3) FthefEE B &
9.3 HFiReEERE
AEIOMHPREN EAT 28015, [7.2, 16.6.2 ]
9.3.1 EEOHBEEEZE (Child-PughDEZFHAEEDIEZEL LI-EE (C) DOFETESE)
B GRRRNI2 L BEMEDHEL L TWRWoD | 1B B0 A2 SRS s n 256 2RE, 1
TBET D Z &,

SR -
AANT, EITHFTIH W TCYP2D6 K TUCYP3A4 ([CL D REsh D Z &b, IFEEDH 5 EE TIiX, AF oL
FIRED LA LAROEAR BT 268 2nnd o720, EERELTWS, ( [VARERUVAZICEEYT
58 OHEEBMR)
(4) &GEREEH T 5
BE SAUTWV 720
(5) 4E8%
9.5 1R
B b IR LT 2 AIREPED & 2 I IE, TR EORSMENfEtEE LRl S & S 2561
HEETDHZ &,
SR -
Y FER (T b, UHF) TETEETRD SR TW A, B MBI SR~ 5B+ 52 etkic o
WTIERBF SN TWRWNZ L2 b RE EORRENERMEE LR D LB SN 258 0BT 52 L,
(6) #=ELIF
9.6 ®ELiw
1BR EOAIMER ORARBOARMEELBE L, RAOMKE TH L2528, B MIBITHH
HSOBATIZIAATH L0, 8FER (7 v ) THLR~OBITRRD LN TV D,
R -
AKEIDE MIBIT D ~DOBITIZRAZEN, 7 v MZBWTHBR~OBITRRD BN TE Y | I ~DBITH
RBINT-Z L0, BE EOFRMERORIEEOHEMEEZEE L, BALOME UITIEEZRFTT5 2 &
(7) /MR
9.7 INR
IR ARG & LT BRI M L Tuvig Ly,
FRER - AANE, NI 2R iz ed . RAMEITRESL L TR,
(8) m#nE
BEIN TN

. HHE/ER

AFTE & LT CYP2D6 U CYP3A4 I L R s d,
(1) HFREZEEDER
BESH TV



VIL.

et (] EoEgsE) (BT 5EA

QHAIELZENER

10.2 HFREE (FFRICEET S &)

ARE A a— )5
oY = RT T —EBHREA
FFAF T I

PERD 5,

PSR BERIRIEIR - HETE 714 BEFF - faBRIAF
2 Y AEEH 2V CRBERAER S, FL | AHE Z RS OFA O] EE)
TEFLAY WORABDOIR T EDR B Z 5 WEE | TERHMBICEE SN D,

TFNLATART IV
F)ANFT T 2=
By T

AFHRA F=T A FRIERS D A 4 & b =07 LOff | KFIR, ZAFHF A =0 LDy
SR 7E 23 B9 X AL 2 AT REMEAS | MR AR (R 2 5k 5 5,
HD,
Ak FZLVWOHEOIERTENL Z 2 [ =EMHIE-HEINEIC R S h
B JHET 751 AR B 5., 5,
Jar7 )ua—)
7T/ a—)
TR — L
B A FILAC VR S BE 5 ATREME S | A & Z S DIRAI D IE 23, HA
V= H5, HIZHEPLT %,

TIRMUTFU
TIRFY I

Rkt F 20

SR 3

A hTaFy—n
T AR~ A UL 25

AFNOMLFPEED 57 L b,
a5 A3 Z % ATREMED B % o

b KD CYP2D6 BHE{E A
&Y, ARORBIPAEEIND,

b DK D CYP3A4 FLEER
&Y, ARORBPAEEIND,

FERT oA R R SR
[9.1.3 &R ]

AKFE nsoEMMOIHIZ X
D AL B IE IR & AL S8 B Al HE
ERNH 5,

AAID 2 Y AMNEEEIERIC K D H
% 53 Wh D AR E Ko ONH AL B SE B DAl
A T b OHANT K S LR
JERZB(L S E LR H D,

#5

AFNL. FEI2 CYP2D6 KT CYP3A4 2 L v it 251 57, CYP2D6 it CYP3A4 % 24 5 A & HfH

Lzt &, AEIOMPREN LT 2RREERH 5, ZNHOIHEOHICITEETDH 2 L,
a3 UEEE, O VIR TS—EREE

KENE D DOFEFMDHT 2 2 U AAEEWMEER IR S, BIERN BT 2 aTREtED o 5720 Al

ELTHFR LZew, 2ok, AHIE Zh b OFEHOHFMIZIIT 23 BRITER ST,

AEXHYAMZDL

AFNO =Y ARBPEERNC LD . A% A b =7 OB RRME R R 2358 S 405 ATREMEDY 8 5 78D R

TOLAEITEET D2 L, b, AFL AFH A =0 AOHHICI T 5 RBITER STV,

oadxo . BERH
AAND = U AREPEERIC LD |

oy oAl

AFND =Y AREPEER & 2 b OFEAIOHI= U AR AT L, AER2NRE5 2 AreertEnd 5 72, ff

D OHEF OIREIMFHIEH 23 E5R S v, DIBOIR TN B Z 5 /TR &
Lo, T 2HEAIEE TS 2 L 2k, AAlL 26 OEAIOONIIIT 2aBRITFENM S TR,

AT 2 5EICRERT 2 2 L, A, AAIE RS ORAIOGEIC BT 5 RBITEIE S h T,
FIRUTFUY, TLRESIL, AAFEFY, F2OUE
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6 OHA|D CYP2D6 [HEEHIZE D . AFIOMH A EE STl REN AT 57 EER S 5720, f
AT 2563 EETHZ L,

A rZaFJ—, TVRATA D UE

B OHEA O CYP3A4 FLEEHIC LV . AAIOREAPAE S TIHREN LR35 alietk:n d 5.

. BlfEA
1. 8lER
ROBWER R 5OND ZENHDHDT, BIGEEZ T7ITITV BREDPRD SN HEIITREG 2 PIET 5

I EHMY R E AT b,

(EXZEIMER & MEARE K
1.1 EXLEEA
11.1.1 K8 (0.1%) . &Ik (1.1%) . »D7BEvY (1.3%) . QTER (0.9%) [9.1.1, 9.1.2 B ]
11.1.2 SYEARERDEREE EEAH)
FEN RLBE, Z2EO/NBEERD Db HEIITB G2 IE L, @URALEEZITO Z &,
11.1.3 FF2¢ (BEEEARH)
11.1.4 HEBUHRRBRE (BEAH)
PR, Wik, CK L&, MR ORP I AT ey EREANS Sbn-Halcit, #5421k
L., U0 EZ1TH 2 &,

fiREn -

11.1.1 &K@, #§ik. 0DI7OvY. QTEER
ENEERRBR BT, A, IRk, D7 vy 7, QT EENHE SN T\ D, AFIOREMRFRKE
A L B3R, REREORBCFHEETHZ &, MMI0RENESEETSEEICHTSEE)
D% B )

11.1.2 2HERFEUERSERALE
AN OTHIRZICIBN T, APEBE R EYEIRERE SR E ST D,

11.1.3 FF
ENEEARRBRIC BT, FROME TR0 o7, WM O THIREZICE RS SN BEERAEES
%, 200043 A 1 H225 2010 4F 2 A 28 A TIZ, FK 761, MBI 5 > HEITZ% 8 6, SrERFR 2 6
Thol,

11.1.4 U RAARAE
EIN TR IC IV T KO3 54 2 2 BT
Eh3ATV. TR RLARE ] O RHI%ERICH
msz &,

RRRIE DBAE BN ERE S v lc, ARG HIE, 8l
L, BEFTRNRD DG ALY 2L E %
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fRER -
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FBEFF - AFO = ) AFBEIERICE 2 b0 LEZBND,

FEGIRE] - B TAERUER i, seGBAsaky (L)  KUHEE®R GHEE. 9HA) ORIRNPEL, €

DBRIETLTWD,
& OE OE  ENEIERBRICB VT, SEOELT 24mg/ AT 1 HERD B, EEDIEMITZED SR>
7=,

St AL VE RIS U T, AFIORBE SR, HiF o572, EURLELZITY 2 &, 2B, ENEIHE
BT, LSS HEHENTZHANL R XY RoTh Y, FBED KU R oG HEIE & O AL
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A 27 BfF) KO 304 5 (CERE 8 44 A 18 HAY) TPTP fREKxRIZOW T IZEVERE LTz, I PTP
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