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(1) hnisEBR
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OHTZ 73 0DsE4mg THIET]  JE#RER 40C - 75%RH [Hi&aERE (PTP @) ]
NEEH 7 bk PRAFHIR
< HIBE > e BH 4G 1% A 35 A 6 % H
(862101
PRk n=3 N . . .
A\ %A %A AN
< st > g:g;igz WA WA Sk ik
. (862101
R =3 . . . .
f (HE?C)H (862102 TReS LReY TReY TReS
G862103
AN —ME (%) n=3 G862101 | 1.67~2.35 2.79~3.52
(BEH—M) G862102 | 2.69~3.04 — — 2.30~2.83
<15%LL T > (862103 | 2.14~3.25 1.93~17.48
G862101 14~24 16~21 14~18 18~24
Fif b =18
Eﬂgfl ffﬁ W; G862102 18~26 16~20 14~18 16~20
7 (862103 18~25 15~21 15~18 16~20
" G862101 | 98.7~101.4 95.4~99.6 92.7~99.9 97.4~102.4
wHME (% =18
fi%\ ( ;;0/ ;L> G862102 | 96.4~104.4 | 96.1~101.1 93.7~98.1 93.6~103.0
7 ’ (862103 | 98.9~102.2 | 96.3~101.4 | 92.7~100.6 | 94.5~101.8
SE () % n=3 G862101 | 96.21~97.57 | 99.18~99.87 | 98.02~98.39 | 98.38~99.67
SN (862102 | 97.93~98.62 |99.08~100.87 | 98.50~99.07 | 98.87~99.60
<95.0~105.0% >
(862103 | 97.40~98.06 |97.68~100.45 | 96.89~98.40 | 96.95~99.78
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OHTv2I0DsE4mg THET) B 40°C - 75%RH [F&QOHEFRE (7 04E) ]
NEEH 7 bk PRIFHIR
< HIBE > e BH 4G 1% A 35 A 6 % H
(862101
PRk n=3 N . . .
A\ %A %A AN
< st > g:g;igz WA WA Sk ik
. (862101
R =3 . . . .
f (HE?C)H (862102 TReS SLReY TEReY TReS
G862103
AN —ME (%) n=3 G862101 | 1.67~2.35 1.81~3.12
(BEH—M) G862102 | 2.69~3.04 — — 1.33~4.37
<15%LL T > G862103 | 2.14~3.25 1.93~2.61
G862101 14~24 17~23 18~27 23~29
Fif b =18
Eﬂgfl ffﬁ W; G862102 18~26 16~19 15~22 22~29
7 (862103 18~25 15~20 15~20 21~27
" G862101 | 98.7~101.4 94.7~98.7 97.2~99.9 96.3~101.1
M (% =18
fi%\ ( ;;0/ ;L> G862102 | 96.4~104.4 92.0~98.7 96.4~100.6 | 94.9~103.4
7 ’ (862103 | 98.9~102.2 95.3~99.4 91.6~100.1 | 95.9~100.5
SE () % n=3 G862101 | 96.21~97.57 | 98.94~99.72 | 97.62~98.10 | 98.46~99.32
SN (862102 | 97.93~98.62 | 98.73~99.62 | 97.63~98.09 | 99.46~99.84
<95.0~105.0% >
(862103 | 97.40~98.06 | 99.27~99.88 | 97.13~97.87 |99.58~100.69
¥ BRBICHTHIEAR (%) — : BRI
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< B> &5 B 4G IRE 1% A 37 H 6 H
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Mgk n=3
b AN g AN b AN AN
<HOREOHEAY Dk | Goorooz | A e = ne
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ek n=3 .
e . (862202 STEe SiReS SRe) W
(HPLC) (862203
AL —ME (%) n=3 G862201 | 2.12~3.07 1.57~3.48
(&8 —1E) G862202 | 2.23~2.73 — — 2.05~2.46
<15%LLF > (862203 | 1.87~2.64 1.99~2.93
B () ne18 (862201 17~22 15~19 15~18 16~19
1A S (862202 19~25 16~21 14~20 16~18
(862203 18~26 15~22 14~19 17~20
G () n=18 (862201 | 100.0~104.5 | 97.9~102.4 | 96.1~101.9 | 98.9~102.6
154y, 85%LLL > (862202 | 100.2~103.9 | 97.1~100.4 | 98.2~102.2 | 98.4~103.6
: (862203 | 99.4~103.6 | 97.9~101.3 | 98.4~103.3 | 98.6~102.8
S8 () % n=3 (862201 [100.06~100.85100.05~100.93 98.71~99.62 |99.17~100.03
~ 95.0~105.0% > (862202 | 99.99~100.05 | 99.68~100.41 [100.66~103.37| 99.63~100.27
: : (862203 |99.44~100.41 | 99.43~100.60 | 99.90~100.68 | 99.08~99.64
¥ BREICKHTIEAE (%) — B R FE
OHZ7#I0DESmg THET)  MEEER 40°C - T5%RH [k miEpe (N7 ak)]
HIEEH 7 bk A7 HA
<> &5 B 4G IRE 1% A 37 H 6 H
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Mgk n=3
NFAN A G A A
<AREBDERRAN Y DFEEE > g:g;ggg e e LE I
e (862201
ik n=3 .
me . (862202 STEe SiReS STRe) W
(HPLC) (862203
AL —ME (%) n=3 G862201 | 2.12~3.07 3.51~5.03
(GEY—M) (862202 | 2.23~2.73 — — 3.66~4.09
<15%LLF > (862203 | 1.87~2.64 3.92~5.10
B () ne18 (862201 17~22 16~23 15~19 20~25
1A S (862202 19~25 15~21 14~19 18~25
(862203 18~26 14~21 15~19 18~25
G () n=1s (862201 | 100.0~104.5 | 98.9~102.6 | 96.9~101.7 | 98.9~103.1
154y, 85%LLL > (862202 | 100.2~103.9 | 97.5~100.5 | 97.7~103.2 | 98.9~101.8
: (862203 | 99.4~103.6 | 97.2~102.6 | 98.9~103.1 | 100.2~102.7
S8 (06 * n=3 G862201 [100.06~100.85|99.54~100.46 | 99.41~100.61 | 98.89~101.73
~ 95.0~105.0% > (862202 | 99.99~100.05 [100.04~100.85| 99.42~100.53 [100.30~100.71
(862203 |99.44~100.41 | 99.44~99.93 [99.40~101.37 |100.32~100.76
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OHZ723 0D 12mg THETL]  dRAER  40°C - T5%RH [HfKalEERE (PTP a%E) ]
HEHEE 7k A7 HA
< B> &5 B 4G IRE 1% A 37 H 6% H
G861801
PR n=3 . . . .
< > g:giggg A Sk Sk A
e (861801
ek n=3 .
e . (861802 STEe SiReS SRe) W
(HPLC) (861803
AL —ME (%) n=3 G861801 | 1.11~2.10 2.18~2.88
(&8 —1E) G861802 | 2.27~2.54 — — 1.82~3.38
<15%LLF > G861803 | 1.40~2.42 1.61~2.79
B () ne18 (861801 21~31 18~25 20~25 18~23
o (861802 26~32 19~26 19~26 19~25
<14 >
G861803 20~29 17~24 18~25 18~24
G () n=18 g:giggé gz.ifvig;.g 2;.g~102.3 93.9~101.0 | 96.6~102.2
154y, 85%LLL > ) ) .8~101.8 | 93.8~102.5 | 94.4~101.8
(861803 | 94.5~101.5 | 93.2~101.9 | 96.8~102.0 | 93.1~102.7
S8 () % n=3 (861801 | 98.34~99.42 |99.28~100.76 | 98.51~99.18 [100.48~101.57
. (861802 |99.30~100.01 [100.19~101.47| 98.84~99.97 [100.66~101.02
<95.0~105.0% >
G861803 | 99.15~99.93 [100.17~100.64] 98.19~99.06 [100.67~101.53
¥ BREICKHTIEAE (%) — : RBR AR I i
OHZ7#3 0D 12mg [HETL]  JERAER 40°C - 75%RH [Hf&dERE (NTa%E) ]
HEHEE 7 bk A7 HA
<> &5 B 4G IRE 1% A 37 H 6% H
G861801
PR n=3 . . . .
< > g:giggg A Sk Sk A
e (861801
ik n=3 .
me . (861802 STEe SiReS STRe) W
(HPLC) (861803
AL —ME (%) n=3 G861801 | 1.11~2.10 1.14~2.78
(&8 —1E) G861802 | 2.27~2.54 — — 1.54~2.34
<15%LLF > G861803 | 1.40~2.42 0.93~2.44
B () ne18 (861801 21~31 18~23 18~25 20~28
o (861802 26~32 20~25 17~26 22~29
<14 >
G861803 20~29 20~29 18~27 22~29
G () n=1s g:giggé gz.ifvig;.g 2;.&;101.3 96.0~102.3 | 93.5~102.5
154y, 85%LLL > ) ) 7~102.8 | 95.4~101.1 | 92.9~102.1
(861803 | 94.5~101.5 | 98.6~102.4 | 95.0~102.9 | 96.1~101.5
S8 (06 * n=3 (861801 | 98.34~99.42 |99.66~100.75 | 98.50~99.50 [100.81~101.76
~ 95.0~105.0% > (861802 |99.30~100.01 | 99.31~100.67 | 99.29~100.25 [102.54~103.15
: : G861803 | 99.15~99.93 |98.88~100.76 | 99.17~99.97 [101.79~102.71
¥ BREICKHTIEAE (%) — : RBR AR I i



(2) &R O EN

RRARIERRTIE « BB 2 BRI > ToBl LTz,
B E NI : 2018/7/26~2018/11/5

OHZ %I 0DEESmg THIETL] ¥l 40C I, K[UEAER]
ABRIE H 7y k PRAFHI
< HIKE > BH 4G 1% A 3% A
PR n=3 G862201 WREDHFEEE R D FEEE WREDHE
fHIE—ME (%) n=3
(G B3 —VERBR) G862201 2.47~5.63 — 4.80~5.14
<15%LLF >
M (%) n=18
2201 .6~106.1 .3~103.2 .1~102.
<154y, 85%LLE> G86220 97.6~106 95.3~103 97 02.5
A= 0, D3 —_
S (%) X n=3
2201 .79~101.2 .59~98.4 .08~99.34
©95.0~105.0% > G86220 99.79~101.27 97.59~98.47 98.08~99.3
X FRTRBEICHTEIEAEER (%) — : AR R TR
OHFvo#I0DEESmg THET] % 25T - 75%RH [, B
BRIE B =RV PRAFHIM
< HIKE > BH 4G 1% A 3% A
Mtk n=3 G862201 AR D FEE AR D FEEE AR D FEE
fHIE—ME (%) n=3
(G B3 —VERBR) G862201 2.47~5.63 — 4.56~5.37
<15%LLF >
M (%) n=18
2201 .6~106.1 71~102. .5~105.4
<154y, 85%LLE> G86220 97.6~106 95.7~102.7 96.5~105
A= 0, D3 —_
S (%) X n=3
2201 .79~101.2 .18~99. .60~98.
©95.0~105.0% > G86220 99.79~101.27 98.18~99.70 97.60~98.86

K RARICAT D AEE (%)

OHZ 20D EESmg [HET)

W SEEY ]

SyE| s=iE, BBt [1000Lx, v —L (K]

BRIE B =RV Famgt &
<JHHE > BH 4G 72 75 Lx « hr 144 77 Lx * hr
PR n=3 G862201 WREDHFEEE R D FEEE WREDHE
AN —ME (%) n=3
(G B3 —VERBR) G862201 2.47~5.63 — 4.73~6.09
<15%LLF >
M (%) n=18
2201 .6~106.1 9~102. .9~103.
<154y, 85%LLE> G86220 97.6~106 96.9~102.6 97.9~103.9
A= 0, D3 —_
S (%) X n=3
2201 .79~101.2 .96~98. .93~98.
©95.0~105.0% > G86220 99.79~101.27 97.96~98.60 97.93~98.68

K RARICAT D AEE (%)

s B AR S




SERFERWIR - 2018/7/27~2018/11/16

OHZ 5232 0D 8 4mg THIE L]

HEOIE 40°C DL, K[EA G

ARERIAH =V LRATHAM
<JRHE > &5 BH A IRE 1% H 3% A
MR n=1
. (862101 S APER W D FEEE R APER
< D E > Wk SREE s e Wk B
AREEM () n=6
(862101 15~21 17~21 17~31
<2 LN >
M (%) n=6
<154y 85%LLE> G862101 98.8~101.3 97.6~99.0 99.6~104.2
i (%) *'n=3 . .
(862101 96.21~97.57 97.50~98.76* 98.30~98.76™
<95.0~105.0% >
(ZE1H)
(862101 55.0~64.5 37.5~50.5 42.5~61.0
i (N)
X1 BREICHTHIEAR (%) 2 : n=2
OHT#I0DsE4mg THETL] ®|Ei 60C [EX., [EBERLE]
RERIE H 7 bk LRAFHIH
<JRAHE > &5 BR A 1% H 25 H
MR n=1
. " (862101 W DFEE s DR Wk OFEEE
< D F b > e e s B T e
AR (B)) n=6
(862101 15~21 18~25 21~29
<2 LA >
M (%) n=6
2101 .8~101. .1~98. .0~101.
<154y, 85%LLE> G86210 98.8~101.3 97.1~98.5 99.0~101.6
G (%) *'n=3 . .
2101 .21~917. .21~99.26* .33~99.31%?
< 95.0~105.0% > (86210 96 97.57 98 99.26 98.33~99.3
(ZE1H)
(862101 55.0~64.5 49.5~61.5 45.0~59.5
A (N)
X1 RREIZHT2EHE (%) 2 n=2
OHZ 21 0DE4mg THIEET.) @it 25C - 75%RH [, B
ERIEH = PRAFHAR
<> &5 B 4G IRE 1%A 35 H
PER n=1
/) @??\, Vs 0)??”% /) & 0)?::;”
WD RS (862101 M D HEEE WD FEEE M DO FEEE
FREME () n=6
(862101 15~21 16~24 16~20
<2 57PN >
M (%) n=6
(862101 98.8~101.3 98.4~101.7 95.3~101.7
<154y, 85%LL k>
P=N ) X1 —
& (%) n=3 . )
2101 .21~97. .86~98.31%? .19~98.99*?
< 95.0~105.0% > G86210 96 97.57 97.86~98.3 98.19~98.99
(ZE1H)
G862101 55.0~64.5 33.5~45.5 48.5~60.0
il (N)
1 HrREICHTLIERE (%) X2 : n=2
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OHF7 %3 0DsEdmg THET)

%Yt [1000Lx, v —Ll . K[E]

R IE H = b R 2
< HHg > Fr R 72 77 Lix*hr 144 75 Lx-hr
Mol n=1 ) N ) . )
< o b > G862101 RO D FEE s D FEE WD FEE
HEEE () n=6
Hﬂ%g /EZ)W; (862101 15~21 18~23 17~19
WAl
VAHME (%) n=6
fl*gj;\ ;;;;L> (862101 98.8~101.3 96.0~99.0 96.1~101.0
N 0
PN =N % *1 =3 o 5
Con o( °i05 e G862101|  96.21~97.57 97.87~98.49* 97.80~98.68"
U~ . 0
HEZAl
EEEF%({;)) (862101 55.0~64.5 51.0~70.0 45.0~58.0
>
X1 BREICHTHIERER (%) ¥2 : n=2
SR FE IR - 2018/7/27~2018/11/16
OHF o2 0DEESMg THET] #ak 40°C L, JBERER]
ABRIE B 7y b PRAFHIRE
< HIKE > FH BHARF 1% H 35 H
MR n=1
G 0)?3/ S 4 . flafr = ?%”r'* S . gy S ?3, S 1 .
<R EDEEETH Y | 862201 17'%';@( FETHDY 1%(?3{@+§E“CZ§) ) 17'%‘;@{0)—&%“(3% )
B A7 > e R B e e B e R B
HHEEME () n=6
Hﬂgi @EZ)W; G862201 17~20 19~22 14~21
VAIME (%) n=6
f{i; (8;1/ unL> (862201 |  101.7~104.1 100.0~104.6 97.2~102.6
s ()
i (%) *'n=3 . .
om0 105.0% - (862201 | 100.06~100.85 | 100.09~100.88%> | 99.75~100.39*"
. . 0
BEM
ﬁ%ﬁf&; (862201 60.0~81.0 62.0~79.0 46.5~66.5
>4
X1 BREICHTIHIEAR (%) 2 : n=2
OHT#I0D8ESMg THEL] ®|@i 60C LY., [EBERLE]
B IE H = b LRI
<> &5 BH AL 1% H 2% H
MR n=1
WREBEDORETHY | |MRADOERETHY | |BREODHEFETHY
<WREDOFEEFETHY | G862201 i ; : ; t
iy Hig a5 HREAT S Hig a5
PN () n=6
Hﬂ’i @EZ)W; (862201 17~20 15~22 19~21
VAHME (%) n=6
fl*;ujj\ (8;/&1> (862201 |  101.7~104.1 97.5~102.2 95.2~101.2
AN (]
A (%) *n=3 . .
om0 105000~ (862201 | 100.06~100.85 | 100.20~100.86"* | 99.51~99.78%"
U~ . 0
HEfH
@éﬁ%({;)) (862201 60.0~81.0 53.0~72.0 99.5~62.0
>
X1 BREICHTHIERAER (%) *2 : n=2
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OHZ7 210D EE8mg [HIET) Madk 25°C - 75%RH [, Bk
ARERIRH =N LRATHAM
< HIKE > T BH 4G 1% A 34 H
MR n=1
Sttt DIZEETC NS FEEET RGOS FEET .
<R OEEETH Y | (869901 1%'?3 FEETHY 1%?3@+§ET&>D ﬁff{@—ef‘if&w
A2 > B A2 a9 5 e R A B A2 a9 5
Y (F) n=6
ﬂﬂ;i /EZ/L)W; (G862201 17~20 17~25 17~22
JJ
wHE (%) n=6
f{;uj;\ (8;3/ ;L> (862201 | 101.7~104.1 99.0~100.2 98.2~104.3
N (0]
PI=N (V X1 :3 . .
j‘; 0 °i 05 013/> (862201 | 100.06~100.85 99.51~100.43*2 99.72~100.15"2
U~ .U%
BEM
@éﬁﬁ(f;)) (G862201 60.0~81.0 28.5~38.0 40.0~62.5
X1 BREICHTIHIEAR (%) 2 : n=2
OHZ72I0DFE8mg TAET)]  #oIE 1Bk [1000Lx, ¥v—L ., XUK]
FRBRIE H ISV MR 2
< HHg > Fr R 72 77 Lixhr 144 75 Lx-hr
MR n=1
WIRBDREETH Y | |BIRODOEETH Y | |[REDEIETHY
<WAREOREETHY., | G862201 , ; ) ) ‘
B A B > HiREAT S B E TS B AT D
= A$ N :6
Hﬂ%g %EZ%; (862201 17~20 21~25 18~22
VEHIME (%) n=6
fl‘gm;:\ ;;i/uni> (G862201 101.7~104.1 99.0~101.8 100.1~101.8
N 0
fgf o( °i 05 02/ S (G862201 | 100.06~100.85 99.23~99.95%2 99.60~101.03%*2
U~ . 0
ZEH
EEEW%&)) (G862201 60.0~81.0 33.5~61.5 43.5~63.5
>
X1 BREICHTIERR (%) ¥2 : n=2
SRR LSRN - 2018/7/27~2018/11/16
OHT743 0D 12mg [HET] HAEE 40°C (s, KBERR]
RERIE H ISV PR AR
<JRAHE > &5 BR AG 1% H 3% A
FEdk n=1 e - e
< DE > (861801 D EEE H D FEEE D FEEE
i () n=6
Eﬂf; §;Z)Ij\i>n G861801 23~28 22~26 22~30
wWHYE (%) n=6
f{;uj;\ ;;ﬂ/;i> G861801 97.8~101.8 95.6~102.5 93.9~101.7
N (0]
A =N 0/ ¥1 :3 > .
j‘;‘; o( °i 05 OI;/> (G861801 98.34~99.42 99.27%2 98.86~99.21%*2
U~ .U%
Al
@_EW%(T;)) (861801 71.5~94.0 71.0~87.0 46.5~175.0

1 FREICHTIEREE (%)

X2 : n=2
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OHZ 21 0DEE12mg THIET)  Madk 60C [, [EALR]
A ERTE H 7k LRATHAH
<K > & BR G 1% H 25 A
FER n=1 GS61801|  [Ifaoss DR o Fb
< BHfDFEHE>
FREME () n=6
G861801 23~28 23~27 30~36
<2 57PN >
B (%) n=6
G861801 97.8~101.8 98.3~100.4 100.8~102.5
<154y, 85%LL k>
P=N ) X1 —
& (%) n=3 5 5
1801 .34~99.42 100.39~100.47** .54~100.33%*?
©95.0~105.0%> G86180 98.34~99 00.39~100.47 99.5 00.33
(ZE1H)
G861801 71.5~94.0 55.5~82.0 56.5~80.0
il (N)
1 RREICHTE2EHE (%) %2 : n=2
OHZ7 210D EE12mg THET) Mot 25C - 75%RH [, B
AERIE H 7y PR A7 HA R
<K& > &= BR hE B 1%A 3»H
MR n=1
DRE DFEE DE
At (861801 F D REE A D FEE ERERPER
AEME () n=6
1801 23~2 24~ 21~2
PPN G86180 3~28 30 5
B (%) n=6
G861801 97.8~101.8 92.9~99.9 93.6~101.0
<1547, 85%LL E>
PN= T 23 R
ERES A’) n=3 %2 %2
©95.0~105.0%> G861801 98.34~99.42 99.51~100.00 98.68~99.12
(25 1H)
G861801 71.5~94.0 25.0~32.5 49.0~70.5
il (N)
X1 BREICHTIERR (%) ¥2 : n=2
OHZ7 210D EE12mg THEET) M2 B [1000Lx, ¥v—L, K]
ERIE B 7k Kelgt &
<> F B bR 72 77 Lx-hr 144 73 Lx-hr
MR n=1
G861801 BDOFEE oD FEEE BDFERE
< DS H B =] 3 H R hE
AEEME () n=6
1801 23~2 25~32 22~2
BN G86180 3~28 5~3 8
EE (%) n=6
154 SBULLE S (861801 97.8~101.8 96.0~99.7 90.5~101.7
=N D -
S (%) n=3 ) )
861801 98.34~99.42 99.97~100.13*2 98.46~98.80*?
<95.0~105.0% > G
(2% 1H)
G861801 71.5~94.0 52.5~175.0 44.0~67.0
WE (N)

K1 FREISHT OEAER (%)

X2 : n=2
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7. AEZERUBREORER
ARV

8. #FlEDERAEEL (MEILFMEIEL)
AL LR

9. A
(1) B2
(#5443 0DfEsmg THEI))

BISEIE T, O FHIRI SRR T A R T A L EDO—REICOWT CERL 2442 H 29 H  3EAE

¥ 0229 % 10 =)

AR AT
E - AAERT mHRBRE N PV

[FHRZE N ONRBRIE © 50rpm (pH1.2, pH4.0. pH6.8, /K). 100rpm (pH6.8)

e ]

- pH1.2 (50rpm) Tid, FEHERFIN OARMITE HIC
- pH4.0 (50rpm) Ti, EEHERIFI N ORI E ST

15 43 APNIZ S 85% LA B Uiz,
15 4y LIPS - 85% LA i L7,

- pH6.8 (50rpm) Tik, FEAERIAIF OAMITE HIT 15 23 LANIC ) 85%LL EiEH L=,

« K (B0rpm) TIE, FEYERIFIRL OASIE E HIT 15 47 LANIC ) 85%LL BRI L=,

- pH6.8 (100rpm) Tidk, [FAFERIKD 50rpm O HFER T, 30 /3 LANITEEHERGA] . AdL & BT
85%LL E¥RH L7=72%, 100rpm DR HFRER 2 E s L7,

PLE RO HZFE) 2 ERA (LI =—/L OD §& 8mg) & ik L72fE R, 2 TORBRIKIZIH T
[ F RS DA AR FEMERER AT A R T A ) OHEIEEICES LT,

(s H )
SEHE (%) pH1.2 (50rpm) SEHE (%) pH4.0 (50rpm)
100 100 |
80 80
60 60 |
40 + 40 | _
20 | e 15 % = 0D#Bmg THET | 90 | < e— /5% = 0Diémg [HET
— & = |, 3 Z—)L.OD#f8mg - & = |, 3= —)L.OD%i8mg
0 !" 1 1 D !" 1 1 1
0 15 0 10 15
el (53] B (53]
BHE (%) pH6.8 (50rpm) EHE (%) 7K (50rpm)
100 f 100 |
80 80 |
60 60
40 = 40
20 “<Ze— 154 = ODs8mg THET] || 50 | #5 %= 0Dd8mg TAET ]
- & = | 3 ——).OD#i8mg - & = | ¥ = —),0D#i8mg
0 ‘.l 1 1 0 Ll 1 1 1
0 10 15 0 10 15
BfEl (53) BiE (53)
(n=12)
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(2) BR8N ERRA DA F [R5 MR BR
(Hi5v83>0DfEamg THET)
T % 0DEEdmg [HE T 13 (G &N R 5880 BERRA O LY LR SRR Y A R 74
v CERL244FE 2 H 29 H HEEAR 0229 % 10 B) [2HS%, #5 %33 0D 4 8mg [HIE
T ZFERERIEI L U7- & & IEHEEIESE LHE S, EWREICESE L xS, 9

ARER S
EE - BRI/ G wHERBRE X Rk
(Al % N OVGRBRIK  50rpm (pH1.2, pH4.0. pH6.8, /K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tidk, FEHERFIL OARMILE HIT 15 ZUANIZ Y 85%LL FiaH L7e, £72. &
FEELREE AL (15 47) 1281 DA OE 2 O HERIL, REhOFEEEHR L 15% DL EZ 5 H D
12 EH 1ELL T T, £25%D#iMEZ B 25 b ORI o Tz,

- pH4.0 (50rpm) Tl EEUERLHIR OURGIEE H I 15 S LANIC ) 85% LI iR Lz, F72. &
KL R (15 47) 1281 ARG OE 2 OFEHZIL, REOFEEHFEL15%OHM LB 5 O
B I2EHF LELL T T, £25%DFHEB D D720 -7,

- pH6.8 (50rpm) Tk, FEAERIFIR OVARGIE E ©IT 15 7 LANIC Y] 85%LL BIgH L=, 7. &
FEELRERE AL (15 47) (2381 D ARG OE 2« OFE I, RO FEEEHRE15% DL E R 5 H D
12 EHF L ELL T T, £26%DFHEB D D720 -7,

- K (50rpm) TiE, FEHERIFI R OARSIZ E H1T 15 4y LAIC Y 85% LA s Lz, £7-. ffklt
BEREA (156 47) 2B 2 ARMOME 2 OFMZFIL, RO FLEEHFEL15%OFMAE B2 5 H DN
12 fEF 1TELLT T, £25%DFPHEZHEZ 5 DN oT,

- pH6.8 (100rpm) Tid, [FFERIKD 50rpm OIEHFER T, 30 53 ANICEHERLA] A0 & H IS
85%LL BIAH L7=7= %, 100rpm DR HEER 240 L7,

ULl REOEHZEE 2 ERK (721 0D §E 8mg HET)) LHB LR, £2ToR

BRiRIC B\ T TG ENE B8 0 BRI O AW FHRZGEMERBR T A K74 ) OHEREIZHEES L
T2, AR L RS NT,
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(F Hi )

FEHEER (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 | 100 |
80 | 80 |
60 |- 60 |
40 40 |
20 | —e— iS5 %3 ,0D84mg TAET) | 50 | —e— /iS5 % = 0Ds4mg BET ]
- & =15 %3 0Dfsmg TBETL] - & =135 % 3 0Dfemg [BET
0 L’ 1 1 1 0 L’ 1 1 1
0 10 15 0 5 10 15
B (59) BFE (59)
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 + 100 |
80 | 80 |
60 60
40 t 40 t
20 | —e— /J5 % 3 0DfAmg THETS | 90 | —e— /iS5 % 3 OD§iAmg TBETL]
— & -#5 % 3 0Ds8mg [BETL] - & -#5 %3 0Dd8mg TBETL]
0] L' | | I 0 L' | | |
0 10 15 0 5 10 15
Bffal (53) BFE (53)
(n=12)

(Aizv4sr0DfE12mg THEI])

HF %32 0D E12mg [HET 13 [E 8RR R0 EGRH O SRR 1~ 5
Ar) CEAL24 2 H 29 B ERFEAT 0229 55 10 =) (ZHSE, 7% I 0D §E 8mg H
L) ZARuEfiAl L Uic & & RIS L HE S, EFEICRE L Al Sz, 9

B S
258 BRI/ WHRBRE S Nk
RS N ONRBRIE © 50rpm (pH1.2, pH4.0. pH6.8., /K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) TiE, FEYERAIR ORI E HIT 15 S LANIZ Y 85% L. B L7, $£72. &
HELLEGRE AL (15 47) 1281 ARG OE 2 OFEHFRIL, REOEEEHFEL15%OHFH LB 5 H D
25 12 fEH 1 ELL R T, £25%DHIPHZEZ 5 HDONRR) -T2,

- pH4.0 (50rpm) Ti&, FEYERAIL OURGIT & HIT 15 S PANICT ) 85%LL F¥s L7, £72. &
FEELHZIRE L (15 47) I2BIT D AR O 2 O HRIT, REOFEHEE TR E15%DOHFFALEZ 5 H D
212 fHH 1 ELLT T, £25%DFMEEZ 5 HDONRh -T2,

- pH6.8 (50rpm) TiE, FEYERAIR OVRSIT & HIT 15 S LANIZ ) 85% 1L B L7, $£72. &
HELLIE AL (15 47) 1281 ARG OE 2 OFEHFIL, REOFEEHFEL15%OHFH LB 5 H D
212 fHH 1 ELLT T, £25%DFMEBEZ 5 b DONRRI -T2,

<k (50rpm) Ti, FEAERIAI R ARSI E HIT 15 P LAINIC T 85%LL BIRH Lz, F7-. &kl
BERER (156 47) ICBIT 2RO 2 OFEHFRIL, RO FLEHFEL15%OFMA A B2 5 H 0N
12 fEF LELLT T, £25%DFiIFHE B X 5 b ORehoiz,

- pH6.8 (100rpm) Tid, [RIFERHKD 50rpm O HFER T, 30 7y UANITEEERIF) . Ady & H 12
85%LL LR L7-7-%. 100rpm D HRERZ2E M LT,
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PLb, RO 2 ERA (7042 0D §E8mg THIET)) L LR, 2ToR
BRIBIZ I\ T TE &3 570 5% 1 BT RA O W PRI FE R T A N7 4 > ) OHELEISES L
D, BT L B S,

(T HiHh#R)
SEHE (%) pH1.2 (50rpm) SEHER (%) pH4.0 (50rpm)
100 r 100 r
80 r 80
60 60
40 r 40
20 - HZ% % 0Df12mg THETLL | 20 715 % 3 ,0D812mg TEETL]
o & - & =f35%30D$i8mg [BET] o oy - & =75% 5 0D§i8mg [HET
0 10 15 0 5 15
B (4) BEE (53)
EHER (%) pH6.8 (50rpm) SEHEE (%) 7K (50rpm)
100 100 r
80 80
60 60
40 + 40
20 | HZ% 2 0D812mg THETLS || 20 3% 3 ,0D%12mg THETL]
0 ¥ - & =H5U% 20 0D§E8mg THET 0 & - & =15 %% v0oD§Esmg THET
0 10 15 0 5 10 15
B () B ()
(n=12)
10. &% - 2%
(1) EBENRELRSR - O, NEVRBRLERR - AEICET IER
L2
(2) @%
(#5283 0D§E4mg THEI))
56 §E [14 §& X4 ; PTP]
10088 [T AF v 7R kv NT]
(#5832 0DE8mg THEI))
56 8 [(14 $EX 2 ; PTP) X248</ 3w 7 —UFAIH > ]
10088 [T AF v 7R b ; NT]
(i8> 0DfE12mg THEIL )
56 §E (14 §E X4 ; PTP]
10088 [T AF v 7K b ; NT]
(3) PREE
L2
(4) BHROME
PTP a3 AVACE
PTP ARV 7ot L7 4NVA, TAIZTLT VA AhV ARV =ZFLv
vao— RJZF LT LT7ZL—h - TAI=UL - RIZF LY |Fyy 7 R T L
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1. BBREEh SRS
PA R L

12. E0H#h

AEHORRIZET IR

AERHTIIAGR 232 T TORWEVEICET 2 WA G EN 5, ABRTIEFENHEL L TORVHNAELE S
NTEY, HSETHRBMSN TOLRRTIETHOLNIM R FRZL LTHRRLTWD, ERIEHE
DERAREHZRET 2 ETOZEERTH Y, IRz - T b TR,

HEsa#cs T 5ETHAERER >
(#5432 0DfEamg THEI))
AT o4 0DEEd4mg THET ] 1225V T, HEWER D GO ISR O 72 D12 % T i ANERR R
& 32 L7z,
BRI 0 2020/5/28

1) fl S
H #EEA14> A8 © 260PROUD (& 1L BU/ERT)
AT —2—t> b :[69] B : 7.0mm. FEAIEA : 3.0mm

2) fiE R
B4 Lot No. {RAF LM
#7432 0D §E 59904030 PRAARE : a8 b L 7o
4mg HEE T I 4w - LG, 25°C-T5%RH (B . 4 HIRAF
3) fi R D GEFI Pk
25 [ERES JE 73 R A B2 ]
fets Sz H [IERE == H
IR (mg) (mm) (mm) (kgf) (s)
B 4hIRF 120.2 7.01 3.02 5.24 18.0
I, 4w 119.4 7.00 3.01 4.98 19.7

4) Syaliik
OF LB - NiglichEy FERBE L. 18D A%E 304, 5EEDSEE 304, H5ET 5,
QN> MIEZ i T - SMRANCBEI L, 18D E% 306, 58D 30, et b,

Bty MIiER I O—a8H7- 0 O8EFIE

Bty ML
1 bpmdE /A 5 At /A
e RTey EEE A k)
e B PN i 30 @ (=30 &E) 30 @ (=150 #%)
B FEE 4N 30 @ (=30 &) 30 el (=150 £%)

5) EFu - KIF O HEUE
P ) = SRRSO BEERSMBIELED T ) OREEKEL & L IR LTz,
ARG REFEO 1/4 PLE
B K- REFED 1/8 LA 1
C K.« RiEfED 1/16 ULk
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6) FRERRSR

¥ea . . Ok KIBA
Bk Essa | RERE | B .
Py v b SRR R T T T T Bk | C A 5
RNl | 308 | 0%k 0 & 0 & 0 6 0 i
- 1 62/ - - - -
- B - S 306 | 0% 0 i 0 & 0 §iE 0§
T REE - N — 150 88 | 0% 0 & 0 & 0 & 0 &
TRy - MR | 150 88 | 0% 0 & 0 & 0 4% 0 i
BB N 3088 | 0 0 & 0 4 0 i 0 4
. 4 TE: - ShiG 30 82 0 &% 0 8¢ 0 8¢ 0 &% 0 &%
NI AW

B - il 5 b/ 150 88 | 0% 0 #2 0 #2 0 &2 08¢
TE: - A | 150 && | 0 & 0 & 0 & 0 it 0 §it

DI el 5 [PF s ¥2  RITT-BEAI DK %3 BEAID KR AR LI

o—X—h% >y kOIRREE

RAFSRME ERBOe—%—01% v hOIRRE

LIS T ORy DA ERFRD HALTZ,

. 4w T O DA DNFRD H LTz,

7) AR
RAFSRME it AL
B L&@lﬁ%aﬁi@5ﬁ%@\T&@1ﬁ%@%;ﬁ5ﬁ%@@@%#
IZBWTEINKRITFITRO Lo Tz,
8, dw FEO1EESEB IO 8ESE. FEO 1EESEE L5 SEaE025Mt

ICBWTHNRXIFITRBO b o7,

(#5483 0DfE8mg THETL))
HZ 4 0D §E8mg [AE L] (22T, HEEERI S EE~ O ERET O 72 012 8% it A MR BR
B FE N LT,

BRI A A 2020/5/28

1) S
H #3SEHI5 f - 260PROUD (51 LI#L/ERT)
fEHe—4%—Dt&>v §:[69] EE: 7.0mm, §EHIEA : 3.0mm

2) A A
B4 Lot No. (RAF LM
HZ 420D 59911023 BRAAR « A0%EH & B U7 Bk
8mg [HPEET Nl 4w BEELEE . 25°C-75%RH (BRjK) . 4 AT
3) MR D SEAINE
B [ERES JE 7 i &2 FA S IREH]
(i &
RERLE (mg) (mm) (mm) (kgf) (s)
B AR 119.6 7.00 3.02 5.77 17.7
NN 4w 119.7 7.00 3.01 4.68 17.8
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4) 4yeliiik

Ofc BB - NiwAllc v b &
QN MIEZ i T - SMmANcBEI L, 1 8ED5ra% 30 6, 58D % 30

Bty MiER I O—aH7- 0 OEEFIE

RiE L, 18D % 30 1,

5 BED 5% 30

B MIE
— 1 gt /) 5 bt /A
o T EEE A k)
e B PN i 30 @ (=30 &E) 30 @ (=150 #%)
B NEE 4N i 30 @ (=30 &) 304 (=150 £E)

5) ElFv - KT o e

Yo ) = SRS O REERSMEELNED [ ) OFEHEZE S &ITHIB LT,

ARE  FmEED 1/4 LI E
B /K REAED 1/8 LLE
C Rl RmfED 1/16 ULk

WY D,

)
., T b,

6) ARBRESE
2 Nz
ii ey b | SR | R | B ggﬁ T KR
B - N . 30 §E 0 & 0 & 0 & 0 & 0 &
1 88118 — - - — —
B B - S 30 §E 0 B 0 B 0 B 0 B 0 B
B - N 5 b/ 150 & | 0 && 0 §E 0 §E 0 §E 0 &2
B - Shii 150 82 | O#E 0 B 0 B 0 B 0 &
B - Wi L g 30 #E 0 #¢ 0 & 0 & 0 &2 0 &
I 4w TEE - S 30 §E 0 & 0 & 0 & 0 & 0 &
B - Wi 5 b/l 150 & | O & 0 & 0 & 0 &2 0 &
T B - S 150 € | 0 %% 0 §E 0 §E 0 & 0 &

X1 Bl BEA O

%2

n—X—J%y hOIKEE

D RAT T2 BRI D%k

X3 BERI DR ASRA LT3

RAFSRME %O —%—ht v hOIREE

BAAAI HTOMOFENRD LI,

e 4w T ORy DA EDFRD HALTZ,

7) FERAMEE

RAFSRME i AL

i L&@lﬁﬁ@ﬁ;@5ﬁﬁ@\F&@lﬁ%@ﬁxw5ﬁﬁ@®$%#
WCBWTENRIFITROD N hoTz,

08 4w FEO1EESEB IO 0, TEO 1288 IO SESEOE5M,
WCBWTENRIFITRD bR hoTz,




(izv4sr0DfE12mg THEI])
A7 s 0D 12mg THETL] IZ2OWT, HESEA T~ OISR O 72 D12 Tt AR
B 3t L7z,

AR H : 2020/5/28

1)
B #EEA4 A8 - 260PROUD (B 1LBU/ERT)
FEHe—%—nFty b [45] B : 8.0mm. $EFEA : 3.6mm. HE : 2.3mm

2) A
B4 Lot No. (RAF LN
5T %3 0D 59904030 BRAAIE « AE S EU L 72 B
12mg [HEET ] e 4w : BEdE 25°C-75%RH (B . 4 HARLF
3) fE AR o gEA
gy [ER2S JE T i Jig AR
franp &
RERF mg) (mm) (mm) (kgf) (s)
BR AR 168.9 8.00 3.42 6.18 25.0
I 4w 169.5 8.00 3.44 6.06 25.2

4) Syaliik
OF LB - NlglichEy FERBE L. 18DSA% 304, 5EEDSEE 304, 45HET 5,
@Bty MiEZE T - SMNmACBEI L, 180y m% 304, 58D MA 30 M, it b,

Hty MIEB LI O—ab7- 0 ORI

B MIE
1 badE /Ay byt S f)
e T gEmdt Al 5 s,/ d,
B FEBE P ili 30 @ (=30 &) 30 a (=150 £2)
% FEE St 30 @ (=30 &E) 30 el (=150 £%)

5) Elh o KIF DR AL UE
Yo ) = SRRSO REEAIAMBIEED T ] OEHEZR S &R LT,
ARG REFEO 1/4 Pk
B R REFED 1/8 LUk
C ki RifED 1/16 LU E

6) B
*2 JEI
i‘ﬁ ey b | St | R | B f;z R KRN
B - Nifig L g 30 &2 0 $E 0 & 0 & 0 $E 0 &2
e B - S 30 $ 0 §E 0 & 0 & 0 & 0 &
B - Nifig 5 b/l 150 & | 0 &E 0 & 0 & 0 $E 0 &2
T B - S 150 £ | 0 %% 0 £ 0 £ 0 §E 0 &
B Nl 30 $iE 0 §E 0 §E 0 §E 0 § 0 §E
1 $E/1) ~ - = ”
P—— T B - S 30 B 0§ 0 §E 0 §E 0 #E 0§
B - N 5 G/ 150 52 | O & 0 & 0 &E 0 &E 0 &E
TE: - S 150 & | 0 &E 0 & 0 & 0 $E 0 &2

KL FInzgEMl OB %2 RITTEERIORK X3 SERIOXFADNEA LTZEK
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o—X—h% >y kOIRREE

PRAFSRAE RO —%—ht% v FOIRRE

BAAG RS HTOMOENRD LI,

. 4w T O DR BTz,

7) AR

RAFSRME it AL

B L&@lﬁ%aﬁi@5ﬁ%@\T&@1ﬁ%@%;w5ﬁ%@@@%#
IZBWTEINKRITFITRO Lo Tz,

8, dw FEO1EESEB LU EESE,. FEO 1EESEE L5 SENE025Mt
IZBWTEINKRITFITRO Lo Tz,
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V. ARICEYSEE

1. BREX TR
FERE M OREEFED T VY A ~ —RIEREE I 61T 2 8 FESE SR O HEAT Il

2. DEXIHRICHET HIE

5.8 (I RICEEET 5EE

51 TV oA = —BIERANE & M SN BEICORER T 5 2 L,

5.2 RHINT /LY A <~ —RERHIEDIFEET D b D DT EIIHIT D & W) BEITE ST,
5.3 7LV A v —RERHYE LA OFBIEMER BIZ BN T, AFIOANEIIHERE S v TV,
5.4 fhOFBEEMERE L OERIZEICEET D Z L,

5.1. 5.3 AF|D, BRER NHEEFED T LY A ~—RERMFEIC T BB LISV CiE. BRSO
RBRICBWTHER I TWS, L Lans, oRBAaEMR BT 588> Tidm

FEN TR,
5.2 KA, TV Ag ~—REBHGEDIRIEZ DB DO DOEITITH L TEET D0 E 9 NITHOWTIL,
BET STV,

5.4 AFNL. T A < —RERHE LIS OFREENMERR BT D A MEITHESL L TV iz, 7
YA = —TRUERHE LSl SN BB IC OB ET 5 2 &,

3. AERUVAE
(1) BZERUVHAERORER
WH. RACIEAT 7 # I LT1HS8mg (1184mg 2 1 H 2[8) 5B L, 4 BE%IC 1 H
16mg (1[5 8mg # 1 A 2[8) I[ZW&EL, RO T 5, ek, FERIZIGE LT A 24mg (18] 12mg
Z1H2R) FTHETXLIN, METHIGAIIEEIOHET 4 B ERE LRI ET D,
(2) BERUHAEDRERERE - B
MR L

4. RERUVRAEICEHEY SIE

7T.HAZERVHAERICEET 58

711 H 8mg HHITARHETIT 2L, ML REIERH OB ZMZ 5 B0 T, JFAIE L T4 8
Mz THERLRNI &,

7.2 PEEONFEEEE (Child-Pugh 7784 TTHEREOIRIE & Lo 5 (B) OFEEMEE) T,
dmg # 1 A 1 EIGB LA &b 1ERAKG L%, 1 H 8mg (4dmg 2 1 H 2[A]) % 4 H[H
PIE#E L, #E45, 72770, 1 H 16mg #8222 &, [9.3. 16.6.2 BH]

7.3 BIEH AT 5720, BEICEETDHZENEE LY,

7.4 FHFENEFEE, FEEOEHEOL L TRET L L,

(fi#3)

7.1 B ROHEFE DT VY A~ —BIERE & %5 & U T- N R BRI 38V T, ADAS-cog 12 &
% AR RERTAN © Smg/ H & G REOHZEN 16 N 24mg/ A GREL VK2 &5, 8mg/H
FAEDHETRVWI EPRENTWST-D, 8mg/H % 4l EG#%, HETH2 L, b, AH
D52l L2 %ICHBT 5 & 2, IHEERRANER OR B A BT 5729, 8mg/H 2 b5
B L, 4 HMKG®RICEET L2 L,

7.2 PEEOHEEDH HBETIE, AFOEE 7 VT Z7 2 (CL/F) QKR TFERY t1/2 OIEENRTE
HHNTZZ LD, AFIOMAFRE ERICE Z2EHOMBOBZNNH 57D E LT,
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7.3 —RIZ, L, EHFEOHLEERIL, BRRICKRE T2 2L TRBSND WML H 720, &
BICEEGT 52 L, E72, O, RHAEOHERRENWEH NI 5 AN H 5 2 & KU E i
DEBEDBZNZ LD KAIRAFIE SRS 2B L, BAERE 22 &, b, K
KDY EERBR I T, AFI A @EFRAIZ 4mg B DG Lz & & ZERR S & g
L TREZE G T tmax ([ZOT N RENN A B0, Cmax & AUC IZZEITRO b -T2,

7.4 TN A < —RERAEBE TlX, IREORME L BERADREDOEIZIT > Z L BNHEE Y
ENBH LD, BRAEN, IWERGEZRT 5720, FEEPFEERIARE - BHTLIRE L
ZIRET 5L,

5. ERERALHE

(1) BET—EnR\vs5—
BRI L

(2) ERFRFEEHER
MR L

(3) AERGERHAR
Y ERR L

(4) HRIEMIHER

1) BAMEREEFR
Y ERR L

2) ReMHER
NINCDS-ADRDA *V O EIZ L W probable AD & #2r& i, MMSE #2 2 =778 10~22 s,
ADAS-J cog ¥ ARt A 2 T3 18 fiLL E OB K OV DT Y oA ~ —RIERAEBE x5t g & L
ZEWN E SRR (JPN-3 3R (398 f#) KN JPN-5 &k (580 f41)) (ZBWT, AT 73
> 16mg/H (8mg/H % 4 #R]—16mg/H % 18 X% 20 #E[]) ., 24mg/H (8Smg/H % 4 #H—16mg/H
Z 4 W—24me/H % 14 XX 16 ) X7 7&AR (22 Xk 24 ) 2 B8%ICEE Lz, TEF
MHTE H %, BBANFEAE 2 31AMi 9~ 5 ADAS-J cog M V& EE R REA C& % CIBIC plus-J =9 & L7z,

7# 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 Change-plus caregiver input Japan

WERE N OV D T )V oA~ —RIERHYE BF 2 X803 Lz, BN 7 & R IR o
GAL-JPN-3 #B2 . GAL-JPN-5 52 & O GAL-JPN-3 3Bk D#BhE 4 x5 & L= E Wi 5-R o2 4
ZHat L7z GAL-JPN-4 3RBRIZE 1T 5 22 MEaHlixt SUER] 744 B 431 61 (57.9%) (CRIMER (BEE
BREMBRE 2 E5T) PROONT, Ehoboid, B, WEk, SRR, TH., SR, R CH
ST 6D

17.1.1 EN S MEER FREER

ADAS-J cog IZB T, 16mg/ BREL T 7 B ARRE & ORICH EZEITZRO LR or- 1243, 24mg/ A EE
X7 TR il L CHEICER TV,
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BREETTE > ADAS-J cog

0 7> 5 DLl e :

g 5 DAL o= R0 e
EHEESD. (n) [95% (Z#EIX [H]]

7R 1.46+5.72 (118) — —

-1.05
16mg/ [ 0.37+5.25 (107) p=0.1388
[-2.45~0.34]
24meg/ F 0.49+4.80 (88) 189 0.0123
m -U. 4, =U.
& [-3.36~-0.41] P

~A T AT LIRS, 1) LB

CIBIC plus-J IZHW\ T, 16mg/HEHT Y 7 BARE L I L THEIZENL TV, 24mg/ HREIL Y
TEARREL OMICAEETRD bh o726,

A& FHERE D CIBIC plus-J

| KR RES | ETO | ERO | ETO | PREO | KR (T
B aik| piE®
i | ma% | mE [ Bfeml | B | e | B |FE
>3 1 5 20 24 43 18 6 1 lusl -
AR | (09%) | (4.3%) | (17.1%) | (20.56%) | (36.8%) | (15.4%) | (5.1%)
16mg/| 0 12 24 27 34 12 0 0 |109 |p=0.0076
H (0%) | (11.0%) | (22.0%) | (24.8%) | (31.2%) | (11.0%) | (0%)
24mg/| 0 4 20 18 39 7 0 0 | 88 |p=0.1193
H (0%) (4.5%) | (22.7%) | (20.5%) | (44.3%) | (8.0%) (0%)

¥) Wilcoxon DNENFI E

17.1.2 EAE IMHEERREER
ADAS-J cog 28\ T 16mg/ HEEL O 24mg/ HEEE HIC7 T BARRE L i L CHREICERL TV,

HREETME O ADAS-J cog

0 375 DAY &

/b e EE O

&E‘ﬁ B ﬂgﬁ)
FE+S.D. (n) [95%12 i< ] P
75 ER 0.90+5.89 (191) — —
-1.49
16mg/ H -0.568+5.87 (191) p=0.0113
[-2.64~-0.34]
-2.59
24mg/ H -1.66+5.37 (192) p<0.0001
[-8.74~-1.44]

~A T AT LIRS, ) o8B
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CIBIC plus-J 28\ T, 16mg/HEEK N 24mg/ HAE L HIZ T T AR L ORNICH BEZEITRD b/

AN
e #&EAE > CIBIC plus-J
g Kig7ze | FfRED | BHTo | ERO | HFo | HREEO | KiEk ﬂ@éﬁAp@m
B & b= E7z L il il | NEE
77 0 7 36 64 62 22 0 o 101 B
AR | (0%) (3.7%) | (18.8%) | (33.5%) | (32.5%) | (11.5%) (0%)
16mg/ 0 12 39 60 64 16 0 0 | 191|p=0.3287
A (0%) (6.3%) | (20.4%) | (31.4%) | (33.5%) | (8.4%) (0%)
24mg/ 1 4 32 73 61 20 1 0 | 102|p=0.8757
A (0.5%) (2.1%) | (16.7%) | (38.0%) | (31.8%) | (10.4%) | (0.5%)

¥) Wilcoxon DNENFIE E

(5) BE - mEHHR

M TR L
(6) MMM

1) ERABRERE (—REMRERE. WEEARERE. EARBLKRE). MERTERT—4A
—AWE. HERTRERSRONE

RH R L

2) RERFHLLTERPEONBTXEREL-RE - RBROME

AR
(7) ZDit
L2
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VI. EHEBICEYTSEE

1. EEZFNICEEHSILEYRIILEME
T IV oA = — U E TR IR A
HEE : BEOHLEMORIEE - IREIL, HIORMNTEEZSZRTH L,

2. IR
(1) YERERLL - 1R
T NA 7 —RERFECIEL, AN 2 U UEEREOIR TR0 L IGEEEEFEORK L E 2 b TV 5,
AT HIE, TeFLal) x5 T —% (AChE) #HAMICHET S Z & TN ACh B
Z bR S, po=aF T EFral) CZEAK (nAChR) 12692 APLAERIZE D i = D &~
BEREZ IR S 5, BT, SRRSHIILOREIE AT & 0 M iE O BERRIK T 2 il 55 9,
(2) EpEEMITLHBRBE
18.2 FE{EA
18.2.1 AChE [HE/EH
AChE Z 2O AWAICHAE L, ROBEE5ICLY 7y MENT T2 ) > (ACh) BEE
BRI 910,
18.2.2 nAChR IZ¥T 57 BR T v U HRER
nAChR ® ACh F5A AL L IZRARDEAL (7T 1 2T U v 7 EA0) 1A L. ACh @ nAChR (2%
HERZEHR S (TaAxAT7 U v 7 EER « APL/EH) 112,
18.2.3 mhiEilAa R 1R
TIvuA RBIZ L DM E I U CitREIEH 2 Lz 19,
18.2.4 FEEEERE/EA
AF A IR ME T /TN T, BROEGIC LY REREE ST 2 WENFERD Ll 19 15,
(8) YEARBIFR - Bk
MR L
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VI. EHEBRICEYSEE

1. mMPREOHTRE
(1) BERLADGOLFARE
Y ERR L
(2) BEKRSEBRTHESA-IHRE
16.1.1 BERABEIHRS5HER
(&)
EFRRAIZ 4mg KO 8mg SE# BRRR O &5 (22
M EH L, B 1.0~1.5 FFEIC Cmax 12

fERE) L7c & &, Mg RE(LIRIRE T G1%HE
ZEL., 8.0~9.4 FFE D tye TR T L7=,

fERERLAIZ 4mg KON 8mg $E4 HERE Q&5 LTz & & DI RE(LIR OB EE T A —% [F
¥fE+S.D., N=12]
= Cmax tmax ) AUCoo tie CLR
H&
(ng/mL) (h) (ng * h/mL) (h) (L/h)
4mg 23.0E£5.1 1.5 (0.5-3.0) 205+27.6 8.0*3.3 2.99+1.55
8mg 47.3+£8.3 1.0 (0.5-2.0) 431*=74.4 94+7.0 3.231£2.24

) HRfE (REDH)

fERERRALZ 4mg, 8mg (X 12mg 2 1 H 28], 7 BRI Z & oA OEROK LG Lz & &,
P RECEREIINT O HEIZB W CH G 4 H B £ TICEFIRBISE L, EFIRIEIC
BT D tmax ICHEIZEDFENTZ2 <. Cminsse Cmaxss KON AUC, oo [ZHEIZHHI L TN L 72, &
R (12mg) O tiz & HEIEGRFD tyz (R E 72228372 0o 72 160 17,

fEEEALAIC 4mg, 8mg KN 12mg # 1 H 28], 7 B Z & OWEEIC CRKEROEE Lz L2 0%
MEOEFIRE (&5 7 HB) 280 2 M RE(MRDOEYENRE T A — & [SFEHfE+S.D., N=8]
— 13 H 2 H 3 i H
PRy 18] 4mg 1[@] 8mg 18] 12mg
1A 2[E#EL 1A 2[E#E5 1 8 2 [E#EL
tmax > (h) 1.3 (0.5-4.0) 2.0 (1.5-4.0) 2.0 (1.0-3.0)
Cninss (ng/mL) 8.20+1.57 16.4+4.3 25.0+4.7
Cmaxss (ng/mL) 33.8£9.0 54.0+t11.1 81.9+13.0
AUC. s (ng - h/mL) 197+38.9 380+63.6 589+88.9
tiz (h) — — 10.7+7.2

) TR (EEPE)
— : BHARE

(oD &)

fERERR A 8mg OD §8 (k72 L TR .

[ZEEL, 6.7~6.9 R D te TIXF L7z, OD $EI3/K72 L CIRM IR TR L7256
BE OKTHRH) &EMZERIC

fatHE R A IC 8mg OD #& (k72 L THARMD) .

TG (Z2HE)

% CTdh o7z 19,

28

8mg OD #£&

OK TR X% 8mg §iE OKTHRME) % HlAl
e G (22 Lz & & M PRZ(CARIRE IR G RELMIC EA L 5% 1.0 FiE T Cmax

DTG,

8mg OD & (UK THRH) XX 8mg #E UK THRMA) % HilF
L7z & E D MBEFREMEROIEYERE T A —2 [EEJELES.D., N=21]




iV - Al O tous o o
(ng/mL) (h) (ng * h/mL) (h)
8mg OD §i 47.8+8.38 1.0 (0.5-2.0) 399+82.3 6.8+1.2
(k72 L CHRAD)
8mg OD §i 50.6-8.93 1.0 (0.5-2.0) 396+91.7 6.9+1.2
OK TR
8mg i 48.0+9.98 1.0 (0.5-3.0) 393+80.7 6.7+1.2
UK TR

) o (FEpHE)

16.1.2 £EPEHNRFIEHAR

(i5v2=20DfESmg THEL))

BRERNLOAEY LRI EMERBR T A T4 SO —FRKIEICOWT (CERk 2442 A 29 B A
FAFE 0229 % 10 =)

HI7o2Z20D8ESMg THET] ¢ 3=—10OD#8Smg %, /AL —"—iELEn?*
W1sE (7210 & LT 8mg) MR ABIEIIKS D KUUK: L CHaR FHERE A #5 L il
WhoZ7 o2 I REZINE L, /o EYERE T X —4% (AUC, Cmax) (22T 90%(5
X HNEIS THERHIRIT 24T o T2 /6 8. log (0.80) ~log (1.25) D#IFHNTH V| MiAlDOAEYFH)
A5 SRR S Tz 19,

YR T A =4 Kb F5)

HIERT A—H BEIINTG A —H
AUCOH48hr Cmax Tmax T1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
HZ A2 0D sE
375.2+59.9 46.1t7.6 1.0=0.4 7.7t0.9
8mg [HIET]
L I =—/L 0D # 8mg 369.0t48.1 47.7+9.5 0.9+0.4 7.8+0.9
(1 8% 5., Mean*S.D., n=23)
(ng/mL)
60 -
& #953ODsSmMe A T
=0 LIZ—)LOD$E8mg
L >0 - 135, Mean=SD. n=23
%
Hi
# 40 e |
7
/ at -
L
=3
i 20
10
Og‘ | | | | |
02 5 8 12 24 48

T (hr)
MIER T T 2 I REHERE Ok Y 5)
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a7 A —2 Ok L&EE)

HIENT A —H BENRT A—H
AUCOﬂ48hr Cmax Tmax T1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
HZ 430D §E
391.31£86.8 47.3£t7.2 1.2+0.5 7.211.2
8mg [H[ET |
L' I=—/10D % 8mg 375.7£77.9 44.9+9.2 1.2+0.5 7.2+1.1
(1 $8#% 5., Mean*S.D., n=22)
(ng/mL)
60 -
& #95ODESme HE T
~0 LI=—)LOD$8mg
im0 156425, Mean+S.D, n=22
0
L
Z.f 40
7z A
M 1)
7 a0t
=3
R 20 ;
10 f
0 .: 1 | 1 | T
02 5 8 12 24 48

F
MR ATZ 22 I REHERE Ok LikE)

o=
I
—~
=3
]

AR EEEN TN AUC, Cmax SFD/37 A —Z1F, PERHE OB, (KIEOTRIREEL - FFiHE 55 ORER
R L > TRRD ATEENRD S,

(H#S5vH8 3 0DfE4mg THEI))
16.8.1 #5423 ODfE4mg THET]
GRS 2% O E R RA O LW AR SRR A T 4 2 (PR 24 4 2 H 29 BASERHEAR
0229 %5 10 =)
HZ7%2I 0D dmg THIET ] X, #7%J 0D 8 8mg [HET | #EYERAKIL Li- &
& WA RS &OHIE S, EWFEICRSE L B S 9,

(izv4sr0DfE12mg THEI])

16.8.2 #5423 0DfE12mg TEEI]
BRI D% O B RA O FR RIS T A4 K7 A > CERk 24 4F 2 A 29 AT SRER AR
0229 % 10 7)
HZ7o230D8E12meg TAET] X, #7043 0D#E8mg [AET) A#EUERAIL Li- &
& WRHZEE RS L HE S, EMTFRICRIE E R ST Y,
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(3) rhiEE
RCNER R L
(4) BE - 6tAEOEE
1) BFEOPE
16.2.1 BEIZLHEE
TREERR A 4mg B8 % ZEIERF T BZICHIER O£ 5 Ls &b & ZBERR G L ik L CR%B &G Tl
tmax (SO T NREND I HITZD, Cmax LY AUC IZZETFR D iy o 72 20,
2) PFHZEDZE
BEFERR N 26t & LT3t EAE R Ot R a2 n 4, GHEAT—%)
16.71 HS5 24 I U OEDEEICH T HHHFDOEE
OnaxtFobtRABOmMbRE
NRoadxtF oo (20mg/H KERD#&S) [k, T %I 16mg/ B KO 24mg/ H &5 D
MAEF T T 2 % 22D Craxss ITZNEI 31% LY 37%HE M, AUC . o (32T 45% % DY 48%5H
L7z 2,
(V. 7. (2) PFHEE L Z OB OEBMHR)

2. EMEER/NS A4
(1) BiAEE
YRR L
(2) RILEEEH
H RS L
(3) HEEEEH
U ER R L
(4) DUFPSVR
U L
(5) FHER
HEE R L
(6) Eith
U ER R L

3. B&#F (REaL—Yay) &
(1) BFAE
B E R L
(2) RSA—REBHERA
G R R L

4. IR
AR L

5. 9%
(1) m%-RBEIFEBE
MR L

(2) Ihi&-FEiRRERTEEME
(V. 6. (5) #Ehs) DIEZM)
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(3) Bt~
(Tvir. 6. (6) #=FLhwl DHEZM)
(4) BEHE~DBITHE
MR L
(5) ZOHhDBB~DBITHE
ME R L
(6) MREAHEESE
16.3.1 MPELHEEE

b MIEREAMEGER  H T ¥ I 17.8% (in vitro, %A 100ng/mL) 22
6. R

(1) RBHERLLR UMCHIERE
B L
(2) KBS 58K (CYPH) 05 FE. F5F
REfEEsE (F b7 v —2L4 P450) O%3f7E : CYP2D6 & U CYP3A429: 29
AHNFFEE LT CYP2D6 KU CYP3A4 (2 L0 (R &2,
(3) MEEANROFRRUVZDEE
A E R L
(4) KEMOFEOFRRUEMRL, FELE
AR L

7. Pt

fEFERR A 4mg L O 8mg SEA HERE A& G Lz & &, 54 24 FEf E TR PIC e S iz R
{ERITE G &EDOK 18~15%Th o=, 728, @R AIC3H-T 7 % I 4mg # WK & L CHA]

BOgE L X, BE5% 7 0 E TICESBEEED 93.4% 3 R F1Z, 3.8% 2 F[H th iz HE S fu7- 10
%) (FAEANT—4),

8. FIUARKR—E2—ICET H1ER
RH R L

9. BRZFEICKBKRESE
PMER e L

10. BENDERZETHBE
16.6.1 ®#E THORE

TEFE ST 4mg SEZ AR O &G (ZEERE) Uiz & & TR RE LA B 13 5% 0|
FH L., %5 1.0 BT Cmax (ZEE L, 8.7 KD t1e TR T L7z, 728, Cmax (34.4+7.8ng/mL)
K OVAUC.. (296+50.5ng « h/mL) %, fEFEKA & Ll L CTEfETdh o7z 20,

16.6.2 FFHAEEE I & SRE

HZE 8 O S RERE B R 12 dmg S84 BRI DG L7z & & IER T REBIRE K O T RE
PR & it LT CL/IF DX T (K 23%) KO tie DIER (K 30%) 25380 bz, 7235,

SR ENREREAT ORGSR, TS O & 2 B TOMEMRE QLB R S Lz 2029 (AEAT
—4), [7.2, 9.3 ZH]
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1.

IR IPERRE QIR K O 2 OFEE D THERER R I 4mg S22 HiERE D5 L7z & S o miEd
RECE DGR T A =42 [FEE+S.D.]

H}*‘%AE‘E ) Crnax tmax 2 AUC.. tie CL/F
H
- (ng/mL) (h) (ng * h/mL) (h) (mL/%Y)
B

(N=8) 22.3+6.8 1.0 (0.5-2.0) 20847 | 81%15 | 334%66
o R

(;_8) 19.0+5.0 1.7 (0.5-3.0) 20540 | 82%1.0 | 336+63
Hh A . | .

(N_S)a 22.8+7.6 1.4 (0.5-4.0) | 277749 [10.5+1.59|258+65 ¥
HEFEE

(NeD) 20.9 1.0 358 12.0 186

£ 1) Child-Pugh 53z IFHEREDTRIE & L7 (A), HEE (B) KUEE (C) DOfFHkERE

WA

2) HeiE (HiPH)
T 3) IERATHERENSRE L el L= & & D p fi : AUC..: p=0.051,
tiz : p=0.003, CL/F :

16.6.3 BHRERFICLSRE
H A R R OVERL P D PR RERE R 1T Smg SEA HEIR O # G Lz & & BHREDOK TICHE W, IE
BRI S & i U C AUCL O, tye DIER, CLr DK T K OVR FHEIR ORI 25880 5
720 728, tmax KO Cmax [CFEITFRD B o 7229, GHEAT—%) [9.2 ]

p=0.061

I B R AE PR K O 2 DT O HERER R IC Smg SE4 HilmRE D L7z & S oM
REAEO KD ENRE ST A =% [FWH)E+S.D.]

-
Eﬁx*%%ﬁg‘i H Cmax tmax 2 AUC., tie CLR
(ng/mL) (h) (ng * h/mL) (h) (mL/%y)
E# 2.0
(N=8) 38.7+8.1 (L0-4.0) 419+94 | 7.7+1.7 | 71.8%215
Hh A R 1.5 n
(N_);f 42.0+8.5 0591 577+212 | 10.5+4.1 [39.7+18.0%
HUEPRE 2.1 | | |
(;—j) 43.0+11.6 s |098F2THY 11952670 19.9 5550

W) 7VvT7F=0 2 07 70 A% BHEREDOIEIE & U2 B BHRERER? [T0mL/43/1.78m2 PA 1],
WONZHZERE [30~60mL/53/1.73m2] K OVEE [5~29mL/453/1.73m2] OB HEReRE E ks
T 2) TR (HEPH)
3) BRI EAEEHY (p<0.01)
H4) EFEERERE EAEEDHY (p<0.001)

320
LT L
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W ZeH4 ERLOEESE) (BT 5EE

—
]

ERARTEZTDER
RE I TN

W

®

2. BERABRLTDER
2.3

B (ROBEHEICEIBELENIE)

AN D FA3 5 UL BUE DBEEE D & % B3
(figt)

AFN DR LIRBUE OBEEED & 5 BE 2BV TR, AFIOFGIZ L 0 liuE 4 & 2 3 " Retk
WiHHDT, TELRNWI L,

3. BWREXIIFRICEHET HEE L EDEH
(TV. 2. BEESUIRICBEEST HERE) 2RI 52 L)

4. AERUVHAEICEET ST L EDOER

(IV. 4. HEROHEICEESER] 220752 L,)
5. EELREXRNITE L ZTNDERA

ERLGEANIE

8.1 T IV NA ~—T=H

= piky

HEBF TILIERRE ORI ERE I MR 2 IR T L. E T, RAIOFEE-C
E0DFW IREKDEZ D ARetEn dH 5 DT, AFlEGEHOBE (Fricik5EOBoAM) (21X,

H B O ESER 2 O B OBRIEICEET o L o852 &,
8.2 7T/ A

- —JHIEH

RIERFERE TIX, MEDPBOONDL Z 08D D, £z, KAleGteal v
TRT 7 —BHEANZBNT, KRERDDRESINLTWDEDOT, IBETIIERECEMICEET S Z
&

8.3 KAIRLG THORDBEBD LNV EGE, BRLELE LRV &,

84 tho7TwF Nzl r=XT 7 —EHEEHEZET AR (FRUNVE) EOFH LW &
(fifas)

8.3 AHNT L 0 BIFERE DK FEZLE DN FNGED LR WIEAITIEL, A ~DEEZEET DL L,
BIREBEE LW &,

8.4 AHlETEF LY 22T S —EHEERAEZHET HIEFOFEHIZLY

v 32U AREMELE] 23
FEANEICE SR S v, BRSBTS 2 alREME & 572D, FHIE LTHH LN &,
6. REDEREAYTHBFICEYT IR

(1) AHHE - BEBRFOHLHEBE
9.1 AHHE - IEEFDOHIHBH

9.1.1 KRB (DHEE. #IRE. DHEF) ZRILEFCERERTE (EHYVLLES) OB
HBEF

Bk, L7 vay s, QT EESNRHLDONDZ ENHDHDT, BERFAEIRICBIT LRV X DB
AT Y Z &, [11.1.1 /]

9.1.2 [AF2EE#H. DERARVEEEAITMCEEEZEDVMEBENHIBE
PRAEMRRATERIC L 0 RIS D VT AR Z 3 rfeeMER H 5, [11.1.1 &)

9.1.3 HILHRBOBREENHLEE. HELEAZEOHLIBEXTHELEFNERDOES
B BR S W OARE K ONH L E B D2k (2 & 0 R EM LT 2 "Rt 6 5, [10.2 S
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9.1.4 THRIEBFAZEDHIBE. RIERFHEROESE

SERD AT 2 FTREMED B D,
9.1.5 TAMAFEDERBHEERIIASOBREENHLIEE

FABENERFHRT DAREMER D D, T, TV TR, EIERENRL SN D 2
EMb D,
9.1.6 [EXGRAXIIFAZEMMEEOREEOH SESE

S S TR DU K OVRAE SRS W D TLHELT & 0 SER AN EEAL S B ATREE R B B
9.1.7 HMANKEE (RN—FLVYUR. XXV VERES) OHLEE

MERD 2 ) R ETIHET D Z L IC X0 | SRR AR UTIEES D AT6EEN H 5.

(fiAEsi)

9.1.1 AFIO =Y AMAEBMEERIC LV | REMRIEL S v, IR, AEEIRSENFEBLT 5 rTREMEN
HbH, FFC, WEESCEMERY ObHHBETIL, EERAKIRZEZ T AEEENAS D720, H
HIIEETDHZ L,

9.1.2~9.1.7 AFIN 2V AEEMEERZ R/ T2 2 &0 n, 2 U UEEIMEMERIC X 0 RS R UT
LT D2 ENEZDONDHEEBASLEEDIRREBICOWTHEREMRIE LT\, 22U AEEIM R O]
WIZPEN, ITOERRRD B,

O g AEVE OB I 1)

THLE - T bEEEhEE, B WM

fBF Bt IUHE

PR SR - il RUE SOVIE T OME, K& 3w Tiie

ZOM  FEEFEAEDOFETE, RN AFENEMRGR & 2 U AREMERR R O AW K 5 #EAS
EIEIR DAL

(2) BHERESRE

9.2 BFEEEERSE

AANOMAREN LR BENNH S, [16.6.3 ]

9.21 EEOEFEERE (VLF7F=VI YT 5 VRIMLISEKH)

BeHARBRA T2 < | RAMENRHETL L CVRNTZD, TR B2 B0 S SN2 5A 2 BRE,
T D 2 &

(FFw)
9.2 KHNIDEND DL DIERITBIMDOTENRENWEEZEZOND Z LD, BEEREDOH L HBE
TiE, AAOMARED EF UAKOIER P EIRT DB chn b ol EEBRE L T\ D,

(3) FrHteERESRE

9.3 FFeERHE

AFNOMPIREN EFRT 2620055, [7.2, 16.6.2 ZH]

9.3.1 EEOHEERE (Child-Pugh EZFHREDIEELEL LI-EE (C) OFEEFEESE)
BeGARERIN 72 < | BRI LTV RW2D | 1B BT 2520 S il Sh 2355 2B |
TR D 2 &

(fEsn)
9.3 AL, EITHFIZBWT CYP2D6 X CYP3A4 IZ LRI ENDHZ &b, ITEEDOH HH
FH TR, AAOMAFREN EF LAROERBNE®RITI2BZNNH D20, HEEMWEL T\ 5,
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(4) hEgexETHE
BE ATV
(5) WEb%

9.5 IEiF
B0 XAFAEHE L TV D RTREMED & 5 MR, 1B OB G Z LRl 5 Ll s 56
DA ET D L,

(fifin)

BIMER (7 v b, 7YX TEAEMHEITZERD DA TWRWA, b MBI 2R~ 529
DEEPEICOV TR SN TV RN En D, IBR EOFSENEHIEL RS LS5
Bl BEETH &,

(6) RELIWE

9.6 R
R EOF /IR ORARBEOARMELFBE L, RALOMGSUT T IEZRFT 528, B MIBT
LHNT~OBATIIAHTH L2, BHER (7 v ) THAR~OBITHED LN TN D,

(7) MNR%E

9.7 MNE%
INREE G L U BRRRBR 135506 L T euy,

(8) BmiE
PRE I LTV

7. HE%HR

10.48EEH
AHFNTF L LT CYP2D6 KX CYP3A4 (T L W@ 5,

(1) GtRESELZFDEA
BEINTHZRWN
(2) GtREE L FDERA

10.2 BFHEE (BFRICEET S &)

KA BEAER - FEE Tk BEFF - fEBRIA T
SRS ES 2V CHITEER R S, F LIAAIE b 03 Al D = ) 1
TeFal s WD T 03 2 % ATRE | EME I S FRANRY ISR S D,
NY R a— )V PERH 5,

oY) 2T T — Y HEA
FAAF T I

AxH A =0 A FRIERF D A X A b =7 DO ARHIR ZAFH X =7 LDy
sl VF FH 23 4 R S A0 D R RENE S R A st A E H 2 ¥R 3 %
H5,
D= e FELWDHBOIRTEN B Z 5 (= EIEEH AR I #E R <
B JET A ATREMEDN B D nos,
A=A VA=
7T a—)

By — LA
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8.

(

—r

AN 5

BEAER - FEE Tk

PR - fEpRIA T

i) Al
=R =
TFINAART I
M) ~AF 7=
By 7

FAEAAE 23554 % Al REME S
b5,

KENE Z b OIANOIERAMN, A
HIZHPT 5,

TIRNVTFIU
TNRFH I
2N XtF2)
oV

{4 T aFY
T R L B0k

AFNOMAFREEDS EF L, Bl
WEr:55 753 Z 2 AIREMEN & 5.

b 0K O CYP2D6 HEE
izl v AFIoRFFHRHEES N
Z)o

Zh b oKD CYP3A4 FLEE
A k0 AFIORBBIHE SR
%

FERAT A RHETERERHA
[9.1.3 /]

AKHFNE N5 DIEFOPFHIC &
D EALEHER & B L X 5 A ER

KA D= Y AEEPEERIC XD
1 53 W DA e K O AL & B)

Mnd 5, DRAEN, Z S DIANZ L BHTH
(L EHE IR 2 B X B Al RE M A8

D,

(fifesit)

AFNL, FEIZ CYP2D6 LU CYP3A4 (2 L 0 (R & 521 572D, CYP2D6 X% CYP3A4 Z &S
HIAN PR LTz & & RRNOMAPRED EFAT DN H D, Zh b OHA L OHFRICITER
THZ L, B, FAE 2D OFAOPHICE T DRBIFFEM ST v,

El{EA

1.8
WORWERANH bNDZ LnH B0 T, BIEE 52TV, BENEO LNEZHEICITRE % F
1357 CHUIREEITH Z &,

) EXGEIER & DHER

1.1 EXLEIEA
1.1.1 & (0.1%). #®ik (1.1%). DTRAYY (1.3%). QTEE (0.9%) [9.1.1. 9.1.2 &H]
11.1.2 SEARERSHBREE (FEAH)

FE, ALBE, ZHO/NMBEENR D bbb GG 2RIk U, MR LB EZ1TH Z &,
11.1.3 fF#¢ (BEEEARHD)
11.1.4 HEBUHRBREE (B A1)

PR, Wi, CK BR-. MR ORF I A7 ey ERERL S bh-8acid, #5201k
L., HURAEZITY Z &,

(fiAEsi)

11.1.1 ENERRBRICB T, Kb, BRIk, L7y 7, QTEENHE SN TS, KFOXE
PRI E IS & DIRIR, REIRFEORBUCHIEET D 2 &,

11.1.2 ¥ O HIREZIZIB N T, VR IER B HIREIE S STV 5,

11.1.3 EWNERRRBRICB N T, FROME 1T, WIMIBWTHIRZIC AHE S - EE
RAFERIT, IR THL MBS oWrEAT% 3 61, SEITR 2 FITH -7,
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11.1.4 FEANTHIREZIC W T AR O3 5% (2 EHE 2B BARIE O WA E G SRR S e, AR
HAnd, B2 04T TR RRAE ] ORBIERICEE L. BEFTRARD 6N HE
(CITEY) 2L E 2 D Z L

(2) EDthDEI{ER

11.2 ZOHDEEA

5%LL E 1~5% A 1% AT A

JEYIE Je VB A R LIEIEDN FEMESE . IR I Y

JiE

IR QO INPAEA =il

PR

W ABUE WB, £ OFERE, HimEE  |3KE, a5k
BZ . ZWE

R R ORFEIEE | RARIR, BABOR Jii 7k

o AHRE Wk, RV WM, R, | D OWE, LI

W, WHEZORE, KR | LN

SE . VB
ESA

BRI, IR, R (RN
D EV, RER, T oA
~ —EAE DB, oS-

WEHR, DR SR
L OEARIE,
PRRRTE. SE(R

v =AU A
R i
H R ORI g
Y - e NG i P N |V It =0 331 PN TG A INRTIN =2 )
i EULES

1 P i 1L K ifn J £ JAL
R E N TE I YVEON I K
HE b P
H kRS L (14.9%) . WEM: (B, R, LB R, EEE. HEIEA R,

(12.4%). TH  |NGE0R. B AHR|EIEE. Wk, ZMrEE K.

Jak MR AR, Ly TF U

JHENEGE R P JHH e B
FZ G R OVFZ T ALk W2, BT i, ZiE, AL
P Bt
B R B OV & R, MR A
HEL kPR
B OVPR B B BEPR . PRIGEE, IR
by EE &k OG- TR, JRER| MR, FEEN, v, E ST
TRk RE AT E
HRA I A (RERD . IR RS, i sV 27U &

RERR AL E S & |
CK ¥hn, IR+
A M ERESE, 1
FEES 7
Nz h

U REEIN. PR R M RS
O ERESE N, =27
o —/LH90, LDH 800, 1
71V 7 LEA MR, I
HRERIEIN, ODEREE . B
B HEBD
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10.

1.

12.

5%Lh I 1~5%Ai %A B
FLOHELOL L - B
&t

o

5

[

it

. BERRERBRICRIFIZE

REINTWVWN
BERSE

13.BEHRE

13.1 #i%, ER

fthod = V) NEBHER DM B 5 & RIRRIS . 5 VR R SUTARRME R 1SN 2. EE DL, MEH:,
AL s e, VIR, HER. HEME. T, BRI, (KT, B OYESEORIER NSRS 5
FHEMEN B D, MR OMERIZE Y . ICEALAREM L H 5,

13.2 L&

JERIZIGU T, 7 huevrESohial) v Hokb5%2179,

(fifa)

AENEEES L&, 2 AAEEMMERH OWRIRBUCE S BEAB BT 2 F[21 H 5,

AF R OZ ONRFEWR, Er (MHEENT, IEFROEHT SO MEEE) 1LV RETE 2089 IR
HTH D,

HREDIE

14 8A LDOEE
14.1 ERIFRFBOIE
14.1.1 AFNIK TR T 2RO HAENEZ B8 Lkt S i QRidss) o=, fMHoRE | B
HlDx oy PRMEAVE HINTRNZ BB D,
14.1.2 BBV A EZE AT 25 8IIR T D2 ERH D720, 1k v b ONE K OEERIBA R S
BToZ k.,
14.2 ERIZHFBOTE
PTP 0L DAL PTP > — b2V H LU TIRHT 2 L 98352 &, PTP v — FOFRERIZ K
V. BOSLA RS RIEREA~IA L, FICIEFRILEZRB 2 U CHERRRE O EBE RO INEE 03T 5
ZEMBD,
14.3 EFIRAROIE
1431 AANZED FICOW THERZIZHESE 2 LT 5720, K LORHAARETH D, £z, K
TIRHETZEHTE S,
14.3.2 AFNTET-F EORETIL, KL TIRASERNT &,

ZDMDER

(1) EREREEAICE S < HER

BE ATV

(2) FEEREREABRICE D /3R

RE I LTV
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X. JEERERSARRICBEY HIHE

1. EEEE
(1) EHFRERBR
(VI ST B H | OHBH)
(2) REMRBRE
DR L
(3) ZDMOREE
MR L

2. SHHEER

(1) HEHRSSEHEHER
RCNEE R L

(2) RE#SSEHER
L E R L

(3) BEHEMHHRER
AN E R L

(4) RARMHRER
RCNER R L

(5) ERERESEHER
L E R L

(6) RFTRIEMERER
B R L

(7) 20O HEHKREN
RCNER R L
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X. EEMNEIEICEYT 51EE

1. RHXS
A7 S 0D 84 TAET N
A e ome VE) VR AT O L TS T b
750D §E 12mgl HIET |
e e
2. BXHHIRM
3 4

3. BERETONE

IR RAF

4. W EDEER

20V LDEE
201 /NEDOFOBDROVETIRE T 5 Z

(0D #& 4mg. OD §& 8mg)
20.2 TNENEEAIREICHAARZIC LD BOORM, RAOMESLACHRRALND Z ERH 5,
20.3 WAIORHE E, BRFICXVEARES —HTAAZL2ZERnH 5,

&o

5. BERITEM

BEMERLTA N H

<TVoLEY

<

FOMOBEFETEM A ((XII. 2. FOMOBEEE OESM)

6. F—H% - A%

[l —pk 5y

7. ERELEEAR
R

8. WERFARFABRUVRZERS. EMEXNBFAR. RFEMABFEAR

L' =—/L OD % 4mg, L I =—/L 0D # 8mg, L I =—/L 0D & 12mg

Wk 7244

REHOTKRFEA R

ARE T

FAGFEHEGRAFE A H

HRoeptneEH H

7K 0D
Bt 4mg [H[ET )

2020 2 A 17 H

30200AMX00321000

2020 -6 H 19 H

2020 -6 H 19 H

B2 0D
#E 8mg [H[ET.]

2020 42 H 17 H

30200AMX00322000

202046 H 19 H

202046 4 19 H

HZ7 o423 0D
$E 12mg THET ]

20202 H 17 H

30200AMX00320000

2020 6 A 19 H

2020 £ 6 H 19 H

9. MEERIZNFEM. RERVAEEFTENFOEABRUZORE

AR

10.
M L

11. BEEHM

YLD

BEEZRE. BAERRARFEABRUVZORNE
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12. BFEARMFIRICBE 3 218
AFNZ, BRI T 2HIRIZED 50TV 70,

13. £#EI—F
JEA GBS AN AL VE | ERIERE S = — R . L7 MR
Wi, o A U HOT (9D mE | T
IR = — R (YJ =— ) VAT LAH=Z—F
7231 0D
. 1190019F4108 1190019F4108 127914601 622791401
B 4mg TH[ET |
HZ723I 0D
. 1190019F5015 1190019F5104 127915301 622791501
#E 8mg [HIET |
753 0D
1190019F6011 1190019F6100 127916001 622791601

FE 12mg [H[E T

14. REHMFLEDEE

ARANTZHRHN_E DR FEERMTH D,
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XI1. Xk

1.

5 A>HE

1) fENERL : REM R

2) HNER BB

3)  FhNEE AW EZEMERER (OD $E 4mg)
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1. FESNETORTERR
AIICB T DRREXITNR, HELCHEIUTOLEY THY | HETORGRIRDL L IFTER D,

RIS EESIES MEL D&

BREE R N EE DT VY g ~—BIZR | 8. BAIZIEAT T o2& LT1HS8mg (1[F4mga1H2
HUEZ 31T 5 RANERE IR OHEL TN [) MSEAM L, 4EM#%IC1H 16mg (1[08mg4 1 H2[E]) (2
HEL, ROKRLET 5, 2B, JERIZS CT1IH24mg (11F]
12mgZ1H2E]) £ THETE I, HMETIHEAIIELER O
HAE T4 EREG L %ICHET 5,

<DailyMed (USA). 2024 4 3 H % >

&4 KE

ey Yabao Pharmaceutical Co., Ltd. Beijing

HR5E4 GALANTAMINE HYDROBROMIDE tablet, film coated
K - k& | 4mg. Smg. 12mg

INDICATIONS AND USAGE

Galantamine Hydrobromide Tablets, USP are indicated for the treatment of mild to moderate
dementia of the Alzheimer’s type.

DOSAGE AND ADMINISTRATION

2.1 Galantamine Hydrobromide Tablets, USP

The dosage of galantamine hydrobromide tablets shown to be effective in controlled clinical trials is
16-32 mg/day given as twice daily dosing. As the dosage of 32 mg/day is less well tolerated than
lower dosages and does not provide increased effectiveness, the recommended dosage range is 16-24
mg/day given twice daily. The dosage of 24 mg/day did not provide a statistically significant greater
clinical benefit than 16 mg/day. It is possible, however, that a daily dosage of 24 mg of galantamine
might provide additional benefit for some patients.

The recommended starting dosage of galantamine hydrobromide tablets is 4 mg twice a day (8
mg/day). The dosage should be increased to the initial maintenance dosage of 8 mg twice a day (16
mg/day) after a minimum of 4 weeks. A further increase to 12 mg twice a day (24 mg/day) should be
attempted after a minimum of 4 weeks at 8 mg twice a day (16 mg/day).

Dosage increases should be based upon assessment of clinical benefit and tolerability of the
previous dose.

Galantamine hydrobromide tablets should be administered twice a day, preferably with morning
and evening meals.

Patients and caregivers should be advised to ensure adequate fluid intake during treatment.

If therapy has been interrupted for more than three days, the patient should be restarted at the
lowest dosage and the dosage escalated to the current dose.

The abrupt withdrawal of galantamine hydrobromide tablets in those patients who had been
receiving dosages in the effective range was not associated with an increased frequency of adverse
events in comparison with those continuing to receive the same dosages of that drug. The beneficial

effects of galantamine hydrobromide tablets are lost, however, when the drug is discontinued.
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2.2 Dosage in Patients with Hepatic Impairment
In patients with moderate hepatic impairment (Child-Pugh score of 7-9), the dosage should

generally not exceed 16 mg/day. The use of galantamine hydrobromide tablets in patients with
severe hepatic impairment (Child-Pugh score of 10-15) is not recommended.

2.3 Dosage in Patients with Renal Impairment

In patients with creatinine clearance of 9 to 59 mL/min, the dosage should generally not exceed 16
mg/day. In patients with creatinine clearance less than 9 mL/min, the use of galantamine
hydrobromide tablets is not recommended.

2. BNCHEITHEERZIBER
ERICEAT SENMER F—RA ) THRE)
AR T DA EOEBEOHOT K E A —A N T VT L 1T# e D,
(VI 6. FFEDOY RAEAT HEEICHETLER] OEHBM)

Drug Name Category
A=A NT7 VT DOFE galantamine B1

(2025 4£ 10 H k)

2% PO

Z—A N7 U7 D434 (An Australian categorization of risk of drug use in pregnancy)
Category B1 :

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 not shown evidence of an increased occurrence of fetal damage.
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(1) ¥
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W D EMEZ 25°C » T5%RH OIRAFSEM TG L 723, MRIRIIBEEaom KL TH Y | ZEITH
BN TH -7,

FRIRVER T 1L - SBRILAI 2 gk TR L 7=,
SR FE IR : 2020/3/14~2020/6/19

@ ikt 25°C - T5%RH [HEE, BEjk]

(Fe/IMiE ~ e KA
ABRIE A 7k BAFHAR
<> e BR 4G 1A 3% H
PR n=3 S9904030 WO E OB R OB K
e — () * -
SR (%) n=3 S9904030 | 99.26~100.57 97.56~98.81 99.54~100.44
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X FRERICHTOEAR (%)

(H5v43v0DfEsmg THEI])

W D EMEZ 25°C » T5%RH OIRAFSRM TG Lo S, MRIRIIIREOMmETH Y | FEITH
BN TH o7,

FRIRVER T 1L« SR ILAI 2 Ak TR L 7=,
SR FE IR : 2020/3/14~2020/6/19

@ Wikl 25°C - T5%RH [HEE, BEjk]

(e /M~ e KA
ABRIE H =2y b PRAFHIRE
<FRHE > &5 B AL 1% H 3% A
PR n=3 S9905025 | AR DEK AR DR R AR DB R
Z (%) ¥ n=3
S9905025 | 99.18~100.70 98.94~99.72 98.54~100.73
<95.0~105.0% >

X FRRICHTOEAR (%)
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(#5432 0DfR12mg TEEID)
Wi D& EM % 25°C « T5%RH ORAFEMETHRET L7k, HERIZEAOH KR TH Y | & EITHEK
NTHoT-,

FRARVER T 15 - BRI 2 FLgk T L 7=,
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® Ky 25°C - T5%RH [HOE, Bk

(Fe/ M~ F5e K AE)
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(2) B - BAMRUBREREF 11— THEBMERER
(#5432 0DfE4mg THETI])
1) HBAE
[ S e B
TAARYP—DEA N EERERY . RIE 1LEET 4 AR —HNIZARTER P ZRL, £
55 COIRY; 20mL Z# W\ \Eio7z, 7 4 AN —ICEE LT 5 pfkEk. 71 A —%FT
15 (R RS L, AREERRB ORI 28152 LT, TR D2 WIE X, BT 5 M AE %,
[FERDBEAEAATV, BAERB ORI A B LTz,
FELOBE TR 72 AERE RO LA WIGAEIL, BB 1% 50 L, B2 S I TEEE < iy
THRIRZRAEE L, FROBIEEZITV., BB ORI EZBIZR LT,

[aete e ekl ]
B DO NS TeT 4 AN —2RE T 2 — 718 L, £ 2~3mU/POHE THEA LT, Ta—7
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DEKEFEALTT 2—TNEES L EDTF 2 —TNOBRFYOF I CEmEE 8L L,

AERFER A 2020/4/22
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2) HEEE
i B s
'S %3 0D b 4 \
H72 R ODEEAME | oy i s - Wil LT SFr.F = — 7 % i L7,
THET)

ARBRIT, THIRE BERG ATy 7 (K) ClED) ) WL THEMLE L,
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