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1 Erh 1 g
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(1) fnisaER

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

OTVHNY o h T 2mg THET]  INERE 40C - 75%RH A& OEERE (PTP @) ]
HEEH =IO TRA7 I
< B > H5 BR A RE 15 A 3 »H 6 » H
PR n=3 PRE25C1-1
<Fy v TEKRORT 4 55| PRE25C1-2 Sk Bk Bl Bk
NEBEOW A 72/ > | PRE25C1-3
PRE25C1-1
ek (HPLC) n=3 | PRE25C1-2 e e A A
PRE25C1-3
P B PRE25C1-1
PR g ;?EC) n=3 | PRE25C1-2 o A SR SR
PRE25C1-3
AN —PERBR (%) PRE25C1-1 2.80~5.32 3.62~4.70
(&Y —MEBR) n=3 | PRE25C1-2 3.31~4.17 — — 3.96~5.61
<15.0%LLF > PRE25C1-3 3.62~4.65 2.35~4.75
e (o PRE25C1-1 96.4~103.6 95.5~104.9 93.2~101.4 95.3~105.3
figjf (8/;1/0&"f> PRE25C1-2 94.8~103.3 94.2~103.5 95.2~101.5 93.1~104.3
i PRE25C1-3 93.2~102.6 93.7~101.6 92.8~102.2 96.8~104.1
SF (%) ¥ n=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
¥1 o fHx OFERWE : 0.2%L0 T, RIEBWE : 0.5%LL T

%2 FARRICHT BEAE (%)

— : R R

SRERFEHEHIR : 2017/10/20~2018/5/22

OFTVANRY TR Thmg  [THET] IN#ERE 40C - 75%RH &R RE (PTP @) ]
HIEHEH =BV el
<K% > *5 BR G IRE 1% A 3 »H 6 » H
Mk n=3 PRE75C1-1
<y v TSR G, KT | PRE75C1-2 W e HWE A
S ES RO 7 LE> | PRE75C1-3
PRE75C1-1
ek (HPLC) n=3 |PRE75C1-2 Bk Bk Bl Bl
PRE75C1-3
s _ PRE75C1-1
ERER <;§11Pi40) "=3 | pRE75C1-2 St 0 St 0 i i
PRE75C1-3
AN —PERBE (%) PRE75C1-1 3.52~5.78 3.79~5.56
(6 8B&¥H—M#ABR) n=3 | PRE75C1-2 4.10~6.37 — — 4.05~5.80
<15.0%LLTF > PRE75C1-3 4.27~4.77 2.47~4.08
VSHE (%) n=18 PRE75C1-1 95.9~102.7 95.6~103.7 92.3~103.2 95.0~102.8
<154y, 85%LLE> 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 (%) *° n=s 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

M1 : H % OFIGIE : 0.2%L0 T, WERIWE : 0.5%LL T
M2 RRBICHT B EHE (%)

— BRI




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

OFVINY o F 7L 150mg [H[E T

InERER 40°C - T5%RH [IR#&wliEERE (PTP @) ]

WEEH =IO TRA7 I
<Hikk> &5 A AEIF 1% A 34 A 6 7 A
MR n=3 PRE150C3-1
<F v v TEEORT 1 503 | PRE150C3-2 Sk Bk bl Bk
Heof s 7L H> |PRE150C3-3
PRE150C3-1
Mez8i#6k (HPLC) n=3 |PRE150C3-2 e e A A
PRE150C3-3
ot e _. |PRE150C3-1
MERER <;§11Pi40) "3 | pRE150C3-2 i 0 i 0 St St
PRE150C3-3
AN —PERBE (%) PRE150C3-1| 2.25~2.40 3.76~4.29
(6 8B¥H M) 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
GSHIE (%) n=18 PRE150C3-1| 98.7~105.6 95.3~101.9 96.0~103.9 95.9~103.6
<154y, 85%LLES> PRE150C3-2| 97.9~103.3 95.8~102.5 96.6~103.5 96.3~102.9
X PRE150C3-3| 97.5~103.1 96.1~101.2 96.3~102.7 97.0~101.4
SE (%) % n=3 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
K2 FOREICKT A ERR
: RERR SN

(%)

il = DFEZIE : 0.2%LL T, BEEYE : 0.5%LL T

SRERFEHEHIR : 2018/1/5~2018/7/24

OF VA ANY 0D §E 25mg THIET]  J#E#RER  40°C - 75%RH [k (PTP mik) ]
BIEHEH =BV PRAFHIR
<K > H BH AR 1R 1% H 35 A 6 5 H
. PRE250D1-1
§ Ejé‘ ” %% PRE250D1-2 o e e o
" PRE250D1-3
PRE250D1-1
W% (HPLC) n=3 | PRE250D1-2 A A T A T A
PRE250D1-3
P _. | PRE250D1-1
PR g ;?EC) "=3 | PRE250D1-2 A SRy Hwa e
PRE250D1-3
BRI —MERER (%) PRE250D1-1 1.56~3.33 2.42~4.60
(& B —ME35R) n=3 | PRE250D1-2 2.71~3.50 — — 2.64~4.72
<15.0%LLF > PRE250D1-3 3.12~3.84 3.81~4.53
) N PRE250D1-1 15~26 17~27 14~24 19~25
Hﬂiffo *(jﬁwnjs PRE250D1-2 15~30 14~23 14~21 15~30
- PRE250D1-3 18~24 17~24 14~23 14~23
- PRE250D1-1 96.0~100.7 95.4~104.2 94.7~102.4 96.3~102.0
wHME (%) n=18
<154y, 85%LLES 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
SB (%) ¥ =3 PRE250D1-1| 99.14~101.69 | 99.99~100.77 | 100.39~100.99 | 99.23~100.87
“95 01105 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 #9 5.32 OFEME : 0.3%LL T, ZELLIS D« OFRIE : 0.2% LT, ZEFLLS OREZMH @ 0.3%LL T,

KIERFE - 0.5%LL T
K2 FREIIKTAERER
s PRI OR FE Ji

(%)




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

OFVHARY 0D FESOmg [HET]  InERER  40°C - 75%RH A& 3EFRE (PTP A1) ]
HIEHH oy b PR A R
< Bk > T BH AR R 1% H 3% A 6 % A
TR n=3 PRESOOD12 o e i i
<ERRAY OEBOFEE> PRE500D1-3
PRE500D1-1
W% (HPLC) n=3 | PRE500D1-2 A A T A T A
PRE500D1-3
o . | PRE500D1-1
LR g $1P>LC) "=3 | PRE500D1-2 A SRy e e
: PRE500D1-3
RN — MR (%) PRE500D1-1 2.68~4.08 2.64~4.41
(&8 —ME58R) n=3 | PRE5S00D1-2 2.71~6.48 — — 3.21~4.03
<15.0%LL T > PRE500D1-3 1.96~4.89 3.45~5.26
PRE500D1-1 17~25 16~24 15~22 16~25
H i AN =
H’E’i’fg% gﬁmn;s PRE500D1-2 16~24 18~23 16~27 15~24
- PRE500D1-3 17~24 19~27 16~23 19~26
i PRE500D1-1 93.3~ 98.8 96.3~101.6 95.1~103.5 94.6~101.6
IR HH 0, =
ﬁguj,r% (8/;)0/&f> PRE500D1-2 94.1~ 99.8 95.5~102.9 95.7~102.3 96.1~105.9
Fn OO0 PRE500D1-3 94.9~100.4 95.9~101.0 96.0~102.7 93.9~100.1
LB (%) %2 n=g PRE500D1-1| 99.91~101.52 | 99.12~100.21 | 98.39~101.12 98.87~99.84
‘ii 0‘;105 0% > PRE500D1-2| 99.02~101.92 | 99.36~100.10 | 99.90~100.66 | 99.21~100.50
' e PRE500D1-3| 99.69~101.48 | 98.85~ 99.34 | 98.44~ 99.34 | 98.81~100.03

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

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

(%)

BRI HEIM : 2018/1/16~2018/7/30
OF L HNY 0D $E 75mg [HE T MdEER  40°C - 75%RH Ui EmmE (PTP wi) ]

HEHEE 2y k i
< > e BR A RE 1A 3 »H 6 7 A
< E@®$§i> PG PG = =
PRE750D1-3
PRE750D1-1
ezl (HPLC) n=3 |PRE750D1-2 Bk Biey A e
PRE750D1-3
P _. | PRE750D1-1
HUERER (HPLO) =3 | prET50D1-2 e e i i
: PRE750D1-3
BRI — PR (%) PRE750D1-1 1.51~3.38 2.01~2.20
(&Y —MEBR) n=3 | PRE750D1-2 1.15~2.92 — — 1.80~2.49
<15.0%LLF > PRE750D1-3 1.99~2.40 2.18~2.88
— N PRE750D1-1 18~27 21~27 18~38 19~26
ﬂﬂ%g% gﬁwn;m 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, S5%LLE> PRE750D1-2 96.5~ 99.8 96.7~101.2 97.6~100.7 97.9~102.7
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 #9 5.32 OFRWE : 0.3%LL T, LS OE 2 DFRWE : 0.2%LL T, EitAORERYE : 0.3%LL T,
MHEEWE © 0.6%LL T
X2 KRBT HEAE (%)
— : RBOR FE i
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BRI : 2018/1/16~2018/7/27

O VAN 0D B 150mg THEL]  IEERER  40C - 75%RH [F&aERE (PTP &%) ]
HEwE H = PRATIAH]
< B > H5 BR A RE 15 A 3 »H 6 » H
. PRE1500D1-4
<¥mfg7§) an«g;*fs PRE1500D1-5 s ERe) e e
A E | PRE1500D1-6
PRE1500D1-4
ek (HPLC) n=3 | PRE1500D1-5 A e A bl
PRE1500D1-6
I . | PRE1500D1-4
PR <;?1P>LC) "=3 | PRE1500D15 W A SR SR
: PRE1500D1-6
AN —PERBR (%) PRE1500D1-4 | 1.82~1.99 1.63~1.75
(&Y —MEBR) n=3 | PRE1500D1-5 | 1.48~3.70 — — 1.70~2.56
<15.0%LL F > 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% ﬁﬁ Wn;ls PRE1500D1-5 |  24~33 25~34 24~32 25~35
- PRE1500D1-6 24~35 25~34 24~34 26~37
‘ PRE1500D1-4 | 96.8~99.8 97.4~100.5 96.3~101.1 98.3~102.7
figjf (g/;)o/ofjji PRE1500D1-5 | 96.7~99.7 96.4~100.1 96.2~101.3 98.3~100.8
X PRE1500D1-6 | 96.2~98.2 95.6~ 99.2 95.6~102.9 96.7~ 99.7
SE () %2 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

¥1 : RRT #9 5.32 DFEGWE - 0.3%LL T, AL OH 2 OIEZGWE : 0.2% LT, AL OREBGYE - 0.3%LL T,

ERWH

0.5%LL T

%2 FARRICHT BEAE (%)

— R R I

11




(2) RHIRAFHR

RERFEHEHIR : 2018/1/4~2019/1/30

OFVHNY 0D $ES0mg THET ]  EHIGRARE 25C - 60%RH [HE& g (PTP aik) ]
HEHEHE =IO PRAFHIE
<> 5 BH AR IRE 34 H 6 4 H 9% H 12 » H
Rk n=3 PRE500D1-1
<ERAY OEAEO | PRES00D1-2 e BNy HWE B iay A
FbE> PRE500D1-3
PRE500D1-1
e B (HPLC) n=3| PRE500D1-2 ke A A By A
PRE500D1-3
s _|PRE500D1-1
HER ;?EC) "= pRESOOD12 | 4 i i 0 i
PRE500D1-3
fHIH— MR (%) |PRES0OD1-1 | 2.68~4.08 2.96~4.24
(6B M) |PRE500D1-2 | 2.71~6.48 — — — 3.50~4.70
n=3 <15.0%LLF>|PRE500D1-3 | 1.96~4.89 2.40~4.26
" N PRE500D1-1 17~25 16~22 15~21 15~21 15~22
Hﬂ%gﬁgﬁwn;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
- PRE500D1-1 | 93.3~ 98.8 | 95.6~100.8 | 949~ 999 | 955~100.8 | 93.4~ 98.9
wHE (%) n=18
<154y, 85%LLES PRE500D1-2 | 94.1~ 99.8 | 94.1~100.6 | 94.7~102.3 | 95.6~100.5 | 96.0~102.0
PRE500D1-3 | 94.9~100.4 | 96.1~100.0 | 95.7~ 99.3 | 95.2~100.1 | 94.8~101.8
SB (%) ¥ =3 PRE500D1-1 | 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

51 RRT 01 5.32 OBGWIL : 0.3%8L F. /bl « ORI  0.2%50 F. /e bl Sk ORI : 0.3%51 T
REBWE : 0.5%LLT
2 FARRICKT B EHE (%)

ZVII8Y 0D §E 50mg [HETL] O—EDEHIFTIZIT DL EMEEZMHRT D7D, Tk 34

2 A 15 HI5EE 43 B [EHGLOMKE (fA) #AGRH
IZoWT) 1T

FEIZEE U IR & 2 E MERBR R 0 B
YL L €, BEMFEBROER NS, TERIBIZOWTHH Lz, TOME, ER15FE 6

A 3 HEFERE 0603004 & LZEMT —X OFHIIZET A K74 12250 T) @ [RT—

5 R ONHT — & DRI 22 AL R OB 2 1E & A LIRS RWNEE ] 12

%

BFDEeEZBNLZ L

O, BEMRGERBROT —2 B NN—35HE D 2 5F T, DOEMRGRR 12 » A 28 2 220 H#1H
LT, 24 %A (125 A+12 5 A) ETOANENAREE I L, BEABARIZ 24 » A & L7z,
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(3) IR OLENE

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

OTVHNY TN 26mg THET) Mok 40C L, K[ER]
ARERIE H =R PRAFHA
<k > & BR AR 2 i 1% A 2% A 35 A
PR n=10 XXy BN Fr v TEHEO | vy TEHEO| Fv v THWEO | Fv v TEHEO
<Fv v TEBEORT 2 #5 | EV0300 R 4 525 B D[R T « 505 AR T 4 B0S AR T 1 T3 HAD|RT 1 #3H A0
H D7 7" V) > T 7 V| il H 7 L A 7 LH T 7B LH| T 7B ILH|
RSB (HPLC) n=3 | puoang | wa e e e o
<H1>
mHE (%) n=6
<154y, 85%LLE> EV0300 | 98.4~103.8 | 99.0~104.2 | 97.1~101.2 | 100.0~102.1 | 100.2~102.8
w& (%) ** n=3
© 95.0~105.0% > EV0300 | 98.62~100.89 | 98.84~99.11 | 98.07~98.36 | 97.65~99.53 | 98.14~98.76
X1l 2 OFEBE - 0.2%LL T, BEEWE : 0.5%LLT
X2 RTRERICKTLIEAEE (%)
OTVHNY v H TR 26mg TAET) @it 25C - 75%RH [EG, B
HBRIE B ok PRAF IR
<K > &5 BH AR 1R 2 i 1% H 2 5 H 3 » H
Mk n=10 X v TR ONF v v FTEEONF Yy v THENF Y v THENF v v TEHEN)
<H ¥ v TEEORT 1 #| EV0300 |RT 4 SN ARIRT SN AR|RT A SN AR|RT SR8 aa|RT 1 #Hnae
NAGOE A 7 LF| > DRE T 72 VE|OE T 72 VA OFE T 72 VA O 1 72 VA OfE B 7k LAl
RSB (HPLC) n=3 | puoang | wa e e e A
<H1>
wHE (%) n=6
<157y, 85%LLE> EV0300 | 98.4~103.8 | 99.7~102.2 | 98.2~102.2 | 98.5~101.3 | 98.3~102.7
& (%) ®2 n=3
© 95.0~105.0% > EV0300 | 98.62~100.89 | 98.45~99.01 |99.14~100.16| 98.05~98.93 | 98.62~99.04
X1l 2 OFEBE - 0.2%LL T, BEEYE : 0.5%LL T
X2 RTREICKTLIEAEE (%)
OFVHNRY 7N 26mg [HIET) Mt =E - 6 (D65 )i (5 1600Lx), v v — L
5y FTHEH]
ABRIE H =RV g
< > &5 BR LAy 30 /5 Lx-hr 60 /5 Lx-hr 120 5 Lx-hr
PR n=10 Xy v TEHER | Fv v TEHEDY | Fv v THEY | ¥y v TEHEN
<Fy v TEHERORT E13 | EV0300 | RT A EHAAG | RT 4 HBPER | RT o HNAR | BT 508 AG
MO B 7 LF| > DOFEH FEAAF] | OFEHFEAAF | OFFL T EAK | O 7K
FUELEER (HPLC) n=3 | poiqn, o e Ho e
<¥1>
wHE (%) n=6
<157y, 85%LLE> EV0300 98.4~103.8 98.8~103.6 97.9~102.0 99.1~100.5
G (%) *2 n=3
© 95.0~105.0% > EV0300 | 98.62~100.89 97.26~99.45 97.80~99.19 96.76~98.33

X1 2 OFEBWE - 0.2%LL T,

TP

K2 FRRIIHT2EAR (%)

WIEBWE © 0.5%LLTF
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BRI : 2019/7/16~2019/10/29

OF VAR TR Thmeg THIET) ik 40°C LEL. KEBEA]
RERIE H =R PRI
<k > & BH AR 2 34 1% A 2% A 3% A
Mk n=10 Xy T | Ty TEHN | Ty TEHS | T v TR | v v TEN
<Xy v TE IR, EV0300 HARB BB, BB, FRARB BB,
AT 4 HBRABD AT 4 HPAQ|RT 4 B AG|RT R AGRT A AGIRT ¢ R AG
5 7 VF > DREH 78 VK| DFE F7 7= LF| OFE F1 7 ALFI| O 5 7 & AF| OfE F 7 & LA
ULCRIER (HPLC) n=3 | pooang | e o o Ho o
<X1>
mHE (%) n=6
<154y, S5U%LLES EV0300 | 98.9~101.5 | 97.9~101.8 | 97.8~100.5 | 96.9~99.3 | 97.4~100.8
&8 (%) *2 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
1 fH & OFEBEWE : 0.2%LL T, BIEBWE : 0.5%LLF
X2 RARRICKHTLEEE (%)
O VAN T 7RV T5mg THET]  Eaidt 25°C - 75%RH [HEOG, B
ARERIE H =R PRI HIR
<K > & BH AR 2 34 1% A 2% A 3% A
Mk n=10 Xy T | Ty TEHN | Ty o TEHN | T v TR | v v TEN
<Xy v TE IR, EV0300 HRARB A, BB, BB, FARB A, BB,
AT 4 HBRABD AT 4 HPAQ|RT 4 B AG|RT R AGRT A AGIRT £ ARG
T H 7 VF > DREF 78 VHFI|DFE F7 78 VK| OFE F1 7 VKI5 7 & F| OFE F 7 & A
ULHIER (HPLC) n=3 | pooang | wa o o Ho o
<X1>
WELHYE (%) n=6
154y, 85%LI 1> 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
1 fH & OFEBEWE : 0.2%LL T, BIEBWE : 0.5%LLF
X2 RORRIIKHTL2EEE (%)
OFVHNRY 7N Tomg [HIET) Mt =E - e (D65 e (5 1600Lx), v v — L

7w TEY]

ABRIE H =N g
<k > B BH AR 1R 30 5 Lx-hr 60 57 Lx-hr 120 5 Lx-hr
PRk n=10 Xy T Xy T X TEN Xy T
<FHy v TERNEIRE R, EV0300 N =IN E =IN e RIRB =ZIN GE
RT 4 WREEAD AT L EPEAR | RT AEHPAEG | AT A HAEG | RT A EA
A 7B ILH| > DOFEH FEAAF] | OFEHFEAAF | OFFL T EAK | O 7K
FUELEER (HPLC) n=3 | poiqn, e e Ho e
<¥1>
HEHYE (%) n=6
<154y, 85%LLE> EV0300 98.9~101.5 97.1~101.4 98.5~101.5 97.4~101.5
“& (%) *? n=3
< 95.0~105.0% > EV0300 | 98.19~100.13 97.61~99.18 97.66~99.46 97.58~98.95

K1 : fE 2 OIRIH

)

0.2%LL T, #WIEEmY

X2 RARRIIKTL2EEE (%)

0.5%LL T
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BRI : 2019/7/16~2019/10/29

OFVHNRY A7 150mg THET]  HBE%E 40°C Y, KBRS
BRTE B =RV LRAFHAR
<k > H5 BR A RE 2 i 1% A 2% A 3% A
PEIR n=10 Xy v TEENF v v TEE O F Y v TEENF v v TEE O F v v TEED
<F v v TEEORT 1 55| EV0300 |RT 4 S HA|RT  HAAAIRT WA EG|RT « SR EART  HAEA
BAGDOEE A 7 VHE) > DFEH 7B NE||OFE T 72 VE| OFE B 7B VA OFE T 72 VEI|ORE J 7 & L]
MUERER (HPLO) 0=3 | puoang | e e e e o
<H¥1>
WHME (%) n=6
<154y, S5U%LLES EV0300 | 98.9~104.3 | 99.4~104.3 | 97.8~102.2 | 97.5~101.3 | 98.5~101.7
R (%) *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

1 fH & OFEBEWE : 0.2%LL T, BIEBWE : 0.5%LLF

%2 RIS B AR

(%)

OFVHNY 7N 160mg [HET) Mk 25°C - 75%RH [, Bk
HBp1E H 2y k {17 1]
<> & BH AR 2 34 1% A 2% A 35 A
MR n=10 F v TN F v v THENF v v TERNF v v THEONF v v TR
<F v v TEBLORT 4 8| EV0O300 [BF 1 88 | R T 4 88 | RT ¢ S (AR T 1 3 [Aa| BT 1 S8 A
WS DRE 7 AH > O H 7 LK OFE 72 LFI|OFE 5 7 VHI| O 5 7 AFI| o 72 K
MU (HPLC) n=3 | puosog | o o o o o
<Xx1>
VRHIE (%) n=6
<154y, 85%LL 1> EV0300 | 98.9~104.3 98.2~103.0 97.6~101.8 96.5~100.8 98.6~101.9
PN = e X2 -
ai (%) n=3 EV0300 | 98.53~99.93 [98.47~100.81| 98.33~99.43 | 97.65~99.15 |100.24~101.10

<95.0~105.0% >

X1 fEAx OEEWE - 0.2%LL T, BIEHEWE : 0.6%LL T
X2 RTREICHTLHIEAER (%)

OFVHANRY BT 150mg [HET )

7w S TEY]

At =R - Rt (D65 IR (B9 1600Lx) . v — L

ARERIE H =N TRt &
<> HE BH AR 30 5 Lx-hr 60 /7 Lx-hr 120 & Lx-hr
PR n=10 Xy v TEHER | Fv v TEHEDY | F¥ v THEY | ¥y v TEHEN
<Fy v TEHERORT E18 | EV0300 | RT A EHAAG | RT 4 HBPER | RT o HNAR | BT 50 AG
MO H 7 LF| > DOFEH FEAAF | OFEHFEAAF | OFFL ALK | O 7 EAH|
FUELEER (HPLC) n=3 | poiqn, e e Ho e
<H1>
mHE (%) n=6
<154y, 85%LLE> EV0300 98.9~104.3 97.9~101.5 97.6~101.3 98.9~101.1
“& (%) ** n=3
< 95.0~105.0% > EV0300 98.53~99.93 98.71~99.18 98.81~99.34 98.64~99.49

1l & OFEZRWE - 0.2%LL T, BEEYE  0.5%LL T
X2 RTREICHTHIEAER (%)
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BRI : 2021/2/25~2021/6/11

O7VLINY 0D $E 25mg [HET]  Ma%E 40°C YL, RUEA %]

kBRI oy k PRAT IR
<K% > 5 BR G IRE 2 3 [H] 14 A 2 % A 3 »H
Pk n=10

EH EH ES: EH EH
< A FA0100 | AEOHELE | AROFRE | ABOHELE HEOHERE | AROFESE
#EEAER (HPLC) n=3 .

<¥1> FA0100 HE ke fiRe i e
mEErE () n=6
<60 B> FA0100 | 15~20 21~24 20~26 21~24 20~23

e (%) n=6

<154y, 85%LI 1> 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
HEE
(ZE5im) FA0100 29~36 27~38 30~36 34~42 27~33

WE (N) n=10
¥1: RRT % 5.32 OFRBRWE : 0.3%LL . LTSN OMH 2 OEBRWE : 0.2%L T, ZRNORERYE : 0.3%LL T,
WHEFE - 0.5%LL T
2 REICHT D EAE (%)

OFUH Y > OD $E 25mg THIEET ]  MEalit 25°C - 60%RH [, Bk

AERTE B 2k PRAT IR
<K% > B BH AR 1R 2 1% H 2 5 H 3 »H
Mk n=10

EH EH ES: EH EH
< A FE S FA0100 | AEOHEEE | AROFREE | AGOFEE | AROFRE | ABOHRE

MR (HPLC) n=3

1> FA0100 pERay A pay pay pay
HRlEME () n=6
<60 FLI > FA0100 15~20 17~20 20~30 19~21 17~23

e (%) n=6

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

a8 (%) *2 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
HEE
(ZE5im) FA0100 29~36 20~28 22~25 22~26 22~27

E (N) n=10
¥1: RRT % 5.32 OFRBRWE : 0.3%LL . LS OMH 2 OEBRWE : 0.2%L T, ZRNORERYE : 0.3%LL T,
RHERYE : 0.5%LL T
2 FREICHT D GAE (%)
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OF VA NY 0D FE25mg THET)  #EAE 25°C - 75%RH O, BAAk
AERTEH 7k PRAT IR
<JHHE> B BH AR 1R 2 1% H 25 H 35 A
ll\é;lj( Il:lO == o == o == == o == o
< A FE S FA0100 | AEOHELE | AROFREE | AGOHELE HEOHERE | AROFESE
AR (HPLC) n=3 | pioioo | s W W o o
<H1>
AEEME (BP) n=6 3
60 FHLI > FA0100 15~20 28~37 33~55 39~40 31~107
EHME (%) n=6 on e P s e
<154y, 85%LLE> FA0100 | 95.2~103.0 | 84.1~90.3%4 | 82.7~95.3%4 | 74.5~90.5*5 | 81. 9~88. 2
a8 (%) *?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
(& 1)
HE (N) n=10 FA0100 29~36 18~21 20~24 13~22 15~24

*1

IERE © 0.5%LLT
X2 RTBRICKHTIEAEE (%)
X3
X4
X5
X6
KA - KT

3/6 FEARTEE DT, B Z M L7,
10/12 $Ei# G DT, BIZHEE LT,
4/6 BERE A D=, Bk E R L=,
3/6 BEREA D=, B Z b L7,

: RRT #9 5.32 OB : 0.3%LA T, LGRS OE 2 OFBRWE : 0.2%LL T, EFLLIS O SR

WE : 0.3%LL T,

OFVIINY 0D FE 25mg [AET]  #aldE =R, Bt [D65 6l (K 1600Lx) . #T A+ ¥
_[/]
ARERIE H =R TRt &
<k > T BR AR 30 5 Lx-hr 60 7 Lx-hr 120 5 Lx-hr
PR n=10
DS DFEH D FEE DS
< A FEES FA0100 ERERRE ERERRE T EREXPE H D&
FUEERR. (HPLC) m=3 | gy 4100 TN N TN TN
<X1>
AEE () n=6
<60 FOLLN > FA0100 15~20 18~19 16~19 17~18
mEHE (%) n=6
<1545, 85%LLL> FA0100 95.2~103.0 95.9~99.1 96.0~101.4 95.1~100.4
&8 (%) *2 n=3
< 95.0~105.0% > FA0100 98.91~101.81 | 100.41~101.61 | 99.85~100.89 | 100.57~101.51
(BE1H)
B (N) n=10 FA0100 29~36 31~35 27~35 28~32

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

17
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BRI © 2021/2/25~2021/6/15

O7LINY 0D $E50mg [HET]  Ma%E 40°C YL, RUEA %]

kBRI oy k PRAT IR
<JHHE> B BH AR 1R 2 1% H 25 A 35 A
Pk n=10 FR0247 EFAD D | BERADO | BADO | BADO | HEBRADO
<HEFAY OEBOFELE > HOOFRLE | AGOHRE | AQOHRE | AGOHEE | AOREE
#EEAER (HPLC) n=3 N o A o A N N
1> FK0247 A Sk Sk Sk Sk
M (B)) n=6
260 FPLLN > FK0247 21~25 23~30 26~31 26~31 22~31

e (%) n=6

<1545, 85%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
(& 1)
FK0247 32~37 37~48 37~46 40~47 34~45
HE (N) n=10

¥1: RRT % 5.32 OFRBRWE : 0.3%LL . LTSN OMH 2 OEBRWE : 0.2%L T, ZRNORERYE : 0.3%LL T,
RHERYE : 0.5%LL T
K2 FRRIIHT2EAR (%)

OFUH Y > OD $E 50mg THEET ] MEalit 25°C - 60%RH [, Bk

ARERE H oy k ezl
<JHHE> B BH AR 1R 2 1% H 25 H 35 A
Pk n=10 FR0247 EAD D | BEADO | BADO | BADO | HERADLO
<EIREANY O BODOFEE> EFENPE S EFENPE S EREN2E 7 EFENPE S H D FEBE
MRS g QEC) "3 | pRo2a7 | WA A A A A
BREEME (B)) n=6
260 B > FK0247 21~25 21~45 25~39 28~36 22~32

e (%) n=6

<1545, 85%LI > FK0247 | 93.9~97.2 87.0~92.1 87.9~92.3 [84.7~92.4¢3| 88.6~94.7

a8 (%) *2 n=3 FK0247 99.75~ 99.15~ 100.97~ 99.20~ 99.90~
<95.0~105.0% > 101.36 101.40 101.45 101.77 100.51
(& 1)
FK0247 32~37 24~30 24~29 25~28 26~31
HE (N) n=10

%1 : RRT 9 5.32 OFEBRWE : 0.3%LL T, LSO 2 OFEBRWE : 0.2%LL T, At UAORERYE : 0.3%LL T,
G WE - 0.5%LLT

X2 RTRBRICKHTLIEEE (%)

3 10/12 2 A D=0, BBICHEA LT,

18



OF VAN Y 0D FESOmg THET.)  #EIAE 25°C - T6%RH [, BAAk
AERTEH 7k PRAT IR
<JHHE> B BH AR 1R 2 1% H 25 H 35 A
Pk n=10 FR0247 EAD D | BERADO | BADO | BADO | HERADO
<ERAD O EBOELE> HEGOFEE | AGOFEE | AGOHEE | AROHRE | AtoFEkE
fiEE ks (HPL = . . . . .
PR <§< 1>C) "3 | pRo2a7 | A o o o o
AEEME (BP) n=6 . . .
60 FHLI > FK0247 21~25 26~48 38~903%3 31~973%4 | 31~1593%4
EHME (%) n=6
<154y, 85%LLE> FK0247 | 93.9~97.2 | 75.5~82.5 | 70.9~78.2 | 68.7~78.2 | 66.2~75.5
a8 (%) *2 n=3 FK0247 99.75~ 99.26~ 100.29~ 100.66~ 100.43~
<95.0~105.0% > 101.36 101.35 102.2 101.81 100.90
(& 1)
HE (N) n=10 FK0247 32~37 21~24 23~27 19~26 23~25

X1

G WE © 0.56%LL T
X2
X3
X4
s - K

 RTEICHTIEIEAER (%)
: BI18 BERTEA D=8, Hik& A2 i L7,
2 316 SEARMEA DT, AR L2,

: RRT 9 5.32 DIEZHE - 0.3%LA T, LIl 2« OFEiFE

1 0.2%LAF . AEFELAS DRI

FWE : 0.3%LLTF.

OFVHNRY 0D BESOmg THET. ) s =R - @6 (D65 IR (8 1600Lx), 7 AT+
— [/]
ARERIE H =V KRR &
<& > HE BH AL 30 5 Lx-hr 60 /7 Lx-hr 120 & Lx-hr
Mk n=10 FK0247 ERRAY D ERRAY D FHRRA D D ERRAY D
<E[FRA O H B DFERE > H D& ERERPER H 4D SR EE ERERPES
FUELEER (HPLC) n=3 | priosn o o W o
<¥1>
EEME () n=6
260 B> FK0247 21~25 22~28 21~28 20~24
M (%) n=6
157y, SBULLES FK0247 93.9~97.2 95.9~99.1 95.4~98.5 95.0~98.5
&8 (%) *? n=3
 95.0~105.0% > FK0247 | 99.75~101.36 | 101.10~103.22 | 99.67~100.41 | 101.45~102.89
(BEH)
HE (N) n=10 FK0247 32~37 34~40 30~37 34~43

X1
KIERFE - 0.5%LL T

RRT #J 5.32 DMWY :

0.3%LL T, ZERLLIS Ol 2 DIGIE -

%2 FRRICHT BEAE (%)

19
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BRI : 2021/2/25~2021/6/11

OF7VIAANY 0D $ETomg [HET]  Ma%E 40°C YL, XA %]

SEpE B S PR AT
<K% > 5 BR G IRE 2 3 [H] 14 A 2 % A 3 »H
<’§§ ey FRO265 | Fifsn®i | HEoRE | DEoRE | AtoRE | ABoRE
PR _ ;?IP;C) n=3 | pK0265 e e e Ee Ee
Hﬁ%g% *fﬂljﬂ 2:6 FK0265 28~33 33~46 31~39 33~43 29~37

e (%) n=6

<154y, 85%LI 1> FK0265 | 98.0~101.1 | 98.2~100.3 | 98.0~101.4 | 97.1~100.0 | 100.5~103.0

a8 (%) *?2 n=3 FKO0265 100.41~ 101.67~ 100.89~ 99.57~ 100.30~
<95.0~105.0% > 101.52 102.81 101.86 101.12 101.36
HEE
(ZE5im) FK0265 67~78 67~81 56~82 71~83 69~175

WE (N) n=10
¥1: RRT % 5.32 OFRBRWE : 0.3%LL . LTSN OMH 2 OEBRWE : 0.2%L T, ZRNORERYE : 0.3%LL T,
WHEFE - 0.5%LL T
2 REICHT D EAE (%)

OFUH Y OD $E 7T5mg THIEET ]  Malit 25°C - 60%RH [, Bk

HEpE g = (A7 B
<> H BHAGIE 2 1A 1%H 2% H 34 H
<'§§£§%§2> FK0265 | [fan#ss | Aokt | Afao#iE | AtoXksE | Ao
LR g é?leC) "=3 | pRozes | e T e e e
BiENE () n=6
<60 FOLLN > FK0265 28~33 27~46 29~43 32~43 32~56

e (%) n=6

<1545, 85%LI > 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 FKO0265 100.41~ 100.23~ 100.89~ 100.68~ 99.93~
<95.0~105.0% > 101.52 101.10 102.64 101.15 100.64
HEE
(ZE5im) FK0265 67~78 45~58 46~53 46~57 48~55

E (N) n=10
¥1: RRT % 5.32 OFRBRWE : 0.3%LL . LS OMH 2 OEBRWE : 0.2%L T, ZRNORERYE : 0.3%LL T,
RHERYE : 0.5%LL T
2 FREICHT D GAE (%)
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OF VAN Y 0D §E7bmg THET)  #EAE 25°C - 75%RH [HOE, BAA
RERTA H = LRAF I
<JHHE> B BH AR 1R 2 1A 1%H 25 H 35 A
#EIR n=10 = Sap = = Sap
< A FE S FK0265 | HEDFHEEE M@ DHEE ERENE ERENRE S M@ DHEE
#ERB (HPLC) n= . . . . .
PR <;.<1>C) "3 | pRozes | A o o e e
AEPE () n=6 - - -
60 LA FK0265 | 28~33 41~53 41~119 42~158 44~162
Ve (%) n=6
5. et Lo FK0265 | 98.0~101.1 | 76.8~82.3 | 73.5~82.4 | 73.2~82.4 | 78.4~82.7
a8 (%) *2n=3 FK0265 100.41~ 100.97~ 101.77~ 100.26~ 100.30~
<95.0~105.0% > 101.52 101.18 102.77 101.73 101.83
(25 1MH)
BE (N) n=10 FK0265 67~78 33~42 35~43 32~44 34~48

X1
WHEFE - 0.5%LL T
¥2 FrREIIHTHEAE (%)

%31 36 EAREAE DT, Hiks & B L7,

oL o K

RRT #9 5.32 OFfFE : 0.3%LA T, LU OfE 4 OEGIE - 0.2%LL T, ARSI ORERZRYE : 0.3%LL T,

OF VI NY 0D BE Thmg [AET]  #aldE =R - 130 [D65 6l (K 1600Lx), #T A+ ¥
_[/]
ARERIE H =R T &
<k > T BH AR RE 30 5 Lx-hr 60 7 Lx-hr 120 5 Lx-hr
PR n=10
DFEE DS DFEE DFEH
< A FEES FK0265 H DR BE ERERE SREXPE H D& e
Tl RE AR = . . . .
HIERER _ ;?EJC) n=3 FK0265 iRay e iRay e
AEE () n=6
<60 FHLLN > FK0265 28~33 28~39 26~30 25~36
M (%) n=6
<154y, 85%LL 1> FK0265 98.0~101.1 98.3~100.1 90.0~100.9 98.1~100.9
PASE=N X2 —
a8 (%) n=3
< 95.0~105.0% > FK0265 | 100.41~101.52 | 100.86~101.75 | 100.60~100.95 | 100.18~101.27
(BE1H)
B (N) n=10 FK0265 67~178 64~73 54~174 47~73

X1
KIERFWE - 0.5%LL T
X2 RARRICKHTLEEE (%)

RRT # 5.32 DHEWHE : 0.3%LL T,

FEFRLISNOE 2 DIEBGIVE : 0.2%LL T, TR ORIEZRWE : 0.3%LLF,
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BRI : 2021/2/25~2021/6/15

OFVHANY 0D 150mg [AETLT] a2 40°C [k, [UEA ]

B IE H ok ezl
<JHHE> B BH AR IR 2 1% H 25 H 35 A
Mk n=10 FK0253 ERAY D | BBAVO | BRAVO | BEALDO | EBADO
<EBAY OPEBEDOFRE> ERERPES ERERPES M0 FEEE ERERPES ERERPES
LR g QEC) "3 | pRo2ss | A A A A A
BEEME (B)) n=6
260 B > FK0253 28~32 27~37 29~36 31~39 34~43

e (%) n=6

<154y, 85%LI > FK0253 | 90.9~96.2 91.1~97.3 | 96.9~100.2 | 92.1~98.6 95.56~99.7

E8 (%) *2n=3 FK0253 99.53~ 100.68~ 99.4~ 100.49~ 100.61~
<95.0~105.0% > 100.94 102.81 101.06 100.69 101.60
HEE
(B8 FK0253 55~67 65~176 70~87 69~86 72~84

HE (N) n=10
%1 : RRT K 5.32 OFEBRWE : 0.3%LL T, LU OE % OFEGWE : 0.2%LL T, LS ORIERME : 0.3%LL T,
KIERZWE - 0.5%LL T
X2 RORRIIKTLEEE (%)

O VFINY 0D $E 150mg THEET. ) MEadE 25°C - 60%RH LEL, B Ak

BRI ok e
< HiK > HE BH AR 2 A 1% H 2 %A 3% A
PR n=10 Kogss | MRAD D | WEAY D | BEAD D | WAV | BEAD O
<ERA D O DR > Hos | BeoXi | Beoi | Beoxk | Ao
PR g glPiJC) "=3 | prozss | o WA WA e e
HEME () n=6
<60 FHLLP > FK0253 28~32 25~31 38~47 26~54 26~32

e (%) n=6

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

&8 (%) *2n=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
BEM
(B5 1) FK0253 55~67 45~63 46~50 44~55 44~59

fHEE (N) n=10
%1 : RRT #9 5.32 OFRWE : 0.3%LL T, LS OE 2 DFRWE : 0.2%LL T, it S ORERYE : 0.3%LL T,
MHEEWE © 0.5%LL T
X2 RREICKHTHEAE (%)
¥3 ;46 BEARE A DT, KA LT,
¥4 ;56 BEAREA D=8, MK A L7,
bk A N
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OFVFNY 0D $E 160mg THIET ) #E@ik 25°C - 75%RH O, Bifld
AERTEH 7k et
<JHHE> B BH AR 1R 2 1% H 25 H 35 A
MR n=10 FK0253 EHFAD O | ERAD O | ERAVO | BEAVO | BEAY O
<ERAD O EBOELE> HEGOFEE | AGOFEE | AGOHEE | AROHRE | AtoFEkE
MEGUE (HPLC) n=3 | proosa | W W o o
<H1>
AEEME (BP) n=6 . N RO¥e
60 FHLI > FK0253 28~32 30~35 21~97 28~44 41~69
WHM (%) n=6
<154y, 85%LLE> FK0253 | 90.9~96.2 | 63.3~71.7 | 61.5~71.2 | 55.8~64.9 | 60.7~97.4
a8 (%) *?2 n=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
(& 1)
HE (N) n=10 FK0253 55~67 34~41 36~41 39~42 36~41

%1 : RRT K 5.32 OBEBZME : 0.3%LL T, LU Ol 2~ DREZWE : 0.2%LL T, AFTLSOREZRYME : 0.3%LL T,
WIERE - 0.5%LLTF

X2 RTBRICKHTIEAEE (%)

33 16/18 SEWA D=0, HKEIHEA LT,

4 3/6 EEREA D=, B AL LT,

s - K

OF VAN Y 0D $E 150mg THEET) M2k =R - Bt [D65 e (59 1600Lx) . T A v

_[/]
HERTE H =N KRR B
< B> &5 B A 30 J7 Lx-hr 60 J7 Lx-hr 120 5 Lx-hr
PR n=10 FK0253 EFRAD O EIFRAD O EHRA D D EIHRAD O
<EBAY OEPEDOFEEE> H a0 FE S H a0 FE e A0 F#EEE H a0 FE B
il B = . . . .
PLECRUER _ ;?EJC) n=3 FK0253 TReY bReY EReS fEReY
EME () n=6
260 LI > FK0253 28~32 32~41 28~36 23~29
M (%) n=6
150y 85%LI L > FK0253 90.9~96.2 91.2~99.5 91.1~100.0 92.1~100.1
P =" X2 —
am (%) n=3
© 95.0~105.0% > FK0253 | 99.53~100.94 | 99.72~100.98 | 99.46~100.25 | 99.37~100.05
(BZE&1E)
HE (N) =10 FK0253 55~67 59~70 59~70 68~175

%1 : RRT ) 5.32 DG WE : 0.3%LL T, AFEUAN Ol 2 OFEFIE : 0.2%LL T, ERRUSANOREGZGYE : 0.3%LL T,

REBWE © 0.5%LLT
X2 RREICHTI2EEE (%)

7. BARNERVEBRRORELE
RN

8. AL NEAELL (MEBILFHEIL)
L Lgn
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9. BHtE
(1) wHEER 2
<FVLANRY) AT 'L 25mg THETL] >
BIEIEIE S DL FHIRIENERER T A BT A L FEO—HYIEIZ DWW T (FRk 24 4F 2 A 29 A3EAHRA
% 0229 2 10 5)

BN Sl
HEE AR WHREBRE SRk
[l#E% K OABRG « 50rpm (pH1.2, pH4.0. pH6.8. /k). 100rpm (pH4.0)

CHIE]

- pH1.2 (50rpm) TiE, FEHEREILOARMITE HIZ 15 5 LANIC Y 85%LL By Lz,

- pH4.0 (50rpm) TiE, EHERAIL OARGIT E HIZ 15 LN 85%LL By L7z,

- pH6.8 (50rpm) TiE, FEAERHFI K OATIT E HIZ 15 Sy LANIC Y 85%LL s L7,

« K (50rpm) TIE. BEHERIF KR OUARSIE E H1T 15 4 ANIC ) 85% L EEAH L 7=,

- pH4.0 (100rpm) (%, [FFBRIED 50rpm OV HEER T, 15 o IPNICEEERIF] . AR5 & I
85%LL EIAH L7=728 . 100rpm DO¥EHAER 2 A0 L7,

PL b, AREOEMZFE 2 EERA (VU 7L 26mg) L HELERER, ERRATORERIKRIC
BT TMREERSOEY AN RFENRBRT A T4 ) OHELEIES LI,

(VA H Bh#R)
EEE (%) pH1.2 (50rpm) FEEE (%) pH4.0 (50rpm)
100 & »~——— n 100
80 - a0
60 ," 60
40 40
20 —e— F LAY T IL25mg THET 20 X .
: - == VUnHTZL2Ng | : | e
] 10 15 0 5 15
BERA (50 BFR ()
EEE (%) pH6.8 (50rpm) FEHE (%) 7k (50rpm)

40
20 <& Fa5107 20 /}x,
s Al o T 2 THE] “Se— gL g BT
0 =" === UUBAI)-25mg i = == UUANIEI5mg
0 5 10 15 0 5 10 15
Bfd (590 B (7))

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

CHlE]

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

- pH5.0 (50rpm) TiE, HEAERFI K OATIT E HIZ 15 53 AN 85%LL EVaH L=,

- pH6.8 (50rpm) TiE, HEAERHFI K OA T E I 15 53 LANIC T 85%LL EVaH L=,

- K (BOrpm) TIE, HEYERIFIR AL E H1T 15 47 ANIC ) 85%LL BIRH L=,

- pH5.0 (100rpm) (&, [FFERIKD 50rpm OFHFER T, 15 /0 LINICHERERA Afh & I
85%LA BRI L7272, 100rpm DO HRER 2 A Lz,

PAb, REBOBEHZFB A AFERE (VY D070 150mg) & L7cfER, Bl ToORBRIR
(ZBWT TR EELOEY P FEENREBR AT A R T4 ) OHEREICES LT,

NN Y
(s s
EHRE (%) pH1.2 (50rpm) FRE (%) pH5.0 (50rpm)
100 } - » » 100 F
A== 4 P
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 NY 0D $E 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 )

ARER A
HE  AARERG  WHERBRE S RVE
[l ORI : 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 FEAERLFI N OURSIE E HIZ 15 0 AN Y 85% 0L EiAH L=,

- pH6.8 (50rpm) TiE, HEAERHFI K OA T E HIZ 15 53 LANIC T 85%LL EVaH L=,

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

- pH6.8 (100rpm) (&, [FFERIKD 50rpm OFHFER T, 15 7 LINICHEERERF A& I
85% LA BRI L7272, 100rpm D HRER 2 A0 L7,

Vb Kotz 22 E5)E (VU 0 OD §2 150mg) & il L7z R, ERte ToORBRIRIC
BT MEFEERELOEWFIRERRT A R T4 ) OHERBEIES Lz,

(Pt )
EHE (%) pH1.2 (50rpm) FHRE (%) pH4.0 (50rpm)
100 } 00 b .
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 F o
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)
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(3) EEELTe 2% 1 [E T RLA 0 A7 1 [R] MR R
<TVHNRY AT Thmg THET] >9
BRI D% D EE A O AW R SRR T A R T A 2 CFR244F2 A 29 H SR A T 0229
%10 5)
BRI
ElE - AR WHRERE SRk
[AlHAEL K ONRBRIE : 50rpm (pH1.2, pH5.0, pH6.8, 7K). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) Tidk, HEERFILOARMILE HIZ 15 UNIZ Y 85%LL RiaH LT, E 7o &k
e (15 49) 1B AR OME 2 OIEHRIT, ALOFEIEHRE15%OHHZ B2 5 H O
12 fEH 1 ELLF T, £26%D#IPAZER 5 b DB ehoT,

- pH5.0 (50rpm) Tid, FEAERAFI K OARGITE I 15 53 PANIC ) 85%LL EIAH LTz, F7-iik
e (15 47) I2B 1 A RGO~ OEHERIT, RO FEEEHEE15%OFAZE L 5 HON
12 fEH 1 ELLF T, =26%D#PAZER 5 b DN oT,

- pH6.8 (50rpm) Tid, FEAERAKI K ORGIZE 12 15 53 PANIC Y] 85%LL EiEH LTz, F 7ok
FEHRIRE AR (15 47) 128610 D ARG O 2 OFE T, RS OVFEIHR L 15%DOHMEEZ 2 5 b D)
12 fH 1 ELLT T, £25%DFHEZH 2 5L DORen-oT,

- K (50rpm) TI&, FEESRIE R OASIL E HIT 156 2 LANIC Y 85%LL BIRH LTz, F 7 ik b
Reil (15 97) IZBIT 2 ARMOME A% O HFIT, RO FEHEHR L 15% DML E 2 5 6 D)% 12
il 1TELL T T, £25%DHFPHEZE R 56 DR T,

- pH5.0 (100rpm) %, [FFERIKD 50rpm OB T, 15 Zr UINICEEERIF . Kb & H I
85%LL FYRH L7-7-%. 100rpm DO HRERZ2E M LT,

YL, 7V 70 T5mg [ HE T O HZFE 2 HERF (7L 78 91 7 &L 150mg
THET)) &l LRR, EREETOSRMICB W T [EEN R 58 0 B RA O ALY 1 F
SRR A R T4 v OHEREIES L2 &b, AWEMNICRS sz,

(¥ H il )

FRE (%) pH1.2 (50rpm) FRE (%) pH5.0 (50rpm)
100: & 0000000 s essmma 100
80
60
40
20 —e— DL AP ENTEmg THEL 20 —e— LY h G Timg THELY

. === LAY AT EI50mg TBET) i - == FLASY AT EI150mg THEL]
0 5 10 15 0 5 10 15
Bl (5 R (550
TERE (%) pH6.8 (50rpm) ERE (% < (50rpm)

100
80
60

40
—e— F LAY I Timg TBETY

20 —e— LAY I ENTemg THEL] 20
- = FLHNY A FEIA50mg THET] == FLAAU LTI 150mg THET]
0 . N N 0 . . L
0 ) 10 15 0 5 10 15
BYR (590 BRR (550

(n=12)
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<FVINY > 0D B 26mg THIET.) >9
BRI D% D EE A O AW RSB T A BT A 2 CER 2442 A 29 H FREFEA T 0229
%10 =)
AERZRAT:
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 FUNIZ Y 85%LL RiaH L7, F7omf&
LEEgIE AL (15 43) 1281 DARM O~ OIEH I, RO FEHEHEE15%OHAEZE 25 H OO0
12 LELLFC, =25%DFiFHE B2 5 b On 7otz

- pH3.0 (50rpm) Tid, FEAERHFIK ORGIZE I 15 53 PANIC ) 85%LL EiAH L7z, F7-iik
FEgRE A (15 43) (2B A ARMOME 2 OEHEIT, RO FEEHEE15%OFMAZEZ 5 HON
12 fEHH 1L T, £25%DHHEZEZ 5 DONRehoT,

- pH6.8 (50rpm) Tid, FEAERAFI K ORGILE 1T 15 53 PANICEY) 85%LL EiAH LTz, F7-iik
g (15 43) I2B 1 A ARMOME 2 OEHERIT, RO FEEHEE15%OFHAZE L 5 HON
12 fEHH 1L T, £25%DHIFHAZ B 5 ONRhoT,

- K (50rpm) TI&, FEYESRIE R OAGIE E BT 15 2 LIRS 85%LL LR L7z, F 7= ik b
Berl (15 97) IZB1T 2 ARMOME A~ DEEHFEIT, RO VPHEHER15% DAL E R 5 6 D0 12
fEF 1ELLT T, £25%DHEPHAZE 2 5 H DR T,

- pH6.8 (100rpm) Tidk, [FFAEHE D 50rpm O HFER T, 15 73 LINITERAERA] AKdn & HITF
85%LL FYRH L7-7-% . 100rpm DO HRERZ2E M LT,

b, 7ZvH30 2 OD §E 25mg [ AET] O HZE8) 2478854 (71773 > OD # 150mg
THIET)) & UfR, EReTofRMFics T TEEN R D8 0 ERE O AW FE
LB A KT A4 v OHPEREICHEE LIZZ b, EWFNCELSE LR ST,

(VA H Hhi )
BEE (% pH1.2 (50rpm) BEE (%) pH3.0 (50rpm)
100 | R n 00 e A
80 | 80 | &
60 | 60 |
40 40
20 L —e— J #1008 28mg THEL) a0 L —e— J 7)1 1 LODEE25mg THET]
i - - JL#iY UODE150mg TBELL i - == FLH1Y 0D 150mg [BELL
0 10 15 0 5 10 15
B (70 BERA (5
ERE (% pH6.8 (50rpm} ERE (%) A (50rpm)
100 100
80 | 80 |
60 | 60 |
40 | 40
20 | A —e—FLHsiU 0DE2Emg THEL o | £ —e— FLIii1 L 0DESmg TBEL
o === FL#/iY 0D 150mg TBEL, 0 K === F LY 0DE 150mg [HEL]
0 10 15 0 5 10 15
¥R (70 BERA (%)
(n=12)
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<7 VLAY 0D 50mg THET.| >
BRI D% D EE A O AW RSB T A BT A 2 CER 2442 A 29 H FREFEA T 0229
%10 =)
AERZRAT:
iE AR EHRERE SRk
[AlHAEL K ONRBRIE : 50rpm (pH1.2, pH3.0, pH6.8, 7K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tidk, HEERHFILOAKRMILE HIZ 15 UNIZ Y 85%LL RiaH L7, F7omfk
LRI AL (15 43) 121 DARMOME 2 OIE I, RO FEEHE L 15%OHAEZE 25 HOn
12 LELLFC, £25%DFiFAE B X 5 b DN 7otz

- pH3.0 (50rpm) Tid, FEAERHFIK OARGILE I 15 53 PANIC ) 85%LL EIEH LTs, F7oiik
g (15 43) I2B 1 A ARMOME 2 OEHERIT, RO FEEHEE15%OHFAZEZ 5 HON
12 fEF LELLF T, £25%DOHHEB X 56 OB 7ol

- pH6.8 (50rpm) TiE, FEERAILR OARGITE HIC 15 LN 85%LL ¥ L7z, F 7o/
PEEGHE S (15 43) 128 DA OE 2 OIRHEEIT, RO FEEHE L 15% 0O EE 2 5 H O
12 fHH 1L T, £25%DFFHEZEZ 5 DN oT,

-k (50rpm) TI&, FEERIE R OUAGIL E BT 15 5 LIRSS 85%LL BIRH L7z, F 7 ik b
Fril (15 47) 2B 2RO~ OE T, RO VFHEHR T 15%OHIMEEZE 2 5 6 D)% 12
AP 1 ELL T T, Z26%DFHEB D OB -o T2,

- pH6.8 (100rpm) Tidk, [FFEHE D 50rpm O HFER T, 15 73 LINITERAERA] AKdn & 612
85%LL FIRH L7-7-% . 100rpm DO HRERZ2E M LT,

b, V30 0D $E 50mg [AET] O HZEE 2 ERGE (71 73) > OD §E 150mg
THET)) LR, ERReToRFICB W T TEEN R D8 0 EEE O AW 1 FE
LB A T4 2] OHPEREICHEE L2 0D, EWFNCRELSE LR ST,

(Vs Hy )
FLE (%) pH1.2 (50rpm) FRE (% pH3.0 (50rpm)
100 | e e " " 100 }
80 80
60 60
40 t 40
20 L —e— JI 38 ODEESOmg THET a0 L —e— |33 U ODEEE0mg THET
0 o -1&-‘7l/ﬁ'ii')‘/OD§’;E1SUmg FEEIJI 0 o -q}.-ljl/jj'Jﬁ'J‘jOD;E‘ISUmg FEEIJI
0 10 15 0 ] 1 15
B (5 BFRA ()
FLE (%) pHB6.8 (50rpm) BRE (% A (50rpm)
100 100
80 80
60 60
40 | 40
20 L —e— 35 ODFES0Img THE T 20 | —e— J LA 1) ODEES0mg TEET
0 --A-‘jl/ﬁ)ﬂ')“/ODﬁWSUmg fElE_I—_JI . -%-Ijbﬁ'Jﬁ'J‘JODﬁﬁUmg rEIIE_T_JI
0 10 15 0 5 10 15
B (%) BFf (530
(n=12)
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<FVUHNY 0D 75mg THIET.| >0
BRI D% D EE A O AW RSB T A BT A 2 CER 2442 A 29 H FREFEA T 0229
%10 =)
AERZRAT:
iE AR EHRERE SRk
[AlHAEL K ONRBRIE : 50rpm (pH1.2, pH3.0, pH6.8, 7K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tidk, HEERHFILOAKRMILE HIZ 15 UNIZ Y 85%LL RiaH L7, F7omfk
LRI AL (15 43) 121 DARMOME 2 OIE I, RO FEEHE L 15%OHAEZE 25 HOn
12 LELLFC, £25%DFiFAE B X 5 b DN 7otz

- pH3.0 (50rpm) Tid, FEAERHFIK OARGILE I 15 53 PANIC ) 85%LL EIEH LTs, F7oiik
g (15 43) I2B 1 A ARMOME 2 OEHERIT, RO FEEHEE15%OHFAZEZ 5 HON
12 fEF LELLF T, £25%DOHHEB X 56 OB 7ol

- pH6.8 (50rpm) Tid, FEERAILR OARGITE HIC 15 LN 85%LL ¥ L7z, F7-fck
FElgHE AL (15 47) (ISR DA OME 2 ORERIT, AfLOFHEHEE15%DOHHEZBZ 5 HOMN
12 fHH 1L T, £25%DFHEZEZ 5 DN oT,

- K (50rpm) Tl&, FEYESRIEN R OAGIE E BT 16 5 LIS Y 85%LL BIRH L7z, F 7 ik b
Rea (16 47) 2B HARGMOME 2 OFFEHEIL, RO VEHEMEL15%OFMAAEZ 5 H DM 12
fE@p 1 ELL T T, Z26%DFHEB XD OB o T2,

- pH6.8 (100rpm) T, RIFRERIKD 50rpm OFEHFRER T, 15 /0 LINITEERERLE . AR fh & I
85%LL FIRH L7-7-%. 100rpm DO HRERZ2E M LT,

b, 7V 30 0D & 7Tomg [AET] O HZEE 2 ERGE (7L 7/3Y > OD §E 150mg
THIET)) & LUzfR, EReTofRMFics 0T TEEN R D8 0 ERRE O AW FE
LB A T4 v OHPEREICHEE LIZZ b, EWFRNCFELSE LR ST,

(Vs Hy )
FLE (%) pH1.2 (50rpm) FRE (% pH3.0 (50rpm)
100 — A N 100 ¢
80 80
60 60
40 t 40
20 L —e— L3 ODEETEMmg THET a0 L —e— .33 U ODEETEMg THET
0 o -1&-‘7l/ﬁ'ii')‘/OD§’;E1SUmg FEEIJI 0 o -q}.-ljl/jj'Jﬁ'J‘jOD;E‘ISUmg FEEIJI
0 10 15 0 ] 1 15
B (5 BFRA ()
FLE (%) pHB6.8 (50rpm) BRE (% A (50rpm)
100 100
80 80
60 60
40 | 40
20 L —e— L35 ODEETSMmg THE T 20 | —— J LA ODEETEMg THETL
0 o --A-‘jl/ﬁ)ﬂ')“/ODﬁWSUmg fElE_I—_JI . -%-Ijbﬁ'Jﬁ'J‘JODﬁﬁUmg rEIIE_T_JI
0 10 15 0 5 10 15
B (%) BFf (530
(n=12)
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10. B -aF
(1) FENRELESR - AF. NE/RKRLESR - ABICHT51EH
Y LR
(2) A%
<FLHNRYhFE)IL 25mg THEI] >
100 1 72w [10 B 7/ X10 ; PTP]
<FTLHANRNYHhFTENT5mg THEI] >
100 7 7/ [10 7/ X10 ; PTP]
<FLHNY)oHhFTEIN150mg TBEI] >
100 1 72w [10 B 7 &/ X10 ; PTP]
<7FL#H/IY>OoD#E25mg TBEET] >
100 &£ [10 $£ <10 ; PTP]
500 £ [10 £ X 50 ; PTP]
<7FL#H/IY>OoD#ES50mg TEET] >
100 &£ [10 $£ <10 ; PTP]
<FUL#HN) > ODgET75mg THEIL) >
100 &2 [10 $£x 10 ; PTP]
500 £ [10 £ X 50 ; PTP]
<7FUL#H/NY) > ODEE150mg THETL) >
100 & [10 #£X10 ; PTP]
(3) PHEBE
Y LR
(4) BHROME

Wk 7e4 PTP 3

TVHANRY A TN 26mg THIEL)
TVUHNRY TN Thmg [HET)
TVLHNRY BTN 150mg [HET

PTP : AUk =L T 4V A, TIVI =T LTE
Po—:R) a7 4 LA

VAN 0D 8 25mg THEET |
VAN 0D $E 50mg THEET |
ZVI78Y 0D §E Thmg [H[EL]
7V 773 > OD # 150mg [ HIE T

PTP :RUH{bEr =L - RV E=VF EET7 4L
ALy TIVI =T A
Fae—: 7AI=h RV FLUBEE T 4N

1. FRRHESIHZEHME
B R L

12. 04
LR L
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V. ARICEYSEE

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

2. PREXEIDRICEHETIIE

5.REERITHRICEET HEE

<BMBHIRIEICHE S EIR>

BRAEFRAEDORZETIE, KEY v~ F 22008 (W) EAET OEFRAY e HAEI -5 & HH (25
L. HEERBW SNIZH B OREEST LT L,

(figsn)

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

ZWZ oV T 1990 FITIZKEY 7~ F %2 (American College of Rheumatology : ACR) 2 &
Vo (W) A ONREIN, ERAZMDT ZORERZEICHN LI TN D 9,
AFLHEL, O3 » HLL R D IR 72 2908 OB (2, A8, sy (BEXY
B). PEE (EXVT) ROMARES (FHE. Ao, MHE, ) O3 X TWERRALND S
G INFIPH O N & ER]. @18 » FTOFREIC X 2R HAE (K 4dkg OFFEIZLE Y 18 »FTDH H
11 H ATl BICER 2 U 5 E G L E) o 2B MOk S b,

3. AERUVHE
(1) BERUVAEOHES
<EEEEEE>
HE, RAIIPHHEE LT LAY > 1 H 150mg 2 1 H 2 BN CROEE L, Z0%
1THEBLLENT T 1 HAEL LT 300meg £ THilET S, 228, FEln, ERIC LV EETIET 528,
1 HE@EAEIX600mg #7202 L, WILh 1 H 2T TROKEGT 5,
<RUEBHIEIE S B>
HE, RAIIPHHEE LT LAY > 1 H 150mg 2 1 H 2 BN CROEE L, Z0%
1ML EAT T 1 HH&EE LT 300mg & Tillith L 721, 300~450mg THERF T 5, 7235, i,
JEIRIC K VB EHEET 52, 1 B&E/H&Ei 450mg 22wzt L, WFhb 1 H 2 [EICSY
FTRAKRET 5,
(2) AZEBRUVHERORERE - B0
MUERR L
4. REBRUHARICEET SR
7T.RZBRUVAERICEET 3R
74 RHNOE L 2#H 1T 555121F, L7 s b 1THEBU ENT ThRAIBETHZ &, [8.2 ]
7.2 BHREFEBEEICAKZ G T 2581, TRICRTIZ LT F=0 7 07T 0 AMaEESZE L LT
AR OG- ER OB GRIBEZMEGT 52 L, Fo, MRENZZ T TOWLBETIE, 717 F=r
7 VT 7 AEICS Ce 1 HHEIDIA T, MRENT 2 96 L 72 ICARA OB 552179 Z &,
BEOHENHRESNTOWAEAICIE, EBAENSBBL, BZEEDNHER SN, 2R HOREE
ICHET L2 L, 2B, ZZCRLTCWAHE - HEIFIV I ab—rva UFRICES< b TH D
ZEnh, BBEETLICEBEICBE L2 S, HiE - HEAHFEEIT S &, (9.2, 9.8.1, 16.6.2 &
il
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<fERERER>

JLVrF=

)
IVT TR >60 >30-< 60 >15-<30 <15 BT
: DR T &
(mL/min)
1 A5 | 150~600mg | 75~300mg | 25~150mg 95~175mg
1[0 25mg 1 1] 25mg
10 3 1AL
O R 18] 75mg it H LI 2MH 1 [A] 25mg 25 X%
R 18 2 ik 1H 1M 50mg
18] 75mg
LH1ME 1 [F] 50mg
1H1FH
1 [[] 50mg
o 1 [ 150mg 183 106 75mg | 1M 26 Xi3 50 Wi
Merr & 1A 2 Xx LH 1M 50mg 5
16 75mg 10 10 me
1H 2[H
1 [E] 100mg 1 [A] 75mg
b 1 A 300mg 1A 3 1820 1 A 75mg 100 Xi%
e i 10 2 i I 10 10 150
108 150mg | 16 150mg mg
10 2 10 10
E) 2 BIZ 1|, ARABE 6 RE% 26 4 BRI BT 2 B L7260y I a2 L—y a VRIS
Ho<,
<BHBEEICHESERE>
7 ]/775&::/ L 24
IVT TR >60 >30-< 60 >15-<30 <15 BT
. D7 H &
(mL/min)
1 A5 | 150~450mg | 75~225mg | 25~150mg 95~175mg
16 25mg 112l 25mg
1B 3 18 1H
S— 1 A 75mg i LU 20E | 106 25mg 25 Wi
R 1A 2 p4E: 1H1[E 50mg
16 75mg
LH 1M 1 [F] 50mg
1H1[H
1 [[] 50mg
o 1 [ 150mg 183 106 75mg | 1M 26 X3 50 Wi
Merr & 1A 2 Xx LH 1M 50mg 5
16 75mg 10 10 me
1H 2[H
18 100
HLLIE
e i 1 225mg | 106 75mg 11‘;53"% 1 %ggﬂ?‘i 75 Wik
(& G5a) 1A 2EH 1H 3= i 1 1M 100mg
1 [F] 75mg
1H 2

E) 2 BIZ 1E, ARABE 6 RE% 26 4 BRI BT 2 B L7260y I a2 L—y a VRIS

o<,
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(fia5)

7.2 BREREEELE OMEL O E

SRR B A TG & LT E R SRR 91 BV T, B E R TR BB RSN L

T, AEEHRE L, o, MRS 2% TV A BREICB T 2 MEHREIC VL TL, ks

Hri&d e xtge b LIZBREHFRBOMGRICESETRE L, 2B, RIRLTWAHA I LT F=7
V75 AERIORELOCHAREIZY I 21— a VERICESS LD THD Z b, FHEBET L

WCHEEICBIZE LN S, HEROHEEZRAET 52 &,

OB HERERE BE 2B T 2 B H &L ORI DWW T 9
RS RE R E B & S G AH O S B RE 2 Wt U 7= A E G R SR BRI B\ ¢, CL/F 1 CLer
WICHHIT 22 R b= &5, Cler 2 60mL/min % F[E] A #ERE 15T 24840 1
A G8i%, ERARBEEL VAT LHEBRE DL L, Cler 78 30mL/min % F[E]5H
B loxl LClE 1/4 %, CLer 7% 15mL/min % A2 #8RE 2% LTI 1/8 EIZHET H 45
Wb, LIENR-T, BHEREEREICAANZRET 25613, RIORTIZ7v7F=20T 7
VAEESBE L LTAKIO 1 ARG ERORGEREZHRE T 2 &,

QBT S LB e EARRERE E R F IR T 2 % 5 B L O 5RO\ T 9
MEEAT AN B 7 B E R E B E 2RI T L AN o DO SRENRE 2 Wit L 72 4 [ i PR R F R
BRiCBWTC, B2 U7 7 A%, 192mL/min T 4 FERLENTIC L - T, f e 3R 5 1340
50% % TR L1z, LIzd-> T, MRS 2% 17 TV D ERE T, ABIBNSBHICXVRESND
o, ZVTF=r 2 U T I AMEICR U 1 ARG EOR SN A T, MikENT %2 32 L7
BIZAFN OB 2179 Z &,
7B, 1 AREEROHAEAENEERE SN TV AEAIE, EHAENSHG L., AN
I, EAR TS RGEICHET S,

5. ERERALAE

(1) BRT—aNR\vH5—=o
MY ER e L

(2) BRFERER
MR L

(3) RERGERFAER
B R L
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(4) BRELRIEAER
1) BHEREHRER

1711 BR TS5 Rx R
HREZ SRR R 265 L Lz 13 &G0 —EERIEGBRICB T, EEHMEEE TH
D IEAEFHIRFOEFA 2 TILTFTRO L BY THY , 7 LAY 2 300mg/ H # M O 600mg/ H#E Tl
77 R AREEL S LRI B AR UGEN RS e 100 1))

BRI O A o D 2
. . /N TRy TSR EDE
B GRE JE IS e . p &
T EEERR [95%(5 fH X [t]]
7R 97 5.12+0.19
FULHNRY -0.31
86 4.81+0.20 0.262
150mg/ H [-0.85,0.23]
TVLHNY -0.86
89 4.26+0.20 0.002
300mg/ H [-1.39,-0.32]
TVLHNY -0.63
97 4.49+0.19 0.019
600mg/ H ** [-1.15,-0.10]

T D) WBRENMEAEET2HAOBENSEH L 1 B O VEERA=T [0 GEAeL) »
510 (ZHBL EZRVEA) O 11 B CRMli S 4L, A a7 R RE W ERVE A2 R~ T, ]

H2) BHREL O CLer BN T, N—RATA L OEF{A T & IER L+ 50580

E3) 7Vv7F=r 7077 AHEEME (Cler) 125 - T, 30<CLcer=60mL/min O#ERF 121X
300mg/H ., >60mL/min O#ERFT 1L 600mg/ H 235 S iz,

LARVERHM RIS H ORITERRBLERIX, 77 BAREET 43.9% (43/98 f5) . "L # 3V > 150mg/ H
BT 57.5% (50/87 f31]) . 300mg/ A #ET 73.0% (65/89 f4i]) . 600mg/ A FET 82.5% (80/97 f]) T
Sl EREIWERIL, HEMED E WV (81.1%) ., IR (28.6%) . HF (12.1%) . KIEMFIE (11.7%)
Tholz, EEZRIEHIZ, 150mg/H B OAEZE 1] (B35 : REIE) . 300mg/ H BEIC ERkTE K
MEIED 1412 1 (IR BIE) A Sz o9,

BERIRPER R E ISR DR E 2R & L 13 G0 —HERLEGRRIZB VT, &=
P H Cdb D Gl OEIF A 2 TIL FROE BV THY, 7L H Y 300mg/ HEETIX
7T AR L B U CREN PRI B UGENR D b 12,

B AR O A = 77184 189)
\ e /N e
B 5RE BN TRy . TR EDE
e B [95% (I ] p i
RS [ wat o (MISE H
o A PR
7SR 135 | 4.83+0.21 -1.20+0.21
FLHNY v -0.63
134 | 4.20+0.22 -1.82+0.22 0.0075
300mg/ H [-1.09,-0.17]
FLHNY v -0.74
L 45 4.08+0.32 -1.94+0.32
600mg/ H ¢ [-1.39,-0.09]

T 4) WEBRENEHEETARADHENOREH L. 1 @M OEEEEAaT [0 BB L) 2
510 (ZHNPLEZRWEA) O 11 BBECRME S 4L, A 7B REWIEERVEAZ 7T, ]
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1 5) ®ERENO Cler BAEK . R—Z2 T A L OEJF{A T I8 b4 558N (k&
MiRF DR A 2T DR—=RA T A InbOERIZEB T 57 LAY o 300mg/HAEL 7T &
RHE L O Z FHEAHE LTs,)

W6 7v7rF=rr 07T 0 AHEEME (Cler) 124> T, 30<CLer=60mL/min O#ERE 121
300mg/H ., >60mL/min OHHRZ121% 600mg/ H 23 5 =47z,

LEVEREAM R G P O BIER R BLIRIX, 77 B ARBET 36.3% (49/135 fi), 7L AN > 300mg/
H#ET 56.7% (76/134 f51) . 600mg/HEET 80.0% (36/45 f5]) Tdh -7z, T/REWEAIL. FHEMWED
FU (300mg/ B HE 19.4% K 1 600mg/ A& 37.8%) . fHIE (300mg/ H & 20.9% &% O 600mg/ A £f
40.0%) . RIYMETEIE (300mg/ HFE 12.7% K% 1 600mg/ H & 13.3%) . (AEESIN (300mg/ H & 11.2%
KON 600mg/ HEE 11.1%) ThH o7z 2,

MRHERIE B x5 L Lz 16 M5O —HEMEERRICHE W T, FEFHM0EE Th 5 Kk
FHBIF O A A TIE TFROEBY THY ., T LAY R (300~450mg/H) T T RAREEL
0 LR P B R BGEN R b7z 19,

AR DY A = 7 T TS
B GRE . S N R ) TIEREDE
JE %L . _ p &
T EEAERR [95%15 #E X i ]
7R 248 5.45+0.12
TUHNRY -0.44
250 5.01+0.12 0.0046
300-450mg/ H [-0.78,-0.11]

7)) WEBRENEHEETARADHENOREE L. 1 @M OEEEE AT [0 GRHr7RL)
510 (LA EZRWEA) O 11 BBECRME S 4L, A 7B REWVIEERVEAZ 7T, ]
H8) BEHAHNA., N—RAT A VORI A AT wEE L+ 558 O

LARPERHE R ORIEFIFERRIL, 77 2 AT 51.6% (128/248 ) . 7' L /3 U U RET 82.4%
(206/250 f5) Th o7, EAeRIERIL. IR (45.2%) , FEIED 1 (28.8%) , RN (14.4%) |
5 (12.8%) THo7e 2,

17.1.4 B 75 Rx R

HORIEB R AT 2R L L “HERILEERRIC W T, FEIFHEE H T o L K A&FEliRs o
KRAATIEITFREOLBYD THY , WTHORBRIZBWTHZ LAY > 300mg/ H#E & T 600mg/
ABECILT 7 B AR & il U TG B R UEDRRD b il 19 19,
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- %ff@gﬁﬁﬂﬁﬁ@%ﬁﬁXZTim 3), #¥14)
R A \ — —
. BeGRE | BN BRI TR EDE
(Rt 1) JE B %K N . p &
+ EEERR [95%15 #E X i ]
A1 B RO ek R
1 75 ER 93 6.14+0.23
(18R [y -0.88
87 5.96+0.24 0.0077
150mg/ H [-1.53,-0.23]
TUHNRY -1.07
98 5.07+0.23 0.0016
300mg/ H [-1.70,-0.45]
FVLHNY -1.79
s 88 4.35+0.24 0.0003
600mg/ H™!° [-2.43,-1.15]
S EES T/ ITFE R ER
2 7SR 87 5.59+0.21
(53 [Ty -0.14
83 5.46+0.21 0.7999
75mg/ H [-0.71,0.43]
TUHNRY -0.07
82 5.52+0.22 0.7999
150mg/ H [-0.64,0.50]
3 7R 81 6.33+0.22
(8 JAfH) FLHNRY -1.20
81 5.14+0.22 0.0002
150mg/ H [-1.81,-0.58]
FVUHNY -1.57
76 4.76+0.23 0.0002
300mg/ H [-2.20,-0.95]
4 75 ER 84 5.99+0.24
(83 |[FLvH Y v -1.69
s 88 3.60+0.24 0.0001
600mg/ H™!° [-2.33,-1.05]

7 13) WBREME AT 2WMAO HENLEM Lz 1EMOVFEER AT [0 FARL) »
510 (ZHBL EZRVEA) D 11 B TRl S 4L, A a7 B REVIZERVIFEAE R T,

T 14) BB 1 RO 4B GRE, MiFk KON Cler EEK -, XR—AT7 A L OEFAaT 2 ERELT5H
IR 2 KO 3 HHEROWER K 1, X—AT A L OEIFA T LRk L T
% BT

Wi15) 7V 7 F=o 2 )77 AHEEME (Cler) 12X - T, 30<CLer=60mL/min O#ERA 121X
300mg/H. >60mL/min O#ERE 121X 600mg/ A 235 ST,

SMEH ESOGHER 112380\, ZaMEFHMxI G4 R O BIERR B EIT T 7 B A#ET 39.8% (37/93
), LA N 150mg/ HEET 59.8% (52/87 f5]) . 300mg/ HEET 64.3% (63/98 #) . 600mg/
HEET 74.4% (67/90 f5]) Th-o7-, ERAWEAIZ, HEIMED £ (150mg/H # 16.1%., 300mg/
HEE 32.7% K O 600mg/ H & 36.7%) . IR (150mg/H#f 9.2%. 300mg/ H#f 11.2% M (Y 600mg/ H
B 25.6%) . AAETEFEIE (150mg/ HAE 12.6%. 300mg/ H & 14.3% K Y 600mg/ H £ 13.3%) TH -
7o, BEEZEWEMIZ, 300mg/HEHZT 7 4 7% —8kBUG 1 1, 600mg/ HBRIZFEMED F 1/
L T V7 R 7 B0 i AR R PR VR BB AR 0D 5 123 1 Rty S 4, Wb EIfE L7,
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HMEEE I/MARERER 2 123V T, ZatEat it 861 ORIEHREBLEIT T 7 B AT 25.0% (22/88
Bl). VA NY v Thmg/ HEET 32.1% (27/84 f51]) . 150mg/ HBET 41.0% (34/83 i) Th -7,
TRBIERTZEIED £ (75mg/ H BE 8.3% M OY 150mg/ H B 14.5%) M OMEIR (75mg/ H #E 7.1%
KO 150mg/ HEE 9.6%) . HNEME (75mg/ HEE 7.1% % O 150mg/ H B 4.8%) . 9581 (75mg/ H &
1.2% % O 150mg/ H#E 8.4%) % Th o7,
SMESE I/MAHEER 3 123\ C, ZaMEa ikt &4 o RIfEIREBLEIT Y T B AR T 39.5% (32/81
), 7L AR 2 150mg/ HEET 50.6% (41/81 i), 300mg/H#ET 67.1% (51/76 f5l) Toh -7z,
FRRIER T EFEIED U (150me/ B B 12.3% % O 300mg/ H £ 26.3%) | MHAR (150mg/ H #f 14.8%
SO 300mg/ HEE 23.7%) . AINEZE (150mg/ H#E 9.9% K& OF 300mg/ H #f 6.6%) %S CThoiz, HIE
ZREMEMIE, 150mg/ B REICBEEL, (s MEHIANIGHE ., DA IEIR O S M AMIGHE D 3 1] 4 1705
HENTo, T DERIFITOWT, DEMEISMGHE, OB EARRERAO SIS SR EE, $5EL
IR S HERR STz,
SMESE I/MAREER 4 123\ T, ZaMEat it 861 ORIERREBLEIT T 7 B AT 36.9% (31/84
B, ZLH AU BT 73.0% (65/89 fi) IZFE® Hiv, EARFRNWERIZZEMED £\ (27.0%), #H
R (23.6%) . KRYMET#E (18.5%). AN (10.1%). 358 (9.0%) K OEFEAAT (7.9%) T
B o To B

2) REHHEER
U ERR L

(5) #BFE - WBHFAR
MR L

(6) AEMER

1) EARERE (—REARKRAE. FECEARERE. SARGELRAE). RiER
—RARE. REFRFTREBRAROAR
U ERR L

2) RBRFH L L TEREPEOABRNITEIE L-AE - HROBME
% L7

(7) £k
17.1.2 BN ERR
RIS BRI BT 126 1, FEPRISPEARRS R E (0 © IR BT 123 B, #RMERRIE R 106
B ST A PR AR B M R BE PR IG H0R , MM 28 TR AR . S 38 MEREALIE L2 £ D )& 9R) B 103
Bl zxtge e Lo BB GRBR (Wb 52 1) 12361 2 ADME (0~100mm @ Visual Analog
Scale TEN/KEZWIZERVVAAZRT) OVHEIZ TFTEO LB Th o7z 10719,

m

BT — 5~

<

S ORE (mm) *°)
FEAM RF AR NI ] W DR IP3 P AR Aok P L D 0
FEAT 15 P+ AR R A% P+ AR E R
e H-Rii 126 62.0+19.0 123 52.8+21.7
12 1# 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
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A O5RE (mm) *°)
FEAM RF AR FRAE 77T/ iE HOR P Ao AR B 2 M
AR P+ AR E R FEA 51 % SR+ AR e R
e 5l 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 & GRER (FREZHRE) ([2BW T, ZaMkalixr &6 ORIEHIX 78.6% (99/126
B IZFRO B, EREWERIXZEMED v (28.6%) . KIPEZIE (16.7%). IR (15.1%). K
EHN (183.5%) Thoio,

ENE G (BRI AR AR R E P 9 ) ([T, MRkl G241 v o BIE X
70.7% (87/123 ) IZF8H AL, EREIEMIL, IR (22.8%). AKEHEM (22.0%) . FEIMED F
VW (20.3%) TH o,

EANEHE GRS BHERRE) 128\ T, Zata x84 I BIVEA X 84.0% (89/106 #) 12
PR AL, ERRNWERIXHEIR (26.4%) . FEED F UV (24.5%), REHIN (18.9%) . {HFK (16.0%)
Thot, BHWEMOEIEE L, Z<BRETHY, HEORIEMITRD b7,

ENE R GRER (TR FEE MR 2B\ C, 61T % [ERR L E R R A & HE )3
L U728 2 WIEARTRBRER P B 72 12588 L7 mIPER X, 87.4% (90/103 ) 1238 b, F 72
TERIZ, IR (48.5%). (REHEI (28.2%). HEIED E VY (22.3%) . KIEMEEE (17.5%) Th

o Tz W8
17.1.3 ERRHRERKAR R

BTRREREIFRE 2R L L 16 #E#K GO “EEMIERRICB W T, TEIHMEEE TH 5
TRIEMOEFAaTIZI FTRO LB THY, LN UBE (150~600mg/H) T 7 REEL

B L T RF 1A B A B AR B LT 20,
%%ﬁ?x :,77%1 1), #12)
5 1 0 D=2 71 SR L D
R | Ao TR R o p fif
T SR OBV
7R 106 -1.07+=0.149
TN -0.59
105 -1.66+=0.157 0.0032

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

1 10) BBREOEEIL, 150mg/ A G L, 5 2 3 XV EEHEE ATV, 5 4 B TRICHRE
LE-EEHARICTHESENOE 16l E THEFFT5 28 & LT,

T 11) #EREEALET 2RAOHRE [0 U472 L) 206 10 (2Bl EZRVWEA) o 11 B
Tl S AL, AT RREVIZEBUVFAZRT, ] 22DEH LGRS (16 @) 0%
AAT DR—=ATA U h D OVEEA B F G TR Lz,

TRIBRMI D NR—R T A 2D O B=
VAW (16 @) OFEEPELIFEA 2T -_X—RA T A VOFEPERRA 27 ] X [KHRE O&
G - (16 )
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E12) EREL DR EZ KT, NX—AT A VOEFA AT LORHAIZET 2 BEOF MO AT
e WIS B L4 B BT

ZAEVER S 2B P O BIERREERIXT 7 B R T 46.7% (50/107 1)), LAY VBT 67.0%
(75/112 f51]) T o7z, TRBIVEA I, IR (33.0%) . iFEIMED £ (17.9%) . RRPERIE (11.6%)
Thotz, EELBWEMIL., KMEE 1 FI23HE S, [\IfE L7z 9,

171.5 HERHBREHER
BRI BRI R E xS L LR ERBR 1 (154 #l, iE 312 @#KE) K2 (275 #i,
B 172 B#%5) 2B 2WMADOHEDOEHEIZTED LB Thot 20 22,

A DEE (mm) *19)
BEF= R G- 1 F 3535 2
FEAT 145 B E AR R A FAT 145 B + R A
& 5-Hil 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 TN K & WIE EFRVVRAZ T,

FHIRGRR 1120\ T, ZatEat i £ a0 oRIEMIE 75.3% (116/154 #) (25O b, Fi2
BIEAIZZEMED 0 (20.8%) . REHIMN (14.9%) ., HIR (13.6%). FHIC L H24ME (9.7%) .

ONELEE (8.4%) , RAEMEFZIEL VK (% 7.1%) . BIER OEL (% 6.5%) & Tho7-, HE
REWERIZ, FHIC L HHME 3 i, bBEMEMEAR, EEEE K N Y U AME, RSN
MM, St/ S X B AME SR L D AME 5 B S tEA S S, WP B EIE LT,

FEH#5R5 2 128\ T, ZaMERHliSp O IERIX 65.1% (179/275 #) 12580 Hiv, Fie
BIWEANZZEMED £ (16.0%) . ARAPEEIE (12.7%) . IR (10.5%). MEJE, 554, KEHEM
FOSENE (4% 5.8%) . Bl (5.5%) HThote, HEERRBEMIZ, MRS, JREEY KA 2
B 8 Ml S, FoRRIZENENREIE, BIE TH ol 2020
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VI. EMEBICEYTSEE

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

2. ¥BEER
(1) {EFAEREL - {EFRBF
T VU NY ATFRREARERICB W TCTENMEFEIED VT U AT v RV OBEREIZ 5 LB 72 8 &
T ad 7=y FEDFEEEINT LT, 73/1//7A%%Z/W)fﬁﬂ’fﬂi\%ﬁT@%‘éﬁg@&Uﬁw/r7
LIRAZMHI L, S I VBRSO E A B35 2 E AR ISR TTVW D, BT
LAY OSIFEAICIE FATHERASI RO /LT LU UREE 'R b= R KIS ﬁ#
HERLEEG L TN Z R I TN D 2920,
(2) ENERMT 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
PRICER S5 BRI, WMREIBEE T VT W T L8R IER 2R 2939,
18.2.1 BHKIEMEHEE (CCl) EFNIZETIARF7TAT =72 kH
TVLHANY E Ty FCCIETMI LD, BRIROBNT 07 ¢ =7 % & bl L7z 29,
18.2.2 HHMHERHE (SNL) ETNICETAM7AT+=7%H
FUHANY E, SNLETVICEY T v MOBRAESELEFHEOEINT a7 « =7 28 L= 29,
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
29)
18.2.4 BEHMBEREBEETIVICEBT2R7AT« =7 %A
FUHNY NE, T AFHA~OHER TIZ L2 FHBEET VICBWTRET LHNT T 4 =7
Z PN L7z 30,
18.2.5 B BRRERETIVICBT A T7AT+ =7 %H
TVUHNY R, Ty MBI RERET VICEB W TCHEAET LHNT a7 4 =7 Il Lz
31)
18.2.6 RILT ) VTR MIEITZBEREICHT SHEER
7 v MNEBEA~DOFN~ Y UG R 0 REAT D 2 MEOEREMEITEIO 5 B, LAY TR
PERRVEN B 545 & SN D% 2 fHZ2 3 L7z %2,
) B CITEE AR LR C DA 2 b7 o7 0 =7 LR, §#10 (B2 < R
WICEFTHZETELD) KUOBH (RE~OBRETELD) TrT =TI,
(3) {EFARBRSME - FribmE
MR L
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VI. EMBEICET HRE

1. IpREQHTE
(1) ARLEDGOPRE

MBI L
(2) BFRERTHRBSh -OPRE
16.1.1 HEHRE
HARNERRR A, 7 VA3 ) > 50, 100, 200, 250 &1 300mg (%-# 58 6 f5]) A e RRFICH

E%}: ] &5‘ LTC H%}\ &ﬁ‘ﬁ‘é?‘%\/‘j 1 H#F’Hﬁ‘@ Cmax @C‘i L/\ T1/2 zi;ﬁ/‘] 6 H%Fﬁﬁv@&)o f:o Cmax ))—IZU AUCO-oo{j:\

300mg ¥ CO M EHPH T, HEITHH] L THEM L7z 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)

MR RER G-, & 6 B, I (EHERZE)

Crmax : ey M fE P g

Tmax : Foe e 155 i FEE 280 2 R P

AUCo-o : M3 A7 BE - IRp ] i T 1

Tz (i R FE R0

CL/F: Anidoeg s )77 A

VA/F : BT O 54w

Ae (%) : BRI E#% 60 Rifi] £ TORZ(AKD R F1EE R

16.1.2 REHE

HARNERER AT LAY > 1 (8] 150 KON 300mg (K4 5& 8 #l) % 1 H 207 HFEKERD
BehH U7=By, %51 24~48 B CEFIRIBICEL, #5 7 HHO Tz ldZTh i 6.02 LT 6.31
B CTh o7, B5THHED AUCe121E, #5H 1 HED 1.4 TH o723,

Crax Tmax AUCo12 Tz

(u g/mL) (h) (u g+ h/mL) (h)
1A ETH F1H BTH 1A ¥TH  F1IH  BETH
1[F] 150mg  4.23 6.30 1.3 0.9 22.2 31.6 5.11 6.02
(1HE2[ME) (0.72) (0.74) (1.1) (0.4) (1.9) (3.6) (0.69) (0.47)
1 [5] 300mg 8.82 10.3 1.6 1.6 42.1 58.8 5.42 6.31
(1H2[E) (2.34) (2.3) (1.0) (0.8) (6.9) (10.6) (0.87) (0.54)

TME (FRHERZS) . 45 8 Bl
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16.1.3 £MFEHNFF1EHER
<TVHNY AT 2mg THET] >
BRERLOEW LHRISEHERBR A A T A L EO— Rk IEIC W T (CFRk 24 4F 2 A 29 A A%

%% 0229 # 10 =)

TVHNY 7' 26mg TAET] KON U A7 8LV 26mg %, 7 B AF—/"—JEIZL D%
NENL AT 'L (FLHNY & LT 25mg) REFERABYEICHERHERE 05 LTl iEh 7 1
TN RERRE L, 55N ENEE T A —% (AUC, Cmax) 22T 90%(5 fEHIX[HEIC
THFHENT 21T > 1245 R. log (0.80) ~log (1.25) O#FHNTH 0, MiHl DAY F N R ZNEH e

BENS ),

YR T A —F

HIE/NT A—H BERG A=K
AUCo-24 Cmax Tmax tue
(ug * hr/mL) (u g/mL) (hr) (hr)
TUHNY T 'L
5.110+0.648 1.018+0.245 0.77+t0.23 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

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

{ug/mL)
1.5 4
—@— LAY AT N25mg [REL)

- U h A T RIL2EmE

1H7TENAES, Mean+5.0., n=24

0.5

FREE S T ST LB

4 8 12 16 20 24
B3R (hr)

1 55 o SR I HEHERS

MR AN NZ AUC, Cmax 5 0/37 A — &3, #ERE OFR (R OERERH « e O #ER
R > THRARD RN D D,

<TVHNRY TN Tbmg THET] >
TLHNY BTN TEmg THET | X, [H &SR 588 0 FE A O 4L W5 )[R SRR T A

R4 (PR 242 H 29 B FERFEAI 022955 10 5) IS X LAY 91 7 &)/L 150mg
TAET) #EEERm e Lol & IWHEBNE L, EWFICR%E L Bl Shic 9,
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<TVHNY AT 150mg THET.] >
BRERLOEMFRREMERBR T A BT A VO —HSIEIZOW T CFk 24 4 2 H 29 H AR

%% 0229 # 10 =)

FVHNY A TN 150mg THET.) KOV U7 &L 1560mg &, 702 A4 —/N—JkIZ LD
ENENL AT/ (FLATNY L LT 150mg) FEEERA B PEICHER LRI 15 L C i~
VAN CREZRIEL, 35N EMENRE T A —4% (AUC, Cmax) (22T 90%(5 X [#i4
W CHBHIENT 21T > 7245 5. log (0.80) ~log (1.25) DOHFIFANTH V. WHID AW FE R EMEN

ST 80,
FEMENRE N T X — X
HENT A—H BHENRT A —H
AUCo-24 Cmax Tmax tie
(u g+ hr/mL) (u g/mL) (hr) (hr)
TV T TR
30.837*=4.050 4.345+0.929 1.20%+0.43 6.39+0.72
150mg [H[ET]
VY A7 150mg 31.015*=3.507 4.190£0.778 1.20%+0.42 6.40+0.67

AE S ST L BEE

(pg/mL)

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

—@— 7L AN HTEN150mg [EETL]

- U A AT IL160mg

1H710iES, MeantS.D., n=24

1fi 5% HEA I HEHERS

20 24

B (hr)

MAEHR N NS AUC, Cmax 5 0/37 A — & (3, #ERE ORI ORI + IRp 55 O Rk
R L > TERRDAREMEND D,

<7 VLAY 0D §E 25mg THIET] >

ZLH Y 0D b 25mg [AET) 1

[ &N J e 2% A EE A O W PR R SRR T A R

T4 (CERE 2442 A 29 H HEARET 0229 4 10 &) ) ([2H3%, 7L H 23U > OD & 150mg
TAET) ZEEERAIE Lol &, WHZEENE L, EWFPRNICR%EE R ST 9,
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<7 VLAY 0D $ES0mg THET| >
TUH Y > OD $E 50mg [HEE L] 1%, [EEN R 280 B RA O£ FEH R SRR T A K
FAy (P24 2 H 29 B EEEEH 02295 10 5) ) ITESE, 7L Y 2 0D §E 150mg
THET) Z#HEERA L Lzt &, IWHEEINS LS, EWFENICR% L e Sz o),

<7V HANY 0D EE Thmg THET] >
T LHNY 0D g Thmg [HIE T 1%, [EE&MNEZR 50 BRRK O LY ZNRZEERER T A K
FAY (P24 2 A 29 B 3EEFEAT 02295 10 5) ) 1ZES&, 7L HNY > 0D §E 150mg
THET) ZHERERE L Lzt &, IWHEEINS LS, EWFENICR% L e S o),

<FVLHNY 0D $E150mg THEL] >
RIS EI DLW FRIZEMERBR T A R T4 VEO—ESIEIZ DWW T (CFRK 24 4F 2 A 29 H AR
I 0229 % 10 =)

ZVJioNY 0D BE 150mg THET.) KON U OD § 1560mg 2, 7 R A4 —"—EIck vV Zh
FI1EE (FLHNY L LT 150mg) FEREARA BHEICHER B O # 5 Ok L CTIRALOKT
A LCTlsEh 7 LAY REARE L, 500 7EpERE T A —% (AUC, Cmax) (T2
WC 90%[EE K FEIC THEFHIRNT 21T o 725 . log (0.80) ~log (1.25) OHEPANTH Y | WAl
DAY FHI R EME D R STz 87,

FWEe T A =4 (KR L)

HIE/NT A—H BEINTG A —H
AUCo-24 Cmax Tmax tue
(ug * hr/mL) (u g/mL) (hr) (hr)
FV N > 0D g
30.278+4.421 4.595+0.906 1.25+0.66 6.191+0.82
150mg HEI )
U U % OD % 150mg 30.3771+4.024 4.537+0.886 1.51+0.79 6.12+0.77

(1 8E¥% 5., Mean*=S.D.. n=24)

{pg/mL)
6 -
—— 7' LA 0D 50mg TRET]
-+ 1) 1) HODEET 50mg

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

i ANEIRS AN B 2=

4 8 12 16 20 24
B (hr)

5% A IR EEHER (K72 L)
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FWERE T A —F (KHY)

HE/NT A—H BEINTG A —H
AUCo-24 Cmax Tmax tue
(p g+ hr/mL) (u g/mL) (hr) (hr)
FV N > 0D g
28.111+3.892 4.5861+0.834 0.94+0.38 6.14*0.54
150mg [ HE T |
U U 7% OD #E 150mg 28.208+3.819 4.513+=0.825 0.90*t0.41 6.12+0.63

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

{ug/mL)
6 -

—@— LA/ »0DEE150mg [BET)
-1 1 H0DEE150mg

152455, Meant3.0., n—=46

FREE\ O T ST L BEE

0 le 8 1I2 ‘IIS 2.{) 2I4
87 (hr)
MAEP R REHERS kDY)
MAEHR N NS AUC, Cmax 50D/ 7 A — & (3, BB ORI OERERIEH + IRp 55 03Bk
KL > TERRDLAREMEND D,

(3) hElE
MR L
(4) BE - tAEORCE
16.2.1 BEDEE
AARNGERERR A 19 Bz W T, MRFEOBRICT LAY & 150mg H[ElRE N5 L72RED
Conax [TZFNZH 4.95 KO 3.22 1 g/mL, Tmax 13 0.947 } O 3.37 B, AUCo4s 1ZZFF4 31.2 &
U'28.8ug-h/mL Thotz, BEBEGIZE T Cmax 135 35% MK T L, Tmax (357 2.4 REIER L7-
M. AUCo48 DL TITHI 8% TH - 7= 39,
17.3.1 BEORERR
AARNERER A 255 & L CHERIF L ORI L AN Y & 150mg BRI O35 L 7= Rz E)
PEDEVOFRBREIL, BHEYS 5.83% (1/19 #) &HNiERiRe b 30.8% (12/39 #i) Triroiz

39)
o

16.7 EWHEEER

TN ATEE LTREMEO L FRPICH S, B MZBWTIEEAER#EShD Z LA
<, FRMEEAIZHREA LRWD, T LAY UEYMEEER %25 & Z 9 Al getE iRy 10
HEANT—4),
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16.71 HNRRVUF Y
FLHANRY e HNRRF o OEYAREAERIZOWNT, FERA 11 flE2dRICF LR
100mg & ONH /83X F 2 300mg % Hal# 5 L7238k, R OMEERERR A 18 iz 7" L 4773 > 100mg
S OB SR F 2 400mg % ARG (B b-filg : 8 BefH) L 7-3lBh4 Fahi L TRt L7z, & OfER.
HEE G R OREER G OWTHICB TS, LAY COFFRIZ L > TH AR F o 03B fE
I b Lo e, Fiz, TV COWIGHE I T SR F I K > ThT KT L2
R, IR ITE D 2R > 72 40,
16.7.2 OBITE (FFER/ ILIFY FAVRUVIFZIILIR SO —ILOEH)
R R A M 16 B 2 56 G R MBI SE (HElR / L= F > R Img KX F =)L A h T V4 —
L 0.035mg OEAI1L A 1E) &7 LA 2 (1[E 200mgl A 3[8) ZRIFHIRE A S LK,
FUANY PRHERED ) VT R D Cmax (37 VAN IEGFRE & Il L TR b9, 7
LIS Y PHFHRED AUCo24 1 X7 L AT Y IEOFHIRE & ELB L T 16% ML, LAY i3/ v
TF Y ey OEYBRICEEL RES b ole, TUAN) UHEAROEF =L =2 F T % —
D Cmax X N AUCo-24 (£, 7 LAY IEGFHIE & LS L TENEI 5% KL 14%E ML, 7L
WY NEZF =T R T VA= VOB EZ RITS R o7, £z, BOBHEIEIL T L
NV o OMEPIRE (F T 7)) ITREE RIZ IR0 oT70 42,
16.7.3 AS /LA
BEEERE N 12 B2 527 L A8 Y > (18] 300mgl H 2 [[]) 2 KERO#E%, 0T ¥ /34 (1mg)
POFARE L2, 2 T B/NAD Cuax KN AUCo1F, VTN VIEFFHREE IR L TENEN
6% KN 8%HIML, LAY idu T B R AORYEREICHEEZ KIES 2ol £/, BT ¥
NUJFHREO T LT NY D Crax 1, B 7 BRLIEGHREL U 2%IE01 L. AUCo12 1% 1.8%1K < |
07 BNRLITVINY COEYEREIZEE L G2 ol TN vk a T EAAORHIC
L0 REHERE L O K IEEERE 1231 2 SOCHEEPIEA RE D, AR HRFIZ A~ THINAY IR
T 2Em AR bl 9,
16.7.4 ¥ F>
BEEERC N 12 61 % X} 52 7 L A3 U 2 (1151 800mgl H 2[8]) & KIERE A& 5% A F > 2 R (10mg)
EOFHRE L2, %23 R D Cnax KINAUCo1E, VAN CIEPFHRE L LR L TENZE
N 1L1% M R9.5%EA L, T LAY dAF o a RroRyahlc B s ME S ehotz, 72,
FxRa RUGFRAREO T LA NY D Cmax 1, AF 2 RUEFFHREL D 4.5%(KH - 7273,
AUCo2 IXFRIRRETH Y, X a RATT VAN OB E R 52 o7, 7V
Ny veAxoa ReoffHIck o, B &K OHLIKEBIKREIZI5 1T 5 RN EESCIEA %N
BB 5L L CHNBYIAR T3 2B 23588 DTz 49,
16.7.5 TH8 ./ —JL
fEEER N 13 Bzt L A3 > (1 [ 300mgl B 2 [A) ZERAOELGH%, =% ) —)L
(0.70g/kg) ZPEREE L=, =% ) =D Cmax LN AUCo-lE. 7 L H/8Y L IEGEREE & bl
LTENEN 8.9% M N9.6%IA L., FLANY AT X ) — )L DIRYERE | B % KIF S 720 o
Too Flo, =X 2= NPHAREO T LTSN Y D Crax KON AUCo12 1%, =4 7 — VIEGF R L ik L
TENEN 21% K 1% -T2y, ZOETEIR EEE 222 TIEhnweE2x bz, 7L
Ny rexz ) —LOMHIC LY | BEHERE LK O EEIEREIC 51T 2 FUGEERCIEZFREN, H
FIHEE G2 LA~ THIIZAR N3 27 23780 B iz 49,
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2.

16.76 7=k >

7 = M VHEBIOMERFR 512 X 0 IERDBEE LT DAY TANABRE 10 FlZ x50
F8Y 0 (1[E200mgl A 3[H) ZAERAEE LK, LAY L7 == b1 O fE ¢ﬁ
B (b7 7M@) ICHBEERIEST, £ 7 2= b UL T LAY CORWENREICEE L 52 22
7 46)0
16.7.7 HILIAREEY

NNV ARG SN TV DA TADAUEE 12 Flatgic 7L 730 v (1 [
200mgl H 3 [A) ZMERO#KG LR, LAY NI R~B e R OEONRHY (10,11-
TARF Y NE) OMEFRE (F7 7)) ICREEZRITST, AT EBE T LI &~
DI REI B -2 72035 72 49,
16.7.8 /L TOE

AT et b U AEAIZ R G ST DA TANABREFE 120255027 v ") > (1
[6] 200mgl H 3 [A]) Z/RERAFEG LIZFE, LAY A3 v afgomiEdiEg (7 71{H)
WA RIEST, £ 0T 0BE T LAY O BIREIC B E 5 2 2o 72 46),
16.7.9 SELUFXY

F7E MU XU EHEATHBERG SN TODRATANARE 12 flz R LAY > (1 [
200mgl H 3[0) ZRER AL LM, LN LT MY XoofmighiEE (K5 71H)
ICEEBERIEST, FETENIF UL T VIR VORI EE 5 2 20572 1),

RYEER/NS A —4

(1) fBFAE

RUER R L

(2) WRIEEETEH

B R L

(3) HEREEEH

DR L

(4) VU735 2R

(TvI. 7. Bt OIEER)

(6) HHBER

(TVIL 5. (6) MAEEARMEGHR] OHEM)

(6) Z0fth

3.

DR L

B&EF (REPa1L—3Y) #H

(1) fBinAE

B R L

(2) NS A—SZEHER

DR L

. BRUR

B R L

il
(1

) I % -fii B PR E A T
B R L
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(2) miE-RAEEIFEBYE
(IVIl. 6. (5) ki) OIS
(3) Eit~DBiTit
16.6.4 $ZFLiF
FE. 12 BRILL Eofzlis (10 ) 12, 7L AHNY > 150mg % 12 K] & 12 5. (300mg/H)
L7z, LAY AIRFICBIT L. BT OEFIREIZI T 2 FHREX, BAELER 0K
6% Cdh 7=, JLIEOFHRIAERES 150mL/kg/H LIRETHE, LAY VOFLIE~D 1 H
b71= 0 OF-HEFERIT 0.31mg/kg/ H (KEHE T2 & RHAER G EOK %) EHESD 4D (SHEH
ANT—2%2), [9.6 2]
(TVIl. 6. (8) #=Hhw) DOHESH)
(4) HE~NOBITHE
MUERR L
(5) ZofhoiBB~DRBITHE
(IVI. 5. (6) MAEEAKEAH] OHSM)
(6) MFEEAKEAE
HARNERERR A, 7 L7350, 100, 200, 250 & Tr 300mg (&858 6 i) % e iElZ Bl
BO#E LIZRO BT OnHE (VAF) 135 40L Thot, T AU TmERICEIT L, 1
HERIREEIC KT 2 A2 PR E O IX, 0.76 ThoTo, 7L HANY E, 0.1~20 p g/mL (23T
A, IFEAEREA Loz 3949 19 (in vitro i ER)

6. K

(1) KREBLLRUCHRBERE
TUTNY ATFEE A ERBEZ T e, EFERA GMEA 6 #i) (2 14C-7 L7312 100mg (107.9
uCi) B, JRPICEIN SN ESRE DR 99% N RENE TH - 7=, RFICHRHE ST LAY
YOFEMRHH TH D N- A FIOVFERITIRPICHEEGED 0.9% & LTINS, In vitro BRIZEH
W, F LAY 2159 pg/mL (ImM, 600mg/ H B 5-RED EHFIRAED Cmax D 10 f5) T CYP1A2,
CYP2A6, CYP2C9. CYP2C19, CYP2D6, CYP2E1 }; (" CYP3A4 |Zx%)4 2 BHETFRD Lo
77 48)- 50). 51)

(2) REICEAE5T 58K (CYPHE) OHFE. 5=
CNEE R L

(3) PEEEMNROEERUVZTOEE
MUERR L

(4) REVOFEEOFTERVFESEL. FHELE
ZUERR L

7. B
HARANBERERR A, 7L A3 > 50, 100, 200, 250 KX 300mg (K55 6 #) iy Ha
BO¥E L7-FFo CL/IF 1% 4.64~5.15L/h TH o 72, Z OFEFOJR PR RIL 83.9~97.7% T - 7= 39,

8. FSVARR—A—IZHT S1EH
MR L

9. BNHEICKEKRERE
(i, 6. (10) FrEDOEFZEAFT HEH] OESR)
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10. BREDERZHTSEE
16.6.1 EinA
RN 67~T8 1D B AR NEEE IS 6 il 7 LA /3Y > 100mg % HEIRE 05 U2, Tmax 13
1.4 WEf, T X 6.32 FEH Th o 72, AUCoKL T Tz ik, EHEIEEEREICT L H/NY > 100mg %
HERRO# G L7 L i L ChTMIc R R OYEE 3 2 A A3 R S iu7- 52,

Crmax Trmax AUCo-o T CL/F

(1 g/mL) (h) (z g+ h/mL) (h) (L/h)

T 3.24 1.4 26.6 6.32 3.82
Sl (0.55) (0.5) (4.3) (0.82) (0.65)
T 3.56 0.75 20.4 5.66 4.93
e (0.67) (0.27) (1.3) (0.59) (0.35)

MR G-, & 6 B, FHIME (FEUERZE)

16.6.2 BHiEEE RS

OEHERED B2 DB 26 Bl &K1, LAY v 50mg & BRI A5 L=k, BHREDIKT
20> T T BIERE L, AUCo3 M L7=, CL/F RO 2 V75 A (Cly) Z7 LT F=27
V7 I RAIZlEILTz 9 GMEANT—%),

JVTF=v Cmax Tmax AUCo- Tz CL/F CLr
VT TR (u g/mL) (h) (zg+h/mL) (h) (mL/min) (mL/min)
=60mIL/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
(n=1) 1.69 1.00 101 48.7 8.30 4.30

G5 - 50mg (H[E]), FHE (EHEFEZE)
Clr : B2 VU7 IR

QOB RERMENERFENT
838 Bl DA (AAN 474 il a e - EREYHRE 70 B, HRREZ R bR B 26 B, HERAME
RIFHREE I D BIR A A1 2 B 164 Bl L ORRMERRIE B3 224 ) x4 & U CREEAZEY)
BhREMENT 2 20 L 72, RN EGde 1-a > X— AV MPETADHERI N, HEREL LT
CLFizxtL T vT7F=>271Y 77 A (Cler) RUOHRARKE, VA/F I2xt LT BMI, FEAR(KE,
PRI R ORI SR E STe iy, T LAY C OEYERBICEEL 5 2 DK+ & L CiE CL/F (25
% CLer NEETH D LE 2 b, BREERELEICBWT, Chee DIEFIZEY, LAY &~
O CL/F KT 5720, Cler fEAZE L LML - HEOHFHHNLETH D,
F 7o BHARNDBERIFMER AR FICAE 5 &R B F 1B T, Cler 28 30mL/min P | 60mL/min
AT L TCWDEBEFICT LAY > 150meg 7 1 H 2 [BIER D&Y (300mg/H) Lzt &D
TEFIRREIZEIT D AUCo12 (AUCo12,88) DET /W L DHEEMEIL, CLer 25 60mL/min LA b B3
W27 LAY 2 300mg & 1 H 2 MIKERAOES (600mg/H) L7c&xLFELUTH-=, Cler 23
30mL/min PA E 60mL/min RO BEIZBIT BT LAY D7 VT T A%, CLler 23 60mL/min
PLEDOBREOKINTH 72559, [7.2, 9.2, 9.8.1 ]
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1.

? 1/73;:\/ &5% AUCO-IZ, ss CL/F

7VT TR (u g+ h/mL) (mL/min)

> 60mL/min 1 [#] 300mg 75.5 69.2
(n=31) (1 8 21a]) (17.1) (13.8)

= 30-<60mL/min 1 @] 150mg 80.3 32.3
(n=14) (1 A 2A) (16.5) (6.34)

TYIE (FEUE(R 72)

16.6.3 M&EFBHBE
MR & 52T T2 BB 12 I LA /3 Y o 50mg & HIEHRE B L7, 4 RER0 O M i
FrickomiEd 7L 030 VIBEIZRN 50%E THA L, TOBOENZ V7 70 R1T
192mL/min TH -7z FEAT—%) 9, [13.2 ZM#]

Z 0t
AR L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
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. AEXOHEIZBEET IEE] 228 T52L8,)

5. EEGEFNIE L ZDER

SEELEXRNIEE
(FheEFIE)

8.4 AFKIOEHIZXI Y HF W, MR, BEH#HAELSH b, ABEEKICESHLHDLDOT, K
RGP OB, BEVEOEREERE MO B OBEICEEIERVWEHI>TEET L2 L,
[11.1.1 &M

8.2 AF|OEMA G HILIZE Y | RIR, BO, 5. M. ALK OSITEZE OBEBIEIR2 S & b
NHZERHLIOT, hHEFILT AT, D b TEBU ENT THRAICEET 2 &,
[7.1 ]

8.3 AFIOBHIZ L VIEFEHMNEZ KT ZLNHDDT, EMICEE L, IBHOMENS b bh-5Ha
X, BHERE, EERESOBURAEETTY Z L, FHC, BEEOBMN, B D5 OIXEMER SIS
WAEBIARD SND Z LN H D120, MR EFZ2EKET 52 &,

8.4 AH|OIEIZL Y, 536, HIRRE ., FH, BHEOREENEC D WRENRH HD T, DL
WCLVIRBEFEICOW TR 21T ) SERE L BE SR DN HA Il R @ %2175 2 &, [15.2.2
2]

(HEEEFEERE)

8.5 AHINC L B iR EEENE SR ORI LR L TIX R S MERIETH H Z L0 EIROJFIR & 72
LEBOBM R ONERE S TITWV., ABIZEREREG LanT &,

(fiF75)

8.1 AKNIHFWMHREARIIEATHEATHY . HEMED FVCMIRE 25| SEZTREERD D,
H B HOEIRE G Z £ O B OB EICIINEE SR VWL Y ERETOILENDH D Z ENHLEE
L7,

8.2 AFNORAM e G-I XY | RIR, B, 5. TH., R OSITIESOBERER N H 5
PNdZERHDZ D, HEEPIETAGAICE, V< e TEBL ENT ThA I2HE
252k, (V. 4. FEEROCHEICEETIHE] OHESMR)
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8.4 AFOFEIZLY | 558, HREE., FH., EHEOIRBEENECLATRERH D Z Lb,
ARIEZ R E LT,
GABA 7 X/ KB BR L EFE THEBEEDO AN Y o OEIC L SRR E 1S -
ol E=, W HEAERRMES (HPB : Canadian Health Protection Branch) (&4 /3 k
U v ORIFEFRZDFICONT HHEBFREOZLZE=4 ) 7T 5L o98ER S TEBY, 7L
HNY 1 GABA 7 X HEBERILEELTIIRVH 00, HE~ORELRFT 5701,
EN 77 & A BEAR  OVR I G-5ABR T, ErRR A CRBTE) R OMRER A 4 FEiE L 72,
8.5 NSAIDs LD S Al & [FARIC . — iy 7 cHERIEIZ B3 2 R S & 5ofk L 7=,
Flo. AT T CRADER & B 5P S 72V K 0 IEEFEEA TR L7,

6. HEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBHE

9.1 AHHE - IEEZEDOHLBE
9.1.1 EEDS ~ELFALEDEH
DMEEEEZATLIEEFICBNT, I sMELARERNHEbND Z 08B 5, [11.1.2 2]
91.2 hEREORELNHSH8EF

[11.1.5 ZM]
9.1.3 EMEFOHEROHZBEXNIREREOHSBE. FHESOHLIBE

EIEOIRBER 2D EBIE L, HEICEG T2, [15.1.2 3]

(fian)

9.1.1 AAEOHIREOREIZIB T, LILEREIHEL AT 2 mEEF ~OARAIF5-H12 5 > itk
DAREOREBNRE SN TV D, Fo, LRERLOENHRERGHRRICHEOT 1 6, w5
OFHRRBRIZIBWNT 1 Bl 5 o P LAROREFI A HRE S TWD, KAl L O KR EBERIZHIHE T
X722V, HEOD ) o LA RBE~OEGRERNB D2 L EEICEETH 2 L,

9.1.2 SRS = FK 5 O A R B T M P 0D 1 eI KRR RE S C 0D [E] PN IR BRI M OV B 3 () 565 T AH VA B
CEBERERIER) IRV CTIMEREORIEMITRD 5T, AEOHIREZICB T,
ARANT £ 2 HENER TR INEHR I 3O TS RS OMRBUE GRS bz L ORENH D, FF
Bk E LT, Bl 1 (&, DEROWE) ROSEH (E5E & OWHEE) DfEIR: &35
Do Fio, MREAHEEDIKT L7-EAFICB W T, BRWMENMNE L SNTAEMICH b5 EF
S HE SN TND,

LLEX 0 mEFEOBED S 2 BE AR Z#HT 2ICITEERICE T2 L,

(2) BHERERSE

9.2 BEHMRERESE
IVTF=o VT T AMEESE L L TAAORGER O GMBE LS5 2 &, AANTEE
U CRZEDIRPICHRE S D 7o, MR RE N R < 720 BIER R REL LT < b BEAN
b5, [7.2, 9.8.1, 16.6.2 &MH]
(fi70)
RAFEREPE E R A 0 G & LT AME R KRB I B W T BHEREDOR T IS Tie OERE KD
AUCo--DHMAFBD SN 9, £/-, CLIF kO 2 U752 (Clr) 37 V7 F=22U7T7
VAIZHBIT S Z ERRODNT, Lo T, BHERERETOH 5 BT AR E 5T 58551,
IJVTF=r 2 U T 70 2MieBE L L TARORERELORGEBEZ AT 5%, HEICKRST
HZ &, BHEREEDD L BE~ORELOCHEOREMIZ, (V. 4. HIELXOHEIZET 2 HEE]
DIES M,
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(3) HHEEESRE
BEIN TN
(4) SFEREERTHE
BRE ST R

(5) 4w

9.5 iTiF

IEb S TAEAR U TN 5 AIREME D & 2 eI IE, 16 LR RSN Gt EZ EE S Ll s 256
WZOHFEET DL, BIERT, RITERET (IKKE, REMFBEORAER LR FHRER, Fi
BIESE) . AR~ (KEIKT, AFRORT., BEREMEEERISORT, BERIE, A5HhE
XTI D) NIE STV D 5,

(fi#E)

TERR T O LML 63 2 ARFN O 22 B MEIIHENT L TV RN | I SUTIER LTV 5 aTREME D & %
PEIZIX, VBIR EoA RN fERMEEL Bl D Ll S 2GR0 ZEET 5 &

(6) 7w

9.6 1ZELIF
RANE G FIIRHLZRET IED 2 L, RAlL e FREALFT~OBITRRO LTS 4D, [16.6.4 =
iR ]

(7) NR%E

9.7 INR%E

INVISE b G b LT A M R OV e 2 R R & U R RRBRI S L TV AR, $hEE T v b TR
HOBZMENE < KK E (600mg/H) & [RZOIREFEIZHB T, FHERIER (B % EEh T
HEROWELY) RORE~OFE (—RBEOERERMMED) 2NHESNTWD, o, EKER
MED 2 5% B % 235 CRREMESRIS O T2, 59 5 5 OUREE CRIFER I OMEE SHA S

T % 56,

(fiFt)

[E N BRI IS oW TR I AR R, SFrAE IR, #LR L BRSO 2 BT <. 24
PEITRENL S TUVRLY,

(8) ElmE

9.8 BinE

981 /L7 F =07 VT T AMEESE ICKRGE, BEMRBERET 28 BEICERGTHZ L,
BHSEEDME F L TWA Z &A%Y, [7.2, 9.2, 16.6.2 ]

9.8.2 WE L, IR, BEFHHAEICIVEGB UEINELEZ LR H 5, [11.1.1 B]R]

(fi#i)

9.8.1 AFNIFIZEMEZ A L CHEME v, Sl 13— MROICBRERENE T L T D Z EMZ N izd,
JVTF=o VT T AMEEREICERERE, BERBREHATT 0L, BEERIIRETLHZ L
(TVIL 10. (1) mifn#) OHEZBMH)

9.8.2 MRIZIZHWT, HFEW, IR, EfHAFICLVEBELEHRELEZ LR H D720,
T EETLH L,
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7. tHE{ER

(1) $tRAESETDER
BE I TV

(2) FRAFEEZOER

10.2 HiFAEE (BFRISEET S L)

S 40 T BRAEAR - H5 18 51 e - falRk 1
HX AR I 79 R AR 4, S HEDS A B T & O (BT R
A R RETHH ERH 5,
FF¥a R OB B R K OVHL R IE Eh s AR I K %
=R R CTAWN B e L CARHI SN AR
T va— (HRH) HTsBznnrnds,

I | & A (7 o | A L o BSE 28 & C PR
VATV B HRERILERS) VS EH R L TV D RET
ENNKigtd MO TTNEENE o
WEIR &) B FIET B U A 2 Y

FORENDDH D,
KAPEFIEZ 5| Z ki Z 3 3KA (F-|F7 V' U & 2 R IEAI & ARHFN O OF (B A
TV D RIANE) IS &0 RAEPE 2 EAET 5

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

(fiF)

 HURARREENHIA (F A A R RETHH)
AE DT IAZIZIBN T, AH & W< D00 PR INEIA 2 0F 8 G- L7258 FPRA R, B iE
MHLNTZE OHREDRH D Z N6, KFAEOUITIEERT 5 2 &, i, AHAI & Fap Rt md]
Fl & OFEAEH OFEBR 2 BT II AR TH 5.

cFxary, aIgEARL, Ta— (BE)
AH & &3 & O BEAERRBROFE RO, b D3A & OFH Lica . REERER S & O
RIEENEREFRE 6 U CAAIDEMBNAE T 282035720, JFERE Lz, ek, OF
N X 23 Ehie O 2L K ONRIR ERIRE & 72 B RS BE~ OB TR HIL TV e,
cMAEEREA | & KA (T VAT v AR SR E )
SANE D TR AT BT, AFNC L D HIENGE T RINERIZB W I E RN RO v & O
HENRD D, FRREAERE LTE, Bm,. A1 &, DELROEZE) KOSHE (WA OWEE) o
JEARZ: ERHE SN TND, £, FEERIHEEDOIK T L7ZBFIZRBW T, BRAMENLE L IR
T MDD 5 MEFE S @E STV D,
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(

—r

A PR L 7> B R N~ D 7K 53 L BEARE O A O HIAEIRERS 3 REE L MR ISR L 72Ky o
HMMARIBE CORFRIC X 2 b O T, HAIEO MAEVEIEL, AN T2 RGBS TH S & S
TWD, AERDOFEIUCIT, EAZ I voAa by MEERERF LT 7 V%=
FENEELTOH L AREENEZ S, ACE EH TIEF =T —B oM@ MmE S o2%, M
VIR DMEE SUTHES D & o FBEAORFF 2 HER S h T % 57,
ACE [HFHE, A THIE L ORIEMER RN TV DAL OFFHIC LY . MEFEOFKELY X
JINEmELBENN O LD, FRIITEET D2 &,

* RAHPERIEZ 5| S 29 EA (F 7 U 2SR EEAIE)
FT YU P RBERIRIGRIEI I EIE N, AT I Om G 25| ST I ENH D DL
REXNFZZDOFEADBZENRH D720, TN DOFEAZRM L T L HEIE0RICEET L2 &,

. BlfEA

1.8/
ROBWEH DR 5OND ZENHHDT, BELTHIATV, REDPHED NG EIC3HKEG 2T
13 % 72 LG 2R ALE 21T O 2 L,

) EXGENER & OHER

1.1 EXGEMER
11.1.1 HELWL (20%L0 1) IR (20%LL |) . BEUEE (0.3%A71)

DEV, FHIR, BFREER S b, BE UEITEICEsT L oWENH D, [8.1, 9.8.2 BH]
11.1.2 1DFE (0.3%Am) . MKE (BHEZARE)

DARED Y A7 PRd 5 BHFETIE, BEE 51TV, BEPBO oNGAITRS 2RI L,
Ul E AT Z &, [9.1.1 B]
11.1.3 HEBHBARLE (BUL )

A, B, CK bR, Mk ORT I+ 2y ey ER%ENS b -RaIciE, 54 %k
L. WUIRAEZITS 2 &, 7o, BHUHRIAREIC X 2 BB REORIEIERT 52 &,
11.1.4 BFXZ (0.1%A)
11.1.5 MEPE GHERH)

MAEEES OWMPUEN H bbb Z b5, [9.1.2 S

11.1.6 {EM%E (0.3%Aim)

B, FREE. AT, B, B ELOMMEERR S b bt malciZfk 54 hik L, %Y
RALEEAT D T &,

11.1.7 MEEM% R

K, PR IR REVEORRRIEIR A I BlEE L. BENRD ONGA TN X B M
CT %(0omEL2ETH 2 &, BEMEMANEDNZGA TG EZFIE L, BIBRERLVE A
DEHE DY I AEEZITH 2 &,

1118 Yavy BEERH)., 7FI714F3F— (0.1%AKIi)

11.1.9 REIEBAEIZEE (Stevens-Johnson JEMER) (BEEAH) . SWABE EHEAH)

11.1.10 BUERF S (BEEAE) . FFEEERESE (0.4%)

BIERFZe, AST, ALT LRS54 085 FREENRH O OND 2 LRd D,
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(fi#s)

11.1.1 D FE W, IR, EikiEE
HE38 12 58 i D AR e T AR 0D KRR D [E N D B R ERER 12 35 1 2 BIVEFH O DFEF#AT IZ 35
FEWED U, BIROBIMHEE X, TN 23.58% (602/2553 #5]), 22.29% (569/2553 i)
ThHo7,

T, BT, FIREB R ARIE 2 x5 & L EWNA RGBT 161, A E L
ABRIZ I T 2 B BERIFPERRE IR IR E I 0E O R 2 5 & LT EN R G5, Tt
PR ENEAE CRBEREGEATR, MR BRIE, SR MEBLIEICE 2 &R X% s LIZERNERE
e GaRBR . BRHERIRIE IS FE 5 R & 8 & L7 ENHIRBRICB W TEREh 1 flogIE
AR#E S Tn5,

HIRBICBW T, AFOFEIZL Y O EV, IR, EREELDLDNEEE LI L 0RENRH D
DT, BEEL ATV, BRENRD SNGE TR EEZPIEUIHET 270 8 L, B
BEITH &,

11.1.2 DAR4A, MfiKNE
ORI AR & x5 & LT BN B SOGHER B O, BN TLAHERER . W DR I9 P AR poh o b
WCEE D R AR L L ENERERBRICB W T, R 1 H 0 H - kO R0 RIFER 2
WE SN TWD, MK IEIFAFER £ CORENAMERERIZIB W TITEERD BTV RN, Wi
IRBEIZB W CTHENDH D Z &b, EEAMWET 5 72DiH L7,

11.1.3 AHACH Rl iR
SEE RSB O TR R F C O E AR IR SBR I 30 W TR AARIE 1358 0D DAV TW R WA, HEsh
IRBIZBWTHERNH D Z Lnh, EEEZMRET 7D LT,

AR OFHIZ LY, BBUHRAER S Db D Z ENH D DT, BlEEE o4y, fHldE. B
J1E&,. CK (CPK) L&, Mk ORF I A7 ne s ER%ERE L b -Saci, 542 %1k
L., WEIRAEZITY 2 &, Fo. BBmRBAEIC X 2 BMEBREEDORIEICHIERT DL I L,

11.1.4 BAR4
SEFEIEIE L O AKGR E COENERRBRICB VD TBARARITERE SN THWARVA, s o7 5 &R
KRB W TEAEN 1 fllE S Tnd, AFIOBRGIZIVERERS bbb L
DWENHHDOT, BENBDOONTHEITITEGEZRIEL, EUIRLEEZITI L,

11.1.5 &7 IE
SEFEIE IR L O 7KGRIF £ TOEPNAME R BRI B\ Tl A RIS S TR0 s, #Esh il
WCBWTHERDHLZ LD, HELZWMET 720 LT,

MAEFEIZ LD COHRE T2 < MBEFEOREBUIAK OK G5 ME 5 14 BUWNIZREO b
7o METRIEZ OBBUEIC X 5 BE DR SNZEAIIE, EHICARI OB 2 dIE L, @Y
WEZITH Z &

11.1.6 Kb
FREFMOTTIRZIZIV T, AA & ORRBERNTRE TE RVEFBSHRE S TWD,
B0, RN, Wi, IRER, B ES ORMER A H S b G e I i3&k 52k L,
BB AT H 2 b,

11.1.7 [V MENG 2
FEREFLOTIREZRICIBN T, AH & DRRFERNGIE TE RWVEFINHE STV 5D,

K, PR IREE, REVEORBRAIERZ B L. BRE SR S NGEITIEEE X B, M
HCT HoMmErE £S5 2 &, FEMMRNEDNTSGAICIEEGEZHIE L, RIBRERLVE
VRO 5% OB R LE AT D &
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11.1.8 vavy 7, 7774 7% —
FRERMOTIRBZICEB N TAA L OREBEERTETE RV, Yav s TTF747F—0
FEBIA S ST b,
B E 04TV, REDPBD ONEHA TR G 2Tk L, MU R@EE21TH 2 L,

11.1.9 FiEKEEIREMERE (Stevens-Johnson JEMERE) . ZIEALEE
JERRIEFE AL DT RIZ T BV TAHA & ORIREBIRN G E TE 22V, BRASIERREGRE, ZIALEED
JEBIA G T 5D,

BEZT7IATV, REDPRO N HE RGP L, @Y 2R 0LE 21T 9

11.1.10 BUEATZE. AFisRerss
[ZOfMORIVER] O THFSRER S & L CHEBMEEZ LT\ 23, IR EICET 2EN
WEIERI PR INTZ & ZORITIFBIEFRICE STRES L A HNTZZ LD HRRRIE
MELTEELWET D205t Lz,
Bl +012ATV, BEPBEO NG AITE G2 TR L, EEARAESITH 2 L,

(2) Z0iDEI{ER

&
N— o

11.2 EDHDEIER

I 0'3%%L 0.3% AT BEE R
1% ATt
IR G AONDIPATA B ERIS/DE . IL| L AR A E
i Bk E
(VAT S BRI, RARIT| & A
A, R E
P AHRSE PEEL. KM, |0 O, KD EE OBENE, AL T X
SRSy, BERE IR E K[ EE. | L0E, B, MEEA
L5 RS NEE -1 NI Nl NI (N
R, U E K==y 7 RE, B
X, MEARFES ., S| H
R
TR SRR FEIMED v, IR, EEDES, |#EE, RakEE, I Bk R, F
Ji. PR GER RO HRR, RBIR, A4 v — XA K| TR E
VNG| FEfEE, FUEMREE HR, YAFRY
s, SRR, Wham [ —. RS ARESE) UE,
R RAEPED F U, A
Wi, R
Bk, A MRy
BEREFR 5 | SahbE
AR PR T, A AR R | B i [0 B R L AR M | AR R, EhiE
T HR. Rm L ARKEIEE 57, |, EREER DAL,
PREGIN, SCHUE, |[HFE OB 5 & AIK
AR, IRFZE, ARHR| 2%
HROKEKESE  |EEEMED 0 HIg T
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10. BEHRS

1.

13.8ERE

13.1 fER

15g £ COWMBELRGHINHRE SN TR | BERGRICA DN EERT, HEhFEE, @R, 8
SLIREE, IO o, Wl BHEZORE, EERIETH D,

13.2 &

AFNIMIEBENTIZ L VBRESIND Z &6, HBLL TV AR ORREIZIG U MRS O e % 5
EBTanz L, [16.6.3 2]

(fiah)

13.1 EWNADERKRHEBRICIB W THFFRL L L TORER GIFE80 5 TR0,
SMETTORERRERIZI T, 16g £ CTOMWEE GV, FEfESE, BIR, $55LIRRE, M5 o,
W, KHEEORS | KERIFEEDOIERDTEO TV D,

13.2 ARAID &G U6 ORI Z2IEFRIEIIFE L WA, ST 2 22 & 3 2 B ke
PR FRAE IO L ORI & a5 U 7= AME R AR BEERBR O FE B & | AFNXMIEENT I & 0 m i
DHANCERE S 4L, 4 RO MRENTIC LY . mAEHR 7 L8 ) REEITR 50%IK 25 2 &
N LN > TV D,

AHNOM BE G OB, BB L T D AER ORI IG U CIEENT O iz B B35 2 &, (VL
9. BITEIZLHRER] OHESR)

BALOIE

14EBRELEDERE

141 EFIRXMHFOIE

<SFIHLE>

14.1.1 PTP @30 3ANT PTP > — h b HO HUTIRAT 2 X 5845 2 &, PTP > — hOREK
&0 BSOS AERE AT L, BRI 2B L CHERINZ 5% o EES 72 & OFIE & OF 38
THZEND D,

<O0D #E>

14.1.2 AFNIFO LICOE THEREZBEIE S L ET 5720, K2 L TRHAFRETH D, £72. K
TIRATAZELTE S,

12. ZOHDEE
(1) BBEERIZE TS HHR

15.1 BREREAICE D {1F]R

15.1.1 ¥4 THEME S NI=AF 2 & B OT TADAIRICTBIT S, TAD A, R ESEEZHSR L L
72199 O 7 7 & A% REERRBROMRFHERICE W T, ARASELOHREROREBELOY 2728, #i
TAMAEOIRABETT 7B AREE I L TR 2 FE < (BUTANAIERARE : 0.43%. 77 &R
B 0.24%), FICANAEDOIRMBETIZ., T BRBEL 1000 AdH720 1.9 AW EEHESH
7= (95% (5 HEIXM : 0.6-3.9), 72, TANABEOY T 7/ N—7 Tk, 77 wAREEL L~ 1000 A
b0 24 AW EFHESATWED,

) AFNIMEN THCTADPARE L TEKRENTWD N, AFICBIT B ARAIOREE « 2h51T Tk
BEEEEIATR . MRMERDRIE ISR 91K Th D,

15.1.2 W ELIIC B S 2 2 B EAL OTEEVERNEE DAV TV 2R WA AH 2 5 S i B CIRTF

DIEBIATTIRZ ICHRE SN TV D, [9.1.3 2]
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(figin)

15.1.1 2008 4% 1 A 31 H., KE&MHEEFTF (FDA) 1, TAhA, FHEESL MR Lz
LANY U EET 11 OFTANAKE 7 TR LD 199 OEMEZCIEBERERIZ BV T, BB
BATRy (ARRBERZR, ARER, BRMEM) LOHZRSEIZEE S 2 WG 2T L7oRER, HiTA
MAEERM L TV L EBEICB T2 BREETAD Y A7 BT T v RBEICH L TREIICAHE
IZEWZ E2RBT DRERDEB LN L2 AFK LK,

RERRBRAE R 2 521F T 2008 4F 12 AT FDA [3KEIC THRIE SN TN DR TOHR TANAIED
BEREF T L M CEICBVTHRSER OCHEEKOFEB Y 2 7 (2B 2B T 5
FEOHEE L. 2009 4 4 HICSET T,

KENZB T DRE LB E 2 AFRITIIT 2 RIEBE SHTRER, AIOHTANAFEIZHONT

(2 DM OWE] I HREE RO HZREX ORI Y 27 2T Hi#z B LEERES 52 &
&L, 2009 4E 7 H 3 AT JRAETEE R AR A IR BERK 2= TEM LoEE
BRI ITDOIIZ,

AIRIZIS T DA ONGESUT BRI TR E MR . MAHERRIEICFE 5 PR CTh 228, KE

ZIEILOET OB TUIPTADPAREEL LTHEARINTND Z 200 AFIZBNTH

EEME AT 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) FEEREKRARICE IS HR

15.2 JFERERSABRICE D < FHR

15.21 2 MO~ 7 AR AFHERBRICB N T, KBERHAETOFESE MREEED 6 [5LL EORE &
YT 2AREOEGIC LY . HEKAICIE AIEOR AR RN LIz & ORENH D 59,
15.2.2 2 FFM D7 v b B AFHERBRIZCE W T, KA ETOFEY e MgEgEED 5 LU EORE S
WY T OAREDREGICE D, M7 v e/ Ty MI@EERD b D HEIEZHN O FBLR S EEIN L7z
EDOWENDD B, o, T v MEHWICHEESAREBRIZI N T, KGR TO UC-F LY U H
SHBRE D W RITIMIE K ONE & A EOFFRIZ S HABIRTH 7203, 7 v b 13 KO 52 #E K E
G EERER TR IR T 2 BIIRD D e o T, IRICBET 2RIERORBRIT T 7 B REE
L@, MREEEERERE MR E Lz 13~16 #5077 2R xR (3 HBRiFE) o7
Z B RBETI 3.8%Cx L, A#FIEE (150~600mg/H) T 10.6%., EH#EERER (3 BRIFS) TIX
10.2%. HRHEFRIRIEZ x5 & L7z 16 G- 0O 7 7 B R ERER O 7 F & RBETIE 2.8%I2K L,
AKIEE (300~450mg/H) T 9.2%, EHEGHERTIZ 9.4%Th-o7-, [8.4 S
15.2.3 7 v F OZIREE L OWIHIIRFE A2 %ﬁé%ﬁﬁ@wﬁ%ﬁ%%m%fmﬁwth%%%@
28 {5 EOMRBEEICH Y T 52RO G LY | BIRRFEORAEMENEIN L2 ORERH D
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(fi#s)

15.2.1 2 DO~ T AN FEHRBRICE W T, SR RKERKHE TOYY E MEEREO 6 f50L Lok

BICHYT 27V OFREICE D | HERARIC A WIEOFEA RN L7z & O®EDN
H5D,
~ AT LAY > 200, 1,000 KO 5,000mg/kg/ H 2 104 HEREEH G L& &
1,000mg/kg/ H LA | CHECTIZH BARAFRIICIE AIERFED BV TV 5, EEERAL T & AED
FAEDTD HIVTWD A, FRTAFIR. P OVERE TR IC BB L, METIXF RIS @IS
R DTz, 7o, FEMEEMERZ L UL, Mild~ 2 v 77— ORI, SFE IR MEREFE OB,
SRR M ER TR B OB, M/ MREL O, SR RSO N, AR IER K OV MR O FERE
HISLE | BBEIZI T DM BEZERBEIE N, BRI ERCRMIRB AL D SR . ERZERE O, B
BRI HOBEHE KK ONEEL~ 7 v 7 7 — Y ORMEERRD BTN D 59,
TUHNRY AT KD~ v AR S M AR, ER RO O 56y 2% A& B 5 BERSER
BOMPBFED HD Z &b, ME#ENRARSHOFKIC L MEREREBET L LEZ LN
Do Flo MEARIEIINZAEOEE TH D WO R A F RS 2 AL N I/ MRS L,
A8 7 AR e OMIRAE T RS R % DML MR R D A T == 2 N BB 2B &2 Rl LTV D03,
~ U ATIIMOBWFEL Vb il MRER S < | /MR O ER R EE & OVEER @V 2 & N
ORGEELFEE DR EAVRENTNDZ ENnD, T RTBWTOR, LAY U EEIC
£V M/ ROTEREEE K OV RGP, SRR IR B D B A SR B AL, M8 IR O F A8
FERHIM U= FIEEER S D D EBZ X BND, 0B, 7y MIBWTIEIO X 5 B3 A b
T MERBEOFRAIL~ T AREOELEEZZ b,

15.2.2 2 EM D 7 v MR AJFHERBIZ B W T I KR A& TOYEY e MREZEED 5 (FLL ELORE
BICHYT2ARKOELEEIZE D MET LV E ) 7 v MCEFERD DD MRS O S BR8N
L2 DMERDH B 8, £1=, T v b EAWTZMHERSARBRICEB W T, KBIETO UC-7 L A
U v HORSRBE DOV RIZIMIE K DNE & A EDORIRIZ S DBIRTH o723, 7 v MK 52
BB G- F R CIIK BRI T 2 TR b o Tz,
7k, IRICET2EWERORERIIT 7 REEL Y @<, MREEEEFEZ x5 L L 13~16
HEG- 077 2 R (3 BBRIFE) 077 B AREETIX 3.8%I2xF L, AAI#E (150~600mg/
H) T10.6% T oo, BHEIRIEE RIS L Lz 16 MRG0 77 v R B0 77 & Rt
TIE 2.8% 2%t L, AAFIRE (300~450mg/H) T 9.2% Th o7, 7233, MfkREEMILNRE % k5
& LR GRER (3 HBROFA) TIIAKIRET 10.2%, MHEMRIEZ % L LIRS 55
TIEAFIHE 9.4% TIRICBE T 2 BIEH 23580 b7z,

15.2.3 #7 » b OZIRRER ORI AEICBET 23 BRICB W T R KEERHETOEY e MR &
D 28 fELL EOBREB RIS T HAREOEGIC LV R ERE ORALEENEIN L7 & OEN
& 7 55
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(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) BiBHEHER
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. RS
TVUHNRY TN 25mg [HET)
TVHANRY A TN TEmg THIET )
FLHNRY AT 150mgl HET | | QLG ER LY
Al ZF LAY 2 0D §E 25mg [HIET ) W) EE-EMEONLFZEICLVEHT
VAN > 0D 8 50mg THEET | LTk
LAY 0D $E 75mg THE L)
7V F3Y 2 0D $ 150mg [HIE T
BRRKSG | SV AN L
2. BEAM
(B 7EINL) 34

(OD & 25mg. OD #& 75mg. OD %€ 150mg) 3 4
(OD %€ 50mg) 2 4

3. AERETORE
FEIRRATF

4. RO EDEER
FEEN TR

5. BERAITEM

BEMERLTA R A
<FvoLsy - F
ZOMOBEMTEM A ((XI. 2. ZOMOBEER) DEBM)

6. F—m% - AHE
Rl—H5 :

VY7 ' 26mg, VY hAT BN T5mg, VY D7 &L 150mg,

U U7 OD #E 256mg, U Yl OD & 75mg, Y U 7 OD #& 150mg

7. EREEEAE
R

8. NERFERBFABRUVRRES. RMELRBFEAR. RFEMKREAR

AR5 SR TEAGRAEA A & SAMELENEHAE A B | GBIt H B

TR h IR 2020 4 2020 4 2020 4F
30200AMX00819000

25mg [HET) 8 A 17H 12 A 11 H 12H 11 H

FULHNRY T TR 2020 4E 2020 4 2020 4
30200AMX00820000

75mg [HET 8 A 17H 12 A 11 H 12H 11 H

TR h eI 2020 4 2020 4 2020 4£
30200AMX00821000

150mg [HET] 8H 17 H 12H 11 H 12H 11 H
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784 SRR e ARRAEH A HKRE SRAMEEEINEAE A B | IGGERARA4EH B
LAY 0D 88 2020 4 2020 4 2020 4
30200AMX00822000
25mg [HIET) 8 A 17H 12H 11 H 12H 11 H
FL AN 0D $E 2020 4F 2020 4F 2021 4F
30200AMX00823000
50mg [HET 8H17H 12 H 11 H 3H 5H
LAY 0D 88 2020 4 2020 4 2021 4E
30200AMX00824000
75mg [HET 8H17H 12 H 11 H 3H 5H
FL AN 0D $E 2020 4F 2020 4F 2021 4F
30200AMX00825000
150mg [ HET | 8 A 17H 124 11 H 3H 5H

9. MERIHREM, RERVAREEENFOFEABRVEOAR

AR ANA

10. BEEHER. BAERARERHRUVZTONE

L L

1. BEERM
A L

12. BFEHRMEIRICRET H1EER
AR, FEGIFNCB T 2 HIRIZED LA TR,

13. &E#Ea—F
JEAE A A A UE| ERIESE =2 — K - Lt NEELE
W74 T ) T lHOT (94 ®/E| L T
IR RS a2 — R (YJ =— ) VAT LA a— R
VI TRV
1190017M1052 1190017M1052 128274001 622827401
26mg [H[ET |
FVUHNY AT
1190017M2059 1190017M2059 128275701 622827501
75mg TH[ET ]
FVHNY T TE'L
1190017M3055 1190017M3055 128276401 622827601
150mg [HET |
LAY 0D 8
1190017F1193 1190017F1193 128277101 622827701
25mg HET]
T L HNY 2 0D $E
1190017F4052 1190017F4052 128278801 622827801
50mg [ H[E 1]
L HNY 0D B
1190017F2190 1190017F2190 128279501 622827901
75mg [ H[ET ]
LAY 2 0D $E
1190017F3196 1190017F3196 128280101 622828001
150mg HETL]

14. REHRTLOIE

KRN, PR DB IEEIL TH D,
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XI.

AR

. 51H

1)
2)

0 3 O Ot B~ W

)
)
)
)
)
)
)

©

10)
11)

12)

13)

14)

15)

16)

17)

Xk

FENE R - ZEMERER

HENEE  RHRBR (7 7 &L 25mg/150mg. OD £ 150mg)

FENERE - AW e R EERER (7 7V T5mg)

FENEEL - AR RSB (OD $E 25mg)

FENEEL - AR R ENMEER (0D $E 50mg)

FENERE - AW rE ZEPERER (0D #& 75mg)

Wolfe, F. et al. : Arthritis Rheum. 1990 ; 33 (2) : 160-172 (PMID : 2306288)

H AR T - BMERTRIERZIE T A K71 > 2011. 2011 : 23

B RE R R S ONILIRE AT B (S35 T 2 3N AE (U U 4 0 7 2L 0 2010 4 4 H 16 H 7GR,
FEE & B 2.7.2.2)

ANIERES fth : BARSA 7 U = 7 5%45E.2010 5 17 (2) @ 141-152

ENE MAEMRGERER (R seiidm) (U U 07 &0 0 2010 4F 4 H 16 A&, &R
B 2.7.6.29)

[l N B8 I AR AR RIE AR CRE IR MR B I A 9 %) (U U 0 7k v 2010 4F 10 A 27
H&GE. HREERMIEEL 2.7.3.3, 2.7.6.1)

E PN IR EE R GRAEFIRIAE) (VU B h 7 'r 0 2012 4E 6 H 22 AKR, WG R
2.7.3.3, 2.7.6. (2))

SMEZE AR K OB I 77 7 B Akt RERER (a2 s rmitdm) (U U 0 7L @ 2010 4 4 H
16 H7&GR, WFHERMYEE 2.7.3.3, 2.7.6.30, 2.7.6.31, 2.7.6.32)

A4 E A EROSHER (RS %AARIE) (VY 27 &L 2010 4F 4 A 16 HARR, HE
ERMEE 2.7.6.34)

ENEH& R ERIEZ R M) (VU I h 7L 2010 4 4 H 16 A&, HiEEEHME
31 9.7.3.5, 2.7.6.37)

ENEH& R BERAMERE R EE I 2 %m) (VU A7 &1 2010 410 A 27 A
KRR, HFEEEMEEE 2.7.3.5, 2.7.6.24)

18) [ENE % 5308 GRHERSIRIE) (U U B 1 7' 20124 6 A 22 H7&R., FEEEEHEE 2.7.3.5.

19)

20)

2.7.6. (2))

EN R GRER CEBREGHARE. WAL, 2R MEmAEICHE > (VU 7k
/L2013 4F 2 1 28 AURGE. HEHEEMIEEE 2.7.3.5, 2.7.6. (2))

FEI B AL [A) 25 AR GRER. (RS %AE) (VU 70 0 2013 45 2 A 28 HIKGE, HFEEEME
#2.7.3.3, 2.7.6. (2))

SEE 5 RER (BREs g eitsiE) (VU 70 2010 4 4 A 16 HAGR, HiEEEHME
% 2.7.3.5, 2.7.6.35, 2.7.6.36)

EERAA B OBEE. (VU U 70 : 2010 4 4 H 16 AAGR, HiE &R 2.7.3.1)

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

Fink K., et al. : Neuropharmacology. 2002 ; 42 (2) : 229-236 (PMID : 11804619)
Maneuf Y. P, et al. : Pain. 2001 ; 93 (2) : 191-196 (PMID : 11427331)

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

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

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

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

Tanabe M., et al. : Eur. J. Pharmacol. 2009 ; 609 (1-3) : 65-68 (PMID : 19285498)
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31) BMEREHSRIEIRE T VISR D3N EREER (U U hh 7oL 2012 4E 6 A 22 AEGE, H
A BT 2.6.2.2)

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

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

34) fEEERR AR 23y ENE (BRI S) (VU B A7 8L : 2010 4 4 A 16 A&, HEEEEH%E
31 9.7.2.2)

35) fEFERLAICI T 2 3pEhe (fEfe) (VU B 7 v 2010 4 4 H 16 HA&GR, HiEEEHT
2592.7.2.2)

6) FAAARE o B2 L BTEE. 2020 5 57 (10) : 905-913

7) FENEE AR ERER (OD £ 150mg)

8) BEDOXE (VUM h7E/N: 201044 A 16 AR, HisEEHIEE 2.7.1.2)

)

)

)

W w w W

9) MHFIZBIFTHEFDOLE (VU HH7 L 2010 44 H 16 A&, HEEEHEZ 2.7.6.3)
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XI. &84

1. ELESHETORFTRE
AT 2EEUIR, HEMOCHBIZUTO LB THY | SETORBIRDL L 138D,

BRE X TSN R MIELR O &=
Ot bt 5 1 72 e < i E A SR >
ORBHERRIE T FE S LT W AT REE LTT LAY 1

150mg#% 1 H2[ENZ /31 TR OG- L, Z D% 1M
PLEMNTCIHAEE LT300mgE THilE4 5, 72
B, ERIC KV EEERKT 53, 1R &EH
#w(I600mgx L2 VW &L, Wb 1H2[A
2o CRRO#E 595,

< BRHEMRIE ISR &R >

WE . RAITMAREE LT LAY 1H
150mg#4 1 H2[ENZ 53 TR O EEE L, Z D% 1IEH
PLEMTC1IEAEE LT300megE THlitE L7-1.
300~450mg CTHERF T2, 7eds. Fllin, JERIZ LD
W E IR D23, 1H e 213450mg % 8 % 72\
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 tglgxciedagoo 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
(mI/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)
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 SBKZIRESR
EiRICET SiBMER (F—X SV THE)
AINZBT HHEH EOFTEBEOHDOFTHE E A—A T U T HEE TR D,
(IVIl. 6. FsEOEFAEBTHEEICEHTHEE] OHEESHR)

Drug Name Category
A=A ST VT DIIA pregabalin D
(2024 47 10 A #R)

2% ROME
F—A ~Z U7 D458 (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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XI. {F&E

1. A - REZEICERL TEREHEZT5 I1SH- > TOSEHER

AEOHERICEHT 5
AN FAGE 2 ST TO RV BT S R & £ D,

R TEENHELL TV RVHAEDETENTEY, HLETHRMIN TV LRBITIETHE LN RER
EHEFELLTHRRLTND,

EREFE D RREN 2 RET 2 L TOZEERTH Y MLHFEOHEZRTH DO TIER,

(1) ¥8

Bih T OREMHRER
FLHNY) ohFEIL25mg THEI)

FLHANY BT ENL 25meg [HET] O 7w O%EEE 25°C « T5%RH OIS TRE L
TRER, AROBMRTHY ., MEROEGEIIHBENTH -T2,

FRIRVERK -

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

@ ih 7t 25C - T5%RH [HE6. B

REBREFNOH T 2RE L, REHZERD H L,

(B /M~ Fe KAE)
BRTE H 7 bk RAF
<FRHE> &5 BH AL 2 34 1% H 2 4 H 3% H
Mtk n=10 EV0300 | HEOHEK | BEOHEK | BEOHEK | BEOBEK | BEOB R
Mg (HPLC) n=3
f (HPLC) n=3 | pvosoo | e o o o o
<¥1>
&8 (%) *?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
(%E) B (%) | EV0300 — +0.7 +0.6 +0.8 +0.8
¥1 o fH 2 OHEBRWE  0.2%LL T, EBEWE  0.5%LL T

K2 FREIHT2EAE (%)
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FLHNY) o hFEILT5mg THEI)
FLHAY I TR T5meg [HET] O 7w O%EE  25°C « T5%RH OIS TRE L

AR, BEORMKRTHY , MELOEGEIIFMENTH T,

WRERE - REBRKI DO H S L ZBE L, REMAZTY H LT,
SRERFEHEIIR : 2019/7/16~2019/10/29

@ iv 7t/ 25C - T5%RH [EEYe. BHiL]

(B /M~ e KAE)
BRIE B 7k PRAFHARE
< B> & BH A 21 1%A 2% H 3% A
PR n=10 EV0300 | HEOME | HEAOHE | AAOHmE | AAOmE | BEAOHE
#ifEERER (HPLC) n=3
: " Evosoo | 4 R e e A
<H1>
i (%) 2 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
(%E) EaZ (%) | EV0300 — +0.4 +0.3 +0.4 +0.4
¥1 o fH 2 OHEBRWE  0.2%LL T, HEBEWE  0.5%LL T

K2 FREIHT2EAE (%)

FLHNY) ohFEIL150mg THETI]
TVHNY T TN 150mg [AET] OB 72 O%EME 25 - T5%RH ORISR TR

L7ciif, AROMRTHY, MERTEGREIBERANTH T,

RRARIER - SRR DB 7 e ZBE L. AEWZ I LT,

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

@ Jiih Xt 25C - T5%RH [HEY:, BEAk]

(B /M~ F5 KAE)
R BRIE H =R PRI
<JRHE> &5 BH A 2 1A 1%A 2% H 3% A
PR n=10 EV0300 | HEOMEK | HEOHMEK | HEAOME | AAOME | BEOHEK
wifEaER (HPLC) n=3
i (HPLC) n=3 | pvosoo | o e e W e
<H1>
a8 (%) *2 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
(z%E) EaZl (%) | EV0300 — +0.2 +0.2 +0.2 +0.2
¥1 o fH 2 OHEBWE  0.2%LL T, HEBEWE  0.5%LL T

X2 RFRICHT B EHE (%)
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BRI ORE SR

FL A1) > 0D 25mg THET)
U A3Y 2 0D $E 25mg T HIE L] OB DL EMN % 25°C - T5%RH OIRIFESA: THigt L7z iE R,
PERIZAGOHRETHY . MEROEEITHENTH -7,

FRIRPERR « RRBRERGHI 2 LK TR L 72,
AR R © 2021/2/25~2021/6/11

® K 25C - T5%RH [, Bk

(e M~ F5c KA
RERIH B =3 PRATHA R
<JHHE > & BHAGHEE 2 3 [ 1% H 2 %A 3% A
PR n=10 FA0100 | Ht5OMEK | HEOME | AEOKBE | HAOHRE | HAOME
MiEERER (HPLC) n=3
= : "% I raotoo| @A P ey P P
<¥1>
G (%) *2 n=3 FAOL00 98.91~ 100.13~ 99.45~ 99.51~ 97.73~
<95.0~105.0%> 101.81 100.57 100.51 101.80 100.15
(&) BEEZ (%) | FA0100 — +1.5 +1.6 +1.4 +1.6

X1
B

X2 RFRRICHT B EHE (%)

JL /8> 0D §E50mg THEXI]
7L AN 2 0D 8 50mg [ H & T ) Oy D& ENME%E 25°C « T5%RH OLRTFESA: THRFT L 7o /s 3L,
PEIRIZAGOBRERTH Y, MELROERITHBENTH T,

FRIRPERR « RABREGHI 2 Lk TR L 72,
ABRSE S - 2021/2/25~2021/6/15

® K 25C - T5%RH [, BAKK]

0.5%LL T

RRT % 5.32 OFiFWE : 0.3%LL T, B0l 2 OFEZWE -
0.3%LL T, #aEmE -

0.2%LL T, ZERLLSt O IR

(e M~ F5c KA
RERIH H =37 PRAFHA R
<HIHE > & BHAGHEE 2 3 ] 1% H 25 A 3% A
MR n=10 FK0247| HEOHE | HEOHKE | AHAOKBE | ABOHME | HEAOMEK
MiEERER (HPLC) n=3
= : "0 I FKo247| A P ey P P
<¥1>
a8 (%) ¥ 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% 1iH)
FK0247 - +1.5 +1.6 +1.4 +1.6
mEaZlt (%)

%1 : RRT #J 5.32 OHEBEWE : 0.3%LL F. iSO~ OEEWE
0.3%LL T, ¥IEBEWE -

wE

X2 RFRRICHT B EHE (%)
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FL A1) > ODfE75mg THETI)
7L HNY > 0D 8 75mg [ HIE T Oy D2 EME%E 25°C « T5%RH OLRTFSA: THRFET L 7o /s 3L,
PERIZAGOHRETHY . MEROEEITHENTH -7,

FRARVERL - SRBREUA & gk TR L 7=,
HRERFEHEHIR : 2021/2/25~2021/6/11

® K 25C - T5%RH [, Bk

(e /M~ e )
SREATE gy k (RAEI
<> Fe BH AR 2 [ 1% H 2% A 3% H
PEIE n=10 FK0265| FaolE | Bankhx | AaomE | Baokhx | aaomE
“iFEB (HPLC) n=3
: " lrRo2es| e ey Sy Ry Rey
<X1>
a8 (%) %2 n=3 FKO265 100.41~ 100.59~ 99.44~ 100.59~ 99,42~
<95.0~105.0% > 101.52 102.42 101.84 100.93 100.96
(BEAH)
FK0265 — +1.6 +1.7 +1.4 +1.6
BREL (%)

%1 : RRT ) 5.32 OFFWE : 0.3%LL T, LSO« OFEFWE : 0.2%LL T, =LA O#IH

wOE

0.3%LL T, #IREmE -

K2 FREBIHT2EAE (%)

FL AN ODfE150mg THETL ]
7L AU 2 0D $E 150mg THIET) OB OLRENE 25°C - T5%RH ORAFERMTHRET L7k
FERIZAROKMRTHY . MEXKOEREITBENTH -7,

FRARVERL - SREBREUA 2 gk TR L 7=,
SERFEHEWIR : 2021/2/25~2021/6/15

0.5%LL T

® Wity 25C - T5%RH [y, BAkKL]
(B /IME~ Fe KAHE)
A BRIE B =N LRTFIIRE
< HiHE > &5 BH A 2 1 [ 1A 2 4 H 3% A
Pk n=10 FK0253| AR | AROHmE | AGOHE | AGOHRK | AtOmK
MifEstE (HPLC) n=3
FURFSR (HPLO) 038 | pop oss|  wa o o o o
<3%1>
G (%) *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
(Z2EH)
FK0253 — +1.6 +1.6 +1.4 +1.5
HEEZL (%)

%1 :RRT# 5.32 D¥EHWE -
BWE  0.3%LL T, REBWE : 0.5%LL T

K2 FREBIHT2EAE (%)
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(2) Hifg - BEMRUBREREF 1 —TEB1HHR

FLHNRY) hFEIL 25mg THEI]

1) BERAE

[ I B A

TAANY—DER N EERERD  RIE1EEZT 4 AR —HNIZARTEAR M 2R L,
#) 55 COIRY; 20mL W\ W B> 7o, T 4 AN —IZEF A LT 5 pkER., 7 4 AU —%
FT I EEMIE L, FBIRBEORNEZBIE LI, BOBRRENRD bR WEGATX, EIZ 54
kB, FEROBIEZITV, RERRE ORI A BIEE LT,

FREOEIE TR R ABRRE AR N2 WGA L, BIE 1AL, B SRR <
MW CRRIRZRE U, FREROBIEZITV, BEERE ORIz Bz LT,

BEREE l

BB DO NS TeT A AN Y —2RETF 2 — 718 L, N 2~3m/PBOFETHEALL, F=
—ZIIERFE ARG DK 3 0D 2 ZAKFEIZ L, HEAEEZZEOK 30ecm EOE SICEE Lz, HEA
BRIEBEDEKEEALTTF 2 —TNERES EEOT 2 —TNOEEYORF I CREME L #L
L7,

FBASEE B - 2019/10/24
7y &5 EV0300

2) HERER
FA L R R B B e R
TVLHNY TR
55y LAPNICHREE - BB LT, 8Fr.OF = — 7 Z @il L7-,
o5mg [HET) Sy LA AR EE - B T STEEpID)

ARBRE, THIRE BERG AN F7 v 7 (KR Cizo) ) IT¥ECTHEM LT,
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FLHNY) o hFEILT5mg THEI)

1) BBAE

[ I a5

T4 AR =D EA N ERERY  RIE L HET 4 AP —RICANTEA R ZR L,
FI 55 CDIRE: 20mL ZW W EL~ 72, T 4 AN Y —12#FE A LT H olEs., 7 4 ARV —%
FT 15 EEMIE L, FBIRBEORNEZBIE LI, BAOBRRENRD bR WIGAETX, EIZ 5 4H
B, FEROBIEZITV, B ORI EBIZE LT,

FROBIE TR RAEIREN RO DNRWGEIE, I 1 EESE L, L2 bR TR <
MW CTRRIRZAE U, REROBIEZITV, AEERE ORIz BlZ LT,

(e e P 5l

SRR D NS T2TF 4 AR — % REF 2 — T L. 59 2~3mL/M OMETHEA L, F=
—ZIXEAFFE A B 3 530D 2 ZKFEIZ L, FEAEEZZ DK 30em Lo S ICEE Lz, HEA
BICHEBEDOFEKEFEALTTF a—TNEES EEDOTF 2 — T NOERFYOH I Tl % 822
L7,

HABREM A : 2019/10/24
v h&E : EV0300

2) HBRER
i R R i MR
TV ANY AT )
5 4 LANIC R - R L 7=, 8Fr.0F = — 7 & @il L1,
75mg [H[ET |

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

77




FLHNRY ohFEIL150mg THEI]

1) ABRAE

[ B e v B

T4 AN —DEA NEERERD R 1EEZT 4 AR —HNIZARTEAR F 2R L,
1 55 CDIRES 20mL # W W B~ 7=, T 4 AP —IZE X LT oME%. 7 4 A —%
FC IS HEMEE L, MBRE ORI EBIE LT, iR RD b2 WAL, B 54
B, FEROBEAEEZITV, FERREB ORI 2B L,

FREOEE TR RAABIRIE TR DR WA, IR 1 a0 L, b b3 TR <
MW CTRRIRZAE U, REROBIEZITV, AEERE ORIz BlZ LT,

(it P A ]

IRIBIED NS 12T 4 AN — 2 REF 22— 71T L, 9 2~3mL/BOHEE TEAL, F=
—ZIXEAFFE A B 3 530D 2 ZKFEIZ L, FEAEEZZ DK 30em Lo S ICEE Lz, HEA
BIGHBEDOFKEFEALTF 2a—TNEIES & EDOF 2 — T NOEFEYO A EIC Tt 2 85
L7,

HABREM A : 2019/10/24
v h&E : EV0300

2) HBRER
i R R i MR
TV ANY AT )
5 4 LANIC R - R L 7=, 8Fr.0F = — 7 & @il L1,
150mg [H[ET |

ARRBRIE, THIRE BERG AN F7 v 7 (B CiEo) ) ICH¥ECTHEM LT,
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FL 4R > oD fE25mg THETI)

1) ABRAE

[ B e v B

T4 AN —DEA NEERERD R 1EEZT 4 AR —HNIZARTEAR F 2R L,
) 55°COIRY; 20mL W\ W Hlo 72, T 4 ARV Y —IZEE LT 5 fikiE®%, 74 A —%
FT 15 EEMIE L, FBIRBEORNEZBIE LI, BAOBRRENRD bR WIGAETX, EIZ 5 4H
B, FEROBIEZITV, B ORI EBIZE LT,

FREOEE TR RAABIRIE TR DR WA, IR 1 a0 L, b b3 TR <
MW CTRRIRZAE U, REROBIEZITV, AEERE ORIz BlZ LT,

(e e P 5l

SRR D NS T2TF 4 AR — % REF 2 — T L. 59 2~3mL/M OMETHEA L, F=
—TIIERFE ARG D) 3 0D 2 ZAKFEIZ L, HEAEEZZEOK 30ecm EOESICEE Lz, HEA
BICHEBEDOFEKEFEALTTF a—TNEES EEDOTF 2 — T NOERFYOH I Tl % 822
L7,

SEREHIWIR © 2021/4/19~2021/4/23
oy EE : 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 (B CiEo) ) ICH¥ECTHEM LT,

79




FL 4/ 2 0D fE50mg THETI)

1) ABRAE

[ B e v B

T4 AN —DEA NEERERD R 1EEZT 4 AR —HNIZARTEAR F 2R L,
) 55°COIRY; 20mL W\ W Hlo 72, T 4 ARV Y —IZEE LT 5 fikiE®%, 74 A —%
FT 15 EEMIE L, FBIRBEORNEZBIE LI, BAOBRRENRD bR WIGAETX, EIZ 5 4H
B, FEROBIEZITV, B ORI EBIZE LT,

FREOEE TR RAABIRIE TR DR WA, IR 1 a0 L, b b3 TR <
MW CTRRIRZAE U, REROBIEZITV, AEERE ORIz BlZ LT,

(e e P 5l

SRR D NS T2TF 4 AR — % REF 2 — T L. 59 2~3mL/M OMETHEA L, F=
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B B R R
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FREOEE TR RAABIRIE TR DR WA, IR 1 a0 L, b b3 TR <
MW CTRRIRZAE U, REROBIEZITV, AEERE ORIz BlZ LT,

(e e P 5l

SRR D NS T2TF 4 AR — % REF 2 — T L. 59 2~3mL/M OMETHEA L, F=
—TIIERFE ARG D) 3 0D 2 ZAKFEIZ L, HEAEEZZEOK 30ecm EOESICEE Lz, HEA
BICHEBEDOFEKEFEALTTF a—TNEES EEDOTF 2 — T NOERFYOH I Tl % 822
L7,

SEREHIWIR © 2021/4/19~2021/4/23
o v EE : FK0265
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B B R R
L HNY > 0D BE .
* 5 4y LN I HAE - 1 L7 SFL.OF = —7 % i L7,
75mg [H[ET |

%« 74 AN Y —WIZ, T<ENTHADORLFRERE LT,
ARBRE, THIRE BERG N F7 v 7 (KR Cixo) ) IT¥ECTHEM LT,
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