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ot 75mg [HIET | 150mg [H[ET |
Valbig FbE FIHRA D D HEEE
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s | e QLR
\gey/ 353
Al — —
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B & (mg) 240 480
FLUHNRY FLANRY
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s ZVvANY 0D ZVvANY 0D
256mg [HIET | 50mg [HET |
1 6 1 8
AN GT TVINY FLHNRY
25mg 50mg
— D-~vr=hr—)b, buERIVT S, WL, VT, 70 RARE R,
Ay Ta—A ATT VULV T A FE
L 7'V II8Y > 0D §E TV IINY > 0D §E
e 75mg [ FE T 150mg [HET
1 6 1 8
BRNSy LAY FLUHNY
75mg 150mg
p— D-vry=hr—b, bUERIVT T @M, ZVT, JRAFRE R,
Ay Ta—A L ATT VUL T A FE
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6. REDEEEHRTICETEIREKRY

(1) TR

BRI : 2017/10/17~2018/5/29

OFVHNRY A7) 25mg [HIET

N 40°C

- T5%RH [ miEEiE (PTP @) ]

HIEHH oy b FRAT 3R
<> EHE BH AR 1R 1% H 35 A 65 A
PER n=3 PRE25C1-1
<H ¥ v TERORT 4 8| PRE25C1-2 Bk Bk e ke
NHEGO S 724> | PRE25C1-3
PRE25C1-1
e (HPLC) n=3 | PRE25C1-2 WA Bk e e
PRE25C1-3
o et _ PRE25C1-1
PR (PLO) 228 | pRE25C1-2 o o e o
: PRE25C1-3
RN — MR (%) PRE25C1-1 2.80~5.32 3.62~4.70
(& EY—MEHBR) n=3 | PRE25C1-2 3.31~4.17 — — 3.96~5.61
<15.0%LL F > PRE25C1-3 3.62~4.65 2.35~4.75
b (o) PRE25C1-1 96.4~103.6 95.5~104.9 93.2~101.4 95.3~105.3
f;guj;f (8/;2,/0&15; PRE25C1-2 | 94.8~103.3 94.2~103.5 95.2~101.5 93.1~104.3
: PRE25C1-3 93.2~102.6 93.7~101.6 92.8~102.2 96.8~104.1
SB (%) ¥ =3 PRE25C1-1 | 99.44~100.24 | 100.56~100.96 | 99.47~101.95 | 99.26~102.05
< 95.0~105.0%> PRE25C1-2 | 98.67~99.90 99.65~101.47 | 99.02~100.76 | 99.92~100.77
: : PRE25C1-3 | 99.05~100.25 | 100.20~100.80 | 98.52~100.52 | 99.59~100.74

1l 2 OFEZRWE - 0.2%LL T, BEEYE  0.5%LL T
X2 RTREICHTLHIEAR (%)

— 1 AR5

BRI : 2017/10/20~2018/5/22
OFVIHNY v H T 'L TEmg

MHEL) ndsEER 40C

- T5%RH [ tldE%

B (PTP A1) ]

HEE B =R PRAFHAM
< HiK > & BR hA I 1% A 3xH 6 » H
Pk n=3 PRE75C1-1
<F ¥ v TEM R, AT | PRE75C1-2 e e A A
S A DS %> | PRET5C1-3
PRE75C1-1
etk (HPLC) n=3 | PRE75C1-2 A A T A T A
PRE75C1-3
g RS - PRE75C1'1
HIERR HIPLO) »=8 | pRET5C1-2 i i e e
: PRE75C1-3
AN —PERBE (%) PRE75C1-1 3.52~5.78 3.79~5.56
aEY—EBR) n=3 | PRE75C1-2 4.10~6.37 — — 4.05~5.80
<15.0%LLF > PRE75C1-3 4.27~4.77 2.47~4.08
e (o 3 PRE75C1-1| 95.9~102.7 95.6~103.7 92.3~103.2 95.0~102.8
f{;u;% (8/21/0&11 PRE75C1-2| 94.5~103.7 94.6~103.8 94.9~103.2 95.8~104.7
‘ PRE75C1-3| 93.8~105.6 92.1~103.3 95.0~102.6 96.5~106.4
SE (%) 2 ne3 PRE75C1-1| 99.48~100.31 | 98.61~100.74 | 100.32~100.93 | 100.40~101.35
< 95.0~105.0% > PRE75C1-2 | 99.85~100.08 | 99.59~101.52 | 99.25~100.47 | 100.76~101.05
: : PRE75C1-3 | 99.27~100.31 | 100.07~101.73 | 99.29~100.35 | 99.97~100.12

%1 Hx OBERYE : 0.2%LL T, WIERYE
X2 RARRIIKHTIEEE (%)
— RS

0.5%LL T




BRI : 2017/10/24~2018/5/18

OFVHNY o H TN 150mg THET

IEEER  40°C » T5%RH [k Al

W ETE H =BV LRA7 3]
<JHHE> &E5 BH AR IR 1% A 35 A 65 A
Mk n=38 PRE150C3-1
<Fy v TERORT 4 H3|PRE150CS-2 WA Bk e ke
HEOih 7Lk >  |PRE150C3-3
PRE150C3-1
kB (HPLC) n=3 |PRE150C3-2 WA Bk e ke
PRE150C3-3
A _. |PRE150C3-1
WA BPLO) 0= pppisocs2| o e o
: PRE150C3-3
BRI — MR (%) PRE150C3-1| 2.25~2.40 3.76~4.29
(&Y —MERBR) n=3 |PRE150C3-2| 3.48~3.74 — — 3.79~4.41
<15.0%LLF > PRE150C3-3| 2.97~3.79 3.31~4.82
VEIME (%) n=18 PRE150C3-1| 98.7~105.6 95.3~101.9 96.0~103.9 95.9~103.6
<154, 85%LL L > PRE150C3-2| 97.9~103.3 95.8~102.5 96.6~103.5 96.3~102.9
N PRE150C3-3| 97.5~103.1 96.1~101.2 96.3~102.7 97.0~101.4
SF (%) % ne3 PRE150C3-1| 99.11~99.86 98.92~100.69 | 99.51~100.71 |100.85~101.25
©95.0~105.0%> PRE150C3-2| 100.02~100.35 | 100.13~100.71 | 99.84~101.40 |101.28~101.50
PRE150C3-3| 100.44~101.18 | 99.22~100.86 | 100.34~101.33 |100.54~101.42

X1 fEAx OEEWE - 0.2%LL T, BIEHEWE : 0.6%LL T

%2 RARICHT 5 EA%
— : REH

(%)

SR IR : 2018/1/5~2018/7/24

O VAN 0D B 26mg THETL)  IEEER  40°C - 75%RH [ adEEie (PTP @) ]
HEEH =BV PRATHIR
< Bk > B BH AR 1% A 37 A 6 % A
PEf n=3 PREZ5OD11 \ \ ‘ ‘
< Ao PRE250D1-2 Sk A A A
i PRE250D1-3
PRE250D1-1
Rk (HPLC) n=3 | PRE250D1-2 WA WA e ke
PRE250D1-3
o R _, | PRE250D1-1
PR (PLO) 228 | pREs50D1-2 o o e o
: PRE250D1-3
TR —PERER (%) PRE250D1-1 1.56~3.33 2.42~4.60
(& EY—MEHBR) n=3 | PRE250D1-2 2.71~3.50 — — 2.64~4.72
<15.0%LL T > PRE250D1-3 3.12~3.84 3.81~4.53
. N PRE250D1-1 15~26 17~27 14~24 19~25
Hﬂifg% gﬁmn;ls PRE250D1-2 15~30 14~23 14~21 15~30
PRE250D1-3 18~24 17~24 14~23 14~23
GSHIPE (%) n=18 PRE250D1-1| 96.0~100.7 95.4~104.2 94.7~102.4 96.3~102.0
<154y, 85%LLE > PRE250D1-2| 97.4~101.6 96.4~101.9 97.5~102.5 95.9~105.5
> PRE250D1-3| 94.9~100.5 95.4~99.5 97.1~105.5 96.1~105.8
SF (%) % n=3 PRE250D1-1| 99.14~101.69 | 99.99~100.77 | 100.39~100.99 | 99.23~100.87
< 95.0~105.0%> PRE250D1-2| 99.53~100.71 98.90~99.47 | 100.12~100.59 | 99.37~99.85
. : PRE250D1-3| 98.77~100.60 | 99.91~101.26 | 100.85~100.91 | 98.67~99.30

%1 : RRT ) 5.32 DG WE : 0.3%LL T, LFEUA Ol 2 OFEZFIE : 0.2%LL T, ERRUSANOREGZGYE - 0.3%LL T,

WHEFE - 0.5%LL T
2 RRRICHT 2 aHE
—  RENE

(%)




BRI : 2018/1/4~2018/7/25

O7 VLAY 0D $E50mg TAHET]  JEEER  40C - 7T5%RH [ cldipie (PTP @) ]
HEE B =BV el
<> H BH AR IR 1% H 35 A 65 A
PESE =3 PRE500D1-1 . . R R
<HIIAD EtsssE> | PRE0OD12 B ' L L
PRE500D1-1
Rk (HPLC) n=3 | PRE500D1-2 Bk Bk e ke
PRE500D1-3
o R _, | PRE500D1-1
"@Emi;ff;m =3 | PRE500OD1-2 e e EE HE
: PRE500D1-3
RN — MR (%) PRE500D1-1 2.68~4.08 2.64~4.41
(& &Y —MEHER) n=3 | PRES00D1-2 2.71~6.48 — — 3.21~4.03
<15.0%LL T > PRE500D1-3 1.96~4.89 3.45~5.26
) N PRE500D1-1 17~25 16~24 15~22 16~25
H’E’i}fé% gﬁwn;w PRE500D1-2 16~24 18~23 16~27 15~24
PRE500D1-3 17~24 19~27 16~23 19~26
N PRE500D1-1 93.3~98.8 96.3~101.6 95.1~103.5 94.6~101.6
ﬁgj;f (8/;3%]&12 PRE500D1-2 94.1~99.8 95.5~102.9 95.7~102.3 96.1~105.9
> PRE500D1-3| 94.9~100.4 95.9~101.0 96.0~102.7 93.9~100.1
SE () %2 n=3 PRE500D1-1| 99.91~101.52 | 99.12~100.21 | 98.39~101.12 98.87~99.84
< 95.0~105.0% > PRE500D1-2| 99.02~101.92 | 99.36~100.10 | 99.90~100.66 | 99.21~100.50
: : PRE500D1-3 | 99.69~101.48 98.85~99.34 98.44~99.34 98.81~100.03

%1 : RRT # 5.32 DFEHZEWE -
WIERE - 0.5%LLTF

X2 RTRRICKT B EAE (%)

—  REM

0.3%LL T, ZERLLIS Ol 2 DRI E -

SR IR : 2018/1/16~2018/7/30

0.2%LL T, AEFELSN ORI WE

0.3%LL T

OF VL HRY 0D BE 7omg [HET ] I#ERE: 40°C « 75%RH [HE0EERE (PTP @) ]
HEE A =BV PRAFHIR
< Bk > B BH #h 1% A4 37 A 6% H
Pel n=3 PRE750D1-1 \ \ ‘ ‘
< Ao PRE750D1-2 Sk A T A T A
7 PRE750D1-3
PRE750D1-1
8B (HPLC) n=3 | PRE750D1-2 WA Bk e ke
PRE750D1-3
o R _, | PRE750D1-1
"@Eﬁﬁi ;?EC) =3 | PRE750D1-2 v S e e
: PRE750D1-3
BEN ) —PERBR (%) PRE750D1-1 1.51~3.38 2.01~2.20
(& &Y —MRB) n=3 | PRE750D1-2 1.15~2.92 — — 1.80~2.49
<15.0%LL T > PRE750D1-3 1.99~2.40 2.18~2.88
_— N PRE750D1-1 18~27 21~27 18~38 19~26
%%g% ;jﬁmn;w PRE750D1-2 18~26 19~27 19~28 20~27
PRE750D1-3 15~25 21~29 17~24 18~24
GSHIPE (%) n=18 PRE750D1-1| 96.2~100.3 96.3~103.2 96.2~100.7 96.8~102.2
<154y, 85%LLE> PRE750D1-2 96.5~99.8 96.7~101.2 97.6~100.7 97.9~102.7
N PRE750D1-3| 96.2~100.5 96.2~102.7 96.8~103.0 97.6~102.7
SF (%) % n=3 PRE750D1-1| 98.32~100.22 98.72~99.81 | 100.18~101.27 | 98.77~99.52
< 95.0~105.0%> PRE750D1-2| 99.12~99.83 99.41~100.24 | 100.61~102.02 | 98.78~99.50
. : PRE750D1-3| 99.44~100.37 | 99.47~101.09 | 100.10~101.78 | 98.77~99.01

%1 : RRT ) 5.32 DFEGEWE : 0.3%LL T, ARELAN Ol 2 OFEFIE : 0.2%LL T, ERRUSANOREGZGYE : 0.3%LL T,

BHEE  0.5%LL T

K2 FRRIIHT2EAR (%)

— 1 RIEE
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BRI : 2018/1/16~2018/7/27

O7 VLAY 0D $E 150mg [HIET | R 40°C - T5%RH [Aei& o2& ae (PTP aidk) ]
HIEHH oy b FRATH R
< JHHE > H BH AR IR 1% H 35 A 65 A
PESE =3 PRE1500D1-4 A o A o
<sAvongogse> | PEESOTE) T o o o
PRE1500D1-4
WeZ8iB (HPLC) n=3 | PRE1500D1-5 WA Bk ke ke
PRE1500D1-6
o R _. | PRE1500D1-4
"@Emi;fgm "3 | PRE1500D1-5 e S e e
: PRE1500D1-6
RUHNE—PERBR (%) PRE1500D1-4 | 1.82~1.99 1.63~1.75
(&Y —MHBR) n=3 | PRE1500D1-5| 1.48~3.70 — — 1.70~2.56
<15.0%LL T > PRE1500D1-6 0.91~2.08 1.53~2.71
. N PRE1500D1-4 24~33 26~36 23~33 24~32
H’E’i’fg% gﬁwn;w PRE1500D1-5 24~33 25~34 24~32 25~35
PRE1500D1-6 24~35 25~34 24~34 26~37
e o) PRE1500D1-4 | 96.8~99.8 97.4~100.5 96.3~101.1 98.3~102.7
f’;gf (8/;/0&11 PRE1500D1-5 | 96.7~99.7 96.4~100.1 96.2~101.3 98.3~100.8
N PRE1500D1-6 | 96.2~98.2 95.6~99.2 95.6~102.9 96.7~99.7
SR (%) ¥ n=3 PRE1500D1-4 | 98.89~100.95 | 99.42~100.02 | 99.30~100.16 | 99.74~101.11
< 95.0~105.0% > PRE1500D1-5 | 98.84~100.57 | 99.79~101.23 | 99.78~101.91 | 99.34~100.04
: : PRE1500D1-6 | 98.90~99.84 | 99.20~100.45 | 100.52~101.21 | 99.67~100.44

X1

WIEGE : 0.56%LLT
X2 FREICKITT A EA R
— RS

(2) RMRAFaER

RRT #J 5.32 DMWY :

(%)

0.3%LL T, ZERLLIS Ol 2 DRI E

0.2%LL T, AFELSNORIERGWE -

SR IR © 2018/1/4~2019/1/30

0.3%LL T

OFVHNY 0D FESOmg THIET.)  EHIRFRER 25°C - 60%RH [k miiE (PTP ) ]
HEEH =RV PRAFHIE
<HHE > H5 aLGLE 3 nH 6 » H 9 % H 12 % H
PR n=8 PRE500D1-1
<EWFRA D OAO | PRES00D1-2 e A A Biey W
FbE > PRE500D1-3
PRE500D1-1
7275k (HPLC) n=3| PRE500D1-2 Bk blikey Bl Pk blikey
PRE500D1-3
G _o| PRE500D1-1
@Eﬁ% ;{11240) =3 PRE500D1-2 A A A ke ke
’ PRE500D1-3
ggﬁlfj PERER (%) | PRE5S00D1-1 | 2.68~4.08 2.96~4.24
(GE¥Y—MBk) |PRE500D1-2 | 2.71~6.48 — — — 3.50~4.70
n=3 <15.0%L.LF>|PRE500D1-3 | 1.96~4.89 2.40~4.26
o N PRE500D1-1 17~25 16~22 15~21 15~21 15~22
Hﬂ%fg ;jﬁwn;lS PRE500D1-2 16~24 17~21 16~21 16~22 16~22
PRE500D1-3 17~24 17~22 18~22 18~23 18~24
VEHWE (%) n=18 |PRE500D1-1 93.3~98.8 | 95.6~100.8 | 94.9~99.9 | 955~100.8 | 93.4~98.9
<15 4. 85%LLE> PRE500D1-2 | 94.1~99.8 | 94.1~100.6 | 94.7~102.3 | 95.6~100.5 | 96.0~102.0
N PRE500D1-3 | 94.9~100.4 | 96.1~100.0 | 95.7~99.3 | 95.2~100.1 | 94.8~101.8
sm (o) ¥ p=g |PRES00DI-1 99.91~101.52 |99.38~101.36 [101.49~103.71| 98.28~99.25 |99.65~100.94
£ 95.0~105.0%> | PRE500D1-2 |99.02~-101.92 100.06~101.80[100.22~101.92| 98.78~-99.98 [100.19~101.54
: : PRE500D1-3 |99.69~101.48 | 99.02~100.30 | 99.42~101.27 | 99.38~100.01 {100.09~100.17

X1

TERWH
*2
—  REM

RRT ) 5.32 O¥HGMWE :

0.5%LL T

FrBISHT2EGHFE (%)

0.3%LL T, ZERLLIS Ol 2 DIRIE

11

0.2%LL T, AEFELSNORIEBGWE

0.3%LL T




7L J8Y > 0D §E 50mg [HET) O—EO @M TIc; 2 ZEEZ MR T 5720, Pk 8 4F
2 A 15 A3EFEE 43 5 TEIFRMOME (HA) ARHFEICEE U T~ & 228 R o o Bl
WZOWT IZHEILL T, ZEHRBROFMSEND . ERIEIZOWTHRE L7-, ZOR/ER, Fk 1546

A 3 HEHEFERF 0603004 5 [ZEMET —F OFMIZET 204 F7 A4 2250w T) @ TRET—

X R OET — & DSR2 B b L OB B 21T & A ERERWEE ] TS T EEzbN-2 80
O, BHIRGFRBROT =2 B A—F2HE O 2 5% T, »ORMRGARR 12 » H 282 20 H1H
ELT, 245 H (125 A+12 5 A) FTOIERFREE W L, BEAMIRIE 24 » A & L7,

12



(3) LR LENE

SRERFE IR : 2019/7/16~2019/10/29

OTVHNY 7R 26mgl HIE T a3 40°C LEY., K[UBERR]
ARERIE H =R AR
<> &E5 A AR IRE 2 i 1% A4 2 5 H 35 A
PERR n=10 ¥y TEHEY | Fx v THEO | v o THED | Fx v THMEO | Fr v TEHEO
<Fx v TERORT 4 5 | EV0300 |RF 4 828 AAOIRT 4 HH3AAORT 1+ 553 EAORT « R AA0RT + R A6
A OE S 7 ' L H > T 7 L i 7 L i 7 L T 7 L T 7 L
#EERE (HPLC) n=3 . . . . .
MR (HPLC) 0=3 | punsoo | e o o e e
<H¥1>
W (%) n=6
EV0300 | 98.4~103.8 | 99.0~104. .1~101. .0~102. .2~102.
<1545, 85%LLES 104.2 | 97.1~101.2 | 100.0~102.1 | 100.2~102.8
@ (0 ** n=3 EV0300 |98.62~100.89| 98.84~99.11 | 98.07~98.36 | 97.65~99.53 | 98.14~98.76
<95.0~105.0% > ) : ) : ) : : ) : )
X1l 2 OFEBE - 0.2%LL T, BEEWE : 0.5%LL T
X2 RTEICHTIHIEAER (%)
OTVHNY v H TR 26mgl HIE T Mok 25C - 75%RH LY, Bijk]
HERTE H oy b LRAF IR
< Bk > H5 BH AR IR 2 i 1% A 2 5 H 35 A
PR n=10 X v FEEOF ¥ THENF v v TEHEOF v v TEHEONF v v TR
<F v v TERORT 4 58| EV0300 |RT 4 BN EGRT 4 A AR RT A AGRT 4 SR EART « BAA R
M EEORE 7 )LF] > DRE F 7 VA O 7 72 VH| ORE A 7 VA O 5 78 LH|OfE 71 7 LAl
PR (HPLO =3 pyosoo | ier o o e e
¥1>
mHE (%) n=6
<1545, 85%LLE> EV0300 | 98.4~103.8 | 99.7~102.2 | 98.2~102.2 | 98.5~101.3 | 98.3~102.7
@R (%) ** n=3 EV0300 |98.62~100.89| 98.45~99.01 [99.14~100.16| 98.05~98.93 | 98.62~99.04
<95.0~105.0% > : : : : : : : : : :

X1 B % DIERATL : 0.2%L0 T IR : 0.5% 2L F
X2 RRRIHT 2 EHE (%)

OFVHNRY BT 25mel HET

v FTHEH]

MmEdE =R - ¢ (D65 EIR (59 1600Lx). v —L &

HBRIE B =RV Fang: '
<> FE BHAG I 30 & Lx-hr 60 /7 Lx-hr 120 & Lx-hr
PEIR n=10 Xy v TEHERN | FY v TEHEDY | Fx v THED | Fv v TEHEW
<Fy v TEHMRORT E13 | EV0300 | BT A EHAAG | RT 4 HBPER | RT o HNAR | BT 508 AG
B B 7 LA > DS TN | OFEH 2K | OSSR | O S 7B ILH|
PR (PLO =8 Evosoo o A e e
1>
mHE (%) n=6
<154y, 85%LLE> EV0300 98.4~103.8 98.8~103.6 97.9~102.0 99.1~100.5
i (%) % n=3
<95.0~105.0% > EV0300 | 98.62~100.89 | 97.26~99.45 97.80~99.19 96.76~98.33

1l 2 OFEZRWE - 0.2%LL T, BEEYE  0.5%LL T

X2 RARRIIKTLEEE (%)
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BRI : 2019/7/16~2019/10/29

OF VAR TR Thmgl HIET.] MAE 40°C B, K[EAL]
HERTE H oy b LRAF R
<k > HE BH AR 2 34 1% A 2% A 37 A
PER n=10 Xy T | Ty THN | Ty TEHS | T v TEHS | v v TEN
<F v v TERDSIETRAE EV0300 AR, AR, AR, AR, AR,
AT 4 HBRABD AT 4 HBPAQ|RT 4 B AG|RT R AGRT A AGIRT ¢ A AG
T 7 LE] > DFRE T3 72 VE|ORE 1 72 VK| OFE T 72 VA O T 72 VA OfE B 7'k LAl
PUERER HPLO) 3 pvosoo | e o o e e
¥1>
wWHME (%) n=6
<154y, 85%LLE> EV0300 | 98.9~101.5 | 97.9~101.8 | 97.8~100.5 | 96.9~99.3 | 97.4~100.8
w& (%) *? n=3
< 95.0~105.0% > EV0300 |98.19~100.13| 98.17~98.53 |98.20~100.35| 98.52~99.24 | 98.84~99.84
1l & OFEBEWE - 0.2%LL T, BIEZWE : 0.5%LLF
X2 RTREICHTLH2EAER (%)
OFTVHNY o H TN Thmgl HIE T @ik 25C - 75%RH LY, Bijk]
ARERIE H =R PRI
<> FH5 BH AR IR 2 i 1% A 25 H 35 A
PR n=10 Xy T | Ty TEHN | Ty TEHN | T v TR | v v TEN
<Xy v TE IR, EV0300 HARB BB, BB, FRARB BB,
RF 4 BB A D BT L MPAR|RT B ACIRT A HAAGRT 4 HAAR|RT « 5AAR
W H 7 VH > D J1 7R VEI|DfE B 7% LFI| O A 7 LH| O A 7 VEI|OfE T 7 & L
HEEER ;?P LO »=3 | pyosoo | e o o o o
¥1>
mHE (%) n=6
<1545, 85%LLE> EV0300 | 98.9~101.5 | 99.6~103.1 | 97.0~101.8 | 98.0~102.0 | 97.9~100.3
&8 (%) *2 n=3
95,0~ 105.0% > EV0300 |98.19~100.13| 99.32~99.99 | 98.10~99.56 | 98.28~99.29 |99.91~100.55

X1 fEAx OEGEWE - 0.2%LL T, BIEHEWE : 0.6%LL T
X2 RARRIIKTL2EEE (%)

OF VAR v H 7 Thmgl HIET) A%

I TEY]

SR - BE (D65 R (9 1600Lx), v v — L %

RBUE I G
< K> e FEp GRS 30 i Lix-hr 60 5 Lx-hr 120 5 Lx hr
MR n=10 ¥y v THEEA ¥y v THEEN Xy v TE ¥y v THERN
vy THBRAREE. | oo | R, . BB . .
e S K WP EE | BF WA | R WA | BT 4 W e
Tl A 7 LA > DOFESH 7 EZI)VE] | O 7 BAHK] | O®ED 72 AE | O S 7 ELA|
PR ;?PLC) "=3 | Ev0300 o o o o
x1>
VEHIE (%) n=6
<154y, 85%LLE> EV0300 98.9~101.5 97.1~101.4 98.5~101.5 97.4~101.5
&8 (%) *2 n=3
<95.0~105.0%> EV0300 98.19~100.13 97.61~99.18 97.66~99.46 97.58~98.95

1l 2 OFEZRWE - 0.2%LL T, BEEYE  0.5%LL T
X2 RORRIIKTLEEE (%)
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BRI : 2019/7/16~2019/10/29

OFVHNRY A 7L 150mgl HET ) fMEALHE

40°C [, KA ER]

ABRIE H ok LRAF R
<k > HE BRAA R 2 i 1% A 2% A 37 A
PER n=10 Xy v TEENF v v TEE O F Y v TEENFr v TEE O F v v TEHED
<Fy v TERORT 45| EV0300 |RT 4 BB AA|RT 4 MR AR|RT SR AG|RT A A ERIRT 5N Ad
BAGOEE A 7 LA > DFEH 7B NE||OFE T 72 VE| OFE B 7B )VH| OFE T 72 VEI|ORE J 7 & L]
HEEER ;?P LO »=3 | pyosoo | e o A o o
1>
mHE (%) n=6
<1545, 85%LLE> EV0300 | 98.9~104.3 | 99.4~104.3 | 97.8~102.2 | 97.5~101.3 | 98.5~101.7
&8 (%) *2 n=3
< 95.0~105.0% > EV0300 | 98.53~99.93 | 99.22~99.47 | 98.09~100.13| 99.44~99.93 [100.13~100.55

X1 fElx OFERWE : 0.2%LL T, RERDE

X2 RARRICKHTLEEE (%)

OFVANRY TR 150mgl HET | Mkt

0.5%LL T

25°C - 75%RH [, Bk

ABRIE H ok LRAF IR
<HiKE > EE BRAA R 2 1% A4 2% A 37 A
PEIR n=10 Xy v TEENF Y v TEE O F Y v TEENFr v TEE O F v v TEED
<Fy v TERORT 4| EV0300 |RT 4 SR AGA|RT 4 N AR|ERT SR AG|RT A ERAIRT £ 5N Ad
BAGOE A 7 LA > DFEH 7B NVE||OFE T 72 VE| OFE B 7B VA OFE T 72 VEI|ORE J 7 & L]
PR GPLO = pvosoo | it o WA o o
1>
mHE (%) n=6
<154y, 85%LLE> EV0300 | 98.9~104.3 | 98.2~103.0 | 97.6~101.8 | 96.5~100.8 | 98.6~101.9
&8 (%) *2 n=3
< 95.0~105.0% > EV0300 | 98.53~99.93 |98.47~100.81| 98.33~99.43 | 97.65~99.15 [100.24~101.10

1 ¢ {2 ORERIE : 0.2%E F, RERWE : 0.5%LL F
M2 FRRICHT DEAR (%)

OFVHNY o H 7L 150mgl HEET) Mo =iE - g% [D65 KR (8 1600Lx) ., v ¥ —L %
Z v 7T THE]
HBRIE B ok KR &
<> FE BHAG I 30 5 Lx-hr 60 /7 Lx-hr 120 & Lx-hr
Pk n=10 Xy TEEDY | Ty TEEO | Fr v TR | Fv v TEHEN
<Fy v TEHMRORT E13 | EV0300 | RT A EHAAG | RT 4 HBPER | RT ¥ NAR | BT 508 AG
B B 7 LA > OREH T NAE| | OFHFELAE] | OFFHFEAHK] | O D 7B ILH
R ;?P LO »=3 | pvosoo e e o i
1>
mHE (%) n=6
<1545, 85%LLE> EV0300 98.9~104.3 97.9~101.5 97.6~101.3 98.9~101.1
&8 (%) *2 n=3
< 95.0~105.0% > EV0300 98.53~99.93 98.71~99.18 98.81~99.34 98.64~99.49

1l & OFEEWE : 0.2%LL T, BIEZWE : 0.5%LLF
X2 RARRIIKHTIEEE (%)
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BRI : 2021/2/25~2021/6/11

OF VA NY 0D $E 256mgl HIE 1) #a1dE 40°C Y, K[UEAAR]

EPS SIS e
<> H BHAGIE 2 A 1%H 24 H 3% H
<'§ﬂé‘;;§g> FAOL00 | Bfam#i | Aok | nankk | AaoRE | Aaox
PR ;?EC) n=3 | paot00 | A o o o o
RETE () n=6
<60 FHLLA > FA0100 15~20 21~24 20~26 21~24 20~23

EHME (%) n=6

<154y, 85%LL > FA0100 | 95.2~103.0 | 93.9~100.5 | 99.3~102.5 | 100.1~101.8| 96.9~104.9

a8 (%) *2 n=3 FA0100 98.91~ 100.31~ 100.40~ 100.12~ 99.46~
<95.0~105.0% > 101.81 102.17 101.39 100.44 101.06
(& 1)

BE (N) n=10 FA0100 29~36 27~38 30~36 34~42 27~33

%1 : RRT 9 5.32 OFHBGWE : 0.3%LL T, AFRLUAN O~ OEZWE : 0.2%LL T, AU ORERZWE : 0.3%LL T,
KIERFE - 0.5%LL T
X2 RARRICKHTL2EEE (%)

OF VLA NY 0D B 26mgl HEET. ) A4 25°C - 60%RH [EOE, BH

HEpE B EA PRAT A1
<Bitk > & LS 2 JE M 1% H 2 »H 3»H
PR FAOL00 | Hfam#bt | BEoRE | AGOKE | AROKE | AEORE
MR BIPLO) 8 paoron | ity i i i i
Hﬁ%g% ggmgzts FA0100 | 15~20 17~20 20~30 19~21 17~23

e (%) n=6

<1545, 85%LLE> FA0100 | 95.2~103.0 | 91.0~94.0 90.6~99.5 93.7~99.5 91.7~96.7

TR (%) ** n=3 FA0100 98.91~ 100.41~ 100.67~ 100.40~ 100.24~
<95.0~105.0% > 101.81 101.98 101.64 103.14 101.91
ZEE
(B5(E) FA0100 29~36 20~28 22~25 22~26 22~27

fHEE (N) n=10

%1 : RRT 0 5.32 OFRWE : 0.3%LL T, /2SO« OFRIWE : 0.2%LL F. /st IS ORERRIE : 0.3%LL F,
REBWE : 0.5%LLT
X2 TR A EEE (%)
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OFVHNY 0D i 26mgl HET) Ak 25°C - 75%RH O, B

HBRIER =RV PRTEII
< B> &5 BRAARE 2 1 H 1% A 2 5 H 3xH
Mk n=10

<RGOS FA0100 | AEOFHEEE | AROFREE | ABOHELE HEOHERE | AROFRSE

#iEERER (HPLC) n=3 .

1> FA0100 T ey WA ey A
RAsErE (B)) n=6 »
<60 FOLLN > FA0100 15~20 28~37 33~55 39~40 31~107

e (%) n=6

~ ~ %q ~ X4 o~ X5 o~ X6
<1545, 85%LL L > FA0100 | 95.2~103.0 | 84.1~90.3 82.7~95.3 74.5~90.5 81.9~88.2

i (%) 2 n=3 FA0100 98.91~ 100.80~ 100.67~ 100.41~ 100.15~
<95.0~105.0% > 101.81 103.44 100.95 101.25 102.86
%
(25 1) FA0100 29~36 18~21 20~24 13~22 15~24

HEE (N) n=10

%1 : RRT #9 5.32 OFEBZWE : 0.3%LL T, LU OME ~ OFEZEWE - 0.2%LL T, LS ORIERWE : 0.3%LL T,
KIERFE - 0.5%LL T

X2 KRBT LEEE (%)

¥3 36 BERHA DI, B AL LT,

¥4 10/12 SEEB D=, BRICHEA LT,

5 1 416 BEREA DT, Hiks s L7,

6 : 3/6 FEREA DT, Hikk & Bl L7,

A - K

O7 VAN Y 0D $E 25mgl HIE T MaldsE =R, ot (D65 YR (K9 1600Lx), T AT v —

L]
Lty w b R R
< Bk > H5 BRAA R 30 77 Lx-hr 60 77 Lx-hr 120 77 Lix-hr
< Sga:;lfg> FA0100 ERENEA TS =RENRE H DR BE =RENE
ﬁ’*@;ﬁiﬁ?ﬁ< gIIPiJC) n=3 FAOL0O aa e o .
Hﬁ%g% ggmgzts FA0100 15~20 18~19 16~19 17~18
ﬁgujf g/g)%;Zi FA0100 | 95.2~103.0 95.9~99.1 96.0~101.4 | 95.1~100.4
fi_oi/f)w?of)}:f FA0100 | 98.91~101.81 | 100.41~101.61 | 99.85~100.89 | 100.57~101.51
@Eé%f)ﬁ;:w FA0100 29~36 31~35 27~35 28~32

%1 : RRT 9 5.32 OFBGWE : 0.3%LL T, AFRLUAN O~ OEBWE : 0.2%LL T, AU OREZWE : 0.3%LL T,
WHERBRYE : 0.5%LL T
X2 RTREIIHTIERFE (%)
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BRI : 2021/2/25~2021/6/15

OF VAN Y 0D $E50mgl HIE 1) #Ea1dE 40°C Y, K[UEA ]
RERIE B =N PR HA R
<JHHE> He BH AR IR 2 1% H 25 H 35 A
Pk n=10 FK0247 EFAD D | BERALDO | BADO | BADO | EBRADLO
<EBAY OPEBEDOFREE> ERERPER 0 FHEE M0 FEEE a0 FHE ERERPES
LR (HPLO) 0=3 | ppoorr | s e A A A
<H1>
Hﬂ%g gﬁmi—e FK0247 | 21~25 23~30 26~31 926~31 99~31
ﬁ;ﬂf (;/;?%;Li FK0247 | 93.9~97.2 | 94.6~100.7 | 95.9~97.2 | 94.9~98.9 | 97.3~101.0
a8 (%) *2 n=3 FK0247 99.75~ 101.55~ 98.62~ 99.23~ 99.78~
<95.0~105.0% > 101.36 101.89 101.45 101.84 100.07
(Z5 1) FK0247 32~37 37~48 37~46 40~47 34~45
HE (N) n=10
%1 : RRT 9 5.32 OFHWE : 0.3%LL T, AFRLUANOME % OEZGWE : 0.2%LL T, AU OREZWE : 0.3%LL T,

KIERFE - 0.5%LL T

X2 RARRICKHTL2EEE (%)

OF VU HNY 0D BE50mgl HIEE T Mads

25°C - 60%RH [, Bk

HERTE H =N FRAT 3R
<HiK > &5 BR hA I 2 A 1% A 2 5 H 3»H
Mk n=10 FK0247 ERAV D | BEALVO | BRAVO | BEALDO | EBADO
<EIREANY OB BODOFEE> EFENPE S EFENPE S ERENE EFENPE S ERENE S
WifEE (HPLC) n= . . . . .
WL %<§-<1> ) 0= pRogar | A o o o o
EME () n=6
2 60 LN > FK0247 21~25 21~45 25~39 28~36 22~32
mHE (%) n=6 .
154y, 85%LI L > FK0247 | 93.9~97.2 | 87.0~92.1 | 87.9~92.3 [84.7~92.4%3| 88.6~94.7
&8 (%) *2 n=3 FRoza7 | 9975~ 99.15~ 100.97~ 99.20~ 99.90~
<95.0~105.0% > 101.36 101.40 101.45 101.77 100.51
(BEH)
B (N) n=10 FK0247 32~37 24~30 24~29 25~28 26~31

¥1
W : 0.56%LLT

: RRT #9 5.32 OFEHWE -

0.3%LL T, AEFELSN O~ DIEZYE

2 REISHT D EAE (%)
¥3 1 10/12 $EEA D=, BUKICHEA LT,

18

1 0.2%LL T, ALRLISNORIERE

0.3%LL T



OF Vv HNY 0D BE50mgl HIEE T Mads

25°C - 75%RH [, Bk

HERTH H =N FRAT 1R
<HiK > &5 BR hA I 2 A 1% A 25 H 3»H
Mk n=10 FK0247 ERAVD | BBALVO | BRAVO | BEALDO | EBAYO
<EIREAY DO BOFEE> EFENPE S EFENPE S ERENE EFENPE S ERENE S
FIERER GPLO =8 pRozar | sty o Bo o o
EXE () n=6 . . .
260 LI > FK0247 21~25 26~48 38~903%3 | 31~973%4 | 31~1593%4
mHE (%) n=6
<154y, 85%LLES FK0247 | 93.9~97.2 | 75.5~82.5 | 70.9~78.2 | 68.7~78.2 | 66.2~75.5
i (%) %2 n=3 FKoza7 | 9975~ 99.26~ 100.29~ 100.66~ 100.43~
<95.0~105.0% > 101.36 101.35 102.2 101.81 100.90
(BE5 1) FK0247 32~37 21~24 23~27 19~26 23~25
fHEE (N) n=10

%1 : RRT % 5.32 D¥EZFME

W : 0.6%LLT

2 FREISHT D GAE (%)
X3 1 518 FEARMEE D=, Bk &L L7,

¥4 36 BEREA DD, B AL LT,

BT O A N N

D 0.3%LL T, ZEFLLISN O 4« OIEFEDE

2 0.2%LL T, LERLSNORIERE

0.3%LL T

OF7 Vv ANY 0D $E50mgl HET ] Mkt ==iE - 8¢ [D65 IR (]9 1600Lx) . HT AT v —
]
HERTE H =V KRt &
<> FE BHAG I 30 5 Lx-hr 60 /7 Lx-hr 120 & Lx-hr
Mk n=10 FR0247 EIFRA D D ERRAY D HHRRA D D ERRAY D
<EBAY OEEDOHELE> M@ DHEE SRR ERENE M@0 HEE
#@Eﬁﬁi gl PLC) n=3 FK0247 ERaY RS RS bReY
1>
RAEEME () n=6
60 B> FK0247 21~25 29~28 21~28 20~24
wHE (%) n=6
<15 4. 8B L > FK0247 93.9~97.2 95.9~99.1 95.4~98.5 95.0~98.5
“ (%) % n=3
05,0~ 105.0% = FK0247 | 99.75~101.36 | 101.10~103.22 | 99.67~100.41 | 101.45~102.89
(25 1MH)
B (N) =10 FK0247 32~37 34~40 30~37 34~43

%1 : RRT % 5.32 D¥EFEME
KIERZE - 0.5%LL T

1 0.3%LL T,

X2 RRRIKT B EAE (%)

TR LS DAl 2 DFFIE

19

0.2%LL T, RN DRI ME -

0.3%LL T



BRI : 2021/2/25~2021/6/11

OFVANY 0D §E 7hmgl HIE 1) #aldsE 40°C Y, K[UEAAR]
RERIE H =N PR HA R
<K% > He BH AR IR 2 1% H 2 5 H 3 »H
PER n=10
DE D 3 Db DFE
< EHfanHEE> FKO0265 ERENPE S ERENE S ERENE H DR ERENE S
PR é?leC) "3 | pko2es | A o o o o
BREEME (B)) n=6
260 LN > FK0265 28~33 33~46 31~39 33~43 29~37
mHE (%) n=6
<154y, 8BULLE S FK0265 | 98.0~101.1 | 98.2~100.3 | 98.0~101.4 | 97.1~100.0 | 100.5~103.0
&R (%) *2 n=3 FKo265 | 10041~ 101.67~ 100.89~ 99.57~ 100.30~
<95.0~105.0% > 101.52 102.81 101.86 101.12 101.36
(BZE&1H)
FE (N) =10 FK0265 67~178 67~81 56~82 71~83 69~175

%1 : RRT 49 5.32 OB ME : 0.3%LL T, AL 2 DB WE : 0.2%LL T, AL ORI MHE : 0.3%LL T,
KIERFE - 0.5%LL T
X2 RARRICKHTLEEE (%)
OV HNY 0D §E Thmgl HEET. ) @t 25C - 60%RH [, BAjk]
AERE H ok LRA7 3]
< B> &5 BRAARE 2 1 H 1% A 2 5 H 3xH
PER n=10
DE D E: Db DFE
DS FK0265 | AfOFEEE | AGORELE | AROFERE | AROFERE | AROFEKE
PUERE (HPLO) n=3 | prooss | e o o o o
<X1>
AN (B) n=6
2 60 LN > FK0265 28~33 27~46 29~43 32~43 32~56
WM (%) n=6
<154y, S5%LLE > FK0265 | 98.0~101.1 | 91.7~94.9 | 89.0~97.2 | 90.1~96.5 | 88.7~94.9
a8 (%) *2 n=3 FKozes | 10041~ 100.23~ 100.89~ 100.68~ 99.93~
<95.0~105.0% > 101.52 101.10 102.64 101.15 100.64
(BE1H)
HE (N) n=10 FK0265 67~78 45~58 46~53 46~57 48~55

%1 : RRT 9 5.32 OFBGWE : 0.3%LL T, AFRLUSANOME % OEBGWE : 0.2%LL T, AU ORERZWE : 0.3%LL T,

BHEE  0.5%LL T

X2 RARRICKHTL2EEE (%)
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OV HNY 0D BE Thmgl HIEE T MWads

25°C - 75%RH [, Bk

ARERE H oy k ez il
<HiK > &5 BAhh 2 i H 1% A 2 5 H 3xH
‘l\ﬁ?lj( n=10 %= %= S oz =+ =
PR FK0265 | AtLOFREE | AOORE | HEAOFERE | HAOFERE | HAOFER
MR (HPLO =3 | pRones | iier e e e e
Y () n=6 ~ ~ ~ %3 ~ %3 ~ %3
<60 FoLI > FK0265 28~33 41~53 41~119 42~158 44~162
WHYE (%) n=6
<154y, BB%LLE> FK0265 | 98.0~101.1 | 76.8~82.3 | 73.5~82.4 | 73.2~82.4 | 78.4~82.7
& (%) *2 n=3 FKo2es | 10041~ 100.97~ 101.77~ 100.26~ 100.30~
<95.0~105.0% > 101.52 101.18 102.77 101.73 101.83
(BEHE)
HE (N) n=10 FK0265 67~178 33~42 35~43 32~44 34~48

x1
TIRAE - 0.6%LL T
K2 FREITHT DEAE (%)

¥3: 36 BERWA DD, B AL LT,

BRI - K7

: RRT 9 5.32 OFEBGWE : 0.3%LL T, RSO 2 OFEEE : 0.2%LL T, LRI ORIEZWE : 0.3%LL T,

OV HNNY 0D BE Thmgl HE T MadE =i - Bt [D65 JEIR (19 1600Lx), T AL v —
]
HERTE H 7 b T 5
<& > FE BHAARE 30 5 Lx-hr 60 7 Lx-hr 120 5 Lx-hr
PER n=10 e - e N
< B D> FK0265 H 0D SR EE MO HEEE H 0D SR EE MO HEEE
HEEER ;Eff@ "3 | FRo265 A e A e
RAEEME () n=6
260 B> FK0265 28~33 28~39 26~30 25~36
wHME (%) n=6
<154y, SEULLL S FK0265 | 98.0~101.1 98.3~100.1 90.0~100.9 98.1~100.9
AR (%) ** n=3 FK0265 | 100.41~101.52 | 100.86~101.75 | 100.60~100.95 | 100.18~101.27
<95.0~105.0% > : : : : : : : :
(ZE1MH)
BE () =10 FK0265 67~178 64~73 54~T4 47~173

1
R - 0.5%LL T
X2 RARRICKHTLEEE (%)

21

: RRT 9 5.32 OFEBGWE : 0.3%LL T, ARSI OME 2 OFEEE : 0.2%LL T, LRI ORIEZWE : 0.3%LL T,



BRI : 2021/2/25~2021/6/15

O7VARY 0D $E 150mgl HET ) Madt 40°C [, KEBER]

HBRIER =RV PRTEII
< B> &5 BRAARE 2 1 H 1% H 2 % A 3 A
Mk n=10 FR0253 ERAYD | BBALVO | BRAVO | BEALDO | EBADO
<HEFAY OEBOFELE > HOOFRE | AGOHRE | ACOHFRE | ACOHEE | AOREE
FiEEAE: (HPLC) n=3 A N N R N
PRI FK0253 WA WA Sk Sk Sk
HRlEME (B)) n=6 N N N N N
260 FHEIN > FK0253 28~32 27~37 29~36 31~39 34~43

e (%) n=6

<1545, 85%LLL> FKO0253 | 90.9~96.2 91.1~97.3 | 96.9~100.2 | 92.1~98.6 95.56~99.7

ah (%) ** n=3 FKogs3 | 9953~ 100.68~ 99.4~ 100.49~ 100.61~
<95.0~105.0% > 100.94 102.81 101.06 100.69 101.60
(Z# 1)

~ ~ 70~87 69~86 72~84
B (N) n=10 FK0253 556~67 65~76

%1 : RRT #9 5.32 OFRWE : 0.3%LL T, LS OE 2 DFRWE : 0.2%LL T, ZEit A ORERYE : 0.3%LL T,
WHEZE © 0.5%LL T
M2 FRRISHT HERE (%)

OFVHNY 0D BE 150mgl AHET.) @it 25°C - 60%RH (M6, BHAL]

RERTE B =N PR HA R
< B> &5 BRAA R 2 1 H 1% A 2 5 H 3xH
Mk n=10 FR0253 ERAV D | BBALVO | BRAVO | BEALDO | EBADO
<EIREANY O EBODOFEE> EFENPE S EFENPE S ERENE EFENPE S ERENE S
PR ;‘EC) "3 | pRosss | A o o o o
BREEME (B)) n=6 N N N N N
260 LI > FK0253 28~32 25~31 38~47 26~54 26~32

e (%) n=6

~ ~ %3 ~ %4 ~ ~ %4
<154y, 85%LL 1> FK0253 | 90.9~96.2 |79.5~86.4 77.6~87.3 72.3~81.6 |81.9~85.3

i (%) ®2 n=3 FK0253 99.53~ 100.01~ 100.61~ 98.23~ 99.90~
<95.0~105.0% > 100.94 101.07 102.66 99.87 102.08
%
(B5(E) FK0253 556~67 45~63 46~50 44~55 44~59

fHEE (N) n=10
%1 : RRT 49 5.32 OB ME : 0.3%LL T, AL O 2 DI WE : 0.2%LL T, AL ORI MHE : 0.3%LL T,
W : 0.56%LLT
X2 HTREICHTLHIEAER (%)
31 4/6 EEREA DT, Hiks w1t L7,
¥4 ;56 BEREA DT, A LT,
A - K

22



OF LAY 2 OD b 150mgl HIET,) a2  25°C - 75%RH [y, Bifk]
BRI =k A
<HiK > &5 BH #h 2 A 1% A 2 5 H 3xH
PRI =10 FRozss | FHRAD O | BBAV O | BERAV O | BEAD O | BHEAD O
<EEAD O E B0 FEE> Ao®sE | HEo%E | ok | Gaok | Aok
MRS (HPLC) n=3 | ppooso | o o o o o
<%1>
ArEEME () n=6 ~ ~ ~ Q73 ~ ~ RO
<60 FOLIA > FK0253 28~32 30~35 21~97 28~44 41~69
WHHME (%) n=6 FK0253 | 90.9~96.2 | 63.3~71.7 | 61.5~71.2 | 55.8~64.9 | 60.7~97.4
<15 %y, 85%LL k>
4 (%) *2 pn=3 FK0253 99.53~ 100.58~ 100.84~ 99.17~ 100.34~
<95.0~105.0% > 100.94 102.68 102.24 100.08 101.16
(ZE1H)
BE (N) n=10 FK0253 55~67 34~41 36~41 39~42 36~41

%1 : RRT % 5.32 DEGEWE :
R - 0.5%LLT
X2 RARRICKHTLEEE (%)

3 : 16/18 SEWA D=8, HKITHEA LT,
¥4 ;36 BEREA DT, KA LT,

HIRA: - K7

0.3%LLF. ZEFCUS O 2 DIEZWE : 0.2%LL T, LA ORERZRYE : 0.3%LLTF.

OV HNY 0D E 150mgl HIE T fEadt =R - Bt [D65 YR (7 1600Lx) . T A v —
]
ARERIE H =V KRR B
<Hiks > = B A1 30 /7 Lx-hr 60 77 Lx-hr 120 /7 Lx-hr
Mk n=10 FK0253 EFRAD O EIFRAD O EHRA D D EIHRAD O
<ERAY O [ a0 FEEE > SlEI2ES [ o D FEE F 6,0 F# b [ o D FEE
fipratE (HPLC) n=3 . . . .
# %ﬁ<§:<1> ) » FK0253 o o o o
Bt () n=6
<60 FOLLA > FKO0253 28~32 32~41 28~36 23~29
WHME (%) n=6
<154y, 8B%LLES FK0253 90.9~96.2 91.2~99.5 91.1~100.0 92.1~100.1
“ (%) % n=3
<95.0~105.0% > FK0253 99.53~100.94 99.72~100.98 99.46~100.25 99.37~100.05
(B41H)
HE (N) n=10 FK0253 55~67 59~70 59~70 68~175

%1 : RRT 9 5.32 OFHGWE : 0.3%LL T, AR OME % OEZGWE : 0.2%LL T, AU ORERZWE : 0.3%LL T,

KIERFE - 0.5%LL T
X2 RARRICKHTLEEE (%)

7. RRERVERROREN
L

8. fFlenEEZEL (MEILFMELL)
A LR

23



9. Bt
(1) W2
<FVLHANRY) AT BN 25mg THETL] >
BIEERR S DLW FERR SRR T A BT A VO —ESIEIZ W T (CERR 24 4F 2 H 29 HEAHRA
% 0229 % 10 75)

BVl
HEE . AARKFE  WHREBRE SRk
[l#E% K OABRE « 50rpm (pH1.2, pH4.0. pH6.8. /k). 100rpm (pH4.0)

CHE]

- pH1.2 (50rpm) Tid, EEAERIAI K OAShIE & HIT 15 47 LANIC ) 85% LA By L=,

- pH4.0 (50rpm) Tl FEEAERLKI N OURSIE E HIZ 15 LAY 85% 0L EiAH L=,

- pH6.8 (50rpm) TiE, FEAERHFI L OATITE HIZ 15 Sy LANIC Y 85%LL E¥sH L7,

-k (50rpm) Tld. EEAERFIR OURIEE $ 1T 15 47 AP EH) 85% L L& H! L 7=,

- pH4.0 (100rpm) (. [FFERIKD 50rpm OFHFER T, 15 /0 LINICHERERA Afh & 6127
85%LL B L7=728 . 100rpm DA HAER 2 A1 L7,

DAl ARE OB AT 22 HERA] (VU 2 70 26mg) &g L7cfE R, LR ToRBRIRIC
BT MRFEERLOEYFNFREERRT A N7 4 ) OHELREIES LT,

N %
(Vs H )
pH1.2 (50rpm) BLE (@ pH4.0 (50rpm)
N Y= N 100
i 80
e
i 60
% A 40
»7 —e— FLHIU AT EIL5mg TBET) 20 " - .
- as DUBHIEILZG | § L e
10 15 0 5 10 15
BER (550 BFRA (550
ERE (%) pH6.8 (50rpm) BERE (%) 7 (50rpm)
100 100
80 80
60 60
40 40 L’
20 <& LR 20 a”
-7 —e— LAV NI I28mg THETY S < L#1 U H S )L25me TBET
o Mo = 4= UUANFtI.25mg ; 0 e = == UUANTH7)-25mg i
0 5 10 15 0 5 10 15
BERA (550 BERA (550

(n=12)
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<TVHNY AT 150mg THET.] >
BIEIE T O EYFRIE SRR T A R T A L EDO—RSIEIZOWT CERL 24 4F 2 H 29 HIEEHEA
7% 0229 55 10 )

B SE
HEE HARERS BEHRBE SRk
[El#R%E K OFABRIE © 50rpm (pH1.2, pH5.0. pH6.8. 7K). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) TiE, FEHERAIL OARGITE HIZ 15 LN 85%LL By L7z,

- pH5.0 (50rpm) TiE, FEHEREIL AT E HIZ 15 2 LANIC T 85%LL By L7z,

- pH6.8 (50rpm) TiE, FEAHERA L AT E HIZ 15 LAY 85%LL By L7z,

- K (BOrpm) TIE, HEYERIFIR OASIE E HIC 15 47 ANIC ) 85%LL BIRH L=,

- pH5.0 (100rpm) (&, [FFERIKD 50rpm OFHFER T, 15 0 LINICHERERFA . Afh & I
85%LL FIRH L7272, 100rpm DO HER &2 E M L,

PAb, REBOEHZFB A AFERE (VY D070 150mg) &g L7cfER, il ToRBRIR
(ZBWT TR EELOEY PR EHRBR AT A R T4 ) OHEREICHES LT,

NN ¥
(Pt )
EHRE (%) pH1.2 (50rpm) FRE (%) pH5.0 (50rpm)
100 } - » » 100 F
N & e
80 i 80 | akaa
80 | 3 60 |
40 | 40 | e
20 7 e S S I50mg THET 20 | o e S LHIU L T 150mg TEET
- == JUNAZEIL150mg - 4= UURATHIL150mg
0 o ; ) 0 : : i
0 10 15 0 5 1 15
BERE () BR (w0
FHRE (%) pHB.8 (50rpm) SEHRE (%) 7K (50rpm)
100 } 100 |
80 80
60 60
40 40
AT g LA s
20 - _ - = =—e— J LU AT I150mg THET) 20 =" T —e— J LU T 150mg THET]
0 =" o - = 1JUHAFI150mg A === UUANATtzl150mg
f_l L 1 1 U L‘l 1
0 10 15 0 5 10 15
BFRE (790 R (w0
(n=12)
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<7V HNY 0D $E 150mg THET] >
B IRIE S S DAY PR SRR T A R T A U HEDO—ERIEIZ DWW T (ERk 24 4F 2 H 29 H A HRA
7% 0229 55 10 )

ARER A
HE  AARERG WL S RVE
[l ONABRIE : 50rpm (pH1.2, pH4.0, pH6.8, 7/K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) TiE, EHEREIL OARGITE HIZ 15 LN 85%LL By L7z,

- pH4.0 (50rpm) Tl FEAERLEI N OURSHIE E HIZ 15 LAY 85% 0L EiAH L=,

- pH6.8 (50rpm) TiE, FEHERAIL AT E HIZ 15 LAY 85%LL By L7z,

- K (BOrpm) TIE, HEYERIFIR AL E HIC 15 47 ANIC ) 85% 1L BIRH L=,

- pH6.8 (100rpm) (&, [FFERIKD 50rpm OFHFER T, 15 0 LINICHERERA A fh & I
85%LL FIRH L7272, 100rpm DO HER &2 E M L,

Pk, Kotz 22 E5)% (VU4 OD §2 150mg) & it L7z R, ERte ToORBRIRIC
BT MEEERELOEWFHIRERR T A R T4 ) OHERBEIES Lz,

(Pt )
SRR (%) pH1.2 (50rpm) FHRE (%) pH4.0 (50rpm)
100 00; = et
80 80
60 60
40 t 40
0 L —e— J L1111 LODEE150mg [BET o L —e— L #/41 0DgE 150mg TBET)
=== 1)) 110D§E 150mg === 1 HODEE150mg
0 ; k A 0 ; K 3
0 10 15 0 5 10 15
BERA (5 BER (50
SEHE (%) pHB 8 (50rpm) FRE (% 7 (50rpm)
100 W e
80 80
60 60
w | a0 |
20 | —e— LA ODEE150mg TAETLL 20 L —e— J LA 008 150mg THETL
== 1) 1)1 ODFE 150mg = == 1) H ODEE150mg
U L‘ i i i 0 L‘ i i L
0 10 15 0 5 10 15
B (%) BFRA (530
(n=12)

(3) EENE DR N E TR 0 A4 7 1 R PR
<TVHNRY U H TRV TEmg THET] >9
GENR D0 ER A O LY FRRSEHRBR T A 874 0 (CFk244:2 A 29 A 3EAFA T 0229
%10 B)
kBRI
iE AR EHRERE SRk
[AlHAEL K ONRBRIE : 50rpm (pH1.2, pH5.0, pH6.8, 7K). 100rpm (pH5.0)
CHIE]
- pH1.2 (50rpm) T, FEHERFI L OARITE HIZ 15 VAN Y] 85%LL FIsH L7, F7omf&
s (16 49) 12381T D ARG OfE 2 OF HERIT, RO R 15%OHPHZE 2 5 b D)
12 fHF 1ELLF T, =25%D#PHZEZ 5 b DB ehoT-,
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- pH5.0 (50rpm) TiE, FEHERAIROARGILE 12 15 LN 85% L0 E¥EH L7z, F7o ik
s (16 49) 123681 2 AR OfE 2 OE HERIT, RO R 15%OHPAZHE 2 5 b D0
12 fEF LELLF T, =25%DFiHE B2 5 b DR/ hoiz,

- pH6.8 (50rpm) TiE, FEERAIR OARGITE HIZ 15 LN EY) 85%LL ¥ L7z, F 7o/
FEEGEEA (15 43) I2B 1 DA O 2 OIEHFRIT, RO FEEHRE15%OFEAZEZ 5 HON
12 fEF LELLF T, £25%DHHEB 2 56 OB holz,

« K (B0rpm) T, EUERFI N UKL E BT 15 LI ) 85% L s U=, £ 7= bhig
Reaf (16 27) BT D ARMOME 2 OFEHERIE, RO TFEEHER L 15%O®FA L2 2 b D)3 12
AR LELL T T, £25%DFIFAEBZ 56 DR 7o iz,

- pH5.0 (100rpm) %, [FEERIZD 50rpm OF HFER T, 15 3 LINICEEERIAL &b & B2
85%LA ¥R L7272, 100rpm Dz HRER 280 Lz,

YA, VAR 7 780 T5mg [ H[E T O B2 EERK] (7L AT v 7 &L 150mg
THET)) EHEBLARR, ERETORMICBWT TEENRZ 280 B EA O ALY FHF
MR A R T A ) OHEREICHEE L2 LD, EWRNICFRE L RSN,

(VA H )
FHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
{00 F 0 erapre 100

80
60

40
20 —— J LAY A F I Timg THEL 20

—e— LAY FENTimg TBEETY

; === FLHINY AT EI150mg TBET ; === FLHAU NI EL150mg [BET)
0 5 10 15 5 1 15
BERE (70 BER (7
FRE () pHB.8 (50rpm) BHE (%) 7K (50rpm)
= 100
e 80
/
Pl 60
’
e 40
e T L U S TEmg TRET) 20 e JLH U AT L TEmg TBELL

- 4= FLHAUVATEII60mg TBEL]

10 15 5 10
B (790 BFR (530

-m= FLHNU A TEIL150mg THET]

15

(n=12)

<7V HNY 0D E25mg THET] >9

ERENE D80 ERRA O EMFN R SEERBR T A R T4 > CEk 2442 A 29 B 3EATFEA 7 0229

10 5)

BRI
iE  AARIER S wHRBE SRk
[Elfis % & ORBR K - 50rpm (pH1.2, pH3.0, pH6.8, 7k). 100rpm (pH6.8)

CHlE]

+pH1.2 (50rpm) Ti&, HEERAIR AT E HIT 15 ZFLANIC T 85%LL RIEH L7o, HIzhft
bl e (16 47) IZ861T D ARG OfE 2 ORI, RO FEEEHFEL15%OHPHAZEZ 2 DN
12 f8 LELL T C, £25%DFHEZ X D b DR 00T,

- pH3.0 (50rpm) Ti&, HEEHERAIRL OARGMITE BT 15 LN 85% L0 BV Uiz, F 72k
PelgiRg R (15 43) IZ81T D ARG OfE 2 OFEHFIT, R OFEEHE L 15%OHPELZEZ 5 DN
12 fEF 1L ELLF T, £25%D#FHAHZ 56 DRl

- pH6.8 (50rpm) Tid, FEAERIF R OARMIZE HIT 15 5 LANIC Y 85% LA B L7, F7oikik
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Pedge R . (15 47) (28T 2 AR Ol # DESHZRIT, Rbn D FEEHFE L 15%OFEPHZ B2 2 6 DN
12 fEd 1T LU T, +26%DHPHZE R 5 b DN ol

« K (50rpm) TIE, FEERAINK OARMIT E HIT 15 2 UANIC Y] 85%LL FIsH U7, £ 7 k&bl
Fim (15 97) 2B 2R MO~ DE T, RO HER T 15% DML B2 5 6 D0 12
A 1 ELLT T, £25%D&PAEE R 5 b DR T,

- pH6.8 (100rpm) TiX, [FIFAERIE D 50rpm OIEHFER T, 15 3 ANITEERIA] ARdh & 12
85% LI EIAH L7=72% . 100rpm DOIEHAER 2 A0 L7,

Lk, 7v9730 2 OD §E 25mg [HEL] OB HZE8) 2 EERGE (7L 7/3Y & OD # 150mg
THET)) hEm LR, ERReToRFIcB W T IEEN R D8 0 ER A o 48 Er R
SRR A R T A 2 ) OHERECHEE L2 &5, EMFNICRSG E RSz,

(B R
FHE (% pH1.2 (50rpm} FRHE (%) pH3.0 (50rpm]
100 ” n 00, F e

80
60
40

80
60
40

—e— F L #3008 25mg THET) 20 —e— L1 LODEE25mg THETY
=== JL ¥y 0D 150mg [BET] === JLJ1Y DODE150mg [BET]

10 15 0 ] 10 15
BF (50 BER (50

ELRE (%) pHB.8 (50rpm) EHE (%) A (50rpm)
100 100
80 80
60 60
40 40

20

20 —e— .4 OD8E25mg TEEET 20 —— A1) 008 25mg THET
. - = FL#§1 LOD§E150mg TBET . - 4= FLHIIY OB 150mg [HEL
0 5 10 15 0 5 10 15
BERT (5 BER (5
(n=12)

<7V IiNY 0D &EB50mg THIET. ] >9
RN DR 0 B RA O LY FR R GEHRBR T A KT 4 CEk 2442 A 29 B 3EAFEA T 0229
%10 =)
ARG
iE  BARKRS  wHRBE SRk
[AlHAEL K ONRBRIE : 50rpm (pH1.2, pH3.0, pH6.8, 7K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) T, FEAERFI R OARGITE ©IZ 15 2UANIC Y] 85%LL FIsH L7, F7omf&
e (15 49) 1B 2 AR OME 2 OIEHRIT, ASLOEIEHRE15%OHHZ B2 5 6 O
12 1L T, £25% D& E R 2 b DR RNoT,

- pH3.0 (50rpm) Tix, FEMERIF R OARGITE HIZ 15 2LANIC Y 85%LL Eiat LTz, F ik
PEEGHE S (15 43) 128 DA OE 2 OIRHZFRIT, RO FEHE L 15%0OHFEE B2 5 H O
12 fEH 1L ELLT T, £25%D#FHAHZ 56 DR ol

- pH6.8 (50rpm) Ti&, FEAERAK K OUREILE $IZ 15 /3 PANIC ) 85% L0 EiEH Lic, F 7ok
Pef R R (15 47) 123610 D ARG O 2 OFE T, RSO EJEHRE L 15%DOHIHZHZ 5 DM
12 fEf 1 ELL T T, £25%D#IFAZER 5 b Dol

- K (50rpm) TliE, EESRIFIKR OARMSITE I 15 LAY 85%LL FsH U7-, £ 7= fckk b
BE (15 43) ISR DR O~ OEHZRIT, RO FEHEHFRE15%DOFBEEBE LD H DN 12
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fE#F 1ELLFC, £26%DHFPHEEZ D b DN -> T,
- pH6.8 (100rpm) T, [FIFERIE D 50rpm OFEHFER T, 15 43 DINITAERERIA] Adh & H 127
85%LL FYRH L7-7-%. 100rpm DO HEERZ2E M LT,

b, 7L 30 0D $E 50mg [AET] O HZEE 2 ERGE (71 7/3Y > 0D § 150mg
THET)) LR, ERReToRFICEWT TEEN R D8 0 ERE O AW FE
SRR A R TA 2 ) OHERMEICEE L2 0D, EMFNCR%E RSz,

()
BEE (%) pH1.2 (50rpm) BHE (%) pH3.0 (50rpm)
100 s s n n 100 F
80 | 80
50 | 60 |
0 40
0 L —— T3 ODEESOmg THETY a0 L —e— J |45 ) ODEES0mg TEET
0 K St LAY “/OD?r'jE150mg FEIEIJI 0 o -q&-lﬁl/fl'ﬂ')' ‘/OD$E150mg FEIIE_I—_JI
0 10 15 0 5 10 15
BERA (590 R (w0
VERE (%) pH6.8 (50rpm) BERE (% A (50rpm)

100
80 |-
60 |
40 |
20 |

0
0

—e— . fi)1) L ODEESOmg THETL] 20 L . —e— J L4 i) ODFES0mg THEE L]
- 4= FLHiY 0D 150mg [BET) === L3 Y ODE150mg TBET)

10 15 5 1 15
B (590 BFf] (530

(n=12)

<7V HANY 0D $E Thmg THET] >0

EE 7R D% D EE A O AW RSB T A BT A CER 2442 A 29 H FREFEA T 0229

10 5)

AERZRA:
iE AR EHRERE SRk
[AlHAEL K ONRBRIE : 50rpm (pH1.2, pH3.0, pH6.8, 7K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tidk, HEERHFIKLOARMILE HIZ 15 ZUNIZ Y 85%LL RiaH L7, F 7o &k
LEEREE A (15 43) 128 1T DA O~ OFEHRIL, RO FEHEHEL15%0#EE B 25 H 00
12 LELLF T, £25%DFiFAE B X 5 b On7ehoiz,

- pH3.0 (50rpm) Tid, FEAERHFI K ORI E HIZ 15 53 PANIC ) 85%LL EVAH L7z, F7- ik
s (16 49) 12381 D AR S OfE 2 OF HERIT, RO R 15%OHPAZE 2 5 b D)
12 LELLFC, =25%DFiHE B2 5 b O 7ehoiz,

- pH6.8 (50rpm) TiE, FEHERAIR OARGILE I 15 LN 85%LL Vs L7z, F7- ik
FEEGEE A (15 43) 1281 DA O 2# OEHFRIT, RO FEEHRE15%DOFEZEZ 5 HON
12 fEF LELLF T, £25%DHHEB 2 56 OB 7ol

-k (50rpm) TI&, FEYESRIEI R OUAGIL E H1T 15 2 LI ) 85% LA BIsH L7z, F 7= fckk b
Reaf (16 47) IR ARG OME 2 OFEHERIE, RO TFEENER L 15%OFFALH 2 2 b D)3 12
fEH 1ELL T T, £25%DHIPFHEEZ 5 b Dol

- pH6.8 (100rpm) Ti&, [FFERIKD 50rpm OFHFER T, 15 /3y LAWITEEERA] A5 & 10 FY)
85%LA ¥R L7272, 100rpm DR 2 A0 Lz,
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Lk, 7V 30 0D & 7Tomg [AET] O HZEE 2 ERG] (7L 7/3) > OD §E 150mg
THET)) & UfER, ERReToSMbics T IEEN R 58 O ERRE o 48 21 R
LB A T4 ) OHPEREICHEE LIZZ L0 E, MRS LR ST,
()

EHE (%) pH1.2 (50rpm)
100 »

80
60
40
20

» F Y
_____ =r=——=N

—— J L. Hi Y 008 TEmg THETL

FHE (% pH3.0 (50rpm)
100

80
60

40
20 —e— FL-#/i ) LODEETEmg TBETY

100
80
60
40

. === JLJ)iY L ODgE150mg THET) 5 - == JL/iY ODEE150mg [BET]
0 [ 10 16 0 [ 10 16
B (55 B (59
ST (%) pHE.8 (50rpm) I (%) 7K (50rpm)

100
80
60
40

10. 75 - o

20 —— L350 ODEETSmg THET 20 —e— L3 ODEETEMg THE T
0 -ﬂ*‘7l/jj‘ﬂ')‘/OD¥;EWSUmg rElEIJI 0 -%-Ijbﬁ'Jﬁ'J‘jOD;ﬁ‘ISUmg I'EIIE_T_JI
0 5 10 15 0 5 10 15
BER (99 BFR ()
(n=12)

(1) FENDELGER - 2K, MK LCESR - EKICEY S1F#

Y L7
(2) A%
(FLHRY) ohFEI 25mg TRAET])
100 1 72w [10 B 7/ X10 ; PTP]
(FLHANRYh T 75mg THETL])
100 1 72w [10 B 7/ X10 ; PTP]
(FLHNRY oh TN 150mg THEI])
100 7 7/ [10 7/ X10 ; PTP]
(FL#H/R1) > ODfE25mg THEI)
100 &£ [10 $£ <10 ; PTP]
500 #& [10 & x50 ; PTP]
(FL#H/31) > 0D & 50mg THEZI )
100 &£ [10 $£ <10 ; PTP]
(FLAHNY>OoD&E75mg THEI))
100 &£ [10 $£ <10 ; PTP]
500 £ [10 £ X 50 ; PTP]
(FL#H/NY) > oD fE150mg THET])
100 &£ [10 $£x 10 ; PTP]
(3) PHEBE
% L7
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(4) BHROME

1.

12,

ongd

PTP w4k

FVIHNY A7 26mg THIET

o . PTP : RUME(fLE =T gV A TV =0 A
TVUHNRY BTN Thmg [HET) . o e
o ) =Sl ND R = i ) M LN
TVUHNY A TN 150meg THET)
7L A3 0D §E 25mg [HET ) . . . . .
o 8 PTP A VHLE =L - BVELE=Y FLEAET (L
7L A3Y 2 0D §E 50mg [HET ) N TS = n

X TR =T L
7'V 773Y > 0D #E 75mg [ H[E T

& Er—: TAI=UL - RVZFLUHET 4V A

7V 773 > OD # 150mg [ HIE T

AEBH SN ZEHE
M ER e L

Z Dt
R REHR L
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V. ARICEYSEE

1. BREXIEHR
O 12 T
ORBHERRIE (2 FE S T

2. PREXEIDRICEHETIIE

5.RER IS RICEHET HEE

(IRHEEFRIEICHE S &R

FRHEEMRIEDORZWNL, KEY Uv~F 20558 (2 BEHEE O EERR) e FEMEICELD X HE I E
L. WEEZW SN a Il 0A&EE5T 5T &,

(figsn)

FRAERREAE O 2 W A2 W BN i 5 K 5 HEEME L7,

ZWZ oV T 1990 FITIZKEY 7~ F 52 (American College of Rheumatology : ACR) (2 &
Vo () EEVRRE I, H DT ZORENZEICHW O TS D,
AFLHEL, O3 » HLL LR D IR IC 72 2908 OBEEIE [y, A8, B¥Ey (BEXY
B). PEE (EXVT) ROUMARES (FMHE. Aileds, MKE, ) O3 X TWERRALND S
G INFIPH O N & ER]. @18 # FTOFEEIC X 2R HA (K 4dkg OIFEICLE Y 18 »FTDH H
11 H ATl BICERE 2 U 5 E M & E) @ 2B Bk S b,

3. AERUVHE
(1) BERUVRAEDOHES
(HEEEFEERE)
HE, RAIIPHHEE LT LAY > 1 H 150mg 2 1 H 2 BN CROEE L, Z0%
1HEMLL ENTT1 EHAELE LT 300meg £ THitE+ %, 7ok, v, ERIC K 0 #EEHEET 225,
1 HEEHEIZ600mg X RWZ e L, Wb 1 H 2EIZT TRAKEGT 5,
(IRMEBHIEIE [ S &58)
HE, RAIIPHHEE LT LAY > 1 H 150mg 2 1 H 2 BN CROEE L, Z0%
1ML EAT T 1 HH&EE LT 300mg F Tillith L7214, 300~450mg THERFT 5, 72ds5, i,
JEIRIC LV B EHEET 52, 1 B&E /& 450mg 22wzt L, WFhb 1 | 2 [EICSY
FTRAKRET 5,
(2) AZEBRUVHERORERE - B0
MUERR L

4. REBRUHARICEET SR

7T.RZBRUVAERICEET 3R

74 RFNOE S #H 1T 555121F, L7 &b 1THEBU LT ThRAIEET S Z &, [8.2 2]
7.2 BHREFBEEICAKZRGT 2581, TRICRTIZ LT F=0 7 U7 T 0 AMaEESZE L LT
AR OG- ER OB GRIBEZMEGT 52 L, Fo, MRENZZ T TOWLEETIE, 717 5=
7 VT T UAMEIR U 1 BASEICI A T, MikENT 2 Fii L 72 B ISR OBIME 52175 Z &
BEOHENHESNTOWAEAICIE, BAENSBBL, BZEENHER SN, 2B HOREE
WCHET A2 L, 2B, ZZTCORLTVWAOIHE - HEEF Y I 2L—va VRERICESLDTH D
ZEnh, BBEETLICEEICBE L2, HiE - HEAHEETH 2 &, [9.2, 9.8.1, 16.6.2 &
]
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(PR EIEER)

7 ]/775&::/ SR .
IVT 5 R >60 >30-< 60 >15-<30 <15 | MHGEHTE
. DO FEH &
(mL/min)
1 HEh & 150~600mg| 75~300mg | 25~150mg | 25~75mg
1 [ 25mg 1A 25mg
LA 3 1H 18]
Y1 B 1[F] 75mg it HLIE2][H 1[F] 25mg 25 X%
R 1H 2 Xix 1H 1 50mg
1 /6] 75mg
L 1M 1 [[] 50mg
1H 18]
1 [[] 50mg
R 18] 150mg 1H3H 18] 75mg 112125 313 50 XX
Merr & LA 2 XX L H1H 50mg 5
1 [5] 75mg 1H 1M me
1H2I[HA
1 [2] 100mg 1 [A] 75mg
e 10 300mg | 1 3H 1820 18 756mg | 100 Xi%
S 5at 10 2@ L U 1A 1M 150
108 150mg | 1 [ 150mg me
1A 2 1H1E
) 2 BIZ 1|, ARAEE 6 RE# 2006 4 RER MEENT 2 5 L7256 0 v I 2 L—r a URERIC
#Ho,
(IR BREE I S &)
JLTF=r N
IUT TR >60 >30-< 60 >15-< 30 <15 | WEGRATER
. DA 7 FH &
(mL/min)
1 G 150~450mg| 75~225mg | 25~150mg | 25~75mg
16 25mg 1 [Al 25mg
L LA L
Y1 B 1[B] 756mg i HL<IE2[E | 18] 25mg 25 X%
PR 1H 2 X 1H 1 50mg
1 /& 75mg
1H 1M 1 [F] 50mg
1H1[MH
1 [[] 50mg
e 10 150mg | L+ 1 3H 1E 75mg  |TF2B X 50 oy
HefFi 1A 2 Gl 1A 10 50mg 75
1 [5] 75mg 1H 1M mg
1H2[M
1[5 100
H LT
e 1 225mg | 1 [ T5mg f??% 1[%&;@ 75 ik
(mExh ) 1 H 2 1 H 3 ik L 16 100mg
1 [F] 756mg
1H 28]

) 2 B 1, AKEFEG 6 BFE#% 6 4 R ENT 2 i L 7235580 2 2 b—r a U RIZ
o<,

(fian)

7.2 BREREREELE O MEL &

EREREREE BE 2t g & LT AME G R SEBE AR 9128\ T, B EERREE RS Cag iR & L
el REZFHRE Lz, £io, MRS 2% 7 T\ A REICB T 2 HREIC OV TR, mikE
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WridE 25 b LR OM RICESERE Lz, B, RIRLTWDL 7 LT F=07

U7 5 ZMEROEROHREIZY S 2L —2a UERICESS D THDL &b KFRET L

WCHEEICESE LA s, BIEROHEZHES T2 2 &,

OE RS ERE BT 2R G EROEERREIZ OV TS
RS RERR R & P B ARA O S EhRE & Mt U 7o ANE R SR EEEBR 1285 €, CL/F 1% CLer
BT 22 ERRO LN LG, Cler 25 60mL/min % F[E] 2 #E5RE IR 2 A% D 1
A G-8lL, ERRBERELSLVERT LHBREOY&EL L, Cler 78 30mL/min % F[A] 5
B loxl LClL 1/4 %, CLer 7% 15mL/min % A2 #8RE 2% LTI 1/8 EICH&ET D45
Wb, LIR-T, BHEEREEREICARZZET 2561, RICRTIZ7Lv7F=027VT7 7
VAEESE L LTARAIO 1 ARG &R ORGSR EZREGT 2 &,

QBT S B e EARRERE E R F IR T 2 % 5 B L O 5RO\ T 9
MR FEAT A M BT B B E 2 BRI T L N o DI ENRE 2 W dt L 7= 4 [ il PR SR 3R
BRICBWT, &7 V7 7 &id, 192ml/min T 4 FERIENTIC & - T, i i 5 1349
50% % TR L1z, LIzd-> T, MRS 2% 17 TV D ERE T, ABIBNSHICXVRESND
o, JLTF=o 2 0TI RMEIG U 1 BRGEOR G T, MIgENT 4 %5 L7
BITARKNOBMB G217 Z &,
7B, 1 AREEROHAEAENEERE SN TV AEAIE, EHEN LB L., AN
S, IREAF I RGEITHET S,

5. EGRPRACHE
(1) BERT—321Rvr—o
MG R R L
(2) ERERZEEFER
M ERR L
(3) HERIGEREER
ZUERR L
(4) BIEMEER
1) EHNERETRR
1711 BR TS5 Rx R
HREZ SRR RE 265 L Lz 13 &G0 —EERIEGBRICB T, ETEHMEEE TH
D IEAEFHIRFOEFA a2 TILTFTRO LB THY , 7 LAY 2 300mg/ H # M O 600mg/ H#E Tl
7T R AREE L W U CREF RIS B AR ESRO b,

BRI Oy g A 7D H2)
\ 4 o/ TR TR EDE
BeGRE SERIEL e . p &
TAEVERR [95%(5 fH X [t]]
IR 97 5.12+0.19
FLHNRY -0.31
86 4.81+0.20 0.262
150mg/ H [-0.85,0.23]
TFVLHNY -0.86
89 4.26+0.20 0.002
300mg/ H [-1.39,-0.32]
TVLHNY -0.63
N 97 4.49+0.19 0.019
600mg/ H ** [-1.15,-0.10]

E D) #ERENE AT 2HA0BFENSEH L 1 B OFEEEA2 =7 [0 UEReL)
510 (ZHABLERWEA) O 11 BFETRMli S, 237 B REWVIEERVRAZTRT, ]
H2) BERELD CLer EZK T, N—ATA L OEJFA T 2B & L3 50580

34



H3) 7Vv7F=r7 07T AHEEE (Cler) 1255 T, 30<CLcr=60mL/min O#ERF 121X
300mg/H. >60mL/min O#ERE IZI% 600mg/ H 23 5- 7=,

VR R R B OBITER S BRIL, 77 B REET 43.9% (43/98 ), 7L A3 > 150mg/ H
BT 57.5% (50/87 f51]) . 300mg/ A #ET 73.0% (65/89 f4i]) . 600mg/ H FET 82.5% (80/97 f]) T
oz, ERFEIERZ, ZEMED E U (81.1%), BHR (28.6%) . (R (12.1%), RKAMEEME (11.7%)
Tholz, EEZRIEHIZ, 150mg/H#IZOAEZE 1] (B35 : REIE) . 300mg/ H BEIC B RkTE K
MEAED 1612 1 (&0 : BIE) 2@ Sz 9 10,

BERIRVEAR R E L D mBE 2R & Lz 13 B GO —HERLEGRBRIZB VT, &
FEHIE H Ch 2 iR OIIF A a T FRO LB THY . 7L I - 300mg/ HEETIX
7T AREE L i U OREFFEICAE B R GGENR D v,

%ﬁ%éﬂ?{ﬂﬁﬁj@@{g%ﬁx = 77‘&4)\ 1E5)
. R—=Z2F A 0 b .
B is o | BN IR m TTRREDE
L B [95% (I ] p i
RS [ wat o (MISE H
o A PR
IR 135 | 4.83+0.21 -1.20+0.21
TUHNRY -0.63
134 | 4.20%0.22 -1.82+0.22 0.0075
300mg/ H [-1.09,-0.17]
TVLHNY -0.74
L 45 4.08+0.32 -1.94+0.32
600mg/ H ¢ [-1.39,-0.09]

4) #BRE N EAREHT 2RAOBFENGRE M L 1 BEOYEERA 27 [0 (A7 L) »
510 (ZHLLERVEA) O 11 B TR S, A2 7 B REWIE EFRVR A&7~ ]

£ 5) HEFEK CLler BEINF. X—R2AT A L OER AT 88 L T2 58O (BEE
fHFDILIFA AT DN—=2 T A b OEALEICIT 27 LAY > 300mg/ HEEL 7T &
AL DO EZFEAENE L,)

H6) 7LT7F=27 077 AHEM (Cler) 12X > T, 30<CLcr=60mL/min O#ERFE 21T
300mg/H. >60mL/min O#HERE IZI% 600mg/ H 23 & 5- STz,

LAEMFH R S ORIERARERIT, 77 vREET 36.3% (49/135 ), 7L A/3U > 300mg/
H#EET 56.7% (76/134 1) . 600mg/H#ET 80.0% (36/45 f5l) T -7z, T/REWEAIL, HEIMED
FU (300mg/ H A 19.4% K Y 600mg/ HHE 37.8%) . fHIR (300mg/H & 20.9% K% 8 600mg/ H #f
40.0%) . RIYMETEIE (300mg/ HFE 12.7% K% T 600mg/ B & 13.3%) . (AEESIN (300mg/ H & 11.2%
KON 600mg/ HEE 11.1%) Tho7z 1,

PRAETRIE BT x5t L Lz 16 &GO —HEEREERBRICB W T, EEFMEE Th 5 Rk
FEMEEDIEIE A AT IZ FRO LB THY, 7L AN B (300~450mg/H) T 72 AREEL b
U CREEH B A B e BGEN R b7,

B AR RTATG IRE OO P8 A = 7 T 18D
B h-BE . S N A | TIRREDE
SEGIEL S _ p 1
AR [95%(5 #H X [ ]
7R 248 5.45+0.12
TLINY -0.44
250 5.01+0.12 0.0046
300-450mg/ H [-0.78,-0.11]

E7) HRENMEERE T ARAOBENOEH L 1 BHEOEEEm A a7 [0 (s Ll)
510 (NP EZRWEA) O 11 BBECRMIS 4L, A 7B REWVIEERVEAZ T, ]
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18) BEMAZRE T, N—RT A L DOERA AT &8 T 28T

LR B ORI SEBRIT, 77 B AREE T 51.6% (128/248 fil) 7 L J7 /3 ) T 82.4%
(206/250 f5) Th o7, EeRIERIL, IR (45.2%) , FEIED 1 (28.8%) , REHIN (14.4%) |
fEFh (12.8%) T -7z 12,

17.1.4 B 75 Rx R
RS BARIERE 2 xR & L ZEHE RGBS\ T, REFHMIEH T b 5 Rf&aHiiiy o
KRAATIEITFREOLBD THY , WTHORBRIZBWTHZ LAY > 300mg/ H#E & T 600mg/
ARECIXT 7 B ARREL Il U CREEHAIIC A B R UGERRD b,

» %%g%qzﬁﬂﬁ%—:@%%xﬂyim 3), 7E14)
Farfe iR 5 /N TIRREDE
- | B R AN o
(A1) JiE (51125 . = p &
TAEUERA 7S [95% 1545 X ]
A E & SO AR
1 7R 93 6.14+0.23
(138M) |[FLHNY -0.88
87 5.26+0.24 0.0077
150mg/ A [-1.53,-0.23]
FVUHNY -1.07
98 5.07+0.23 0.0016
300mg/ H [-1.70,-0.45]
TUHNRY -1.79
e 88 4.35+0.24 0.0003
600mg/H*1° [-2.43,-1.15]
SMEE T /IMFE 5
2 77 ® R 87 5.59+0.21
(5 JAfH) FLHNRY -0.14
83 5.46+0.21 0.7999
75mg/H [-0.71,0.43]
FVUHNY -0.07
82 5.5240.22 0.7999
150mg/ A [-0.64,0.50]
3 AN 81 6.33+0.22
(83 |[FLH Ay -1.20
81 5.14+0.22 0.0002
150mg/H [-1.81,-0.58]
TUHNRY -1.57
76 4.76+0.23 0.0002
300mg/ H [-2.20,-0.95]
4 7T R 84 5.29+0.24
(8 JAfH) FLHNRY -1.69
b1s) 88 3.60+0.24 0.0001
600mg/H*1° [-2.33,-1.05]

1 13) #RENEAGREK T 2WAO AFEN SR Lz LEMOEEER A 27 [0 (s l) 2
510 (ZHBL EZRVEA) O 11 B TRl S 4L, A a7 B REVIZERVIFEAZRT, ]

T 14) B 1 KON 4 G#E, fiix & O Cler AR F, N—AT7A LV OEFA T #IWERELET S
TR 2 KO S GHEM QMR A K-, N—RA T4 VOERA T B FR LT
% BT

H15) 7 V7 F =2 07T AHEEM (Cler) 12X - T, 30<CLer=60mL/min O#ERE 121
300mg/H., >60mL/min O#ERFE (21X 600mg/ H 23 ¢ 5 S 7,

SME & OGRER 1 I8 W T, ZeMEHEi S A T ORWERRRRIL T 7 AR T 39.8% (37/93
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Bl). 7 LAY 150mg/ HEET 59.8% (52/87 fil) . 300mg/H#£T 64.3% (63/98 #i]) . 600mg/
HEET 74.4% (67/90 f5l) Th o7, EREWERIZ, HEMED £ (150mg/H A 16.1%. 300mg/
HRE 32.7% K% 18 600mg/ H ¥ 36.7%) . IR (150mg/H & 9.2%. 300mg/ HEf 11.2% &% O* 600mg/ H
B 25.6%) . ARIEPEZIE (150mg/ H A 12.6%., 300mg/ H #f 14.3% &% 1f 600mg/ H #f 13.3%) ToH -
7o HEEEZREIERIZ, 300mg/BEICT 7 4 7% —kE 1 . 600mg/ B BEIZEFEMED F VY
L T V7 R 7 0 ) AR R PR TR R AR D 5 123 1 R s S, Wb EIfE L7,
HMESE I/MAHEER 2 123V T, ZatEat it 861 O IfEREBLRIT T 7 B AT 25.0% (22/88
). FVLAANY  Thmg/ AHET 32.1% (27/84 f5l) . 150mg/ AT 41.0% (34/83 i) Th >7z,
T2RRWEAITZEMED £ (7T5mg/ H B 8.3% M OY 150mg/ H B 14.5%) M OMEIR (75mg/ B R 7.1%
J Y 150mg/ A EE 9.6%) . AN (75mg/ ARE 7.1% % O 150mg/ A #f 4.8%) . 9947 (75mg/ A B
1.2% % O° 1560mg/ H#E 8.4%) 5 Th o7,
SMESE I/MAHERER 3 (2B T, MR 6 ORIERRBEREIT Y 7 B RHET 39.5% (32/81
), 7L A3 2 150mg/ HEET 50.6% (41/81 i), 300mg/H#ET 67.1% (51/76 f5l) Th -7z,
F72EIERNTZENIMED F 1 (150mg/ A B 12.8% & T 300mg/ H # 26.3%) | R (150mg/ H #f 14.8%
S OY 300mg/ H B 23.7%) . DR (150mg/ HEE 9.9% K Of 300mg/ H #f 6.6%) % CTh o7, EHE
ZREMEMIE, 150mg/ B REICBEEL, (s MEHIANIGHE ., DB AIEIRA OSSP AN D 3 1] 4 175 #
HEINTm, ZID DRI OWT, DEMEHIAMNE, OEMEAERAO EMEIIAME IREIE . SEEL
XEE D3 RS STz,
SMESE I/MAHEER 4 123\ C, ZaMEat it &6 ORIERFREBLEIT T 7 B AT 36.9% (31/84
B, TUHNY URET 73.0% (65/89 fil) IZFRD B, ERBEWERIZFEMED £ (27.0%), &
IR (23.6%). KMMEEE (183.5%), OWNEZE (10.1%). 598 (9.0%) KORERESHIT (7.9%) %5T
o7 13 14)O
2) REMHR
MR L
(5) #BFE - WBHFAR
MU ERR L
(6) ARMER
1) EARERE (—REARKRE. HECARERE. CARKLRAE), RERFLRT—4A
—RRE. RERFTREBRAROAR
MR L
2) RBEHULELTERPEORARNITEREL-FAE - AROBME
PR/
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(7) £tk

17.1.2 EREHREHER

HRRIEE e B 126 1], BERIS MR PR IR 21 O IR B 123 i, BREER R E L 106
B ST AR R MR CEBETRG2K0R  IMZAR R 20 . S 8 MR VIE L2 1 5 )& 9R) B3 103
BlaExtg e L B GRBR (WFhvd 52 /) (I2861F A0 E (0~100mm @ Visual Analog
Scale TIENRKE VI EBWVRAZ RT) OFEMEIZTTRO LB ThoTz,

A DORE (mm) *°)
FEAM RF AR HRRIEB % TR W DR IP3 P AR Aok P L D 0
FEAT 15 SR+ AR E R FEAT 1% P+ AR E R
e 5l 126 62.0+19.0 123 52.8+21.7
12 18 116 35.3+22.3 119 30.0+23.0
24 3 105 34.0£23.0 112 27.7£22.0
52 1 94 28.31+22.9 97 24.8+20.8
S O5RE (mm) *°)
FEAM RE AR FRAE 7T/ iE HOR P e AR B 2 M
AR P+ AR E R FEA 51 % SR+ AR e R
e H-Rif 106 61.8+23.5 103 67.1+16.6
1238 104 48.9+23.3 98 44.3+26.9
28 i 101 48.3+23.8 92 46.31t27.1
52 11 87 47.1+£24.8 85 44.9+27.0

#9) 0~100mm @ Visual Analog Scale TEN K WIE EMVVE A ZRT,

ENEB &G RER (FREZHRE) ([2BW T, ZaMkaHilixr &6 ORIEHIX 78.6% (99/126
B IZFRO B, EREWERIXZEMED v (28.6%) . KIEPEZIE (16.7%). IR (15.1%). K
EHM (183.5%) Thoo,

ENE G (BRI AR AR R E 2 PE 9 0R) ([T, 2Rkl G241 v o BIE X
70.7% (87/123 ) IZF8H B, EREIFEMIL, IR (22.8%). AKEHEM (22.0%) . FEIMED F
W (20.3%) THoTo,

EANEHE GRS BHERRE) 128\ T, 2Rt iixt 86 I BIVEA X 84.0% (89/106 #) 12
PR AL, ERRNWERIXHEIR (26.4%) . FEED F v (24.5%), REHMN (18.9%) . {HFL (16.0%)
Tholz, BEHOEIEEIX, ZL<BRETHY, EEORWEHITRD bR ol
ENEIEGREBR (PR EMR) (2B T, SBT3 2 EB LR AR R ER ) B B )N
L U728 2 WIEARTRBRER P B 72 1288 L7 mIPER IR, 87.4% (90/103 i) 1238 Hav, F 72!
TERIZ, IR (48.5%). REHEI (28.2%). FHEIWEDH E WV (22.3%) . KIEMEEE (17.5%) Th

o7z 15-18)

17.1.3 ERR*RERKAR R

BRREREIFRE 2R L L 16 #E#K GO “EEHMIERRICB W T, TEIHMEED TH 5
RFRMOEmAaTIITROLEBY THY ., 7L HNNY UBE (1560~600mg/H) T 7 AREEL
i L CHEEHFIINCA B R UGERRD b7,
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Tﬁ@ﬁﬁ% :,77*211 1), #E12)
g O A2 74 FIeRE D
EF | DO LR e p 1
TR T E— [95%15 #H X [ ]
_ J — R (27 g o
77 ER 106 -1.07+0.149
TLHNRY -0.59
105 -1.66+0.157 0.0032

150-600mg/ H [-0.98,-0.20]

1 10) VEBREOBH1X, 150mg/H 2B A L, 3 2 8 X 0 @ EE ATV, 6 4 B3 TSR E
LB HEHEICTESENLE 16 E TRFT22 8 & LT,

T 11) #ERE AT 2EAOHGE [0 U472 L) 206 10 (ZABL EZRVEA) o 11 B
TiHMli S A, A a7 RREVIFZERVEAZ R ] DORM L7oiafRY (16 ) D%
AAT DR—=AT A DOV a2 G W T L,

B OR—=2F 1 2D OB =
VA (16 M) OFEPLIEA AT -_R—RA T A U OPEPERA 2T ] X [KHEHRE O
SR/ G (16 8E) ]

T 12) BHBER O Z R R—AT A L OERA 2T RLOEAZET 2 BB OGO A 27

A L3 B AT

ARSI ORIEARERIL T T B REET 46.7% (50/107 #) . L H N UEET 67.0%
(75/112 fl) TH o7z, TREIER L. MEIR (33.0%) . FFEMED E U (17.9%) . RKFMTEE (11.6%)
ThHot-, EEZEMEMZ, RIMEE 1 F23 85 S, B8 L7 19,

17.1.5 HERHBREHER
BRI BRI R E xS L LR ERBR 1 (154 #l, i 312 @#EE) K2 (275 Hi,
&R 172 %) 1CBT2BAOBEDOEHEIZ TRO LB THoT-,

A DR (mm) Y
EEF= F G- 1 F 3535 2
AR P+ AR E R FEA 51 % SR+ AR e R
& 5-Hii 154 69.4+18.7 275 67.3+17.9
1238 114 42.8+26.1 211 40.3+25.4
24 i 91 40.5+25.1 173 41.4+24.9
52 i 63 38.3+24.6 122 35.7+24.2
104 i# 32 36.8+23.2 78 32.5+24.1

7£16) 0~100mm @ Visual Analog Scale THEN K & W ME E RV A& /R T,

B GRR 112 W T, ZatEat it £ e ORIEMIE 75.3% (116/154 fi) (25O b, Fi2
BIVERNZEEIMED £ (20.8%) . REHIN (14.9%) . IR (13.6%)., i X 54ME (9.7%)

ONELEE (8.4%) . RAMETZIEL VK (5% 7.1%) . BIER OEL (% 6.5%) HThoT-, HE
REWERIZ, FHIC L HHME 3 i, BEMEMEAR, EEEE, K N Y U AME, RSN
DEVERIAMAG, Arh/ i X DAME/ ST X DAME 5 B S tE S S, Wb RIE LT,

FEW&R R 2 1280 T, LRl 61 ORIEMIX 65.1% (179/275 fi) 12D b, E722
BIWERNZEREMED £y (16.0%) . AAPHEEIE (12.7%) . IR (10.5%). MEJE, 5541, AKEHM
FOESR (%% 5.8%) . Hly (5.5%) FThoto, HEERBIEMIZ, RS, JREEGKMABO 2
B 8 2 sl S, FolIZ T REE, [BIE TH -7 200 20
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VI. EMEBICEYTSEE

1. FEEMNICEEHSLEMNIILEYH
I HNY ROV TR T
EE  BEOH LAY DREE - IRFIL, ORI L ELZZRTH L,

2. ¥BEER
(1) {EFAEREL - {EFBFF
T LAY TR TEMEBIENE D V2 7 5F v RV OBEREIT 6 LB 22 5% 51 &
T ad 7=y FEDFEEEIN LT, 73/1//7A%%Z/W)fﬁﬂ’fﬂi\%ﬁT@%‘éﬁg@&Uﬁw/r7
LURAZMHI L, S I BRSO E A B35 2 E AR S R TVW D, BT
LAY OSIFEAICIE FATHERASI RO /LT LU UREE 'R b= R KIS ﬁ#
HERBEELG L TN Z ERREIN T D 2220
(2) ENEREMT SRR
18.2 $RIE/ER
TLHNY L, BERICB O TRMRFRNKI KT 2 PG TEN LTI, R 5 K O
PRIFE £ 2 AR B S P 0 N ONCABYE A B A SRR 2 B 5, E 70, ALZBME, RIENE, FARRRE
PEICER S5 BRI, WRIBEE T VIO T HEERIEH 2R3 2082,
18.2.1 BHKIEHEHEE (CCl) EFNIZETIAHRT7AT =72 kH
TVLHANY E Ty B CCIETMIE D, BRIROBEINT 07 ¢ =7 % & b2l L7z 27,
18.2.2 HHMHER/E (SNL) ETNICETSAM7AT+=7%H
FUHANY E, SNLETUICEY T v MOBRAESELEFHEOEINT a7 « =7 28 L= 27,
1823 A LT FYL Y (STZ) BRBRETNICE TSR 7OT+ =74H
TVUHNY NF T v b STZHERIFET WIZB W CRAET HELE BN T a7 =7 28§l L7
28)
18.2.4 BEHMBEREBEETIVICEBT2R7AT« =7 %A
FUHNY NE, T AFHA~OHER TIZ L2 FHBEET VICBWTRET LHNT T 4 =7
Z PN L7z 29,
18.2.5 BUEHBRRERETIVICBT A T7AT+ =7 %H
TVUHNY R, Ty MBI RERET VICEB W TCHEAET LHNT a7 4 =7 Il Lz
30)
18.2.6 RILT ) VTR MIBITZBEREICHT SHEER
7 v MNEBEA~OFN~ Y G R 0 RAT D 2 MEOEREMEITEIO 5 b, LAY TR
PERRIEN B 545 & SN D% 2 &3 L7z 8,
) B CITEE AR LR C DR 2#fltE 7 o7 « =7 LR, §10 (B2 < R
WICEFTHZETELD) KUBH (RE~OBRETELD) TrT =TI 5,
(3) {EFARBRME - FrimE
MR L
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VI. EMBEICET HRE

1. mMPREOHTR
(1) AERLAEVWGOLPRE
MU ERR L
(2) BERERTHERSIL-ODRE
16.1.1 BEEHE
AARNEERERNIZ, 7 L7 /3Y 250, 100, 200, 250 & TUf300mg (& 55 6 i) A iRk H
[ O 5 U7, 5 54440 1 R C Cmax (23 L, T2 1359 6 K T 5 72, Cmax X Y AUCo- 1,
300mg ¥ COMH&EHPH T, HEITHH] L THE L7 39,

B b Cumax Trmax AUCo-- Tue CL/F Vd/F Ae
(mg) (1 g/mL) (h) (1 g+h/mL) (h) (L/h) (L) (%)
50 2.03 0.67 10.7 5.98 4.72 40.6 83.9
(0.40) (0.26) (1.1 (0.65) (0.44) (4.9) (5.4)
100 3.56 0.75 20.4 5.66 4.93 40.3 95.0
(0.67) (0.27) (1.3) (0.59) (0.35) (6.4) 2.7
200 6.35 1.00 43.2 5.93 4.64 39.7 91.8
(0.73) (0.32) (3.0) (0.32) (0.32) 2.7 (2.6)
250 7.18 1.17 49.2 5.57 5.15 41.0 95.6
(1.43) (0.52) (6.1) (0.72) (0.61) (3.8) (4.4)
300 8.25 1.08 61.7 5.80 4.91 40.9 97.7
(1.36) (0.38) (6.3) (0.62) (0.52) (4.3) (7.3)

MERER G 45 6 B, FIE (FRUERZE)

Cmax : e ML P2

Tmax : # e 035 F i JBE 8] e e ]

AUCo-o : 45 i BE - IR [ dh R T i F

Ty o AP RE -0

CL/IF: Anidoeg s V77 A

VA/F : BT DA 5 FE

Ae (%) : HREIFE#% 60 ] & TOREAORR TR
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16.1.2 REERS
HANBEFER A LAY > 18] 150 KT 300mg (4% 58 8 41) 21 H 2\ 7 HEKERD

B L, 5% 24~48 B CEFIREBICEL, %5 7 HAD TielIFNFh 6.02 X1 6.31
i CThH o7, 5 7HHD AUCo12iE. BEHE1HEHD 14ETH -7 39,

Cmax Tmax AUCo12 T2
(u g/mL) (h) (g« h/mL) (h)
®1H %7 H %1H %70 %1H %7 H ®1H %7 H
1[[] 150mg  4.23 6.30 1.3 0.9 22.2 31.6 5.11 6.02
(1H2[E) (0.72) (0.74) (1.1 (0.4) (1.9 (3.6) (0.69) (0.47)
1[[ 300mg  8.82 10.3 1.6 1.6 42.1 58.8 5.42 6.31
(1A 2E) (2.34) (2.3) (1.0) (0.8) (6.9) (10.6) (0.87) (0.54)

TR (FRHERA) . 45 8 B

16.1.3 £MFEHNFF1EHER
<TVHNY AT 2mg THET] >
BRERLOLEMFRREMERBR T A BT A VO HSIEIZOW T CFk 24 4 2 H 29 H AR

%% 0229 # 10 =)

TVHNY o H TR 26mg THET] KOU U b H 7R 26mg &2, 7B A4 —"—kick %
NEN L ATEN (FLHNY e LT 25mg) REFERABEICERHERE 05 LTl iEh 7 1
TN REZRIEL, 5N EYEHRE T 2 —% (AUC, Cmax) (22T 90%(3HEX HEIC
THEEHENT 21T > 7245 5. log (0.80) ~log (1.25) DO#PHNTH v . Wi D AW FH [ ME A e

a8,

W T A =4

HIE/NT A—H BERG A=K
AUCo-24 Cmax Tmax tie
(ug * hr/mL) (u g/mL) (hr) (hr)
TUHNY T 'L
5.110*+0.648 1.018+0.245 0.77£0.23 5.83+0.66
256mg [HIET |
VY hH 7 e/ 25mg 5.113+0.573 0.993+0.197 0.73£0.23 5.96+0.67

1 A 7en$E, Mean+S.D., n=24)
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[pgsmL)
1.5 7
—— LAY T EN25mg [BETL]

- U TEIL2EmE

1H7TENAES, Meant5.0., n=24

-
L

FREE S S ST BEE
o
o

4 8 12 16 20 24
B (hr)

1 85 P SR I BE HERS

MAEHR N NS AUC, Cmax 5 0/37 A — & (%, #ERHE ORI DL + IR 55 O Rk
R L > TERRDFREMEND D,

<TVHNRY A7 Thmg THET] >

TUHNY BTN TEmg THET ) X, [E &S B 58 0 E A O £ W= [R5 7 A
RTA4 2 (CFR 2442 A 29 B ERFAI 02295 10 5) JIZHESE S LAY 7 71 150mg
TAEEL) ZEfEg e Uiz b & IWHIHEENE L, EWENICR%E L Bl Shiz 9,

<TVHANRY BTN 150mg THET] >
BRI DLW PRI FE MR A KT A LV HEO—HYIEIZ DWW T CFRL 24 4 2 A 29 HIEAH%
%% 0229 % 10 &)

TLHNRY BTN 150mg THET ] KU YA H 7R 150mg 2, 7 B A4 —"—IEIZ LY
FNENL DTN (LAY L LT 150mg) R B PEICHER LR 15 L C i~
VAN Y CREZREL, BN YMERE/ ST 2 —4% (AUC, Cmax) (22T 90%(5 8 X MiE
W CRBHIRNT 21T > 7245 5. log (0.80) ~log (1.25) OHEIPFANTH V. WAl AW FE R SEMEN
B S iz 89,

HMENRE X T A — X
HIE/NT A—H BEIINT A —H
AUCo-24 Cmax Tmax tie
(u g+ hr/mL) (u g/mL) (hr) (hr)
TULINY TV
30.837%=4.050 4.345+0.929 1.20%=0.43 6.391£0.72
150mg HEI ]
VY A7 150mg 31.015*=3.507 4.190+0.778 1.20%=0.42 6.40*t0.67

QA 7S, MeantS.D.. n=24)
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(pesmL)

—@— 7L AN HTEN150mg [EETL]
- U A AT IL160mg

1H710iES, MeantS.D., n=24

AE S ST L BEE

0 4 8 12 16 20 24
B (hr)

1 55 SR I HEHERS

MAEHR N NS AUC, Cmax 50/ 7 A — & (3, #ERE ORI ORI + IRp 55 O Rl
R K> TERRDAREMENRH D,

<FVHNY 0D §E25mg THET.] >
TUHNY > OD $E 26mg [AEET] 1%, & &N 280 BERRA O£ FEH R SRR T A K
T4 CER24 42 A 29 B SEAFKAR 0229 5 10 5) ) IZHES&, 7L H/3Y 2 OD # 150mg
TABET) ZAEERA L Uiz & & IWHEENS L AWENICR%E L e Shiz 9,

<7 VLAY 0D $ES50mg THET] >
'L Ii3) 2 OD $E 50mg [HET ) (%, (& &0 87 28 0 E B RA O AW 71 R SV T A K
FAY (P24 2 A 29 B 3EEFEAT 02295 10 5) ) 1ZES&, 7L HNY > 0D §E 150mg
THET) ZHERERE L Lz &, IWHEEINS LS, EWFENICR% L e Sz o),

<FVUHNY 0D EE75mg THET.] >
LA NY 0D E Thmg [HIE T 1%, [EE&MN RS0 BREK O LY ZNIRZEERER T A K
FAY (P24 2 A 29 B 3EEFEAT 02295 10 5) ) 1ZES&, 7L Y > 0D §E 150mg
TABET) AR L Ui & IWHEENS L, EWFENICRSE L Bl Shiz 6,

<7V INY 0D & 150mg THET.] >
BREELOEWYFHIREERBR T A N7 A L FEO—HUIEI DWW T (FRk 24 4F 2 A 29 HIEREK
¥ 0229 5 10 5)

ZUHNY 0D E 150mg [HET. ] KOVU U H 0D §E 150mg %, 7 72 A4 — "—IkIZ L b Zh
FI1EE (FLHNY L LT 150mg) FEFERRA BHEICHER BB O£ 5 (k72 L TRAKLOKT
fRA) LClsEh 7 LY AREEZRE L, 5078 pEiE T A —% (AUC, Cmax) (T2
VT 90%IEHE KA THEGHIIT 21T o 72/ L. log (0.80) ~log (1.25) DOHPHNTH v | Ml
DAY FERIRIEME D R Tz 36,

44



FWEE T A =4 (KR L)

HIENT A =X

BENT A =H

AUCo-24 Cmax Tmax tie
(ug * hr/mL) (u g/mL) (hr) (hr)
FVINY > 0D B
30.278+4.421 4.595+0.906 1.25+0.66 6.191+0.82
150mg [H[ET |
U U % OD % 150mg 30.3771+4.024 4.537+0.886 1.51+0.79 6.12+0.77

i ANEIRS AN B 2=

6

B
L

1]
L

(pg/mL)

(1 8E¥% 5., Mean*=S.D.. n=24)

—@— 7L #HN) L0DEE150mg THET]

A= 1) ) HODEE150mg

158185, Mean+S.D., n=24

5% IR EEHERS K72 L)

FWERE T A =5 (KHY)

20 24
B (hr)

HIENT A =X

BENT A =H

AUCo-24 Cmax Tmax tue
(ug * hr/mL) (u g/mL) (hr) (hr)
FV N > 0D g
28.111+3.892 4.586+0.834 0.94+0.38 6.141+0.54
150mg [ HE T |
U U % OD % 150mg 28.208+3.819 4.513+0.825 0.90£0.41 6.12+0.63

FREE S ST BE

{ug/mL)

(1 ge# 5. Mean*=S.D.. n=46)

—@— 7 L#1) »0D§150mg [BETL)

--#r-- U ) hODEE150mg

1§55, MeantS.D., n=46

M 5E IR EHER Ok V)

45

20 24

B3R (hr)




MAEF PR EEN ONZ AUC, Cmax D /37 A —2 1%, BBRE ORI (KR OBREBIEL - FEFE%E O
SR X o TR D ATREMENH D,
(3) HHEE
MR L
(4) BS - BfREOREE
16.2.1 BEDOEE
AARNGERERSR A 19 BBV T, MARFEOBHZRICT LAY & 150mg H[EIRE N5 L 72RO
Crmax (TTNZFH 4.95 J T 3.22 1 g/mL, Tmax 1% 0.947 & 3.37 B, AUCo4s 1T T 24 31.2 I
0288 ug-h/mL Th-orlz, BHEEHITE T Cmax 1359 35%K T L, Tmax (357 2.4 FFIER L7-
. AUCo48 DILTIEHI 8% T - 72 37,
17.3.1 BEOXERR
AARNEERER A 2505 & L CHEBIF R OMBRIC T L AN Y % 150mg H[EIRE N # 5 L 7= RE D 728
HDOFVOFRBEIL, BHEL 5.3% (1/19 ) & MRS 30.8% (12/39 fl) TE->7-

38)
°

16.7 EWHEEER

FUANY AT FEE L TREMED T FRPICH S, B MW TIZEAERHsn L2 &2
LVERMBERAICHHRES LW, T VAN R 3EME AR %251 & & 2 3 TaetEiEEy sy (4t
EANT—%) 39,
16.71 HNRRVF Y

FUHANRY e HNRRF o OEYAHEAEMICOWNT, @ERA 11 FlE R LR
100mg B ONH /R F 2 300mg % HLEI# 5 U728k, K OMERERR A 18 il L /31U > 100mg
J QTR T 400mg & [EBES (B 508 : 8 FEf) L7=akBRa 320 L CRis L7, T OfER,
HEH G O EHRGOWNTHICBW TS, LAY ORI L » TH AR F o o3RIy fE
B U ehrolo, Elo, TV HANY CORIGEEII T AR F oI L > ThT NI T L7z
D, IR TR BN 723 o 72 40,
16.7.2 OBITE (FFBR/ ILIFY FOVRUIFIIILIR S DA —ILOEHD

TREER N 2otk 16 Bl 2 KT IR D RHESE (e, Vv =F o Frr lmg RO F =)L X 54—
JL0.035mg DAEH 1 H 1E) &7 LB Y (1[E 200mgl H 3 [H]) % RFHIRE O #E L7ZrE,
TVHNY PERARED ) VT F 2 RE 2D Comax (37 LAY S IEGFIRE & Ll L CR LT, 7
LAY R D AUCo24 137 L AT /3 Y L IEGEIIE & HLBR LT 16%¥EM L, LAY i3/ v
TF 2 RurORYERRICERE LY RIS hoTz, VAN VO F =L A N T Vg —
VD Cmax XN AUCo-24 (£, 7 LAY IEGFHIRE & Il L TENEI 5% KL 14%Hm L, 7 L
WY ANFZF =NV A NT U — L OEYBNBICEEE RIS o T-, £, BOBHEEKII T L
TNV OMIERIRE (F7 7)) IS8 Z KT S Reholz 4,
16.7.3 OS5 /L

PERERR N 12 Bl 25 G2 7 L8 > (1 18] 300mgl H 2 [|]) & RAE#R D& G-%, = 78 34 (1mg)
AU L7cRE, 27 B840 Cnax KON AUCo-ld, 7 LAY UIEFFRIRE & il L CENLE N
6% B R 8%IM L, T LANY Er TR ADEMBIE B L KT Serotz, Elo, T E
NAPERED T L HRY 2D Cmax 1, 8 7B LIERHRFL D 2% L, AUCo12 13 1.8%%< |
0 ZBNRNIT VAN ORI B R B2 o T, VAN e T EARADOHIC
£ 0 FREBERE R OSHIE BRI 351 2 PUS R EE P IEZRAE A | BiAIF G-REIZ L~ CHMBY IR
I A AT H iz 42,
16.7.4 ¥ o kY

TR 12 61 & 5t BRI 7 L /3 > (1181 300mgl H 2[8]) 2 KERE N 5%, 4% =2 K2 (10mg)
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2.

POFARE L2, %23 R D Cuax KINAUCo1E, TV H AU CIEPFHRE L LR L TENZE
N 11% K R9B6%EA L, T LAY dAF o a RroRyahlc B e MESehotz, 72,
Fxa RO T LIS D Crax (3. FF a3 UKLV 4.5% 0> 7223,
AWEHMEEET%@\ﬁ#V:FymfvﬁNUV®%%% ’E@%Qzﬁﬂoto7vﬁ
Ny veAdxoa ReoffHIck v, B &K OHLIKEBIKREICI5 1T 5 RODHEECIEA %D
B AP 5 (2 e~ AR INAY ﬁ?#é@m# 86 BTz 49,
16.7.5 TH8 ./ —JL

fEEER N 13 Bzt L A3 > (1 [ 300mgl B 2 M) ZERAOELGH%, =% ) —)L

(0.70g/kg) ZPEREE L2, =% ) =D Cmax LN AUCo-lE. 7 L A8 Y U IEGEREE & bl
LTENEN 8.9% M N9.6%IA L., FL AN AT X ) — )L DIRYERE I BB % KIF S 720 o
Too Flo, =¥ ) —NBEHABEO T LT NY D Cmax LN AUCo12 1%, =4 7 — /VIEGFRBE & el L
f%h%nm%&w1%%ﬂotﬁ\:@%@%%L%%k&é%@iﬁmk%i%nk A
NYrexz ) —LOfFHIC LY | BERERE LK O EEIEREIC 31T 2 FUGEERLIEZFEN, H
F45 R (2 e~ CHRINAYL ﬁ?#éﬁm# LD B ALTz 49,
16.7.6 7= kA >

Tz = A HEBIOHERE G2 XV IEIRDNLE L TV D ERAERS TANABRE 10 FilE 51
ﬁNUV(Hj%mwlﬁSE)%ﬁﬁﬁﬂ%%btﬁ\7Vﬁﬂ)/i7meF4/®Mﬁ¢%
B (M7 7)) ICRBEZRIFET, 7= M b7 VN COIEYERBIC L 5 2 72 )
ST 49,
16.7.7 HILIAREEY

NN B A Z R G SN TWDEATANABRE 12 flEaRIC7 VA0 v (1 [E
200mgl H 3 [|]) Z#ERAELG LR, LAY 3~ B e U K OZEORFHY (10,11-
TARF Y NE) OMIETRE (K7 7H) ICREEZRIETST, A EBEE T LAY &~
DI REIZ B A 52 72 Do 72 49,
16.7.8 /NLTOE

AT et b U ABEAIZRERHR G SN T DA TANABRETE 120255027 v ) > (1
6] 200mgl H 3 [8]) ZMEREAHFEG LR, LAY v aiomifErEE (7 7H)
B ZRIFST, F T a@ib 7 LAY CORYENREIC L 2 o T 49,
16.7.9 SELUFXY

TE RN X UEBEAITHRRG SN TODHRATANAERE 12 flaRtRic7 L A73) v (1 [
200mgl H 3 [a) ZKEROEE LR, ZL AN 37 MY X omiEhigE (M7 71HE)
WCHBZRIFST, FTE NI LT VAN COEYBNEICREZ 5 X 2o T2 9,

EYLEER/NS A —4

(1) A&

UER R L

(2) WRIEEETER

KR L

(3) HEREEEH

B R L

(4) Y9VF7S5 VA

(TvIl. 7. Bt OEER)

(5) HMEHE

(TVIL 5. (6) MAEEARGHR] OHEHEM)
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(6) Z0fth

3

U L

B%KH (REaL—av) @i

(1) fBinAE

DR L

(2) NS A -2 ZBHER

5.
(1

DR L

. BRUR

BB R e L

Vil

) I % -fii B PR E A T
B R L

(2) m-ReiREEFYEEE

(v, 6. (5) 4ttm) DOHZM)

(3) HAir~DBITHE

16.6.4 1ZELIG
FER 12 WL Eoslid (10 #1) 1o, L AH Y 2 150me & 12 Bl 2 & iS5 (300mg/H)

L7z, U ANY AIRFICBAT L, BT OEFIREICI T 2 PR EI, AR ET o)
6% Cdh 7=, JLIEOFHRAEIRES 150mL/kg/H LIRETHE, LAY VOFIE~D 1 H
BTV OYHgEGEEIL 0.31mg/kg/H (REHR T 2 L BARRGEOR %) tHEIND FHEA
T—4) 40, [9.6 ZH]

(TVIl. 6. (6) #=Fhw) OHESH)

(4) HE~NDOBITHE

AR L

(5) Zoftni@~DRITHE

(TVIL 5. (6) MAEEAKGHR] OHSM)

(6) MFERHSE

HARNEERERAIZ, 7 LA /3) > 50, 100, 200, 250 %Y 300mg (£ 58 6 i) % fafEiE| 2 Him
BOEE LR BT O nfsiE (VA/F) 138 40L Tho7z, T LAY ATmERICEIT L, I
HEP L IO D M PR E D IE, 0.76 ThoT-, F LAY i, 0.1~20 1 g/mL (238 T
WAL, ITEAEEE Lo Tz (in vitroikBR) 39 4D 48,

. K
(1) REERML R U

TN ATFEE A ERBEZ T e, BEFERA GMEA 6 #i) (2 14C-7 L A3 ) 2 100mg (107.9
uCi) BeH5#, JRPICEIN SN ESREDR 9% N RENE TH -7, RFICHREEN=T LAY
YOEERBY TH D N- A FIVFERITIRPICELEED 0.9% & LTI ST, In vitroikBRIZE
W, F LAY 159 pg/mL (ImM, 600mg/ H B 5-RFD EHIRAED Cmax D 10 f5) T CYP1A2,
CYP2A6, CYP2C9., CYP2C19, CYP2D6, CYP2E1 }; (" CYP3A4 |Zx%)4 2 BHETFRD Lo

77 4D 49 50)

(2) RMICEETSBFE (CYPH) O5FE, F5X

MU ER e L

(3) VEEBENROFERVEZDES

BRI L
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(4) REVOFHEDOAERRVEEL, FELE
RUERR L

7. BEitt
AARNEERERR A, 7 VAN 250, 100, 200, 250 KT 300mg (K% 55 6 ) #Ha iz Hilnl
BOE L7 CL/F 1% 4.64~5.15L/h TH o7z, Z DIFO R eI SR 1T 83.9~97.7% T o 7= 39,

8. FSVARR—A—IZEHT S1EH
B R L

9. BMEICKLSHRER
('ViI. 6. (10) FpEDOHmEAT HEH | OHBM)

10. BREDERZHITSEE

16.6.1 EinA

RN 67~T8 1D B AR NEEE IS 6 Bl 7 L A/3Y » 100mg % HEIRE 05 U772, Tmax 13
1.4 B, Tue 1 6.32 BEI TH - 72, AUCo- LT Tie b, fEFEIEFEERE I L A NY > 100mg %
HERRO# G L7k L ik L Ch T MIc iRk OYE R 2 A A3 R S iu7- 50,

Crax Tmax AUCo-» Tz CL/F

(u g/mL) (h) (ug -+ h/mL) (h) (L/h)

Tt 3.24 1.4 26.6 6.32 3.82
= (0.55) (0.5) (4.3) (0.82) (0.65)
ft e 3.56 0.75 20.4 5.66 4.93
FEm A (0.67) (0.27) (1.3) (0.59) (0.35)

MR G-, & 6 B, FHIE (FEUERZE)
16.6.2 EHAEERESE
OB HERE D B 72 5 W 26 Bl RIC, L H N > 50mg & HARE A5 L7k, BHEREDILT
29> T T BIERE L, AUCo-3 M L7=, CL/F RO 2 V75 A (CLr) Z7 LT F=27
U7 I Rl Lz GMEAT—4) 9,

JVTF= Crmax Trmax AUCo-- T CL/F CLr
VT IR (1 g/mL) (h) (1 g*h/mL) (h) (mL/min)  (mL/min)
> 60mL/min 1.86 1.00 15.9 9.11 56.5 44.9
(n=11) (0.39) (0.22) (4.4) (2.83) (17.6) (23.6)
> 30-<60mL/min 1.53 1.29 28.2 16.7 30.6 15.4
(n=7) (0.29) (0.39) (5.0) (4.1) (7.3) (7.7)
>15-<30mL/min 1.90 1.93 52.3 25.0 16.7 9.23
(n=7) (0.62) (1.48) (11.7) (6.7) (3.9 (3.37)
<15mL/min
(D) 1.69 1.00 101 48.7 8.30 4.30

Pelii 0 50mg (HR[ED) | P (FEHER2)

Clr: 27V 7 7 A

@B SR MBI REARET

838 Bl D#eiRE (AAN 474 il G te - EREYHRE 70 B, HRREZ R bR B 26 B, HEIRAME

ARIEHRERE T (2P D IR &2 A3 5 /38 164 Bl R ORRHER R AE B 224 ) 2 %5 & L CREEMZEY)
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1.

BHREARAT 2 FEhE L 72 fE S, — RN A& 1-a 2 /X— M AV MNETADBHEE I, HEEE LT
CLFizxtL T vT7F=>271U 77 A (CLler) RUOHEARKE, VAUF 25 LC BMI, FEAR(KE,
PERI K OMFEIR 3 AE S T= sy, T LAY v O ERBIC R L 5 2 5K+ & L CiE CL/F (IZxt4
% Cler NEHETH D LEZ b, BEEREREZICEBWT, Clee DIRFIZEY, LAY
O CL/F KT 25720, Cler fEAZE L LML - HEOHFHNLETH D,

F 7o BHARNDBERIFMER AR FICAE 5 &R BF 1B T, Cler 28 30mL/min P | 60mL/min
HRIWIIK T L TWAEBFICT LAY > 150mg 7 1 H 2 [RIERO#KES (300mg/H) L7zt &D
TEFIRREIZET D AUCo12 (AUCo12,88) DET /W L DHEEMEIL, CLer 25 60mL/min LA o B
W27 LAY 2 300mg & 1 H 2 MIKERAOES (600mg/H) L7c&x LR LUTH-=, Cler 23
30mL/min Lk 60mL/min KO BFIZB T L7 LAY 07 VT 7 A%, Cler 28 60mL/min
U EDBEOK S Th o725, [7.2, 9.2, 9.8.1 ]

7 ]/77%: Ve = AUCO-12, ss CL/F
_ BehH & )

IIVT T A (r g+ h/mL) (mL/min)
= 60mL/min 1 [A] 300mg 75.5 69.2
(n=31) (1 / 2EH) (17.1) (13.8)
= 30-< 60mL/min 18] 150mg 80.3 32.3
(n=14) (17 2EH) (16.5) (6.34)

W (BEAER )

16.6.3 MEBIHTHE
MIBBHT %52 1T T D HEERE 12 BIlC 7 L AN v 50mg % HER A5 L2k, 4 FERE o Mk
HickomEdR 7L 030 CEEITRH 0% TR Lz, TOROENZ VT 7 A%
192mL/min Th-o7= GrEAT—%) 9, [13.2 S ]

Z 0t
MAEER e L
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VI. £t (EAELOZESF) CEY HEE

1. EERAREZTOERE
BE STV

2. ERHABLTDER

2.BE (ROBEIZIFBELLZIN &)
BHN DRIk CIBBUE DB D & 5 B E

(fiftan)
ARBNDOHIEKSY T DT VAN AZx L CGREBUEDBEERED & 2 B#F TIE, AFIOK5I2L 0 H
WBEIEERZ 2T 5BZNNH LD TERS LN &,

3. MREXIHRICEET SR EEDEH
(TV. 2. ZEESUIRICEET SR 22452 L.)

4. AERUVAEICEET 3IEELZDOER
(IV. 4. AEXOHEIZEET IEE] 228 T52L8,)

5. EEGEFNIE L ZDER

SEELEXRMIE
(FheEFIE)

8.4 ARAIOEHIZE Y OF W, HIR, EiHEAERS b, BEHEFHICESHlbH LD T, K
A OBEITIT., BEEOEREARZ O BB OBEICEF S ERVWEOEET L &,
[11.1.1 &M

8.2 AAIO T At G- FILIZ LY | AR, El, BUE. TH., RNEROZITRES OBERUER2 D &
NHZENRBLOT, BEEZFILTHHAICIE. 272 &b 1EBU LT ThRAICHETHZ &,
[7.1 ]

8.3 AFNDEHIZL W IKEMMEZ KT ZLNHLOT, IBMIZEE L, EMOBEN S &b i-He
. BEEE, EERIEFOBEURAEZITO 2 &, T, BEEOWEIN, &5 WITEHER 5T
VMREHIMARE O 5D Z End 570, EMIITREHZ T 52 &,

8.4 AH|OIEIZL Y, 53, HRERE . FH, BHREOIREENEC D WRENHHD T, DL
WZVIRBEFEIZOW TR 21T ) FEE L, BE PO o NG EICIEy 2 0E 4175 2 &, [15.2.2
Z W]

(HEEEFEERE)

8.5 ARANC L D APiRBEFMELRE OIGRIIRREE CIE R HERIETH DL Z b, ERORR & 72
DERBODM K OVEE Z I TITV, AAIZEBRERGE LN b,

(fi#)

8.1 ARFNIFRMRERIAEHT2EATH Y | FEWED EFNMHIREZ S SR Z RN & 5,
H &) B OB F R 2 0 O I OB IIIEFE S ERVWE Y EETOAMNERH DL Z ENORE
L7,

8.2 AFIOTM G HILIC LY | AR, Bl BUE. TR, REROZIHES OBEBUEIRD & &
PNDLZENRDDLZ NG, TEEPILT H5GITE, D7 &b THRAM BT TR ICEE
528, (V. 4. EAOHEICEEST 2IER] OESHR)

8.4 AFOFEITEY | 558, HREEE. FH, EHEOIRBEENECLARERHD Z LD,
ARIHZRE LT,

GABA 7 X/ KB MR EE THEEEDO B AN Y O HIC L R RAEOHRE 1 & >
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T2t E2%T, I XEAEARME) (HPB : Canadian Health Protection Branch) (&% /3 k

U v ORFERDIICONTHHREREOEEET=F ) /T2 X5 BERRINTEY, 7L

ARY 1L GABA 7 X BREBEERLEETIERV OO, SR~ORELHTT 572012,

EN 77 & A% BEAER VR I G5B T, EriR s CRBIE) ROMRJER A 4 FE0E L 72,
8.5 NSAIDs °ft D EFE Al & [FIARIC . — A7 e iERIEIC BT DI E B FH A FoH L7,

Fio, N7 N CTARBIDER & PR S 720 KD B A R L7,

6. HEDEREAIIBEICHTIIRE
(1) AHHE - BIEESEOHLBE

9.1 SHHE - IEEFOHLEE
9.1.1 EEDS ~mELFALEDEH

DMERELZBTHEEICBNT, 2oL RERH LN ERH 5, [11.1.2 ]
91.2 MEFEORENHSBH

[11.1.5 &[]
9.1.3 EMERFOEROH S BEXIHREEDHLHHE. RARESOHLIEBSE
KEDIMER RV EBEE L, EEICERET 52, [16.1.2 ]

(fiA)

9.1.1 AAEOHIEOREIZIBN T, LILEREDHEE AT 2 Sl EE ~OARFB G-I 9 - Mk
DARBRORBNWE I N TND, £, EREELOENHAERISHEBRICINT 1 6, IE
HAHREBRICBNT 1 Flo 5 > It AREOEFIRHRE SN TWD, A & OKRERERIZIMT
X722V, BHED D o MR LDARRRE~OEERBRPDIRNZ ENBEEICKEGT 52 L,

9.1.2 e = BK 5 o0 R s MR 0D 30 S E K RRIRE S C 0D [E] PRI PR BRI B OYEI B ) 25 TIUFR VG BR
CERERESIER) B W A FEORIEAIZED LTV RNV, AEOTHIRE ISV T,
AHNZ K D FENER T EHNAERIZ B W TS FIESE ORBUESRO b L ORERH 5, FF
B2 ER & LR, Bl B GE. DBEROWE) KOSER (fFEE& OWHSE) OfERZ: E23H
Do Flo, MREEREOIRT L2 BFICBWT, BALENNLE L S AMIC0b 5 EF
&G ST D,

PLE XY mEREOBEEDSH 2 BT AR EZEG T HRICITEEICEETHZ L,
(2) BHEEERE

9.2 BHEEERSE

JVTF= VT T AMEESE L L TCAROREEROERGMREZMRE T2 2 L, AHNITFEL
L CRE LR IRPICHRt SN 572D, MEFREN S 2V RIERANREIEL LT < RoB2n
H5, [7.2, 9.8.1, 16.6.2 &#]

(i)
O RE R RS AR & U T2 A E R KBRS B W T BHERE DR FICEW Tie OIER KO
AUCo--DEMARD H5N7= 9, /-, CLIF KOE 27 V7T A (Clr) 137 v 7 F=v27 VT
VARICHBITHZ ENRBO LN, LR o T, BHEREREEDOH 2 EBE AR LG T 25613,
JVTF= 7 VT T AMEESE L LTARAOR G ER O G- MR 2T 2%, HEICREGT
HZ L, BEEREDODDBE~OMELOHEOFMI, V. 4. AELAOHREICET2HE]
DB,
(3) HHEEERE
BRE STV
(4) £HERREHT 5E

BEEN TR
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(5) 4w

9.5 iEHF

IEIE SATIENR LT D ATREME D & 2 eI iE, 16 LR N EREL A D Lflr s 256
WZOHREETHZ L, BERT, BERE (IREE, REEREORAER B, BRER, &1k
BIESE) . HAERA~ORE (KEKT, AFEEOKT, BEEBEKEDIK T, BERI, 45HiE
X D) Al STV D 59,

(fi)
BERR R D ZCMEZ T D ARANOZZBVETHESL LT ez | A TAER L T\ S ATREMED & % 2
PRI, 6R oA RS Rtz BRD LY Sh 258 I 0R&kET 5 2 L,

(6) BRI

9.6 1ZELIF
ARANFEGPIIRIAEZRET S ED 2 L, AAlIL e NEELTFA~OBITRRO LTS 40, [16.6.4 &
iR ]
(7) NRZE
9.7 MNRE

INREE ARG & UTe A RIWE R OV et 2 8 & LT BRRRRBR IS0 L TV, ST B TiEk
SO E <L RKRERKRTE (600mg/H) & RIFEDORERIZIV T, FRARER (AR EE) T
EXOWELY) RORE~OZE (—@BIEOEERIIME) 2HESnTWD, 7o, RKER
MED 2 528 2 285 CRTEMEESSOS O T2, #9 b5 5 DOiREE TRBERIEHIOIER N HE S
TV 5 54

(i)
[N ERAR BRI W TR AR E T, SRR, LR ShESO3/N I3 2 REBRIT e <, e
PEIIRESZ STV,

(8) EinE

9.8 min&

981 /L7 F=2 7 VT T REESB K&, RGMRERE T2 L, HEICEGTHZ L,
EHEEDNIR T LTS Z &%, [7.2, 9.2, 16.6.2 &#]

9.8.2 W\, IR, BERHLFICIVEBLUENSEZEZ LIRSS, [11.1.1 2]

(fiah)

9.8.1 AANTEIZBMEZ N L CHEIE S, Sl 1 RAICEHSIENE T L TV D 2 ERZ N2,
JVTF=r VT 7o AMEEBEICERERE, RERBRARATGT LR, BEERIIEET LI L
(TVIL 10. (1) mifn#) OHEZMH)

9.8.2 MREICBW\T, HFEWV, MR, EFMHAZFICIVBE LENELE LIRS 5720,
FCHEET D L

7. tHE{ER

(1) $tRAESETDER
BEEIN TR
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(2) FRAFEEZOER

10.2 FFEE (BFRICEET S L)
S 40 T BRAEAR - H5 18 51 ey - falRk 1
HX AR I 79 B AR 4, S HEDS A BT & O (BT R
A R RETHH ERH B,
FF¥a v OB BB R T K OVHL R IE Eh e AR 22 K %
=R R CTAWN B B e LA SN AR
T7ova—v () HTs62n0nd 5,

MAEEIE A 5| & 23 38A] (7 > [ IR & o Bk 23 /) & 0 C R A~
VAT oy BRI ERS) (WAEA AR L TV HEET

(. mEVERE (BiE, 0, SO
NEAR7: &) Z3IET D U A7 Wi
FORENDDH D,

KAPEIEZ 5| Xk 2 3 3KA (FF|F7 V' U & 2 R IEAI & AR HF O OF (BB
TV D RIANE) IS &0 R 2 EAET 5

VAT B@EELRBENRD D, £
To T T D SRIEAN S AR
M F AT 25 & 2 LD
RNEDNFIENTELT 2 Z &0
bHTD AFN LT DHAIT
FEREICRGT S L,

(it

)

HX AR A A A NSRS A

SEOTHIREZIZIV T, AH & W < OO FARARIGIF 2 0 &G LG 6. FRARA, Sk
MHHNTZEDWER DD Z LD, AFIEOIITEET D 2 & B, AHA & PRSI
il & O EAEH OB 2P IZAATH %,

cFxary, vIgEARL, Ta— (BE)

ARH & BH & O EAERRBRORE RS, 26 OFH L O LIcia . FEEBREREE & OV
RIEFEREREE (6 L TARAIDSHMBNCHERN T 22 h i d o720, JHREE L Lz, i, OF
NZ & 2 BB D ZEAL K OV IR LR & 72 2 MR RE ~ DR TFR O DAL TV R,

IR S| R R THA (7 AT o SRR IR )

SME O TR IZ BT AN K 2 WIENEE UL EIEFR ICB W T BRI RS bz & O
HERD D, FREAZERE LTI, B, B G5, DEXOHZE) KOSHE (EEE &K OWEHEE) o
JEIR7: ENHE SN T WD, £/, FFRSHEEDIK T LI-AEICBW T, BRALENRLEL SN
TS Db 5 IR S s ST b,

IS B X8 2> D AN ~D K 5y & BMEE O WA O HIHREE S HE U, MRRIC IR L2k o
AR CORTEIZ L 5 & O T, HAIWED MEFEIL, AT 2 RPndfsOsTh s & S
TW5, AIEROEFICIZ. b 2Z I, oA a )y, /MREHILRFROT 5% =
ENRAE L TWDAREMENRB Z HiL. ACE FEAITIEF =T —EBoR@1AIME S 2%, M
BV IEDMEAE SIS D & O FEBEAIR T S HER S T B 59,

ACE [H#EHS . M TR & OREMEIA RSN TO DA E OFFHIC L Y . MEFBEOFEY 2
IMMEEDLBENND LD, FRHICITEETD Z &,

- RMVERIEZ 51 S 24 3KA (F7 VU 22 R HAE)

F7 YU D RHERSIR RIS EIGIN, AT I OmMG 25| ST ENDH D, L
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REXNFZZDOEADBZENRH D720, TN DOFEANZRM L T HEIEMICEET 22 &,

8. BEl{eR

11.El4EH

WOBWERNH b Z ENHDHDT, BEEHITITV., BFNRO LN HAICIT&RES % |
1T 57 Y Bl 24T Z L,

(1) BEXGEHER & DRER

1.1 EXLEMEA
11.1.1 HELWL (20%2L 1) IR (20%LL |) . BEUEE (0.3%A71)
DEWV, IR, ERIEER & O DiL, BELETECEsTLoWRERH D, [8.1, 9.8.2 Z]
11.1.2 DFE (0.3%AM) . MKE (L)
DARED Y A7 PR 5 BHFETIE, BlEE 51TV, BEPBO oNGAICITRS 2RI L, i
IR AEZ1TH 2 L, [9.1.1 B]
11.1.3 HEBHEBARLE (5L )
A, B, CK bR, MR ORT I+ 2y ey ER%ENS b -RaIciE, 54 %k
L., WEIRMEEZITH 2 &, £, BRHMAREIC X 2 8MBREEORIEICEETHZ &,
11.1.4 BF 2 (0.1%A7)
11.1.5 MEPE GHERH)
MAEVHESEOBBUEN H LD Z R D, [9.1.2 ]
11.1.6 {EMmBE (0.3%A)
B, FREE. AT, B, B ELORMEER N S b b malciZf 54 hik L, iy
TRALEEATH Z &,
11.1.7 MIEMERMR EEAR)
K, PR IR REVEORRIEIR A oI BlEE L. BE PR N GA TN X R M
CT H#oMExEMT 52 &, MEMMENEONISGE TG ERIE L, BRI EEFRLVE A
DO HFEDOREY) IR ILE AT D Z &,
1118 Yavy BEERH)., 7FI714F3F2— (0.1%AKTi)
11.1.9 REREREIZE (Stevens-Johnson JEMEEE) (B ARH) . SR GEEAH)
11.1.10 RUGERF# (HEAE) . FFEEEREE (0.4%)
BIERFZe, AST, ALT EA%E4 M85 REENRH O DOND 2 LRH D,
(fia5)
11.1.1 O F W, iR, EikiEk
Se g e 3 T O f R R MR O ARG RO E NS O E R RER 123 1T 2 BIER O PR FEATIC IV T
FEWED U, BIROFEBME L, ThEh 23.58% (602/2553 i), 22.29% (569/2553 )
ThoT,
Fo, BERIERIE. IS RMRR S L L ENAERISRBRICE VT 141, ¥ T
ARERIZINT 2 B FEIRIFPER RS RRBE F I © IR & k15 & L7 ERN R 538, e
PR EMETE RGN, IMZE P RIRsE . R LAE ISRl 5 5R) x5 L LIENE
B G RBR, BRAHERRRIEICFE D R A & & LZERNEIHERBRICB V- TEhTh 1 FlogIE
HnEE s Tnsg,
TIRZIZEBNT, KAIOEGIZE D HFEW, BIR, BEIEERH OIS L L ORERH D
DT, BIEEL+HIITV, BRESRBDOONLHEIIERG LRI OIHET 570 8 L, @R
BExITH Z &,

55



11.1.2 OAR4, AfizkfE
HRIEIZ R 2t 5 & LT [EN B SOGTER KON, VAN EF TLAHERER . Bl PR Iw P AR b b
WCHE Y IR AR SR E LZENEY®RERBRICBW T, 21 1 H0 5 - R0 RIFER N
Wi STV D, FliKMEIZAGRR £ CTOENAMGRHBRIZ BV TITFRD HAL TR WA, sl
RBRIZBWTHRERH D Z D, EREEZWRET H7-OFE LT,

11.1.3 B R ARIE
SEFEIE IR AL O KGRI £ T OE N MR BRI 36\ THREAU BRIE 158 8 DL TV R W3 | s T
RRBRIZBWTHRERH D Z D, EEEZWRET H7-ORE LT,

AEIOEHIC LY, BHMAPEN D bbb Z ERHHDOT, BIBEH5IiT\0, BRE. B
S, CK (CPK) b&H., M EORF I AT abey ERENRS b =5A1iE, B52Pik
L. BURAEAITD 2 &, Fio. BBIRAREIC L 5 BB EEORIEICHGIERETHZ &,

11.1.4 BR4
JeREI T OATER £ TCOENBRRBRICEB D TERLTHE SN TWH R0V 0T 7R
SRR ABRICB W TBALN 1 fllE s Tnd, AFIOBRGICIVEBERERH bbb L
DOEWENRDH L DT, BRENRO NSRS 2R IE L, @YRLEZITY Z &,

11.1.5 I V#hE
SEFE I O AGRIF £ TOENAME KRB B ) T A ERIEIL SRS ST n s, dEsh i
WCBWTHERHLZ LD, FELZWMET 57050 LT,

MAEFEIC L DT OHRE T2 < MEREOREIUIAR OKG-5ME2 5 14 BLINIZFED b
7o MAETHIEZ OMBBUEIC X 2 BE DR SN HEICIE, BEHICAKIO®REEHIEL, #Y)7R
WEEAT D Z &,

11.1.6 {1 fE
FEREFEMOTTIRZR BT, AH & DORFEPARNGE TERWVEFIDNHE STV 5,
RS, RN, T, IRk, BERRREES OMIMEEER S &S S b fa i 52k L, i
U7 iE 2175 2 &,

11.1.7 FEVE MG 2%

FEREIAL OTTIRZ IZ BN T, AH & DRRIRAGE T ERWVEFIHE STV b,

WK, PEURREE, EEVEORRRIER 2 B L. BRE DR S GEITIEEE X B, M
HCT HoMEx M 52 & MEMMENRDONZGEIIIEGEPIE L, RIBRERLVE
VRO G- E ORE) R E Z1T D Z &,

11.1.8 Yavs, 7F7 4 7% —
FRERMOTIRBZICEB N TAA L OREBEENRTETE RV, Yav s TTF747F—0
FEBIA S ST D,

BEE 04TV, BEFIEOONZSEA TR G 2RI L, EYRLEEIT) 2L,

11.1.9 RZJEREIEIRIEBRE (Stevens-Johnson JEMERE) . ZIEALHE
SJEFRIEFE AL DT RIZ T BV TAH & ORIRLBIRN G E TE 22V, BRASIERREGRE, ZIALEED
FEFI NG STV D,

BRE 2TV, BENIEO NG A TR 2P I L, EYARLEEIT) 2L,

11.1.10 BIEATK, FrisnelEs
[ZDMOBEIEM ] OB THFHERERT & L CIEEWREZ LT ey, I REREEFICRET 5 N
WEIERI PR INTZ & ZORITIFBIEFRICE STRES L A O 2 L2 b ERRRIE
ML THEELSE S 572D L7,

BlEE 24TV, BEPREOONZEA IR 2P L, @YRLEEIT) 2L,
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(2) Z0tDEI{ER

11.2 EDHDEIER

1%L | O'S%QFL 0.3% A5 BEFEAR B
1% AT
Mg K OV > 78R A ERIBAE | i R
e BRpE
R & O e BRI, BT R kg
e, EfE
R AHRSE PEEL. KM, |0 O, KD EE OBENE, AL T X
ROy, BERE RS KB, M| SE, Bk, HaEE R
L5 DOy EEAE., [HE, U v F—JTE,
R, U E K==y 7 RE, B
g, MEARRRESS | |
R
PR R FEIED £, BIRER, EEOREE, |SEE, RaEE, I Bk REHER, &
Y. PR SEE) | IR, IR, M4 o — X A | TEREE
VNG| FEfEE, FUEMREE HR, YAFRY
=, BEIETE . Wl | —. REEEh U,
FEE) R (RATPE®D F N, F
Wi, R
BURG, A SRR
PEREPEE | SEh R E
AR P T, AL AR R | MBS i [0 B R L AR M | RN R, EhiE
T . AR L ARSI 597 | |[H, TR D2k,
PREGIN, SCHUE, |[HFE OB 5 & AIK
AR, IRFME . IRIE| 2
HEOKEE  |BEEMED E 0 g E T
Lol B B EREET v v [IREER
7 BR, TR
IR, JAVERRAR, 02
PRSI e
1. A R i1 (W E SR 51| DE E
h
WP e | 5 K OVE IF-1% PR SR WFERZE . DMK, U (SRR BPH L IR
b P 5 OVE G, 5 R
B Ml R, L, AL (MBI . WAL R, HRE | IR, R R
HETR MR B, @5, Hx. H[EREA, KR, &
AP, OWNE IR
B B OVRz R Lk 5895 Z OFEIE, B, IR|ZITIE, MiT. | M8
[ i ) PRV e Z. hiE
(INCRE TP AON e B RE . FRREHE, | R, B, BIR

LAkl PRENENR. DU (. AR A
HE
R ORI RIS, PRRIRE |7 ZIR
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10.

1.

A5l R K OVEL 5 B LR, BN A, |FTRRERAE, PERRE

= AL 2., EEHRR, HES
Wi, H R IR EEE
FRIER
A by P K OV G TRIE, Ve, RS, | MEDE, K. R [FEE, R, R | oo
JRPTkk R BRI, TREE, [TEIE, BRI, MR | S, EAET R
PR iV

15, PR OVLE (R - 7%

A OHE

i PR A (RESEM A CK #00, ALT | JD | i pREE | U o 2
#ahn. AST #9440, [#900
M7 7 —¥H
., s L7y F=
>HEIN

. BEREHSRICRIZTEE

FRE Z ATV R0

BERS

13.6E8RE

13.1 fER

15g ¥ TOMER GHNHE SN TEY , BELGRICA L ERERIE, BEEE, IR, 54

SLIRRE, 15 o, Wk, HHEEZORE, KREEIETH D,

13.2 &

AFNIMIEBENTIZ L VBRESIND Z &6, HBLL TO AR ORREIZIG U TSN O e % 5

BTanZ L, [16.6.3 2]

(fiah.)

13.1 EWNADERIKHEBRICB W THFHRL L L TORER GIFE80 5T,
SMETTORERRERICI T, 15g £ CTOMWEE GV, FBifESE, BIR, s55LIRRE, M5 o,
W, HEEDRS KEFREFEDIERNRBDO BN TWD,

13.2 AFN O &G4 U256 ORI IERIEIIFIE LR WA M 2 22 L 92 B iiE
PR FRAE IO L O & a5 U 7= AMME G R BEERBR O FE B & | AFNXMIEENT I & 0 f i
MOAEMIERE S AL, 4 RO MEENTIC LY | ER 7V TN R 50%IE T4 25 2 &
N LN > TV D,

AR O EE G OFFIX, FEBL L TV AR OREICIS U CiiiRiEr 0Kt x ZE+ 5 Z & ([VIL
9. BITEIZLHRER] OHESR)

BRALOEE

14EBRLEDERE

141 EFIRXMHFOIE

(RFILE)

14.1.1 PTP GEED AT PTP > — b6l L CIRAT 5 L o8+ 5 2 &, PTP v — DAk
IZE 0 BRSBTS AR AHIA L, EIZII R 2 2 U THERR A& % o S 2 S OHE 2 0F 3
THZERND D,
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(0D #&)
14.1.2 KANTH O EIZOWE THERAZRE S ¥ 5 L RET 5720 KR LTIRAFWRETH D, £z, K
TIRHITHZEbTED,

12. ZOMDEE
(1) BRERERICEIES

15.1 EREREERICE D < 18R

15.1.1 V4 CTHEME S NI-AF 2 S B OFTANAIRITBIT S, TAD A, FEMEESE L% L
72199 O 77 & Rt RERAR B OBEHE R I W T, BRARELOEREROFBEOY 27755, i
TADAVEDIRARETT 7B AREL I LT 2 5 < (UCAMNAIEIRAEE © 0.43%, 77 &R
BE 2 0.24%) . FLCAMNARORABETIZ, 7T B RBEL 1000 Adb720 1.9 AZWEEESH
72 (95%IEHEX[ : 0.6-3.9), F7=. TANABEDOT T/ N—7Tlx, 77 vARBEL L1000 A
Bz 24 NBWEFHE S TWDY,

1) AANIHES THITADPAKE L TEKRENTWD A, KITBIT 2AFIONEE - DhH1% Tk
MR, ARMERRIEIZCE D IR Th D,

15.1.2 W ELAICBEE T 2 ZR/IREALOTEEERIEE DIV TR WA AH & 5 S i- 8 TR
DIEFINTHRZ ICHRE SN TN D, [9.1.3 ]

(fi)

15.1.1 2008 45 1 A 31 H. KkE&MHEEKFF (FDA) 1, TAhA, FHEESLHRLE Lz
VANY U EET 11 OFTANAKE 7 TR LD 199 OEMERCIEBERERIZ BV T, A&
BATA (ARRREE, BARER. AR MOHARGEICEET MG 2 LoRER, il Ta
MAEERM L TV L BEICBT 2 BRBEETAD Y A7 BT T BRI L THREIICAEE
WZEWZ & 2R T ORRD/ONIZ L2 RnEK LI,

RIS R A 521 T, 2008 4F 12 A2 FDA [3KEICTIRZE SN TV D ETOHFRTANAIED

BOEEFR T L M CEICRB W THR SR L CEREN ORI Y 2 7 (ZFT S4BT 2

Lo E L. 2009 4 4 HICHET AT,

KENCBIT D HE LB E 2 AIICBT DRIEDE SRR, AFOHLTANAFEIZ DN T

[ZOMOEF I HREEROCAREKOFERY 27 12T SRz B LIEERES 5 2 L

&L, 2009 £ 7 H 3 BT JRATEE EHE R R AR BEK 2 = T TEM LoEE

BRI TOIIZ,

AIRNZ IS T DAKIONGESUTRIRNT TR E MR . MAEFRIEICFE D 7R CTh 228, KE

IO ET OB NI TADPAREL LTHARINTND Z 200 AFIZBNTH

HEEMAEAZITS Z & & L,

% httpsi//www.fda.gov/downloads/drugs/drugsafety/postmarketdrugsafetyinformationforpatientsand
providers/ucm192556.pdf

+ Statistical Review and Evaluation : Antiepileptic Drugs and Suicidality (issued 5/23/2008)

(2) FFERERRRICE I HR

15.2 JFERERABRICE D < fFHR

15.21 2 FH O~ U AN AJFMHRERIZ B W T, KEKRHE TOVE e MREREO 6 500 EORE &
ST 2RO EICL Y, ARKENICIE RIEOFRAERBIN L. &L OWERH 5 59,

15.222 MO 7 v FBRAFHERBRIZENT, ZRERAHETOTEYE MEEED 5 FLU LOREE
WY T 2AREOEGIZE Y, T v e ) 7y MOEF RO b M8EEZENE O R BRI L -
EOWENRH D 0, £lo, T v b EAWVIZHBESMARBRICE VT, KBETO UC-TLH Y U H
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KHHHBEDTHERIT MR L T & A & DFFRIZ S B _BIRTH 7228, T v b 18 KO 52 MK 1 £
LRV CII KSR IRIS R+ 2 BEBIIER D b o T2, IRICBT 2BWER ORBIRILT T v R R
L @E <, MRREENERE AR E Lz 13~16 HKR 507 7 v R Bl (3 BBits) o7
T AREETI 3.8%I % L. AAIFE (150~600mg/H) T 10.6%. EH#E 5B (3 BRHFA) TiX
10.2%. WAEFRIEA %L L 16 HEER GO 75 B R5tBRBRO 75 £ REETIX 2.8%I12%F L.,
AFIFE (300~450mg/H) T 9.2%, EMKGHAMTIL9.4%Th-o72, [8.4 Z]

15.2.3 17 v b OZIRREL OIS AEIZET 2RBRICB W TR KR HETOY e MNEEED
28 L EOMRFBEEICH Y T HARIEOE G0 | BB ORAEMENEMN L L ORERH 5

53)
o

(fi#)

15.2.1 2 £ O~ 7 28 AJEHERRBR I I W TR KEER I ETO e MREED 6 (5L EOIREE

BICHEST 27 LAY o oREIZEY) | HEKRFIICIE REOF AR L7 & OmEN
b5,
~ DR VA NY > 200, 1,000 Y 5,000mg/kg/ B & 104 ERBIREE G L- & &
1,000mg/kg/ H LA b CRETIT A AR AR M AE WIEDGER S BTV 5, BHEGHNL T o g WED
FAEDRD HIVTND A, KRR, P OVE R CRBEIc BB L, MECTIXFEICH mBEIC
RO BT, 7ok, IEMEBMEHRAL & LCE, Mifld~ 2 v 7 7 — VORI, SERIRMEREFE OHN .
LR M Bk SR OB, M/ NMREOHIN, A R FEOHIN, AR ER B OV MR O TR
FIELE . B REICI T D EAZERER N, FERIER R AR E I A D B . ERZERE O, Bt
ERARAR S OB R K ONEME b~ 7 v 7 7 — U OREENRRD HIL T D 59,
TLHNRY ALY~ R REET D ME AT, BRI R O R0 & B3 5 BERER
BORMPRRD b Z b MEBENRARSHORIMIZ L MERENFEETLLEZ bR
%o Fo, MEAREIIN RO TH O NE DR A AR K 2 ZXE N /MR L,
105 A K ONIRAE T BT /R B OV SRR SR D A T ¢ =— 2 NE B2 B % Fe7o LTV 508,
~ U A TIHMOBE L i/ MRS < /MR OB E R SR Em 2 & KR
OREHESHEE NN EAVREINTND Z EnD, T RTBWTOR, T LAY FEHIC
0 M/ MROTZRERE K OV IMRIEPE L, BEER IR O ERSENFE O b, M NI AL
FERHEIM LRI R D b D EE X bD, /B, 7y MIBWTELZI O L 5 BT A LN
T, MEREORKAEIT~Y 7 ARHEOE(LEE 2 LT,

15.2.2 2 DT » MR AFEMRBRICE N T, A RKEKHE TOYY e MEEEO 5 (G2 Lok

BICHYT2AREOLLEIZLD T e/ 7 v MIEFRD b5 MEZNE O B3 M
LIz DFERH D 50, £, 7 v MEHAWMBESARBRICB O T, KEETO 1UC-7 LA
U HSRBUBE DOERITMAE K NE & A EDRRRIC S B BIR T 7228, T v B RO 52
FAE G- # R CIIK BRI 2 2 BITRD b no Tz,
72, IRICET2RMERORIRZ T 72 RREL D &<, MREEMELRE x5 L Lz 13~16
5077 2 Rxt R (3 BRBROFE) O7 7B REETIT 3.8%I2%F L, AFIFE (150~600mg/
H) T10.6% T o7z, BHERIEZ® IS E Lz 16 l&E 507 7 v R 5B 0 7 7 v R i
TiE 2.8%2xF L, AHKIEE (300~450mg/H) T 9.2% TH -T2, 725, MREEEMLN 2 x5
LR GRER (3 MBS TIIAKIRET 10.2%., MMEMIRIEZ X% L LRI 535
TIEAAIRE 9.4% CTHRIZBET 2 RIEA R D b iz,

15.2.3 HET » b O MEEE K WIS LB 23Rz s
D 28 (G EOMBEEEITHY T HAREOREIZL Y, RIK
»H5 53)0

VCUIRKREBIRAETOYEY e MEEE
R ORAEBBEDIN LT & O
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEHFER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L
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X, BEMERICEYTSRE

1. BERES

TVUHNRY TN 25mg [HET)
TVHANRY A TN TEmg THIET )
FLHNRY AT 150mgl HET | | QLG ER LY

Al ZF LAY 2 0D §E 25mg [HIET ) ) FE—EREOWSZEIZ XV
VAN > 0D 8 50mg THEET | LTk
VAN 0D B 75mg THE T )
7V N 2 OD 8 150mg [HIE T

BRRSy | VAN L

2. AEIRM
(I 7FE) 34
(OD & 25mg. OD #& 75mg. OD %€ 150mg) 3 4
(OD %€ 50mg) 2 4

3. AEREBTOFE
SIRRTF

4. RO EDEER
FEEN TR

5. BEMITEM
BEMERLTA R AH
KFTvoLBy A
ZOMOBEMTEM A (X1, 2. ZTOMOBIHEE OESMR)

6. R—H% - A%E
W—m5 : VU Hh 7N 25meg,/ 75mg, 150mg. Y U OD & 25mg,~75mg,” 150mg

7. ERR4EERR
EN;
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8. WERFTEARFARRUVREES. RMEXNEFEAR. WEFBFEAR

784 SRR FE AR H A R SRAMAEEINEAE A B | IGERARA4EH B
FLHNY o H TR 2020 4E 2020 4 2020 4
30200AMX00819000
25mg [HIET) 8 A 17H 12H 11 H 12 H 11 H
FLHNRY h IR 2020 4 2020 4 2020 4F
30200AMX00820000
75mg [HET 8H17H 12H 11 H 12 H 11 H
A AN I A 2020 4 2020 4 2020 4
30200AMX00821000
150mg HET 8 A17H 12 H 11 H 12 H 11 H
FL AN 0D BE 2020 2020 2020
" F 30200AMX00822000 F *
25mg [HET) 8H17H 12 H 11 H 12 411 H
LAY 0D 88 2020 4 2020 4 2021 4E
30200AMX00823000
50mg [HET) 8 A 17H 124 11 H 3H 5H
FL AN 0D $E 2020 4F 2020 4F 2021 4F
30200AMX00824000
75mg [HET ] 8H17H 12 H 11 H 3H 5H
LAY 0D 88 2020 4 2020 4 2021 4E
30200AMX00825000
150mg [HET ] 8H17H 12 H 11 H 3H 5H

9. MREXHREN. RERVABREEENFOFEABRUZOART

BARANA

10.
AR ANA

BEERE. BERRAREABRUVZTORNE

1. BEEHM
LR
12. HFEHMFIRICET SR
AFNE, FEBICE T AHIRIZED HIL TV,
13. &£#Ea—F
JEAE 55 ) AT 2L e B[ E 3 o — R - L7 M ERAE
BR5E 4 e i MU lHOT (9 B/E| . T
IV EHE S = — R (YJ =2—F) AT A — R
TFVLHNRY TR
1190017M1052 1190017M1052 128274001 622827401
25mg [HET
FVUHNY TRV
1190017M2059 1190017M2059 128275701 622827501
75mg [HIET |
FLHNY AT
1190017M3055 1190017M3055 128276401 622827601
150mg [HET]
LAY 0D FE
1190017F1193 1190017F1193 128277101 622827701
256mg [H[ET |
L HNY 0D §E
1190017F4052 1190017F4052 128278801 622827801
50mg [ H[ET ]
T L HNY 2 0D $E
1190017F2190 1190017F2190 128279501 622827901
75mg [ H[E 1]
LAY 0D FE
1190017F3196 1190017F3196 128280101 622828001
150mg [ H[E 1]
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14. REHRTLOIE
AFNL, TR EOBREELTH S,
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XI.

AR

. SIFAX#E

1) FEPNERE - 2 R R

2) R IRHEER (U 7L 25mg/150mg. OD #& 150mg)

3) FENEE : AR E R () 72V T5mg)

4) tENEEL - RS ERER (0D $E 25mg)

5) tENEEL : A FHFESERER (0D $ 50mg)

6) LR AR S MERER (OD $E 75mg)

7) AARBHERRIE 2 - SMERIEZIR T A K74 > 2011, 2011 : 23

8) ErHERERE T B N OB B IS BT 23 mEaE (U U 7L 2010 42 4 A 16 AR,
HEEEEMEEE 2.7.2.2)

9) /NIHEIES il : HARNA 7 U = 7524356, 2010 ; 17 (2) @ 141-152

10) EWNFENARGERE CRREZ e aitim) (VU 2780 2010 4F 4 A 16 AR, HiEEE
HEEE 2.7.6.29)

11) ENFE ARG OB IR IE R R AR RR B (0 5 9&9%) (U U 1 7)1 @ 2010 4F 10 A 27
H7&GE. HRHEEMSEE 2.7.3.3, 2.7.6.1)

12) EPNENARRGERER (RRMERRIE) (U U h 7L 1 2012 4E 6 A 22 HAR, HFEERMEE
2.7.3.3, 2.7.6. (2))

13) SMESE WAL O 7 A lERER (R Rz %apidde) (U U 7L 0 2010 4 4 A
16 HAR, WiEEEHME 2.7.3.3, 2.7.6.30, 2.7.6.31, 2.7.6.32)

14) AEBUAHH &SRB (R #m) (VU 28780 201044 A 16 AKR, HiF
EEHEEL 2.7.6.34)

15) ENEME LGB (FIRES %) (VU B H7 8L 2010 4 4 A 16 HARR., HFEEEME
%2735, 2.7.6.37)

16) EWNEME LR (BRI MERMAREFICE S %) (VY 287 &0 2010 410 H 27 A
IR, HEHEEHMBEE 2.7.3.5, 2.7.6.24)

17) ENE#HGRBR GREEFIRIE) (U U B0 7&1:20124E6 H 22 H &R, AFFE RS 2.7.3.5,
2.7.6. (2))

18) ENEMGHER CGEMHBEEGHRAR. MR &ERm, 2R MEMCAECHE 5% (VU A7t
Jb 201342 A 28 HKRR, HGHEEMIEL 2.7.3.5, 2.7.6. (2))

19) FERSILF B AR GFMRERER) (VU7 '0 0 20184 2 A 28 AAGR, HiEEEHYT
92.7.3.3, 2.7.6. (2))

20) AEEHEGREB A %aRE) (VU h 782010 4 4 A 16 HAR, HiEEEHE
352.7.3.5, 2.7.6.35, 2.7.6.36)

21) BRIREOAZIMEDOHEEE (U U B 7' 2010 45 4 H 16 H&R, HEEEEMEE 2.7.3.1)

22) Bauer C. S, et al. : J. Neurosci. 2009 ; 29 (13) : 4076-4088 (PMID : 19339603)

23) Fink K., et al. : Neuropharmacology. 2002 ; 42 (2) : 229-236 (PMID : 11804619)

24) Maneuf Y. P, et al. : Pain. 2001 ; 93 (2) : 191-196 (PMID : 11427331)

25) Tanabe M., et al. : J. Neurosci. Res. 2008 ; 86 (15) : 3258-3264 (PMID : 18655202)

26) Bee L. A., et al. : Pain. 2008 ; 140 (1) : 209-223 (PMID : 18809257)

27) Field M. J., et al. : Pain. 1999 ; 83 (2) : 303-311 (PMID : 10534603)

28) Field M. J., et al. : Pain. 1999 ; 80 (1-2) : 391-398 (PMID : 10204753)

29) Tanabe M., et al. : Eur. J. Pharmacol. 2009 ; 609 (1-3) : 65-68 (PMID : 19285498)
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30) BB RIEIRE T VIR HHERIEIERER (VU A 7L 2012 4F 6 A 22 HKR, H
AR 2.6.2.2)

31) Field M. J., et al. : Br. J. Pharmacol. 1997 ; 121 (8) : 1513-1522 (PMID : 9283683)

32) Field M. J., et al. : J. Pharmacol. Exp. Ther. 1997 ; 282 (3) : 1242-1246 (PMID : 9316831)

33) HEFER AT 2 3B (HEHES) (U U H 7L 2010 4F 4 H 16 AAGR, HEEEEHH

5 92.7.2.2)
34) R AICBIT 28y ERe (EXRE) (VY 7L 20104 4 H 16 A&R., HiEEEME
B 92.7.2.2)

35) MhAA/AEE il 20 &K, 2020 ; 57 (10) : 905-913

36) tENER A FrEEMRER (0D $E 150mg)

37) BRHEOEE (VY H 720104 4 A 16 HAR, HiEEEMEE 2.7.1.2)

38) MLHFIZHITHARFEDORE (VY HH 7k 2010 44 A 16 HKFR, HEERMEE 2.7.6.3)
39) HWENEEICB T DA EAEA (U U B h 7 &1 :2010 46 4 A 16 HKGR., HiE g RS 2.7.2.3)
40) HARNLF o L O EAER (VU B 712010 4F 4 H 16 A&GE, e RHTEE 2.7.2.2)
41) FE ORI L QI EAER (U U B H 7 &0 :2010 4 4 7 16 H&AZR, HiEEEHEE 2.7.2.2,

FAREE)

42) B Y RN E QI ENER (VU B H 7102010 4 4 A 16 A&, HEEEEHEEL 2.7.2.2,
FHEWMEE)

43) Fxa R L QWA EAER (VU B h 70201044 A 16 HAZR, Hi5 GRS 2.7.2.2,
FAREE)

44) =2 ) —)L L OFEWABEAEM (VU B 702010 4 4 A 16 HKER., FEE RS 2.7.2.2,
FAREE)

45) Brodie M. dJ., et al. : Epilepsia. 2005 ; 46 (9) : 1407-1413 (PMID : 16146435)
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XI. &84

1. ELESHETORFTRE
AINCEB T 2EEUIR, HEAOCHBIZUTO LB TH Y | SETORGBIRDL L 138D,

BRE X TSN R MIELR O &=
Ot bt 5 1 72 e (CRpRE R 5 1 P2 e )
ORBHERRIE T FE S LT W AT REE LTT LAY 1

150mg#% 1 H2[ENZ /31 TR OG- L, Z D% 1M
PLE2NF CIA MRS LT300meE Tl 45, 72
B, FE, JERICE 0 EEERT 58, 1H &S H
#w(I600mgx L2 VW &L, Wb 1H2[A
2o CRRO#E 595,

CRRAEFRIRIE LA D 1&9m)

WE. RAIIMAEE LT LAY 1H
150mg#% 1 H2[ENZ /31 TR IO G- L, £ D% 1M
PLENTC1IEAELE LT300megF THitE L7,
300~450mg CHERFI 25, 7pds, Fllin, JERICE Y
W EIET 523, 1H e &13450mg & % 70
L, WIERH 12BN T TROKET 5,

<DailyMed (USA), 2023 4 9 H 5 >

4 KH
Eey a2 Parke-Davis Div of Pfizer Inc
W44 LYRICA- pregabalin capsule
HIE - Bk | 25mg,50mg,75mg,100mg,150mg,200mg,225mg,300mg
INDICATIONS AND USAGE
LYRICA is indicated for:

-Management of neuropathic pain associated with diabetic peripheral neuropathy

-Management of postherpetic neuralgia

-Adjunctive therapy for the treatment of partial-onset seizures in patients 1 month of age and
older

-Management of fibromyalgia

-Management of neuropathic pain associated with spinal cord injury

DOSAGE AND ADMINISTRATION
2.1 Important Administration Instructions
LYRICA is given orally with or without food.

When discontinuing LYRICA, taper gradually over a minimum of 1 week.

Because LYRICA is eliminated primarily by renal excretion, adjust the dose in adult patients with
reduced renal function [see DOSAGE AND ADMINISTRATION (2.7)].

2.2 Neuropathic Pain Associated with Diabetic Peripheral Neuropathy in Adults

The maximum recommended dose of LYRICA is 100 mg three times a day (300 mg/day) in patients
with creatinine clearance of at least 60 mL/min. Begin dosing at 50 mg three times a day (150
mg/day). The dose may be increased to 300 mg/day within 1 week based on efficacy and tolerability.

Although LYRICA was also studied at 600 mg/day, there is no evidence that this dose confers
additional significant benefit and this dose was less well tolerated. In view of the dose-dependent

adverse reactions, treatment with doses above 300 mg/day is not recommended.
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2.3 Postherpetic Neuralgia in Adults

The recommended dose of LYRICA is 75 to 150 mg two times a day, or 50 to 100 mg three times a
day (150 to 300 mg/day) in patients with creatinine clearance of at least 60 mL/min. Begin dosing
at 75 mg two times a day, or 50 mg three times a day (150 mg/day). The dose may be increased to
300 mg/day within 1 week based on efficacy and tolerability.

Patients who do not experience sufficient pain relief following 2 to 4 weeks of treatment with 300
mg/day, and who are able to tolerate LYRICA, may be treated with up to 300 mg two times a day,
or 200 mg three times a day (600 mg/day). In view of the dose-dependent adverse reactions and the
higher rate of treatment discontinuation due to adverse reactions, reserve dosing above 300
mg/day for those patients who have on-going pain and are tolerating 300 mg daily.

2.4 Adjunctive Therapy for Partial-Onset Seizures in Patients 1 Month of Age and Older

The recommended dosages for adults and pediatric patients 1 month of age and older are included
in Table 1. Administer the total daily dosage orally in two or three divided doses as indicated in
Table 1. In pediatric patients, the recommended dosing regimen is dependent upon body weight.
Based on clinical response and tolerability, dosage may be increased, approximately weekly.

Table 1. Recommended Dosage for Adults and Pediatric Patients 1 Month and Older

. Recommended Recommended Frequency of
Age and Body Weight Initial Dosage Maximum Dosage Administration
Adults (17 years and 150 mg/day 600 mg/day 2 or 3 divided doses
older)
Pediatric patients
10 mg/kg/d

weighing 30 kg or 2.5 mg/kg/day (not ti)nfxciedazoo 2 or 3 divided doses
more mg/day)

1 month to less than 4
Pediatric patients years of age:
weighing less than 30 3.5 mg/kg/day 14 mg/kg/day 3 divided doses
kg 4 years of age and

older-

2 or 3 divided doses

Both the efficacy and adverse event profiles of LYRICA have been shown to be dose-related.
The effect of dose escalation rate on the tolerability of LYRICA has not been formally studied.

The efficacy of adjunctive LYRICA in patients taking gabapentin has not been evaluated in
controlled trials. Consequently, dosing recommendations for the use of LYRICA with gabapentin
cannot be offered.

2.5 Management of Fibromyalgia in Adults

The recommended dose of LYRICA for fibromyalgia is 300 to 450 mg/day. Begin dosing at 75 mg
two times a day (150 mg/day). The dose may be increased to 150 mg two times a day (300 mg/day)
within 1 week based on efficacy and tolerability. Patients who do not experience sufficient benefit
with 300 mg/day may be further increased to 225 mg two times a day (450 mg/day). Although
LYRICA was also studied at 600 mg/day, there is no evidence that this dose confers additional
benefit and this dose was less well tolerated. In view of the dose-dependent adverse reactions,
treatment with doses above 450 mg/day is not recommended.
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2.6 Neuropathic Pain Associated with Spinal Cord Injury in Adults

The recommended dose range of LYRICA for the treatment of neuropathic pain associated with
spinal cord injury is 150 to 600 mg/day. The recommended starting dose is 75 mg two times a day
(150 mg/day). The dose may be increased to 150 mg two times a day (300 mg/day) within 1 week
based on efficacy and tolerability. Patients who do not experience sufficient pain relief after 2 to 3
weeks of treatment with 150 mg two times a day and who tolerate LYRICA may be treated with up
to 300 mg two times a day.

2.7 Dosing for Adult Patients with Renal Impairment

In view of dose-dependent adverse reactions and since LYRICA is eliminated primarily by renal
excretion, adjust the dose in adult patients with reduced renal function. The use of LYRICA in
pediatric patients with compromised renal function has not been studied.

Base the dose adjustment in patients with renal impairment on creatinine clearance (CLcr), as
indicated in Table 2. To use this dosing table, an estimate of the patient's CLcr in mL/min is
needed. CLcr in mL/min may be estimated from serum creatinine (mg/dL) determination using the
Cockcroft and Gault equation:

[140 - age (yrears)] x weight (k)
72 » serum creatinine (mg/dL) ;
Next, refer to the Dosage and Administration section to determine the recommended total daily

CLCr=

* (085 for ferale patients)

dose based on indication, for a patient with normal renal function (CLcr greater than or equal to 60
mL/min). Then refer to Table 2 to determine the corresponding renal adjusted dose.

(For example: A patient initiating LYRICA therapy for postherpetic neuralgia with normal renal
function (CLcr greater than or equal to 60 mL/min), receives a total daily dose of 150 mg/day
pregabalin. Therefore, a renal impaired patient with a CLcr of 50 mL/min would receive a total
daily dose of 75 mg/day pregabalin administered in two or three divided doses.)

For patients undergoing hemodialysis, adjust the pregabalin daily dose based on renal function. In
addition to the daily dose adjustment, administer a supplemental dose immediately following

every 4-hour hemodialysis treatmen.

Table 2. Pregabalin Dosage Adjustment Based on Renal Function

Creatinine Clearance (CLcr) Total Pregabalin Daily Dose Dose
(mIL/min) (mg/day) * Regimen
Greater than or equal to 60 150 300 450 600 BID or TID
30-60 75 150 225 300 BID or TID
15-30 25-50 75 100-150 150 QD or BID
Less than 15 25 25-50 50-75 75 QD

Supplementary dosage following hemodialysis (mg) t
Patients on the 25 mg QD regimen: take one supplemental dose of 25 mg or 50 mg

Patients on the 25-50 mg QD regimen: take one supplemental dose of 50 mg or 75 mg

Patients on the 50-75 mg QD regimen: take one supplemental dose of 75 mg or 100 mg

Patients on the 75 mg QD regimen: take one supplemental dose of 100 mg or 150 mg

TID= Three divided doses; BID = Two divided doses; QD = Single daily dose.
*Total daily dose (mg/day) should be divided as indicated by dose regimen to provide mg/dose.
TSupplementary dose is a single additional dose
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2. BB ITHEBRERIEER
ERICET 5BMER GF—X S UTHE)
AFNCHB T HEH EOFEOHOFTHEH E A —A TV 7 L3RR 5,
(IVIl. 6. FsEOEFAEBHTHEEICEHTHEE] OHEEHR)

Drug Name Category
A=A NT7 VT DIA pregabalin D
(2023 4 10 A #iR)

BE  pEOME
A=A NZ U7 D54 (An Australian categorization of risk of drug use in pregnancy)
Category D :
Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs may
also have adverse pharmacological effects. Accompanying texts should be consulted for
further details.
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1

L)

B - IREZIRICER L TERERHIZ1T S ISH = > TS EHER

AEOWERICEHT 5

ARG 22 T TORWIEICET 5 H#RAE £ 5,
RBRTIEENHL L TOWRVHRE LG ENTEY, HIETH
EEFELLTUHRRLTND,
EREFE D RREN 2 RET 2 L TOZEERTH Y . MLHFEOHEZRTH DO TIEAR,

L STV RBRGIE TR O TR

(1) ¥
Bih T DOREERER
TLANYhTHIL 25mg THEIL]
FUHRY »h TN 25mg THET] Oih FELORENEE 25°C « T5%RH ORIFAME THFE L

IR, ABOBMRTHY | MEROEREEIBBANTH T,

WRVERE - SREBRK O H S L ZBE L, REMAZTRY H LT,
SRERFEHEIIR : 2019/7/16~2019/10/29

o i 7t/ 25C - 75%RH [HEYE. BHf]

(Fe/IMiE ~ e KA
HRERIH B =3 PRAFHAR
<> & B 4G 2 1A 1% H 2 % A 3% H
MR n=10 EV0300 | HEOHE | HEEOMmE | ABOmEK | ABOHME | AAOKE
MiERE (HPLC) n=3
= : "2 Bvosoo | e A A A A
<¥1>
i (%) *?n=3 98.62~ 97.39~ 97.21~ 96.98~ 98.55~
EV0300
<95.0~105.0% > 100.89 97.81 98.28 98.68 99.16
(&) BEEZEL (%) | EV0300 — +0.7 +0.6 +0.8 +0.8

X1l 2 OFEBE - 0.2%LL T,

K2 RTRBIIHTIEAE (%)
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FLAENY) ATV T5mg THETL)
TVLANRY v h TR Tmg TAET] OPh 7LD REME 25°C « T5%RH OEAFSRM:THig L

IR, ABOBHRTHY | MEROEEEIBBANTH- T,

BARVERL - SBRBAI O H 7L ZBRE L, AEMA Y H LT,
SRERFEHEIIR : 2019/7/16~2019/10/29

o i 7t/ 25C - T5%RH [FE. Bakk]

(e /M ~ e A
RERIE H o b PRAFHART
< B> T BHAGHEE 2 i 1% A 2% A 35 A
PR n=10 EV0300 | HEOHE | HEEOME | ABOMEK | HAOHBEK | AAOKE
MiERE (HPLC) n=3
- : " Evosoo | 4 e e e A
<H1>
i (%) *?n=3 98.19~ 98.60~ 96.99~ 98.88~ 99.63~
EV0300
<95.0~105.0% > 100.13 98.73 97.57 100.15 100.00
(2EE) EE2 (%) | EV0300 — +0.4 +0.3 +0.4 +0.4

M1 : E 2 ORI : 0.2%L0 T MBI : 0.5%LL F
M2 RFRICHT HEHE (%)

LAY AT 150mg THETL]
FLHANY B TR 150mg [HET] ORI 7 AORENEZ 25C - 7T5%RH OIRIESME Tt

L7ciif, AROBMRTHY, MERTEREIBRANTH T,

RRARIER - SRR DB 7 ZBE L. AEWZED LT,

SRERFEHEIIR : 2019/7/16~2019/10/29

o i 7t/ 25C - T5%RH [FE. BAkk]

(Fe/ M~ e KA
HRERIH B =37 PRAFHAR
<> & BHAGHEE 2 i 1% A 2% A 35 A
PESR n=10 EV0300 | BB | AGOBmEKR | AGOKREK | AGROHE | AROHEK
#iEsABR (HPLC) n=3
= : 0 1 Evosoo | o e P e ey
<¥1>
a8 (%) *? n=3 98.53~ 99.53~ 98.35~ 99.17~ 99.80~
EV0300
<95.0~105.0% > 99.93 99.64 98.76 99.72 100.07
(&) BEEZEL (%) | EV0300 — +0.2 +0.2 +0.2 +0.2

%1l 2 OIEZWE - 0.2%LL T, REBEWE  0.5%LL T
X2 BTREIZHTL2EHR (%)
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BRI ORE SR

TLAHNY 0D E25mg THET]

LAY 2 OD 82 25mg T HE L O D@ % 25°C « T5%RH OIR{ESA: THigt L7z it 3R,
PERIZAGOH R THY . MEROCEEITHRENTH -7,

FRARVERL - SREBREUA & gk TR L 7=,
SKER T NE IR - 2021/2/25~2021/6/11

o Wy 25°C - T5%RH [HOL, Bk

(dpe/ M ~F5c KA
RERIH B =37 PRATHAR
<JRHE> &5 BH A 2 1 [ 1A 2 4 H 3% A
PR n=10 FA0100 | HEaDOEK | HEOHMEK | AAOBKE | BEROK K | AAOHmE
fifraE (HPLC) n=3
FUSHBR (HPLO) 028 | b 00| s Hh W e W
<H¥1>
&8 (%) *? n=3 98.91~ 100.13~ 99.45~ 99.51~ 97.73~
FA0100
<95.0~105.0% > 101.81 100.57 100.51 101.80 100.15
(&) BEEZL (%) | FA0100 — +1.5 +1.6 +1.4 +1.6

%1 :RRT % 5.32 OIEFWE : 0.3%LL T, AL USN Ol x OFERWE : 0.2%LL T, AiLS OIEZEME : 0.3%
PR, #IEBWE : 0.6%LL T
¥2 BREICKHTLEAEE (%)

TJLANRY > 0DEE0mg THETL]

ZL 8 OD $E 50mg [ A& T Ot DR EM% 25°C - T5%RH OIRIFSAM: THaT L 7o 58,
PEIRIZA GO KR TH Y, MELOERITHENTH -7,
FRAVERL « sBR A2 Ak TR L 7=,
SERFEHEWIR : 2021/2/25~2021/6/15
o Wikl 25°C - T5%RH [EE. BEkY]
CUN RS FNY)
SREATEH SRV PRAFIHIE
< HHHE> &5 BHAGHEE 2 3 ] 1% H 2% A 3% A
MR n=10 FK0247| HEOHE | HEOHKE | HAOKBE | ABOHME | HEAOMEK
#igEEE (HPLC) n=3
R (HPLO) n=3 | b onr|  sinr o o o o
<¥1>
G (%) *2 n=3 99.75~ 99.24~ 99.46~ 99.61~ 99.29~
FK0247
<95.0~105.0%> 101.36 100.66 100.93 100.50 100.21
(2%1H)
FK0247 — +1.5 +1.6 +14 +1.6
HaZlt (%)

%1 :RRT % 5.32 OIEFWE : 0.3%LL T, LGRSOl x OFERIE : 0.2%LL T, LS ORIEZEME : 0.3%
T, #EGWE : 0.6%LLT
¥2 BOREICKHTLEAEE (%)

73




TLAHNY 0D Tmg THETI]

7L A3 2 0D §E 75mg [ HIE T O O e % 25°C « T5%RH OLRIFSE TR L7255,
PEIRITZA GO KR THY . MELOERITHENTH -7,
FRAVERL « ABR AN 2 Fbk THIf L 7=,
SERFEHEIIR] : 2021/2/25~2021/6/11
o Wikl 25°C - T5%RH [EE. BEAY]
(Fpe/ M~ F5e KA
BRTE H 7k A7 AR
< HHHE> & BHAGHEE 2 3 ] 1% H 2% A 3% A
PR n=10 FK0265| HEOHE | AGOBmE | BROBEK | HAOMmE | Aok E
#igE3E (HPLC) n=3
RO (HPLO) n=3 | b 06| s o o o o
<H¥1>
a8 (%) ¥ n=3 100.41~ 100.59~ 99.44~ 100.59~ 99.42~
FK0265
<95.0~105.0% > 101.52 102.42 101.84 100.93 100.96
(2%1H)
FK0265 — +1.6 +1.7 +1.4 +1.6
mEaZlt (%)

%1 :RRT #J 5.32 DFRHWHE : 0.3%LL T, ZEFLLS O 2 OFFWE - 0.2%LL T, AR OB ME : 0.3%
DUF., EEWE : 0.5%LLT
X2 BTREIZHTL2EHR (%)

FLAHNY 0D 150mg THET]

ZF LAY 2 OD 8 150mg [HIET.] OB 022 &%z 25°C « T5%RH OIRIFESAE TR L=k
B HERIZACOBMKRTHY . MELOERITFEENTH- T,

FRARVERL - AREBREUA & gk TR L 7=,
SR FEHEWIR : 2021/2/25~2021/6/15

o Wy 25T - T5%RH [EE. B
(e /M~ F5e K AiE)
HRERIH B =N PRI
<JRHE> i) BH 4G IRE 2 1% H 25 A 3»H
MRk n=10 FK0253| HEOME | HEOHKE | HAOKBE | ABOHME | HAOmEK
#iERER (HPLC) n=3
: "0 IFKo253| A P ey P P
<H1>
a8 (%) *2 n=3 99.53~ 100.58~ 99.46~ 99.48~ 98.83~
FK0253
<95.0~105.0% > 100.94 102.68 100.32 101.17 101.75
(ZE1H)
FK0253 — +1.6 +1.6 +14 +1.5
mat (%)
%1 :RRT #J 5.32 OFHEW'E : 0.3%LL T, RSO 2 OFFFWE : 0.2%LL T, AR ORERWE : 0.3%

LR, M3 E - 0.5%LL T

K2 RRBICHTLIEAE (%)
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(2) Hifg - BEMRUBREREF 1 —TEB1HHR
FLANY) AT 25mg THETL)
1) ABRAE
[ B e v B
T4 AN —DOEA NEERERY . BRIE 1 EZ2T 4 AU —NIZARTEA R ZRL,
) 55°COIRY; 20mL W\ W Hlo 7, T 4 AU Y —IC#EE LT H olilkEk, T4 A —%F
T 15 EERA L. FAERE ORI ZBIZE LT, O RBENRED bW E1E, I 5 2E
%, AEROBAEZITN, AR ORI A BLEE LTz,
FREOERETI I 72 BRI SR SR WAL, BRIR 1 AL, B cHlaE
WTHRIRZ I U, FRROBIEZITV, AABIRE ORI A B LT,
(e e P 5l
BB DO NS T2T 4 AN —2RET 2 — 71T L, I 2~3mL/BOBE CIHEALT, T a—
TIIENFFRALGD BRI 8 43D 2 Z/KFEIZ L, FEAHZZ DK 30ecm EO & SIZEE Lz, HEARZIC
HWEOFKEEALTT 2—TNEES L EOT 2 —TNOEFEYOF I CGRiBME 282 L,

AEREH A - 2019/10/24
7y &5 EV0300

2) RBRER
AR v R I AR
U HENNY R SN
5y LANIC FREE - i LTz, SFr.OF = — 7 %@l L7,
25mg [HIET)

ARRBRIE, THIRE BERG AN F7 v 7 (B CiEo) ) ICH¥ECTHEM LT,
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FTLAHNY) AT T5mg THEI)

1) BERAE

[ I B A
T A AR —DEA M ERERY, BIE 1 EE2T 4 A —HIZANTEA M EZRE L,
#) 55°COIRY; 20mL W W B> 7o, T 4 AN —IC#HEE LT b pliE#%R, 7 4 AU —%F
T 15 EERA L. FAERE ORI ZBIZE LT, O RBENRZED b WGE1E, I 5 oE
%, FEROBAEZITV, FERE ORI A BLE LT,
FRROEIE TR 72 RBERRE AR LR WVGEIL, BIE 1 EESEL, B SR
WK Z R L, RIRROBAEEZ TV, BRI ORI A BI5E LT,

BIEL e
WRER D NS TeT 4 AN Y —5REF o — 7128 L, K 2~3mI/POHE THEA LT, Fa—
TIXAERNFFEALGD B 3 53D 2 ZAKFEIZ L, AL Z DK 30cm L@ SIZEE Lz, HEARKIC
HEDFHEKEEALTTF2a—TAEES L ZOT 2 —THOEFEY ORI CGREEZBZE LT,

AEREH A - 2019/10/24
7y &S EV0300

2) HBRER
A RIS
VAR IHT RN A i - i LT SFr.00F = — 7 A L.
75mg [H[ET |

ARRBRIE, THIRE BERG AN F7 v 7 (KK o)) ITH¥ECTHEM LT,
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FTLAHNY) oA TR 150mg THETL)

1) BERAE

[ I B A

T A AR —DEA M ERERY, BIE 1 EE2T 4 A —HIZANTEA M EZRE L,
#) 55°COIRY; 20mL W W B> 7o, T 4 AN —IC#HEE LT b pliE#%R, 7 4 AU —%F
T 15 EERA L. FAERE ORI ZBIZE LT, A BRBENREO b WGE1E. I 5 o E
%, FEROBAEZITV, FERE ORI A BLE LT,

FRROEIE TR 2 ABERE AR LR WNGEIL, BIE 1 EESE L, B SR
WK Z R L, RIRROBAEEZ TV, BERE ORI A BIEE LT,

BIEL

BB DO NS TeT 4 AN Y —5REF o2 — 7128 L, K 2~3mI/PPOHE THEA LT, Fa—
TIXAENFFEALGD B 8 43D 2 ZAKFEIZ L, HEAGE Z DK 30cm L@ SIZEE Lz, HEARKIC
HEDFEKEEALTTF2a—THAEES L ZOT 2 —THOEFEY ORI CGREEZBZE LT,

AEREM A - 2019/10/24
7y &S EV0300

2) HBRER
A RIS
VI BTN A i - i LT SFr.00F = — 7 A L.
150mg [HET |

ARRBRIE, THIRE BERG AN F7 v 7 (KK o)) ITH¥ECTHEM LT,

77




FLANRY 0D E25mg THET]

1) BERAE

[ I B A

T A AR —DEA M ERERY, BIE 1 EE2T 4 A —HIZANTEA M EZRE L,
#) 55 COIRY; 20mL W WBlo 7o, 7 4 AN —IC#HEE LT b plE#%, 7 4 AU —%F
T 15 EERA L. FAERE ORI ZBIZE LT, O RBEREO bW E1E, I 5 2 E
%, FEROBAEZITV, FERE ORI A BLE LT,

FRROEIE TR 2 ABERE AR LR WNGEIL, BIE 1 EESE L, B SR
WTHRIRZ I L, RIEROBIEZIT V. REERE ORI A BIZE LT,

BIEL

B DO NS TeT 4 AN Y —5REF o — 7128 L, K 2~3mI/POHE THEA LT, Fa—
TIXERNFFE AL B 3 43D 2 ZAKFEIZ L, AL Z DK 30cm L@ SIZEE Lz, HEARKIC
HEDFEKEEALTTF2a—THAEES L ZOT 2 —THOEFEYOF IS CGREEZBZ LT,

SKER I NE IR - 2021/4/19~2021/4/23
7y &R FA0100

2) HEBRER
B B R R
L HNY > 0D BE .
* 5 4y LN I HAE - 1 L7 SFL.OF = —7 % i L7,
256mg [HIET |

ARRBRIE, THIRE BERG AN F7 v 7 (KK o)) ITH¥ECTHEM LT,
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FLANRY 0D Emg THET]

1) BERAE

[ I B A

T A AR —DEA N ERERY, BRIE 1 EE2T 4 A —HIZANTEA M EZRE L,
#) 55 COIRY; 20mL W WBlo 7o, T 4 AN —IC#HEE LT b pliE#%R, 7 4 AU —%F
T 15 EERA L. FAERE ORI ZBIZE LT, O RBEREO bW E1E, I 5 2 E
%, FEROBAEZITV, FERE ORI A BLE LT,

FRROEIE TR 2 ABERE AR LR WNGEIL, BIE 1 EESE L, B SR
WK Z R L, RIRROBAEEZITV, BERE ORI A BIEE LT,

BIEL

BB DO NS TeT 4 AN Y —5REF o2 — 7128 L, K 2~3mI/PPOHE THEA LT, Fa—
TIXAERNFFEALGD B 8 43D 2 ZAKFEIZ L, HEAGEZ Z DK 30cm Eo@ SIZEE Lz, HEARKIC
HEDFEKEEALTTF2a—THAEES L ZOT 2 —THOEFEY ORI CGREEZBZE LT,

SKER I NE IR - 2021/4/19~2021/4/23
7y EE  FK0247

2) HEBRER
B B R R
L HNY > 0D BE .
* 5 4y LN I HAE - I L7 SFL.0OF = —7 % i L7,
50mg [HI[ET |

%« 74 AN Y—WIT, T<ENTHADORLFRERE LT,
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