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SERFEHEWIR : 2019/5/27~2020/2/14

QUNRF T I T —7 45mgl HIET] JERER (40°C - 7T5%RH) [Ai& & hE
BRIE B =BV PRAFHIH
< HIKE > & BH 4G 2 % A 4 % A 6 % H
< NR—T 28D =
T E1391 ik ke ke ke
EAO A T ROREEN mE H HH e
DEERLY 7257 —TH>
E0891
ekl n=3
E1391 HWE — — kA
(TLC) o h
E1691
E0891
fiEERE (HPLC) . . N ;
- ] E1391 ey A A A
n=3 <X1>
E1691
fAE—ME (%) n=3 | E0891 1.73~2.48 4.73%3
(& &) —MERER) E1391 1.22~1.32 — — 3.93%3
<15.0%LLF > E1691 1.10~1.78 3.76%3°
E0891 | 26.90~31.40 | 27.45~34.45 | 24.30~25.65 | 26.35~27.55
kg (N/em2) n=3
E1391 | 30.10~31.45 | 28.10~31.00 | 24.60~27.20 | 28.80~30.55
<20.0 N/em2 L4 | >
E1691 | 31.20~32.75 | 28.45~31.10 | 25.65~27.30 | 29.20~29.85
(028.9~30.5 025.0~26.8 025.4~27.1 D27.0~27.6
E0891 | @47.7~50.6 ©42.9~45.7 ©@43.1~45.5 ©@45.7~46.4
®78.1~81.7 ®72.2~174.5 ®70.6~173.4 ®74.6~175.5
Wt (%) n=3
029.0~30.2 025.9~26.6 026.2~26.7 026.4~28.3
<@D0.5 FEEfl] : 20~40%.
E1391 | ©47.3~49.9 244.9~45.6 @44.2~44.7 @44.7~47.2
©@1.5 I : 40~60%,
®177.7~80.8 ®175.3~176.0 ®71.9~72.7 ®73.6~176.4
@5 HER : T0%LL 1>
D27.5~28.8 025.8~27.5 025.9~27.5 025.6~26.8
E1691 | ©47.5~49.3 ©@44.6~47.1 243.8~46.1 ©@44.1~45.1
378.8~80.6 ®74.2~176.8 ®370.3~74.5 ®73.7~74.6
_ . E0891 | 98.01~ 98.56 | 94.15~97.06 | 94.51~96.69 | 94.74~95.15
i (%) *2 n=3
E1391 | 99.62~101.16 | 96.68~97.83 | 95.55~98.05 | 94.91~96.71
<90.0~110.0% >
E1691 | 98.81~101.29 | 95.26~96.72 | 96.42~98.83 | 94.81~96.74
X1 RENAROEZRYE O Y — 7 @i, EERROY— 7 HEL D K&y, -, EghEor—7
HAEEGFHL, EEREOY— 7 HED 3L 0 K& <2y, (RRT0.97 0¥EzEME A O RRT1.16 ®
HFWE B o v — 7 mfElL, BEESE TR ZmBIC TN EHRERE 054 X033 #F L 5,)
#2 BHREIZHTLIEREE (%)
%3 :n=1
—  KREE



SERFEHEWIRT : 2019/5/27~2020/2/14

QUNRAF 7T —718mgl HET] I#ERER (40C « 75%RH) Rk miEmhe
BRIE H 7k PRAFHIH
<> &5 B 4G IRE 2 % H 4 5 A 6 5 A
‘ﬁ; I;iﬁi fle) H0891
< R—T 280D S
AR %A\ %A %A AN
B0 5 A F— R O] Egzi = = = we
DEERLY 25T —FH>
o E0891
ekl n=3 . .
(TLC) E1391 TE A — — A
E1691
E0891
HWiEERER (HPLC) . . . .
5 <l E1391 piEay pay pay A
n=
E1691
®AE—ME (%) n=3 | E0891 1.44~1.94 4.56%3
(G B3 —PERER) E1391 0.84~1.01 — — 1.32%3
<15.0%LL T > E1691 1.25~2.35 3.40%3
FLAEME (NJom?) ne3 E0891 | 27.85~30.25 | 30.10~32.80 | 22.65~26.15 | 27.20~30.15
/ cm n=
<20.0 Niem? BLE > E1391 | 27.10~29.80 | 31.20~33.00 | 25.20~26.70 | 28.90~29.80
. cm
E1691 | 28.35~33.55 | 30.80~32.85 | 24.75~25.55 | 28.85~30.95
(029.5~30.3 D26.0~27.1 D27.6~29.4 D28.5~29.4
E0891 | ©49.4~50.8 244.6~46.6 246.1~48.5 (248.0~49.2
bt (9) n=s (380.4~81.2 ®73.8~76.6 ®75.3~77.6 ®76.6~79.3
, n=
< D0.5 ] .020 0% (029.8~30.7 1026.2~29.0 D27.9~28.9 026.7~28.2
@1'5 a%;ﬁ : 40 60(;‘ E1391 | ©50.0~50.9 244.5~48.9 @47.0~48.4 @45.4~47.4
@5' H#F;ﬁﬁ o " L;‘ @81.2~81.7 | ®75.4~80.0 | @76.2~77.9 | ®74.9~77.6
F1E]
° (1028.9~29.5 (126.8~28.3 D27.8~29.8 026.5~29.1
E1691 | 248.8~49.4 ©@45.4~47.7 ©246.8~48.9 ©244.9~48.4
®79.8~81.3 ®75.0~77.9 ®75.9~77.6 ®73.9~78.0
E0891 | 98.01~ 99.59 | 96.05~96.27 | 95.28~96.74 | 93.63~95.91
a8 (%) *2 n=3
©00.0~110.0%> E1391 | 100.26~101.71| 98.94~99.74 | 97.60~98.41 | 97.05~97.88
) - E1691 | 99.67~100.34 | 97.60~98.31 | 97.55~98.04 | 95.72~96.73

X1 RENAROEZRYE O v — 7 HfET, EERROY— 7 HEL D K&y, -, EgwEor—7
MG RN, EEEEOE— 27 HED 3580 K& <72, (RRT0.97 DEME A X T RRT1.16 ©
FiaxWE B o v — 7 miEix, BEFESE CTROCEEICE N EIVRERI0.564 X033 2 U 5,)

K2 RREICHTHEHEE (%)

X3 : n=1

—  REM



(2) RHMRfrER"

SRERFEHEHIR] - 2017/8/4~2020/9/14

OUNRAF 7 I 7 —745mgl HETL] EHIkRFEAE (25°C - 60%RH) [FoftldpiE]
FRERIA H =V PRAFHAM
<FRHE> T BHAG I 12 » H 18 » A 24 » H 30 » H
‘ﬁg I;::?Mx FLEE) i
< R—T 28D S
NP YN NN A NN AN
FHD T A F— o QI 1] gix' A A i A i
DEERLY R DT —TH>
G1171
TR ER n=3 . . .
M(;‘LC) G1371 Ay — A A —
G1971
G1171
MiERE (HPLC) n=3 . . . . .
s <¥1> G1371 T & ke A ke A
’ G1971
AN —E (%) n=3 G1171 | 1.06~1.63 0.90~4.09 0.84~1.25
(& B —MEER) G1371 | 2.08~3.11 — 3.82~3.97 1.39~4.70 —
<15.0%LL T > G1971 1.18~3.20 1.03~2.26 0.98~1.58
W (N/em?) 5 G1171 | 27.25~32.05 | 30.80~31.10 | 26.55~27.65 | 26.30~28.50 | 24.75~26.85
’ cm n—
<920.0N/em? L > G1371 | 28.05~29.30 | 29.00~32.05 | 26.60~28.75 | 26.20~27.85 | 26.75~29.90
. cm
G1971 | 26.50~28.85 | 30.15~31.40 | 23.60~27.50 | 22.55~27.00 | 28.45~29.25
(029.8~31.0 | ©27.8~28.7 | 129.4~29.8 | 1029.0~31.2 | (D28.2~29.5
G1171 | ©51.4~52.9 | @48.4~50.0 | @50.3~51.3 | @49.7~51.8 | @48.6~50.7
e (%) 5 381.9~83.3 | @79.2~79.9 | ®80.1~81.2 | ®79.3~82.3 | 378.4~80.6
| n=
< 0.5 H ] 020 40% (030.0~31.4 | 026.9~28.4 | 129.0~31.0 | 128.0~30.5 | (D28.3~29.0
. S E1 ~ N
D15 Bl - 40 60(; G1371 | @51.0~53.4 | ©46.9~49.0 | @48.9~51.9 | @48.1~51.2 | ©D49.4~49.8
.0 WF[E] @ ~ ,
@5 KR 79 870/; ®80.3~82.9 | @76.7~79.4 | @77.8~81.9 | @77.3~81.0 | @78.2~78.8
TR ~
’ (028.0~30.6 | 126.4~28.5 | 128.9~29.9 | 128.7~30.3 | (129.1~30.2
G1971 | @48.8~52.7 | @47.3~49.9 | ©@49.3~51.0 | @48.3~50.9 | @49.1~50.6
®79.6~83.3 | @77.9~80.8 | @79.9~81.8 | ®78.1~81.6 | @79.1~81.6
G1171 | 99.19~99.92 | 98.15~98.54 | 97.97~98.36 | 98.27~99.02 | 96.71~97.44
a8 (%) *2 n=3
©90.0~110.0% > G1371 | 96.17~97.58 | 97.89~98.37 | 95.99~97.94 | 95.84~99.97 | 94.28~95.24
' - G1971 [101.27~102.34100.91~101.11| 97.21~99.55 |99.56~101.05| 99.06~99.84

%1

HAEGFHIRERE O E— 7 O 3F LV RE <7220,
BE B O — 7 i, HEREETROZEBIC TN TR 0.64 J 1 0.33 23Rk L 5,)

2 FHREICHTLIERE (%)
— R

10

CREHAROEZRYE O Y — 7 HT, EERROY -7 HEL D KE< vy, £ EHgEovr—7
(RRT0.97 »¥EHWE A X RRT1.16 DFF




SERFEHEIIR] : 2017/8/4~2020/9/14

QUNARF I 7 —7 18mgl H[E 1)

EWEERER (25°C - 60%RH) [ f ik aldt

X

L
AE |
RE

ARE E = AT
<HIE> Fi BRLAIRE 12 » H 18 % A 24 » H 30 % A
<m~>fz@;§w ) GLL
@%@34%—&@%@%% G1371 By W W By e
DRtk L0 nr—Ta> | OO
ek G1171
Eﬁﬁ‘}g‘ﬁi) "= g | wh — TN i —
G1971
o G1171
ijﬁ iii@ cisn | A TN TN i TN
G1971
KL (%) n=3 | G1171 | 1.03~1.44 0.89~1.15 | 1.99~4.56
(& & — M) G1371 | 1.82~3.43 — 2.23~3.96 | 2.69~3.72 —
<15.0%LLF > G1971 | 0.82~1.56 1.01~1.49 0.77~2.14
o (Nfem?) n=3 G1171 | 26.10~28.90 | 28.60~31.30 | 25.10~29.45 | 28.30~30.45 | 27.25~28.90
<20.0 Niem? SLL > G1371 | 28.20~28.85 | 29.20~31.20 | 27.10~29.40 | 25.35~29.05 | 27.70~28.70
G1971 | 26.40~27.70 | 30.10~31.25 | 26.05~27.70 | 26.65~29.20 | 29.00~30.35
032.2~32.7 | ©30.6~31.7 | ©30.6~31.1 | D31.7~33.2 | 030.4~31.5
G1171 | @©53.5~54.1 | @51.9~53.0 | @50.9~51.5 | 252.4~53.6 | @51.3~52.6
e (%) n=3 (84.2~85.7 | (©83.0~84.6 | ®81.0~81.9 | ®83.3~85.1 | (381.7~83.6
< 0.5 B5R - 20~40%. 032.2~32.7 | 029.9~30.9 | ©29.6~30.2 | 130.6~31.4 | (128.6~29.6
D15 5T - 40~60%, G1371 | @©53.6~54.3 | @50.6~51.5 | @49.7~50.6 | @51.1~52.6 | @48.6~50.2
@5 T - T5~88%> ®81.5~84.2 | 80.7~82.0 | ®79.5~81.4 | (380.8~81.7 | (178.9~80.8
029.8~31.3 | ©30.2~31.1 | ©29.1~30.1 | ©30.2~30.9 | 1028.8~29.1
G1971 | @51.9~53.4 | @51.3~52.4 | @49.1~50.5 | @49.0~50.9 | @48.7~48.8
(383.8~85.3 | @79.7~83.9 | ®79.7~81.0 | ®81.5~82.6 | 378.6~79.0
SR (%) %P nes G1171 [99.02~100.87| 98.29~ 99.19 98.70~ 99.22|99.07~102.38|98.59~ 99.17
©90.0~110.0% > G1371 |98.97~101.89| 98.14~ 98.63/99.81~102.18|96.84~101.72|99.77~100.22
G1971 |99.80~100.58[100.59~101.1799.72~100.16 | 99.92~102.88|99.04~ 99.83

%1

D BRI OB E O ©— 7 HREIL, BEEREO B — 7 L D RE v, o, BEgwEo v —7

A FHIAEERIR O B — 7 IO 3 £ L 0 k& <720, (RRT0.97 DIEZEWE A X () RRT1.16 O¥F
FWE B O —7 miElE, BEFEDE TROTZEBICENZIVRERRE 0.54 X (V0.33 #F L 5,)

W2 FREICHTIEREE (%)
—: RFEE

UNRFTI 7 —7 45mg KON 18mg 'HET. ] O—EOFBEHIM P ICRIT 2R EMEEZHRET D720,
MM OB (A) AR HFEICE LTI R & 2B AGE OB DWW T CEk 3 4R 2
H 15 B SR 43 5) (CHERLL T, ZZEMRBROF B S . FERER, REVE. Bk OVERIEIC
DWTHF LTz, TOREFR., ZREWT — % OFMIET 52014 RT7 A4 1220 T CFRk 156 46 A 3
A [EIERF 0603004 5) O [BEHT —X KONMET — % DSR2 LR OER 21T L A RS
RS AT EEZ LN Ln, RGBT — 2 B3 03— 5K D 2 f5F T, 7
ORMIMRFRR 12 » AZBA 720 E LT 36 5 (80 » H+6 % H) £ TOIFEAATHE & Al L |
ERMIRIZ 36 » A& Lo,

11



(3) e

SERFEHEIR]  2019/11/27~2020/5/15
QUANARF T IvT—7 45mgl AET) #HEE (50C - 75%RH) [, KERS (WERIC AR

HE) ]
AERIE H VAN PRAF IR
<> HFe EEpeliss 42 H
PER n=3
<R—V 2 OFFHE, WAFHOT A F—| E1691 A SRy
M OEEFHOBEERLY 72 b7 — 71>
“iEERB (HPLC)  n=3
RO (, ) o» E1691 e iigey
<¥1>
KM (Nfem?)  n=3
Wk (Nem?)  n E1691 926.05~28.05 98.50~29.65
<20.0N/cm2 VL >
e (%) %% n=3
E1691 99.34~99.81 94.85~96.39
<90.0~110.0% >

X1 BB OERME O v — 7 mfEIT, EERKOC— 7 LY KE< Ry, 2, BEWEO e —7
AN, EEREO Y — 7 B 3550 k& <220,
K2 FRBRISHTOEAR (%)

OUVNRRFFTI v —745mgl BET] e (25C-60%RH) . 120 77 Lx-hr* (D65 7 > 7", 4000Lx)
LESE, fERe (NRIZANTIREE) ]

RERIE H SIS TRA7 I
< B > &7 BA LA 3 H 7 H 14 H
PR n=3

<=V tAOIFHE, EAFEHOT A F—| E1691 W G W W

M OEEFHOBERLY 7 b7 — 71>
B (HPLC) n=3

. E1691 e e e ey

<H1>
#iEM (N/em?)  n=3 B1601 27.25~ 26.10~ 23.60~ 24.70~
<20.0N/cm2 LA k> 28.85 32.25 25.15 25.95
e (%) %2 n=3 B1601 96.52~ 99.70~ 99.69~ 99.80~
<90.0~110.0% > 101.38 100.46 100.18 100.99

% ORTZEMEEEE I\ T, BREIRESICBIER, GRS off 1272 X O ITEE LTz,

>:<1 : %ﬂ%ﬁ?ﬁ?ﬁ@iﬁ%%#@g@ Eo%ﬁﬁiﬁﬁj;\ ﬁ%ﬁiﬁ‘{&o) [:ow—yﬁiﬁi U j(% < 73?1/ N, if:\ iﬁff‘%#@g@ l:°>~7
ERAFHT, BERRO E— 2 B0 3 fF LV K& <R,

2 KRBT DERE (%)

12




OURRF I vF—745mgl HET] ks (25°C-60%RH) . 120 /5 Lx-hr* (D65 7 > 7, 4000Lx)

[N H L R
R a ok RAEIIT
< Wt > &5 | s Y TH 1411
PR n=3
R A BOKEE, EEENDT (S —| E1691 | @A Ho o o
EOMECFEROBRLY 7257 — 7>
FUHSR (HPLC)  n=5 Bi6o1 | A o o e
<X1>
khEM (N/em?2) n=3 E1601 28.85~ 27.20~ 23.15~ 28.35~
<20.0N/cm2 VL > 30.05 31.80 26.10 29.65
a8 (%) *2 n=3 E1691 99.95~ 97.96~ 96.52~ 92.99~
<90.0~110.0% > 101.36 98.73 98.06 95.36

% OEEEMERB I T, BEIREE RIS, LIRS off 12725 K 9 ICERE L,

1 BB OBRE O ©— 2 FRIE. FEHERRO E— 2 TR L D KE <AV, £, HEWEOE—Y
EREAEHE, FEUERIE O E— 7 ERIO 35 L 0 KE AU,

2 FRBICHT 2 EHE (%)

OQUNRARF I T—745mgl HIET) FEMHEME (25°C - 60%RH), D65 7>~ (1000Lx) [HN4¥

5 LR RE
AiRIE H =V TRAT ]
<k > F B Al 1H 3 H 7 H 14 H 21 H
Mk n=3

o>
=
o>
e
o>
y
o>
B
o>
B
o>

<R—Y 2 DR, BHFHD 7 A F—| E1691 T
ROEGFRAOBERL D 257 —74>
fifeskBk (HPLC) n=3

) E1691 | & wWe | e | A | EE | HE
<¥1>
ki (N/em?)  n=3 Biggy | 26:057~ |27.60~ |28.25~ | 28.85~ | 28.15~ | 20.65~
<20.0N/cm? PA | > 28.05 | 28.40 | 29.35 | 29.45 | 29.30 | 24.95
@ik (%) ** n=3 Blegy | 9934~ |98.16~ | 97.91~ | 96.23~ | 94.20~ | 93.83~
<90.0~110.0% > 99.81 | 98.78 | 98.56 | 96.61 | 95.52 | 94.26

%1 %ﬁ%ﬁ?ﬁ?ﬁ@iﬁ%&#@g@ Eo“yﬁlliéﬂj\ ﬁ%ﬁ%ﬁ‘{rﬁ@ to%ﬁﬁiﬁct V) j(% < 73?11 N, if:‘ iﬁff‘%#@g@ B
HREARHE. D E— 2 RO 315D K < A,
%2 : SRR HT B EHE (%)

13



SERFEHEIR]  2019/11/27~2020/5/15
OUNRRAF I 7 —7 18mgl HIE T E\HEE (50°C - 75%RH) [, [UERE (NI AR

He) ]
ABRIE R 7k PRAFHA M
<HHE > T BH L IRf 42 A
Mk n=3
<R—=V 2 DX FHE, BOEFEHOT () —| E1691 Sk WA
FOECFROBIRLY 75T —TH|>
fifeaER (HPLC =3
' " (, ) » E1691 HE e
<¥1>
khEME (N/em2)  n=3
E1691 27.10~29.30 28.80~30.15
<20.0N/cm2 Ll >
8 (%) *2 n=3
E1691 99.13~99.42 95.99~96.27
<90.0~110.0% >

X1 BRSO D ¥ — 7 TR, BIEARRO U — 2 TR D KX <70, $72, BERBEOE—2
HRARHT, BEEERD ©— 2 TR0 3 LY KX < 720,
X2 FORRICKT B EHE (%)

QUARRAF 7 I T =7 18mgl HIE T St (25°C+60%RH) 120 J7 Lx-hr* (D65 7 > 7', 4000Lx)
LB, SEAa (WERICARTZIREE) ]

RERIE H 2k PrAT 1]
<K > F by B hAIE 3 H 7 H 14 H
PR n=3
<R—=V 2 BOIFHE, BEaFEHOT7 47— E1691 iy BlEiey WA HE
FOEAFEHOBIRLY 7257 —7H1>
RO (I?PLC) n=3 E1691 A SR Bk ke
<H1>
¥iEME (N/em2) n=3 B1601 20.00~ 24.20~ 24.00~ 23.30~
<20.0N/cm2 LA | > 23.55 25.50 25.80 25.45
& (%) %2 n=3 B1691 100.12~ 99.52~ 99.43~ 99.71~
<90.0~110.0% > 100.67 99.68 100.69 99.95

* o EREMEBICBWC, REMEICREER, LIRS off 127225 X D ITERE LT,

X1 MBI OB E O v — 7 BRI, EERKOE— 7 EEL Y K&y, F2, BEgwEO e —7
HAEG R, EHERK O E— 7 HEO 3FE LV K& LR,

K2 FREICKTHEHEE (%)

14



QUNZRF 7 I 7 —718mgl HET] Wil (25°C-60%RH) . 120 7 Lx-hr* (D65 7 - 7°, 4000Lx)

(N4 5 HE L7 R EE
RERTE H SV PrAT 1]
< B > T B hAIE 3 H 7 H 14 H
PR n=3
<R—=Va aOIFHE, BEAFEROT A4 F—| E1691 HE HE SRy SRy
FOEAFEHAOBIRL Y 7257 —7H 1>
FUEERSR (HPLC) 0= B1691 | o e e i+
<H1>
¥iEME (N/em2) n=3 B1601 27.35~ 29.30~ 24.80~ 29.20~
<20.0N/cm2 LA | > 29.55 30.80 25.30 30.35
a8 (%) ** n=3 B1691 99.38~ 98.05~ 97.76~ 96.62~
<90.0~110.0% > 100.28 99.78 99.67 96.73

* L ELEMEE IV T, BEREICBER, SN off 12722 X 5 ITRE LT,

K1 BRI R OB E O & — 7 HRIE, BEREO E— 7 L D RE <Ry, o, SigwEov—7
A G FHT. RERIRO E— 7 O 355 0 K& <720y,

K2 FREITHTDEAER (%)

OUVNRRFTIv7—718megl HET ] FEEHASLMH (25°C - 60%RH). D65 7> 7 (1000Lx) [P

N5 LT REE]
AiRIE H =V PRA7 I
<K% > Fw | BAMAERF | 1H 3 H 7 H 14 H 21 H
Mk n=3
<N—=V a2 DO IFHE, BEEH DT A F—| E1691 | HEHH W e W e e
KM OBEGAFERAOBERLD 7257 —TF|>
il P2 3R (I?PLC) n=3 Bieo1 | o N . N o N
<¥1>
¥igPE (N/em2) n=3 B1601 27.10~ | 27.15~ | 28.60~ | 28.05~ | 28.25~ | 24.65~
<20.0N/cm?2 LA k> 29.30 | 27.85 | 29.20 | 28.80 | 29.45 | 25.60
i (%) *? n=3 B1601 99.13~ | 99.28~ | 99.90~ | 98.38~ | 98.07~ | 96.92~
<90.0~110.0% > 99.42 | 99.54 | 100.00 | 99.04 | 98.17 | 97.01

K1 RBRRROBERWE O v — 7 HEIE, EERKROE— 7 gL REL< 2V, o, HgwEOv—2
HAEGFHI, FRERKO E— 7 HEO 35X 0 RE <720,
K2 FREITHTDEHAER (%)

15



(4) BAE#OREMERR?

SR FEHEIIR]  2020/7/8~2020/7/23

OUNRAFZ I T —F 45mgl AIE T

L AR

—RAAERREPY [23.9~28.6°C. 55~85%RH]
(A7 40L) OEIYVA2WETVEE LT

REATH H =3 TRt 1
<Ktk > & BH L IRf 3 H 7 H
MRk n=3
<AR—T 2 BOFHE, \aEH O Z 1 )| 0F010 ke ke SlEike
— N O FH O BIRL Y 7057 — 7 H#1>
flifEE SR (HPLC) =3
- ] " 0F010 e e ey
<H1>
fEEM (N/em2) n=3
0F010 | 24.10~31.40 | 28.85~33.00 | 25.40~34.40
<20.0N/cm?2 LA _E>
e (%) *? n=3
0F010 | 100.93~101.69 | 100.45~101.38 | 100.53~101.43

<90.0~110.0% >

X1

HREAFHE, BEREO ' — 7 HRO 35X D K& <,

M2 FRRICKT B EHE (%)

QUNRF I 7 —7 18mgl HIE 1)

X L R AR

RRIRIE O E O v — 7 HT, FERROE— 27 EEE Y K& <y, £, EgmEO Y —7

—RAAERREPF [23.9~28.6°C. 55~85%RH]
(A7 40L) OEIYVA2WETVEE LT

<90.0~110.0% >

ABRIE H =SSV PRATHAR
<> T B A& IRE 3 H 7 A
Mk n=3
<= 2 O IFHR, WA HEHO T A )| 0F010 WA ke By
— R OEAFHOBIR LY 7057 — 7 A >
MR (HPLC) =3
- ] " 0F010 A HE A
<¥1>
khEME (N/em2)  n=3
0F010 | 27.30~30.15 | 28.55~29.15 28.20~32.80
<20.0N/cm? L) |- >
EH (%) %2 n=3
0F010 | 101.74~101.96 | 101.58~101.94 | 101.20~101.61

X1

HREAFHE, BEEREO E— 7 HRO 35X K& <,

M2 FRRICKT D EHE (%)

16
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7. RABERUVBRROREN
%Y LR

8. #FlEDERAEEL (MEILFEMEIEL)
A LR

9. B
(1) fatsg®
SYNRRFITsoF7F—F18mglHEI|>
BRIEIEOAEMFHRIEMRER T A BT A HEO—FSEIZSWT (CFAk 24 4F 2 A 29 HIEAFEARSR
0229 %5 10 &)

ARER S
i BASKRS  BEERE S FVE
[l#is ke M OFRBRIE © 50rpm  H RTEHRERES 2 8 (pH6.8)
0.2%3¥ b7 b U 7 AVEHK
0.05mol/L FEf% - Fift) b U 7 AFEER (pH4.0)
72 Mcllvaine #Ef{% (pH4.0)
CHlE]
- H R 2 1 (pH6.8) . 50rpm T, HEAERFIO LA 30%, 50%., 80%fTird 3
IREAIZ IV T, A DA = A HE R D SE R fif 3R £ 10% DRI b > 72,
- 0.2%M46 T B Y U AEK, 50rpm TiX, HEMERAIOFEEI R 30%., 50%. 80%fIUrd 3 I
(BT, ARG DL H I IAEHERIF D A4 i = £ 10% OFEFRIZ 0 > 72,
- 0.05mol/L FEfi% « FefgT bV 7 LFEMER (pH4.0). 50rpm Tik, AEUERLA| OS5 HERDY 30%.
50%. 80%fIIT D 3 FFAUZISUN T, A dh O BB 2 TR YERLAI O SR B 28 = 10% O A 2 72 5>
o7,
- {# 7= Mcllvaine #E#E% (pH4.0), 50rpm T, FEHERIF O HHFEDR 30%, 50%. 80%fFiT
D 3 RERUTIBUN T, ARG OB S TR ERLA O S 2 £ 10% D PRI 8 > 72,

PLE, UARZRF 717 —7 18mg THIET] O 2 EHERK (7 &r /73y F 18mg) &
b U725 5. 0.05mol/L FEfE - HEfE T N U » A6&EHR (pH4.0) ZFR< 2 TORBRIEIZHB W T 114
FEEIL DA LRI EMRBR A R T4 ) OHEEEICHEE LT,

0.05 mol/L W& - WEfe ) R U o AfEE R (pH4.0) (22 Tid, HEERBEIZHEE Lo 72y, [F—
pH THIK D72 27D 7= Mcllvaine #EfEE (pH4.0) TIXHEIRAEICEA L7z, 0.05mol/L FEfE -
FERE T b U o AFEER (pH4.0) 1ZRWTHERR S U7 A HERLE L RGO B 021X, pH 12X 5
HOTIEAR L, REROFEIZ L 5 Z LR Sz,

17



(et i)

MHE (%) BE2B0HEESE2% (pH6.8, 50rpm) HMHE (%) 0.2%iE{b+ + U LER (B0rpm)
100 | —e {100 }
________ A _______3
80 | -—-== 80 | N7
60 | 60 |
40 40 r
20 —— A F A E s F—T18mg THEL] 20 —— A FIE s F—T18mg THEL]
- = 517071y F18mg - =0 iy F18mg
O L' I 1 1 I 1 1 O L' I 1 1 I 1 1
0 240 480 720 960 1200 1440 0 240 480 720 960 1200 1440
BEfE () BEfE ()
fTHEE (%) 0.05 molLEFES - BFEES 1 1) LIEEDE HHEE (%) EH7=MclivainelE & (pH4.0, 50rpm)
100 {pH 4.0, 50rpm) —® 100 &.
80 | & o mmmm===——" a o0 | ¥ x---""""777
60 60 |
40 40 |
20 —— R F VI T —T18mg THEL] 20 —— R F YT T —T18mg THEL]
0 ‘—a—llfﬁtlill“/ﬁ'ya’-ijg . 0 b ‘—ﬁ—jf?tl:ll“/ﬁ‘yﬂ’-jsmg . .
0 240 480 720 960 1200 1440 0 240 480 720 960 1200 1440
B (430 B ()
[BeE L 7= ikic >\l
AR Rk o pH
. , R 1 P
K O iR O BN
e |t A s oo LW FRIRIEMEREBR T A R 7 4 > BiHmic B9 2@ E &k OV H R3E R 7
H RS B ES 2 17 _ . . . o -
(bH 6.8) T =7 LONTHUICEBWTHHESN TWLIRBRKTCHLZ 425
P .

BL., ®E L,

0.2%E kT b U o AR

RS AL DE 43

AR THNIKTEET RE TH DA, FRIOMF T, BiZRMFTITE
PPEICRIEN D D Z E N BN E > TWD, £DT,
WHRBR O™ 2 2EI1C, KORDYIZ 0.2%H
b7 R v aEiRE VWD Z & & L,

&R A

0.05 mol/L Hefie - Kl -~

U v LikER (pH 4.0)

7 7= Mcllvaine FEfE iR
(pH 4.0)

FHTOMF T, 0.05 mol/L Fifg - WileJ~ kU v AfEE R (pH 4.0) (28
WCIIREAERLA & OB O RSN BN 2 E RS E 7o
TW5, ZORERIK & F— pH D 7= Mcllvaine FEEHRIZOWT H R
BaFEifitsrz L, EELE,

* 1 KIZBWTEDDIRIMANRCA v BT AET D56,

WT Ry,

[N PV, RSO EIZ OV T]

KIZEEZ T 0.2%E(LT MU v AEkE

FAIORFT, UNRAF I I 7 —7 18mg [HET| CAEERFIO K HZFEEITO TS 28 RVEER
B (50100 rpm) OFEZZIF RN ERHBALTWD Z E2n, [BfEEHIE 50 rpm & L7z,
TSI HONT, AANTRARINRATH D Z L5, BHEE BAKRS 16.13 KfF M
T2 WA O BHEERE ] ORFIZHEN, 3220.5CE LT,
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(2) BEMNE D WH O ALY R SR Y

<YNRXFTsoT7—T45mglBEI|>
UNRARFZ I 07— 4bmgl HET X, [E&ENEA 280 B RE O A2 [ SRR T A R
FAY (PR 2442 H 29 H #AFEK 02295 10 %) | IZHESE, URNRAF /I 7 —7 18mgl H
=T A AERA b U7 b& | MHEENE L EWFENICREE E AR S,

AR S

HiE  AASER S BEERE S MUk

[EdE 5 % ORBRIKE : 50rpm (0.2%E/LT kU 7 ZIRIK)

CHE]

0.2%%E 7T F U 7 AEHE (50rpm) TiE, FRHERFI O HA N 30%., 50%. 80% it 3 f
SIZIRBNT, AR5 OFEI B ST ERA O U R £ 10% OFEFHIC o 7o, F 7o, Rk bbikhiy
(300 47) IZBT DAL OME 2 DOFt =T, ROV R 15% DAL B2 5 6 O 12
iR LELLT T, £26%D&iFHEE R 5 b ORI hoTz,

Vb KON ZBE 2 ERE] (VX F 707 —7 18mgl RIET)) &Ik L7oRR, TEEN
F72 2 8% N EIERA O LY ER R SRR T A T A ) OHERBEITES L2 Z &b, EWER
IR & Rl S,

(et )
M ) 02%E T F U DLER (50rpm)
100 r
80 +
60
40 |+
20 | —— ) i2FHIUF—T45mg THETY
o o4 —Iﬁ - 'JH?\?’-ﬁ'fi “jl‘?—j‘lSr"lng FEEIIJ
0 60 120 180 240 300
BER ()

SYNRRFITIoTF—7FTImglIBET] >
UYNRAF 7 I 7—7 9mgl HIE T IE, &N R 5880 EEREA O ALY FHIRIEERR T A K2
A2 (PR 2442 H 29 B SRARATE 0229 45 10 5) | (23S &, VAR F /27— 18mgl H
BT AREuefig) b Ui b &, NS LS, AW PRmiciS Lk Sl

FRER S

iE AR HHEBRE N RVE

[ % % O BRI : 50rpm (0.2%HE kT b U w7 AIRIK)

CHIE]

0.2%MHi b7 U 7 Ay (50rpm) TIE, FRERAIOFEIHIHARDY 30%, 50%., 80%fTUrd 3 K
ST T, ARG O SR SR A HE R O SR SR £ 10% O FFHIC B o 77, F17. IR ik bl
M (300 47) ICBIT DAMOME 2 OFRIT, AR5 O PR 1% DM Z B2 5 b DA 12
iR LELL T C, £25%DFiFHE B2 5 b ONehoTz,
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LIk ROz 25 ER)E (VX F 707 —7 18mgl RIET)) &k LR, TEEN
F72 %1% N EIERAN O AW LR R SRR T A T A ) OHERBITEE L2 Z &b, AW
A% & RS,

(e )
BHE (%) 0.2%3E kT U D LER (50rpm)
100 r
80 +
60
40 |+
20 | —— ) iRFHFEUF—Tomg [BET]
o o4 —Iﬁ - 'JHI7\3’-§3 “{37‘—718?19 FEEIIJ
0 60 120 180 240 300
BER ()

<YNRXRFT2r7—713.5mglHEII>
UNRAFZ I 7 —713.5mgl HET X, [GENEZ 580 BERRA O LY RS ERBR Y A R
TAY (PR 2442 H 29 H HAFEIK 02295 10 %) | IZHESE, YRR F /I 7 —7 18mgl H
=T A AyEfA b U7 bX | MHFEENE L EWFENICRE E AR S,

AR AT
WE - AASRTY BERERIE N RV
[ A% ONFRER{ : 50rpm (0.2%Ha kT~ F U w7 AEik)

CHIE]

0.2%M b7 bV 7 L¥sHE (50rpm) TIE, FEERAIOFEIHUIHERDY 30%, 50%., 80%fIUrd 3 K
JRIZFBN T ARG OB SRR E A O S BN R £ 10% DFEFRIC b o 7o, FTo, Fofk kg
A (300 43) lZdT HARMOME A« DR FRIT, RS OFEFHE E15% OHAEBEZ 5 H D0 12
iR 1ELL T T, £25%D&FHAEEZ D L ONRhoTz,

PAb, R OBHFE ZFERA (VA F 7 I 7—7 18mgl HIETL)) &R LfER, TEEN
BT 5% A ERRF O LY FRRIFENRR T A BT 4 > ) OHEEREIHEE LI L b, EW¥n
(2[R & g STz,

0 qastiiifs)
B (%) i
100 + 0.2%IRALF U LF®R (50rpm)
80
60 -
40 |
20 | / ——iRFIEUF—F135mg TBET]
o & - &=/ I2F 35— T18mg THET
0 60 120 180 240 300
B ()
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10. &3 - A%
(1) EBNRELRSR - O, NEVRBRLERR - AEICET IER
YL
(2) a%
(UNRRFJo7—F45mg TAHEI)
14 # [1#x14 1]
28 i [1 #rx28 1]
(UNRRFJ2ro7—Tomg TEHEID)
14 £ [1#x14 6]
28 i [1 #x28 1]
(UNRRFT2o7—F13.5mg THEID
14 # [1#x14 6]
28 i [1 #rx28 1]
(UNRRFJzrv7—F18mg THETL])
14 # [1#x14 1]
28 i [1 #rx28 1]
(3) PlEBEE
YL
(4) BHROME
FAF— RV zF Lo TFLT7HL— BN L—H
NI BHE T 1L
UMl RV =F LT L I7XL—F TNAI=0L /R ZF LT L7 L— b N

1. BIBRHSh S EME
LR L

12. Dtk
AR L
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V. ARICEYSEE

1. BREX TR
BERE M O REEE DT LY A < —RERHEIZ B 1T 2 B FERE R O HEAT I

2. DEXFHRICHETHIE

5.8 I RICEEET HEE

5.1 TV onA = —BIERANE & M SN BEICORER T 52 L,

5.2 RHINT LY A <~ —REBHIEDIFEET D b D DT ZIHIT D & W ) BEEITE ST,
5.3 7L A = —RUERAE LA OB ENE MR BB B W TARFI O G ZNME I TR 4L TV 720,

5.4 fhOFBEEMIRE L OERIZEICEET D Z L,

5.5 AFIOMEHANSEY) TH D0, LLTFIORTARIORNEZ +o0 I CHB g L ECEEICHBTT 2 &,
5.5.1 ENEFERRBRICIN T, ARAIORFHZ X0 @B 8 AL O B REEIRG8 H v Tun b,
5.5.2 @, AFIIMEFFEICEET 2 E T 12 MU L2245, (FmMAELZ 1 A 1H4.5mg & L.

JRAIE UC 4 B2 4.5mg T OHET555)

()

5.1 SeREHL D, EWNORIKHAERICIWN T, AHOFNMERHZR SN TWNDLDIET LY A~ —
RIEZBFED I T D 125, BRI 2 451247\ M ORBAIEMIRBICHR G S5 Z L3720 K
IER AR LT,

5.2 JeREIEML D, EWNAOERIKHERIZIB N T, RKANLZT Y A ~ —BIZERHE O FRFNESE IR O i
TR ST, T g ~—BEBHE DOJRRE (FRIRFERAEZR L, MRS T b ook
ITHRMEIT 5 &0 g O TV Wb R 2l Uz,

5.3 JERERL O, ENOBKRRBRICIH N T, 7Yoo ~ —TIEREE A O FBEE MR BTl
KEN DA NMEIIHER STV RN D A ke L7,

5.4 EFREFML O, ENORKREIZIWN T, RAOAIMEPHZE SN TNDDIET VY A ~—
BERFHVED A T D720, LN OFRFEMEBIZH G SN2V E H EEZ MR LT,

5.5.2 AFN D LK O &E) 1L, BIEM ORBLZIMZ 5720, Wik L 72> T\5, 1 H 18] 4.5mg
LB EEZBEUFAIE LT 48 4.5mg o1 H 1[0 18mg £ TH&ET A #%E HFETIE.,
FFRICEET L ETI2HMAET 5, £72, HbaREE CEL, EIESE) Ik EE, RE
EELSAIL, MFFRICEET 2 E T 12 @MU L2 ET 5,

PLbEZEE 2, ABOMERANEY TH D02 HEICHE 5 X ) EEE s L,

3. RERUVHE
(1) BERUVAEDMER
WHE L, RAIZV ARAFZ I L LT 1 H1E 4.5mg 6B, FHIE LT 481 4.5mg
O E L, MFFEE L T1H1E 18mg #0325, £/, BEOREIZIGCUT, 1 H 1F 9mg
ZRGHELE L, JFHIE LT4H%IC 18mg ICHETHZ L TE 5,
AFNTEEE. EBEER. BEEO WO I CREEZR RS IRV L, 24 BB ISR 0 B 2 5.
(2) RZERUVHAERORERE - 1B
MR L

4. RERUVAERICEHEY SIE
TRERVARICEET 5IR

74 UNRAF 7 I LTI H 1R 9mg K0 &G20AL, FAIE LT48%ICT H 1[0 18mg £
THET DREFIECONTE, BIEA (FrC, HdRiES (L, W) OFRBLZEE L,
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AN O BN BAF &5 2 SN D55 IS E COBRLG ORI &4 Hl§ 2 2 &

7.2 KR A EEICEESET 52 EAHEREINABREICHONTIE, YRR FZ I L LT1H 1 4.5mg
LB EBMB L, JFAIE LT 488 4.5mg 372 1 A 1 [8] 18mg F THIET 2 5 71k % 18IN
T5Z &, [9.1.1-9.1.8, 9.3.1 ]

7.3 1 A 18mg KiIIAHAETII /2L, WX IT M BEs B E LIEAETHLO T, Mk
BTHD 18mg T THETHZ &,

7.4 AFNL, HEFFRICBESTLIE TR, 1 HELE LT 18mg 2B 2 A \WEPH CIERIC X 0 @ B H A
ARETCTH D, WbaRESE (B, EEE) BNARONEHAIE. MET 20200 ORERBHET
5 E TIREET 5, RIS 4 AREOLA 1L, REKRT & A CHEXUIRERTNICER Tho - H &
TEEG T 5, TSN OEEIIAAOBLE T & (4.5mg XX Img) Z WL A2 BT 5,
BeG-mRBR%IEL, AEREOMAEE 2 BEL L& L, ABEERRIFTHD Z L 2GR Lz BT, B
Ao A& E T 2 B EORIECTHEET 5,

75 FAIE LT, 1 H 1ENZOE 1 ORI TE 2L, [14.2.6 B[]

76 o) 27 7 —LHEEAEZAET LR (FR_XUVE) LOFHLRNT &

7.7 EFRREEE INEESEOEHEOL L TRETHZ L,

(fi#=0)

711 H 1[H9mg LV #HEL5&2BBLUFAIE LT4HB%IC1 A 18 18mg £ THET ARG HIET
. KV EBIETOWE 21T O 2 ENOREIWER (Frlo, Bl RHAFE OV RIEE) OB
ONWTHRHTEEICEE T REEEZEIONDH I ENDLRE LT,

7.2 KB EREICHEGTHZENHERINHBEICONTE, 1 A 10 4.5mg LV EEZBRBL,
JRAIE LT 442 45mg 321 H 1] 18mg £ THET 2 HR G5 HIEERIRTRELEZION
HIEMNLRERE LT,

7.3 KFNOHENENHER SN TNDHDIZ 1 H 18mg ODHEDOALTHY . 1 H 18mg A F &%l
BT 2R A2 B E LEZARETHD 2 25, 1 H 18mg RiO AR MR &L L&
REBHEINDZ NV E I EEEMR LT,

7.4 ENOEEKRRER CIX, AEFFHORBUC L BEMEICRIENAE U548 3 ET 2 2R3 L,
IRIEHIRI Y 4 B BAN O5-E I 3RIERT & [F] U 8 UIREERTICBE Th o 7 FHE T IRIEHIRHIA 5
HLLEOGEITRAIE U CHsH & CHREAZHHT 52 & & L, % oM ET, WENOH &
FTIE 2 BEMULORBTCERTHZ L L LTV, Zhadb i, I RSANHRICHE
TE, hoReRFiEE L TAREEZRE L,

7.5 ENSMT BT ARFI OFEH K OFFANIEBRE (Jel BT U 72 85 2 Br 5318 7= e A 2 B
1 [ENC 2 #Lh EoBFIZ b 72 &) IC X 2 EEZRRBERANBE SN TWD Z L b KAl ED
BciE, JRHIE LC1 H 1ENCSOE 1 KOBRASTT 5 K 5 HEE A Lz,

7.6 AAIJ Mo =) o227 7 —EREMEREZ G T 2REZIFETIE, Bl IRH%EO B GRS 5
BHEEOBERWVEIERE LTlG STy, £, TERZ2BIERI & LT, BRIk, EE7a v
EPRREINTND, ZNOORWERIIAKIO 2 ) AFBMEIERIC L D B X b, o= Y v
T 27 7 —PHEEHEZAT SRR L OIS X v @O RIEH O3 T HEEL O "THENE
Wb,

7.7 TN oA <~ —RERAEBE IR SN AE R O EZ +0I08F CE R WARER & 5 7
W, ERNEEE. Fik, MESRESOEHOL L THRETD IO BEEFEA L L,

5. BEERAIE
(1) BERT—H1\v5—
BRI L

23



(2) ERIRZEEHER
MR L
(3) AERIERER
ME R L
(4) BRIEMIFER
1) BMERERAR
17.1.1 EASE I 18/5 1 AR ER
BREROHPEE (=AU H VAT — s (MMSE) : 10~20 /5) D7 VY oA ~ —TIER I B
Faxtgrl Lic ) "AF 7 I VIENHFIO 7 7 2 AR AR EE G (24 ML) OE TR
DEBYTHD,
@ BRA#EERZE (ADAS-J cog)
5 24 R DON—AT A b OB R CEEE) 1%, 7T BAREET 1.3 ki, VAR F 7 IR
I 18mg BET 0.1 5 TH Y, FTEREEL UARTF 7 I VIS 18me BERNC T2 S
BRFENRL ST (p=0.005, ELAHASHT) 5 ¢,

HARNBE T %5 24 DO ADAS-J cog DRERH] L

J XN Z “i‘ E ST
o URAF 7 3 R
18mg
N=268
N=273
FTAm5 % @ 265 268
R—RF A Mean (S.D.) 24.8 (9.46) 25.0 (9.93)
24 Mean (S.D.) 26.1 (11.49) 25.1 (11.25)
X (%= Mean (S.D.) 1.3 (5.07) 0.1 (5.04)
(24 BHF-_—2F 1 V) LSmean (S.E.) ¢| 1.3 (0.31) 0.1 (0.30)
PG RER #= LSmean (S.E.) — —1.2 (0.43)
(VARRF T I VRHI- 7 T8 R) | 95%[SHEIX [ © — (—2.1~—0.4)

N : B2 52451

S.D. : #F¥#EfRAE, S.E. : fEYER7E, LSmean : i/ R4y

a) MBI : R—=RA T A L ROR—R T A OO )T %65 % #ERE

b) AT OWAITLBELE RS

¢) LSmean & LSmean ® 95%EHX ML, &EGHEZKF. ADAS-J cog DX—R T A & 55
LT DI ET L DR
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@ £MEFKREME (CIBIC plus-J)
B 5 24 BREOSMLERRFHN ClL, 7T 8RB UANRF 7 I VA A] 18mg BEFICIEHRHARIC
BRREXA LN -T2 (p=0.067, Wilcoxon BN FfRE) ) ¢,

HARNBE T D5 24 B> CIBIC plus-J ORER] i

A7 N U RAF T REA] 18mg
N=268 N=273
AEAmBIEL @ 267 270
Mean (S.D.) 4.4 (0.94) 4.2 (0.96)
Score-n (%) ”
(1) KR 75 0 (0.0) 0 (0.0)
(2) R Dok 5 (1.9) 6 (2.2)
(3)F5 T Dtk 36 (13.5) 53 (19.6)
AR DEAR7ZR L 111 (41.6) 109 (40.4)
(5)#5 T D EAL 84 (31.5) 78 (28.9)
(6)FFEE DHEAL 29 (10.9) 22 (8.1)
(7) K72 Ak 2 (0.7) 2 (0.7)

N : A ZhPEREAT 5 51

S.D. : iEHERZ=E

a) AHEEIEL : XR—RA T A LB O E AT HEERE

b) %lXFEAM IS A s3RE L LR

RIER OFRBLERIL Y NAF 7 I G 18mg #E T 73.2% (210/287 fil) Th - 7o, EA2FIER X,

AL ALEE 39.4% (113/287 i) . 1 FHERNLE 5 LK 34.8% (100/287 f41]) . H2fli i f§ 2% 23.7%
(68/287 f4]) . # FHEBALIENE 10.8% (31/287 i) | s 6.6% (19/287 i), MEit 5.9% (17/287 Hi)

EThoT,

17.1.2 BN b HHFER

B N VA2 (MMSE @ 10~20 s5) D7 VYoo < —RERHERE 265100, 2 TR OMiHEE
(1 A7 v FWiEgE - VARAFZ I U AMIAI 1 B 1A 9mg 2~ 58528806 L. FAIE LT 4 B

(21 H 1[0 18mg \ZHE L, #RFHES LT1H 10 18mg 245 L2, 3 A7 v 7ML - U

NAFZ I UBAAIT B 1B 4.5mg 26 8# 52855 L, JFRIE LT 412 4.5mg o8& L,

HEFFHR S LC1 A 1M 18mg 2% 5 L2/ OXAMA LR Lz, —EEMREEGER (24 @[

#5) OWEALLFICRT,

AEFRICLDPIERIT L AT v FHiEEE T 15.0% (16/107 f511) .3 A7 7 W75 T 18.5% (20/108

) Thotz, AEFRICL DT ILROBMZE (1 A7 v 7HiEE—3 A7 » 7 i) 13—3.6%
(95%IEHX[E ; —17.0~9.6) TH-7-",

BITEF ORBRIT 1 AT » 75T 58.9% (63/107 f5l) . 3 A7 v Fil#E T 58.3% (63/108 fi)

Thole, FREWERIZ. 1 A7 v 7 HEE CHE AN Z 5 R 22.4% (24/107 1) | 5@ AL

B 15.9% (17/107 #1]) . BEflih R 2% 11.2% (12/107 B1]) 55, 3 AT v 7 MlliHayE Ci A Eac = o F

% 22.2% (24/108 f51) . J@FEBALKLEE 15.7% (17/108 1)) . Hefibih iz &% 11.1% (12/108 fi]) 4T

HoT-8,

2) ReMHER
MR L
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(56) BF - WEAHER
Y ERR L
(6) AmEfER
1) ERANERE (—REABERE. BEEARERE. FARBLERE) . RERFBET—4A
—RRE. RERTREBRABROAR
RCNER R L
2) RBEHLLTEBFEORENIIREL-AE - AROME
Y L7R0
(7) =0ttt
YL
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VI. EHEEBICEYHEE

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

2. ¥BEER
(1) YERERLL - 1R
UNRF T I, TeFLa ) o anfT28MECHLIa) AT 7 —EBEHEFETHIZLICLY
N T BT o) v BEEBEINSE, N2 ) AEEMER 2 535 0,
(2) EDZEEMITHEBREE
18.2 M) VIR TS—EREEMEARUV 7 EFILO Y UEMER
Fv bOMNTEF L) VAT TFT—BREORTF I val) v AT 5—FEEL, TEFLa
UL LU RIS S0,
18.3 FHELIRNEEH
o) AEEMEMRGERTE T L (RaRTIVAET v R RTAYNA,w—I{HET N (T IrA R
BIMINTEA~ 7 A TN APP23 ~ 7 2) O RGRERE A wES Y,
(3) YEFARTIESR - B
M ERR L

27



VI. EHEBRICEYSEE

1. mMPREOHTRE
(1) BAERLEADGOLFARE
Y ERR L
(2) BEKRSEBRTHESA-IHRE
16.1.1 REHRE
TR A ) N AF 7 2 HEM A 9mg B U< 1X 18mg 2 1 H 1 [EHR S (5 ARAEA) Lizs &
O 5 HHOIMERIEYEBRE T A — X 2L IR, MER U S2F 7 2 386 8 BRI
e MAEF IR (Cmax) (ZEE L, AL 24 Rl (AEAHE TIRE) £ TROMICHEA L7z, Cmax
XU RAFZ 2 HEAA] 9mg T 3.39+ 1.44ng/mL, 18mg T 8.27+2.31ng/mL (CEHIfE + 1 ¥ (R
) Thotzt?,
fERERLAIC U N AF 7 I VAEMAl 9mg B L< 13 18mg % 5 HERE LI- L&D
# 55 H B OMFEHEYENE T A —%

#h & Cmax (ng/mL) Tmax™ (h) AUCo24n (ng - h/mL)
9mg 3.391+-1.44 8 62.91t18.7
18mg 8.27+2.31 8 153.3+41.5

n=18, VFHJECIEHERZAE, % 0 PRl
UNAF 7 I RS A 18mg ZBREBOMAEHR Y NAF 7 I L REOE I NI 3.3 Rl Th -
2o WTFNOHABETH U ARRFZ I DU NRZRF T I VBAHIN S DB RIZEREDR 50% T -
le 5>o
MAEHR Y ANSZRF 7 I ARET R 504G 3 A CEFIRBICEE L, U ARTF 7 I A 9mg
WA A RO E- 5 H B O AUCo24m b HROT-BFERIT 1.34 THHo721 Y,
16.1.2 £EPFHIRFEFAR
(UNRRFTso7—F18mg THEI))
BIE RIS DAY PR FEERBR T A R 7 A4 U FEO—HBEIZ>WT (B 24 4 2 A 29 H
SRAFA I 0229 4 10 &)
URRF 7 I 07— 18mg THETL] KOS 7 a2y F 18mg 2, 7 2 AL ——E2 kb
FNEN I (VU ARRF 7 I8 LT 18mg) fEEERA S 7O HENC 24 K] BARIRLA L C il U
NAF T IV REZIEL, HoN-3PERe X7 A —% (AUC, Cmax) (22 T 90%(5 HEX [H
B CHEHRNT 21T - -5 5. log (0.80) ~log (1.25) DO#IPHNTH v . WD AW [E M
DR S =15,

S ENRE T A — 2
HENT A—H BHENT A —H
AUCo-.48 Cmax Tmax tise
(ng * hr/mL) (ng/mL) (hr) (hr)

Y SAFS T —T

168.671t76.88 8.13+3.15 15.42+5.06 2.48+0.41
18mg HET

A4 7twr 3y F 18mg 161.94+57.15 7.90*2.66 13.58+4.97 2.85+0.78

(1 BBsfr. Mean=®=S.D.. n=24)
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(ng/mL)
12 - - UNXFF3IF7—T18mg [HEL]

% 0 -7 t0a2/8y F18mg

A T, 1 #8564, Mean=S.D., n=24

)] ! E

A : !

z A

}“ ’

7

>

=

E

0

0 6 12 18 24 30 36 42 48
< > BERS (hr)

BEfT
1f 55 R e E HERS

AR ONE AUC, Cmax SF0D/3T7 A —2Z %, #HERE ORI RIROTRIEIEL - B % oK
BRAAFIZ &K > TRRD ATREMEN S 5,

(UNRRFTsoT7—F45mg THBHEI))
(VDIRRFTzoF7—F9mg THEID)
(VDIRRFT2o57—F13.5mg THEI)])
RN D O ERRA O LM FRGEHERBE T A RT7 A2 Pk 2442 H 29 B SEAHRASR
0229 % 10 7)
16.81 VA F /I 7 —745mg THIET] X, VARFZ/I07—7 18mg [HET) ZIEUER
FlE Liz& &, BBEZEENREE L HESh, EWFENCRE L sy,
16.8.2 V "AF /I 07 —79mg [HIET ) X, UNRAF I I T —7 18mg [HIE T % FEAERKA|
L&, R EENRS L HE S, EWENICRS LA EEY,
16.8.3 V "\2AF /I 7 —7 135mg THETL] 1L, UNRRF I I 7 —7 18mg [HIET | ZFEUE
BFNL LT- b & BB &CHE S, AR L i S,
(MV. 9. B&HME] OHEBM)
(3) i
RCMER R L
(4) BE - BtREOTCE
UNRAF T I A EIO KA BV 2 85t L7232y, VAR F 7 v oko# (ERRE
) AZHOWT, YaERT . UAT Y DTERA TAFFTT L O EIRE LA A AR
ERRE LIRS, VAR TF 7 I ORI S SO EITRO b otz URRTF S
TR EICEAT I—BIc L@t s, CYP ICEa{GHEbFTh s Z s, CYP 2HET
LHMEFMLTH Y ASAF 7 I OFEYBRITZELZ TRV EEZOND, £, UNRRATF I3
VREASF 18mg ZREAF L= & 2 D U SRR F 273 D Cmax & CYP 12545 ICso Ml & © + kv 2 &
25, CYPIZ XV R &N o 0RO B Ic 8 % M ekl e ZEx b5 10 29,

2. REERI/S A4

(1) B
LRk L
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(2) RIGEREER
AR L
(3) HEAEEEH
MR L
(4) VUYFPS VR
MR L
(5) PHMEHE
AR L

(6) Tt
MR L

3. BRHE (REaL—Lav) @HF
(1) BiAEE

MR L

(2) NRSA—STHER
MR L

4. IR

WS, EREE. BEICART Le & & U RRF 7 I U OERE S AL TENRD H e
0732 1), 22) (57*)\@7:_&)0

5. 9
(1) mik-iHEIFEEY
BRI L
(2) mik-paiRRAFT BB
(V. 6. (5) iltm) DIESM)
(3) Bt~
(Tvi. 6. (6) #=3Fim) DOHEZH)
(4) BEBE~DBITHE
BRI L
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MY ER e L
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M TR L
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2EE (ROBHIZEBELLGLI L)

2.1 AANOEGT AT A w78 A — D SRFHERIS ST LIEBOE OBEERE DO & % B3
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8.7 TN A = —RIERANERE CTlX, RERDVZEOOND ZEND D, £z, AFEELr=2Y
VAT T —BHEAIOFRGIC LY RERBDPERESNTEY ., 7Y ~—RIERE R
WCAKZ B G52 LIk IRERD OFERIENE £ 5 /RENRD D Z & LIEE R L,
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Hwk, BE7 o v 7, QT IEE. Torsade de pointes N Z DB ENNH HT-0, EELAEIR
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9.1.3 BEENII+_EREEDOHLIBE. HHAIVEKNoOBRERDHIESE

BER W ENEM L, BEE T+ HBEEL#% UIE kS B8Thn’d 5, [7.2 2]
9.1.4 REFAEDHIBEXIICAEZR LT VES

HEPR ) 2 WU S TR 2 % T b s a2 b 5, [1.2 ]

9.1.5 TANAEDESUEBRXEICNSDOBREENHIESE

TR AN SERERIELFRIE L BENWRH L, [7.2 ]

9.1.6 [AEXMANIIAZEMFER., HIVWEhoDBEEDHLESE
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9.1.8 BHREDEE

HALERREEE CEL, a4 2RH LT R5BThND 5, (1.2 2]
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Z Wi L7,

9.1.3 AHID =V AMAEEWEERIZ L0 BIRWBEIMN L, B X3+ eSS 2375 ATE b s
LT EMEBEZLND,
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PHEEMEIR B OIER ZBAL ST 5 Z LN B2 b5,
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B FERTHY | Y% FROIBIN GG L RITT /RN H 5,
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BEINTHZRWN

(3) HRERESRSE

9.3 FrieEEE RS

9.3.1 EEOHBEREERE
B BT A SRV SN DG AICOR T2 8, MTREN ERT28ThRd 5, £
7o, EEDOFHRERERE x5 & UERRRBRITEM L Ty, [7.2, 16.6.1 ]
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HTIHR XD 2/ LW SN2 GBI OARET 5 L 5 R E LT,

(4) £WREEZFRTHE

PRE I LTV

(5)
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TR SUTIEIRE L TW B ATREMED & 5 et id, 1RIR LA RN ERIEZ BlE 5 &Hlr S h 5 54
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9.6 RELIF
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v ) 2BV T, - ~DOBITRHRE STV D,
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(AR
INRESORFNEEICRET DR T — 2130 < BEMEPHELIN TV RWI LN HERE LT,
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—
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o) AEE)SE ) CHER AR S A, = Y [RAK &[RRI = U AREN MR
TEFLAY REIER CGEOL, &L, IRIRSE) |2 A LT 5,
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NY R T—)L
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a2l v AT 7 —EHEA
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CAFITIV
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FEAT B A RV R Al BIRG UI+ ZRBRE 7R = ) CRORIEIZ LY T

TS BEARH D,  |BEBSEINT 5,

11.814E

WOBIWERANRSH LoD ZENHDHDT, BEREZ+DI2ITV., BENRO NG IZITREE T
157 IR EEZITH 2 &,

) EXGEER & DHAGER

1.1 EXLEIEA
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[9.1.2 ]
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t 0.1%)

11.1.4 frde (BEEEARH)

11.1.5 & (0.1%)
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T, MESNTWARWEZOHEERHLE Lz, 2089 RIERAD Sbh-EBAICITE B ICHK S
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W54 EXELON- rivastigmine patch, extended release
HIE - ks | 4.6mgin 24h, 9.5mg in 24h, 13.3mg in 24h
INDICATIONS AND USAGE

1.1 Alzheimer’s Disease
EXELON PATCH is indicated for the treatment of dementia of the Alzheimer’s type (AD). Efficacy
has been demonstrated in patients with mild, moderate, and severe Alzheimer’s disease.

1.2 Parkinson’s Disease Dementia
EXELON PATCH is indicated for the treatment of mild-to-moderate dementia associated with
Parkinson’s disease (PDD).

DOSAGE AND ADMINISTRATION

2.1 Recommended Dosing

Initial Dose

Initiate treatment with one 4.6 mg/24 hours EXELON PATCH applied to the skin once daily.

Dose Titration

Increase the dose only after a minimum of 4 weeks at the previous dose, and only if the previous
dose has been tolerated. For mild-to-moderate AD and PDD patients, continue the effective dose of
9.5 mg/24 hours for as long as therapeutic benefit persists. Patients can then be increased to the
maximum effective dose of 13.3 mg/24 hours dose. For patients with severe AD, 13.3 mg/24 hours is
the effective dose. Doses higher than 13.3 mg/24 hours confer no appreciable additional benefit, and
are associated with an increase in the incidence of adverse reactions.

Mild-to-Moderate Alzheimer's Disease and Mild-to-Moderate Parkinson’s Disease Dementia
The effective dosage of EXELON PATCH is 9.5 mg/24 hours or 13.3 mg/24 hours administered once
per day; replace with a new patch every 24 hours.

Severe Alzheimer’s Disease
The effective dosage of EXELON PATCH in patients with severe Alzheimer’s disease is 13.3 mg/24

hours administered once per day; replace with a new patch every 24 hours.

Interruption of Treatment

If dosing is interrupted for 3 days or fewer, restart treatment with the same or lower strength
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EXELON PATCH. If dosing is interrupted for more than 3 days, restart treatment with the 4.6
mg/24 hours EXELON PATCH and titrate as described above.

2.2 Dosing in Specific Populations

Dosing Modifications in Patients with Hepatic Impairment

Consider using the 4.6 mg/24 hours EXELON PATCH as both the initial and maintenance dose in
patients with mild (Child-Pugh score 5 to 6) to moderate (Child-Pugh score 7 to 9) hepatic
impairment.

Dosing Modifications in Patients with Low Body Weight

Carefully titrate and monitor patients with low body weight (Iess than 50 kg) for toxicities (e.g.,
excessive nausea, vomiting), and consider reducing the maintenance dose to the 4.6 mg/24 hours
EXELON PATCH if such toxicities develop.

2.3 Switching to EXELON PATCH from EXELON Capsules or EXELON Oral Solution
Patients treated with EXELON Capsules or Oral Solution may be switched to EXELON PATCH as
follows:

+ A patient who is on a total daily dose of less than 6 mg of oral rivastigmine can be switched to the
4.6 mg/24 hours EXELON PATCH.
+ A patient who 1s on a total daily dose of 6 mg to 12 mg of oral rivastigmine can be switched to the
9.5 mg/24 hours EXELON PATCH.
Instruct patients or caregivers to apply the first patch on the day following the last oral dose.

2.4 Important Administration Instructions
EXELON PATCH is for transdermal use on intact skin.

(a) Do not use the patch if the pouch seal is broken or the patch is cut, damaged, or changed in any
way.
(b) Apply the EXELON PATCH once a day.
* Press down firmly for 30 seconds until the edges stick well when applying to clean, dry, hairless,
intact healthy skin in a place that will not be rubbed against by tight clothing.
- Use the upper or lower back as the site of application because the patch is less likely to be emoved
by the patient. If sites on the back are not accessible, apply the patch to the upper arm or chest.
+ Do not apply to a skin area where cream, lotion, or powder has recently been applied.
(c) Do not apply to skin that is red, irritated, or cut.
(d) Replace the EXELON PATCH with a new patch every 24 hours. Instruct patients to only wear 1
patch at a time (remove the previous day’s patch before applying a new patch). If a patch falls off or
if a dose is missed, apply a new patch immediately, and then replace this patch the following day at
the usual application time.
(e) Change the site of patch application daily to minimize potential irritation, although a new patch
can be applied to the same general anatomic site (e.g., another spot on the upper back) on
consecutive days. Do not apply a new patch to the same location for at least 14 days.
(f) May wear the patch during bathing and in hot weather. Avoid long exposure to external heat
sources (excessive sunlight, saunas, solariums).
(g) Place used patches in the previously saved pouch and discard in the trash, away from pets or
children.
(h) Wash hands with soap and water after removing the patch. In case of contact with eyes or if the
eyes become red after handling the patch, rinse immediately with plenty of water, and seek medical
advice if symptoms do not resolve.
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Drug Name Category
F—ARNZ VT O55¥E rivastigmine B2
(2021 4F 4 A kZR)

5% SO

F—A FZ U7 D43% (An Australian categorization of risk of drug use in pregnancy)
Category B2 :

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 are inadequate or may be lacking, but available data show no evidence of
an increased occurrence of fetal damage.
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