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HERIEE (i) FRERBH A 15 H% 2 1 Atk 3 » A%
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(%) Lotl 98.0 99.0 98.1 98.5 99.2 99.1 99.1 98.4
EEE (%
(95.0~105.0%] Lot2 99.5 99.1 99.7 99.5 99.9 98.4 99.1 98.9
Lot3 97.9 98.6 98.3 98.6 98.8 99.2 98.5 97.1
X1 R 250~254 nm IZWIN O Z R,
)Eh
B mAERLE A FI\ O - B IR 7ERBR (25°C. 60%RH. 36 # /1) OFEE. &L 2% 75 200mg [DSEP) 1%
BHEOHSE FICBWT SEMLZETH D Z &R INTE,

QVEaEIRETOREERER
OEBEIZXHT 2LEMNE
BRESEE - 40°C. 75%RH. H7 A, e

WEREE  (HA8) R BRBA AEI 1% A% 2 » A# 35 A¥
PR (AEBOERRA Y OFEHTE O3 i) 3] 1 i 3]
e (60 4y, 80% LA 1) AN RSN HkEH RN
TEEE (%) [(95.0~105.0%) 99.0 98.6 98.9 98.9
EE (N)  CE%E)
(ABUHC O SRR D 1= 1 B ) 98 98 103 100
QEBEIZHT HEEMN
RESEME : 25°C. 75%RH, EAOFHT 7 A v —L, 7 v 7@y (B
WEREE ) R BA A I 1% A% 2 5 H# 3u A%
PR (AGEOERRA Y OF5HTE O #E i) i T T T
e (60 4y, 80% LA 1) AN N N RN
EEE (%) (95.0~105.0%) 99.0 98.0 98.9 98.5
g (N)  CE%E)
ARBUEI© DU RERE D= 1 B () 98 90 89 93




V. IR 55 HA

Q@I T HREM

BREFEEH : 25°C. 45%RH., JEHRE (25001x, D65) .

BEFZHNI T A v—L 7y 7B B

HREBRIEH (%) AEABHAGIF |30 F lx-hr #% |60 /i Ix-hr % | 120 /7 Ix-hr %
PR (AGOEFRRA Y OFEMTE D #EE) 3] T T 3]
e (60 4y, 80% LA 1) AN RN RN JREEN
EEE (%) [95.0~105.0%) 99.0 98.3 99.2 98.4
HE (N)  (CEBHE)
R C DU AT D 7= D B () 98 92 92 %6
(MR EIEDREMEFER
OEERECBITIRESE
RESEME - 25°C. 60%RH, Mot v — Uk
AEBRIEE (58] kB B AA I 1% H% 2 % H#% 3 H A%
PR HaD sy S - H e Eib7r L Eib7r L A7z L
A —ME (& RZAERR)
CEVERE 15.0% L4 R
A (60 43, 80% LA ) RN RN RN RN
TEEE (%) [(95.0~105.0%) 99.0 98.7 98.3 98.4
ORI EIZB T IREN
BEFESEME - 25°C, 45%RH. 25001x (D65) . MEAldE > — LBRMK
AERIEE (k) R A A 1% A% 2 % A% 3% A%
PR HEDyE S -H i 7L 7L B L
A —ME (E 2R 22ER)
CRIEAE 15.0% 54 R
e (60 4y, 80% LA 1) AN HkEH ks AN
EEE (%) (95.0~105.0%) 99.0 98.3 98.2 98.6

7. FAEER NBREDODRENE
B R ONANA

8. ¥ L DEESELL (MELFHIEIL)

EE R L




V. IR 55 HA

9. BHtE?
(1)iBHRE
HERAE -

BRI Vs RS
BRI ik [EILZ BLE R[] AR S

vl axT T
100mg DSEP|

RY YV L_— | 80 bg IT
B 12Nz <

Tl axT TE
200mg DSEP]

. SR
1000mL & L7 /N Rk 50rpm

(900mL)

60 77 80%

ER -

L 2% 78 100mg [DSEP] KUV L 2% 278 200mg [DSEP) 13,

WD ZENHER SN TN D,

QBHEBICH T HELUE
1) L% J§E 100mg [DSEP]

M2 98 [ 35,5 D AW E R R SRR T A R T A |

VN, P R A T2 LT,

BRIE ST RS ICE S LT

(CERK 24 4F 2 A 29 H EAEFAZR 0229 6 10 5) 121

HEREIE
OB | BAERS —EEREBRE EIHERBRE OSRE)
B o K 12xveL
T i | BBREA (ZL =% 278 100mg [DSEP) )
fEUERIK] (L= v 27 Z5E 100mg)
OB & | 900mL
AR o R | 3710.5C
R OB | pHL.2 | BAKR AR 1)
pH4.0 | #® 7= Mcllvaine Ok E R
pH6.8 H AR SR s R SR 2 1)’
K H ASE J7) 57 R oK
w o A | RmEmiEEA R Y e_— 1 800.5% (W/V)
=] iz % | 50rpm : pH1.2, pH4.0, pH6.8, /K
50rpm (AR Y Y u~x— | 800.5% (W/V) %) :pH1.2, pH4.0. pH6.8
100rpm (ARY Y ~— K 800.5% (W/V) I : pH1.2
HooE & | TRBERLOEWTFOREERBR T A 740 Bk 24 42 A 29 H FERFAR
0229 %5 10 B) OHEIEHEITHE S,
R

T RTORBREMIC
T 0229 55 10 &) OHIERKMEIHEAST D &N

BT, MEREEKLOEDZFZHFEEFIERRT A KT A )

(B =y 7 Z§E 100mg) DOEHZEEIIABL TV D LHEShTZ,

(CERk 24 42 H 29 A #a

BEN, BLax 78 100mg [DSEP) & e fl



V. IR 55 HA

EHBREEICE T HHERR

I PR R (%)
o rlraxys 2 Bg% e e e
s | O Dy | EEEEIT | o BB e 7k
WA | gy | FE100mg | T e G| 2
'DSEP) & "
pH1.2 120 2.5 2.5 0.0 3]
H4.0 ) 360 2.6 2.6 0.0 } } Bl
P RN TR £ 9% —
pH6.8 360 2.6 2.6 0.0 b
K 360 2.8 2.7 0.1 b
50 H1s 15 34.8 37.7 29 | "
rpm | P 45 86.6 87.8 1.2 : =
HAO 15 47.5 56.2 87 | com "
PHE - 30 81.2 86.9 5.7 | RS 5% |
ANS
15 47.7 54.9 7.2 T f2=42 ]
pH6.8 66.0 b
30 83.4 85.6 2.2
15 52.2 55.8 3.6 .
100 pH1.2 78.1 o
rpm 30 87.1 89.6 2.5
kAU Y L~— b 800.5% (W/V)
BHBER
pH1.2/50rpm pH4.0/50rpm
100 + 100 +
5 | —8— 7 L' 2% 7 §E100mg [DSEP) 75 | —— 7 L =% 7 §E100mg [DSEP )
?f ==-0-=- £ L 7 v 7 Z§E100mg ﬁ -==0--- & L = v 7 Z5E100mg
oot o |
25 + 25 +
1 08 8—e—=e——=@ ° ° L gmeee—o—o o P — ¢
0 30 60 90 120 0 60 120 180 240 300 360
FEf# (min) RFf# (min)
pH6.8/50rpm 7K/50rpm
100 100 -
75 | —— 7 L 1% 7 $E100mg [DSEP) ol —— 7 L 2% 7 $E100mg [DSEP)
i -=-0--- L =t v 7 Z{E100mg EE: ---0--- £ L 2 v 7 2§#100mg
50 + —~ 50
25 + 25 +
. gi-o-oe—0—o ° ° ° " | g-o-00—e—o o o ° °
0 60 120 180 240 300 360 0 60 120 180 240 300 360

K5 (min)

K¢ (min)




. RANCBI B IEH

pH1.2/50rpm
(RY Y _—F80 0.5% (W/V) ¥hn)

100 -

(R) HE

--0--- ¥ L 2 v 7 A4£100mg

pH4.0/50rpm
(RY VL_— 180 0.5% (W/V) ¥

pH1.2/100rpm
(RY Y N_—180 0.5% (W/V) #m)

100 -

) HEM

%

(

25 -

E

50 -

—— L 2% 7§£100mg [DSEP) —— L 2% 7 5E100mg [DSEP)
100 ¢ -=-0--- £ L T v 7 A§E100mg
\(‘7"\’
i
$
%
B (min) KEf (min)
(f2=77.9] (f2=60.7]

pH6.8/50rpm
(RY Y N_—180 0.5% (W/V) %)

—— 7 L 1% 7 $E100mg [DSEP) —— L 1% 2 7$E100mg [DSEP)
-=-0--- t L = v 7 Z#E100mg 100 ¢ ~==0--- L 2 v 7 Z$£100mg
wo
i
. 50t
%
25
0
R§fH] (min) R (min)
(£2=66.0) (f2=78.1)

% A A
[ ) HEICHAWE 2 B o

M1 ARBROEHIEH RIS 5 HEEE GRBRIA . £ 1 =% 2 78 100mg [DSEP) )

e | e | SV R 0 I
EURE | BBIE | o | g ) e
pH1.2 FEHERLA] 73 80 43 | BLE & A7 s BRI 5\ C MBI O VR H Y 10% 1252 L
DHA0 LIPS 85% | 72> & & | HLE S U7 3RBRINF RIS 350 C ., SRBRILFH 0 ST HY SR
TR | LRV LR | YRR O PRV H SR £ 9% ORI & B
pH6.8 RN
7K
50rpm TEUERLAI} 30 53 | BUE S U7 BRI IS 40\ N C R HE LA O PR R 28 85% LA E &
SH1Z LI FH) 85% | 725 & &, HEUERIE| OO AR RS 40% o U8 85% 3 D 24 72 2
' PLETAH LA | B A IS T SRR 0 S5 VA HH 38 8 (BT 0D PR Vs o
. BE 15% DOFIPHIZH 52>, XU 2 B OEMN 42 LA ETH 5,
pHa0 | T EERLAILS 15~ | BYERLAIO TV AT 60% K OV85% M & 75 2 8 % 75 2 BRI
30 4% IC | BT, BB 0 TRV HH R A R 0 SR R £ 15%
pH6.8 85% L RIS HT | #IHICH B0, T £2 B OE 42 L ETH B,
100rpm | pH1.2 SoE

kWY J— 1 800.5% (W/V)




V. IR HA

2) Lo+ J4§ 200mg 'DSEP]
M%REISLOEZRIEMERBR T A R 7421 (PR 24 4F 2 A 29 A FEAEATS 0229 54 10 5) 1206
VN, TAHRREBR A S L7,

HEREE
WOBR 7 R | BASERTT etk mHaBRiE (8 Rovik)
OB M| |12y EL

i K| REREK (£ L 2% 76 200mg [DSEP) )
fEUERIK] (L =y 7 A5E 200mg)

A OB O & | 900mL

A BRI o IR | 37£0.5°C

ROB | pH1L.2 | BAKR RS 1)

pH4.0 72 Mcllvaine DOFEEE

pH6.8 H A &) 7 E R BR A 2 1’

K H AR5 7R Rk

W Al RmEiEA  ARY Y — | 800.5% (W/V)

] #ix % | 50rpm : pH1.2, pH4.0, pH6.8, /K

50rpm (K'Y Y /L=_—k 800.5% (W/V) ¥ :pH1.2, pH4.0, pH6.8

100rpm (FRY Y L_— K 800.5% (W/V) ¥ : pH1.2

foE K | TBRRBEELOAWTFHIRIEERBRT A RF 4] (CFpk 24 4 2 H 29 H ERFEAR
0229 % 10 5) OHERAEITHE D,

R

TRTORREMHFITIHNT, [BBERLOEMFORIEERBRT A 7 A4 ) (Fat2442 A 29 A &

FAIE 0229 % 10 5) OHEEMEIEE T D Z MR I, B L kT 78 200mg [DSEP) & #E HERLA
(Bv =y 7 Z6E 200mg) OEEHZEENTIFEIL TV D &HE S L7z,

EEAERICE T HHERR

I SEHIRHE (%)
= _EI/ P 7 f2 % NRI== e % Azp[ =
M el . i « | WEHE . =X TlLay s 7= e ) FE YR HIE
e I I I e
'DSEP : g "
pH1.2 120 1.5 1.2 0.3 1
H4.0 ‘ 360 1.5 1.2 0.3 \ ‘ i
P TR TR ER 9% | —
pH6.8 360 1.5 1.2 0.3 BiE]
& 360 1.5 13 0.2 i
50
15 35.8 42.0 6.2
H1.2 69.2 it
rpm | P 60 86.2 85.5 0.7 =
10 33.9 405 6.6
H4.0 60.4 T
p - 30 771 83.0 5.9 T IR E D+ 15%
" 15 30.0 38.3 8.3 T 2242 k
pH6.8 59.3 b
45 87.3 87.9 0.6
10 35.6 39.9 43 .
100 pH1.2 72.4 B
rpm 30 79.4 81.7 2.3

kWY J_— | 800.5% (WIV)



V. RANCBEI DIHH

AR
pH1.2/50rpm pH4.0/50rpm
100 | 100 T
5 | ——— 7 L 2% 7 §E200mg [DSEP| 75 | —— 7 L 3% 7 §E200mg [DSEP)
fﬂejr ---0--- L = v 7 Z§£200mg t@ -=-0--- & L 3 v 7 Z§#200mg
o5 | #ogy |
2% | 2% |
0 0009 -@- @ @ @ I o @I-0-0-0—0—& @ = 9 I
0 30 60 90 120 0 60 120 180 240 300 360
IFRT (min) FEfH (min)
pH6.8/50rpm JK/50rpm
100 T 100 T
75 | —— 7 L 2% 7 $E200mg [DSEP| 75 | —e— ¥ L 21 % 7 5£200mg [DSEP)
w --0--- & L 2 v 7 Z§E200mg e -=-0---t L 2w 7 Z$£200mg
H H
g0 f g |
2% | 25 |
o @-0-0-0—0—0 @ & @ I o @I-0-0-0—0—9 9 9 & I
0 60 120 180 240 300 360 0 60 120 180 240 300 360
R§fH] (min) R (min)
pH1.2/50rpm pH4.0/50rpm
(RY I _—1K80 0.5% (WIV) ¥ (RY I _—1F80 0.5% (W/V) ¥
100 T 100 T
w s s s
i N
— 50 50 |
%y —e— L =% 74#200mg [DSEP) By —— L =% 752200mg [DSEP)
-=-0--- L 21 v 7 2££200mg -==0-=- Z L 2 v 7 2££200mg
0 : : : : 0 : : :
0 15 30 45 60 0 10 20 30
IR§fE] (min) i (min)
(f2=69.2] (£2=60.4)




RANCBS HIEH

pH6.8/50rpm
(RY I N_—180 0.5% (W/V) @)

pH1.2/100rpm
(RY VL_— 180 0.5% (W/V) ¥

o0 0 —— = L =% 2 7§#200mg [DSEP)
===O==- L 2y 7 A§E200mg

A 7

i . 3

~ 50 —

5 —e— L 2% L 7$#200mg [DSEP)
---0--- &L a3 v 7 AE200mg
0 ‘ ‘ ‘
0 15 30 45
R§f] (min) R (min)
(f2=59.3] (f2=72.4]

% i RO A
() BV 2 B ol

1 ARBROEEEHRICRIT S HEEE GEBRRA . B L 2% 78 200mg [DSEP) )

e | crraen Sk FEHERLA] e
FlEsgk | R P v I ) T
pH1.2 FEERLZIAS 30 3 AN | BUE S 72 3R BRI IS 38 W CTHEVERLA O SRR 2R A 10%
pHA.0 WZEY) 85%LL B | ICEE L e & & HE SR IRERHIC W T, BB A o
DHG.8 HEN LAWEE SR SR A AERLA O SR PE SR = 9% OFPHIZ & 5,
50rpm X
pHI1.2 BLE S 1U72 BRI 12 35\ > C R MR RUA 0 IR LR A 85%
PlbEien & & BEERAKIOFLELHEDN 40% KTt 85%fF
pH4.0 o WOWY 72 2 W23\ T, SRR 0 SR HH SR 3 vl
pH6.8 " F D FHIE R £ 16% ORI B 52>, T f2 B2
12 ETh A,
100rpm pH1.2

kARY J_— K 800.5% (W/V)

10.5%5 - a%

(D)EBENRELGES - . NENRRLCRS - ARICHT HI1FH

A LR
28 %

(L =274k 100mg DSEP] )

(PTP)

(PTP)
Q) FRE=E

FARANA

100 #& (10 $£X%10)

700 £ (14 & X< 50)
(FTZAF v 7R v 2"F) 500 §E

(B ax 78 200mg [DSEP) )

100 #& (10 $E X 10)

140 82 (14 $£X 10)




V. SHICBI4 5 IEHA

mﬁﬁwﬁﬁ
PTP Al¥: . RUHIE= LT 4L A, T =17 L0

A;@H§;ﬁyi%vy(ﬁk»\ﬂy%y)\ﬁufmfvy(%%yf)
i % 5 K

1L BIB RIS 1D AHE
g L

12. 2 Dt
B B 5> S48 14 5T
1. ABRE
Tl ax 78 100mgDSEP) KU L 2% 78 200mg DSEP| (22oW T, HEES a8 co—aik
ARE L, HalFOMBE L 72 2 TR & i+

2. g
HH HEAR4 RITEA— B —
Lokl b H @55 a1 Eser130J4
100mg DSEP] ! Ik k SHh¥w b
) H B/ i Eser130J4 ottt 7 ) B
LAk T ot b SHEyh
200mg DSEP] H B4 el b EserHP-J128HS-GP
2 PR MAbty b

3. W7k - TS
BRI S Iy FXUIM Bt v MIgEAIE AdL, BE Y OREOR EBHC Iy P EREE L EEITV,
FRHNGE ., SERIOAMEL. Tty NNOIREBZHERT 2D,
FeHA SR - 1 88/1 Elx50 a1, 3 $E/1 ax50 1l
P E W, 1y MNOSERIOMNMEL, BN OSERIOIME, By NRNOTHILL O R O
HE. FRIEBE OO SEFIEIE R D5 K Oy R DIk g

4. RBRHE R
AEROFER, WTNORBRANCBW T, FRHERHZBIT 2 TR &K OFHE S L2885 O /ML S R E T
Wb BN o T,

=120, By PNOSERIZEENICOWT, L 3% 78 200mg [DSEP] O M #t& v kT, ¥iStts
1 ) DIEMEEGT-T 6 O DOEEFIN TR EF AL T BEBEN BN E WO BIRNHER I, £ D
i TiX, Bty FNOSERIZFENZRIEITR O bk oT,



V. BEICE3 5IHE

V. JREICEEY HIEH

1. SEEX (TR
OTRERMLUITERDEX - 5HIE
iU o< F. ERMEESE. BEE. FEEAEARX. RRBEREE. B - B#ELX
OFffitk. /MERLVITIREERDEX - 558

2. DEEXIIHRICEET HFE
BESN TV

3. AEARUVAE

LRERUVHEDOEDR
(BEEiY) < F)
WE, RAIZIEE L%y 7L LT 1R 100~200mg 2 1 H 2 [8], 5« ¥ BZICRAOKRGT D,
(ER4EETE. BRiE. BEEEAEX. ERBERS. B - B
W, RACIEEL Xy 72 LC1H100mg 2 1 H 2[E, & « Y BHICROKST 5,
(FEffitg, MEBRLOICIREROEX - $E58)
WHE, AT L axy 7 LTHEIOA 400mg, 2 [BIHLAFEIE 18] 200mg & LT 1 H 2 BREOEET
5, 2B, BEMRET 6 MU EH TS Z L,
TEHOEA X, WEDO A 400mg, LEIZG U CLARRIL 200mg % 6 FFRILL Ed T TR OEE9 5, 7272 L.
1H2EETET D,

QRAERUVAZEDHRTERE - RN
M ERR L

4. AERUVHAZICEET HEE

7. BERUVHEICHET 5FE

7.1 EMERE (BET Y U~ T, BRMEBEENES) (ST SISV T, RAIOF G-BIAE 2~4 B &%
i LT HIRFENRICUENRD bR WGEIE, tOIREIEOBRIIZOWTEE T L &,

7.2 RENDO 1 FEEBZHEMBEGREORZEMITHL SN TE LT, SMEICBWT, AFIOEMEEGIZLY
DEZE, M2 SO EE THAIL L » TEEGH 20 R e ESRORRZ NS5 &
DWENRH D, [1. ZH]

7.3 fiooiE - EFA (OILEREBTHO R THENT 27 A Y &) L OIS 5 Z &
F LV,

5. ERPRAHE
LERERT—2 Ny r—2
EEE R L
(2)BRPREE IR ER
UER R L
RRERLERHAER
UER R L



V. BICEE 5 HHE

(4)FREEAVERER
1) BXMEREESEER
17.1.1 B0 XELGEE (ENERKRER)
EINTRE Y v~ BIVEREE. MwmiE, FEIEE %, SHEBEMRE, T - TEEK, Pk,
IMEL K OB 14 R % 6P B2 i S 7= B R BRI BT D A ME D EE R REITLL T LB
Th-oT,
BEEI U v~ BIMEREE, BEmiE, FEAEE B, SHEREGRE, I - K
R4 i) v~F LB E
R4 I T AR 9 FEMAHBR ¥ %5 0 AHRER 5 o MAHGABR ©
A YhaxyyT | wvakyy” UZEVA UZEVA thakyy”
. o 7 %7K | 100mg | 200mg 200mg 7 %A | 100mg | TR 100mg
L - R 1TH2E|1H2E]| 1H2[MA 1H 2@ 1H 2@
Be M 4 8 12 3@ 4 8 4 18
A h MR AT JE B B 74 72 79 318 90 84 151 295
BAE O RRHE (VAS) 3.4 ~7.4 -11.4 -9.4 198 | 264 | | o0
¥ k&R (mm) +17.39 | £20.09 | =19.01 +21.15 +21.23 | £24.77 ' ’
BE O BIE I K
2. - -9, - -20.2 -25.1
aFffi (VAS) Toso | £1703 | 1807 | <obe6 | £9060 | caa07 | 2000 | -27.3"
SEHZE bR (mm)
[:Er'ﬁmﬁ%/%@% ke
-2.3 -8.8 -11.9 -9.6 -18.6 -24.9
aHfiti (VAS) 1460 | +15.81 | +16.17 | +19.85 | ~19.82 | +21.66 | 222" | —30.2°
SEREA B (mm)
ACR () &5 5167 12/72 19/79 68/318 B
R ¢ (7.56%) | (16.7%) | (24.1%) | (21.4%)
iﬁxﬂﬁz%ér“ HE 17/73 23/72 25/79 84/318 45/90 57/84 74/151 | 200/286
CkpehER Y (23.3%) | (31.9%) | (81.6%) | (26.4%) | (50.0%) | (67.9%) | (49.0%) | (69.9%)
B N i T B & i PR 2% SH B e Joke Bl 2%
RER4 AR ER P — X B R R 9710
TEHI L ax s 7 100mg L 2% 7 100mg
ik - & 1H2ME 1H2MH
B 51 | 43 43 2
M R AT i (5 3% © 414 74 80 79
BA O (VAS) 99,4 -33.2 -34.3 -31.5
S bR (mm) ' +20.57 +21.28 +19.80
BHE O2MGHE (VAS) 95,00 -32.4 -36.0 -28.1
S bR (mm) ' +23.56 +21.77 +20.41
Rl D 4l (VAS) o710 -39.9 -37.3 -33.5
¥ & (mm) ’ +22.72 +17.38 +19.75
BHE OYCGE LR B 36/74 43/80 41/79
KERY (48.6%) (53.8%) (51.9%)
RDQV V%L it a0 B
(R=7) )
H:—cffk W E 261/401 48/74 56/80 53/79
kAR (65.1%) (64.9%) (70.0%) (67.1%)




V.

IBFRICBE HIHH

a) PPS (Per Protocol Set) : 1ABRSEHMiFHHEEICE G L -3 G4E M

b) ZTEMERIEIE CI%. BE OMBEHN

o) EIMEBIETE T, PERT O ERRE

d) ACRUGELHE (Z£5) ICX2%ER LUITO 1) KN2) Ziil-d48H4 tE &35, 1) EmBAEHEL CERBEE S VT
B 20% DL ki, 2) B O (Visual Analogue Scale : VAS) . 38 O BIRENWESARGEM (VAS) . ERORE BIEEIES
FEM (VAS) ., BFHOHAKHREM (mHAQ) ®4HH O H L 3THH LI EITE W T 20% L L)

e) DUCEREHIE O RT3 2 SEER Ik M UGEE B IC B I 2duER (ThEESE) UL EoES)

) LHOITIC L D FHEE S LI TH D120, EHEFZEIZ OV T

g) FAS (Full Analysis Set) : 3#1% 1 [E2LEARA L. B G&ICAMEFEMIE B 2330 SO B 5k S

h) BEOUEEES (B o7z LLEOEIA

i) RDQ (Roland-Morris Disability Questionnaire) : ZEiFITEIDOFEE IR 2 24 THH OER

Fhite, MR NIk 2 EHE

FREL FANEIER SMEHRE TR
B4 o5 AR R 1D — G R B 12)
Bl e e o e
P - 77 'R Traxi7r traxvr
51 2 H 8 H
B SRR E 1 5 @) 124 248 80
. S 79/124 189/248 70/80
BEDRIRIZ LA 505 D (63.7%) (76.2%) (87.5%)
PEREE (VAS)  (mm) © - - 220
PHEAL e TR etk TR
o & M FRAER 19 o5 11 FHABR 19
P W B ¢
o vlLraxys L a7
HE o — - o — - ax
g i | 77T Pme | S0me | 100mg | 200mg | 400mg | TTER | goomg
Hi[A] Hi[A] <AL <AL <AL
e 51 1H (H[ME) 1A (2[E)
BT IE i3k @) 53 58 54 54 53 58 58 64
BEOHBRIZLD 13/53 28/58 27/54 39/54 39/53 47/58 15/58 41/64
B (24.5%) | (48.3%) | (50.0%) | (72.2%) | (73.6%) | (81.0%) | (25.9%) (64.1%)
PR R B 12.3 33.4
(VAS) (mm) © +19.5 +24.2

a) FAS (Full Analysis Set) (% ITT (Intention To Treat) : 3&#I% 1 [RILL AR L, 5 HICAMEFHEEEB A M I T D
*HGARA

b) BEOZBIC L DHBFE ( iz U TRz CFHi L BE oE)

o IR (VAS) (BEICK DM, N—R T A B — Ff&aTAfhiRg)

d) ¥EE L3 X7 400mg HE5%, FAICEL 2% 7 200mg 245 L, FRITEL 2327 200mg 2 1 A 2 [F#E5 L=

e) YL aXx 7 400mg #5%, RAICEL a7 200mg 2% 5L, BRI EL 2% 7 200mg 2 1 H 2 A5 L7

f) L o%s 7 400mg 55410, FICEURIE NE & L BE ST RIGBIHEE 21TV, B 5 04 5hE 2 354 L 7=




V.

IBFRICBE HIHH

2) REMAER

17.1.2 LB 28 (ENERKHER)
BEI U v~TF@BE (RHGHIH 12 80E]) | BREEEERE (RS 48 x4 L3 5%
oot FRGABR 2 SBR DWBRE 7 — 7 2 4REF Lo/ R WL RS GER) R ToORIEMNREBIRITE
L a7 100~200mg 1 H 2 FIEEE-T 12.6% (96/759) | xtHE3E (COX-2 (Zxf L CERMEDIK
WIERT 1A RPER - #9584 T 13.4% (103/769) TH o799, [8.4 ]

17.1.3 DIMERICXMT 52E (BRERRKRFRER)
[EPNCEM LB Y v~ FHRE RE5HIR  1280) | ZRMEREEESRE (RS 4 8E)
Zxtge & 5 RIS AER 2 B OWERE T — ¥ LR LR, BEERLOEERORHEIL,
L 2% 7 100~200mg 1 H 2 [A[# 5T 0% (0/759) | xtHE3E (COX-2 (Zxf L CEBIRMEDIR
AT A RYEEHR - $FAD T0.83% (2/769) Th o7z 1910,
Fio, B v~T B G 48 KOERAEREEERE (5 - 4 B8 28
ET DT TR ARRB _HEERLERAR 3 RBRICB2EELALMDEFROBBEER I L ax T
100~200mg 1 H 2 [E#% 5T 0% (0/675) . 7T &R T0.2% (1/412) Th-o7-, 2P, 2007 ED
AGBRFE CICEM SN iR 1 £ TOR G TR a2 5 L2 [EAN2ERRE 12 5 (B
iV v~F, EBVEREAEE. MYRE. JFREEEMHK. SURMEGR A O - I\ REE L SR L L
TEERRER) OWERE T — X IZBI A2 EERLMEEZORBEX, £ axv 7 256~400mg 1 H
2 A 5 T 0.1% (2/2,398) Th-o7-17, I HI2, EwAE, FREEMEKE, SEREBEGFERE (W
ARG - 4 W) KO - BEFEREE (RGWIM - 2 BHE) 255 s Uil 8 MBromkik
BT — X OEFTIE, BEERLMEFESZORIARIILL 2% 7 100~200mg 1 H 2 [ 5T 0%
(0/1,304) Th-o7- 19, Fifithk (5 : 2 AR | AMEHR (BGHIH : 8 HIE) | itk (¥
HHIM 1 ESUT 20) OBFEEZHRE Lol 4 BT, EERLMEERORIITEL 2%
VT T ERKROREE GERT v A REEEK - EIFEAD OWTHOREGHZICHRD LR o
7": 11),14),19)O

) AROARS N AIER O RIZB Y v~ F : 100~200mg & 1 H 2 [, ZFMBIRIE, M, HRIRRIZE, SR b

e, BE - BEWEZS - 100mg & 1 H 2\, Filitk, MGk, Btk oW%k - $U  9IAOA 400mg, 2 [A1H LA 1 200mg & L

T1H2EMARET D, o, BEHRIT 6 R LH 1T D Z &, WHOEEIL, FIEID A 400mg, #4228 T TLIREIE 200mg
@ 6 MLl LT TN 5T 5, 272l 1R 2EETLET S,

(6)E% - HHEAIRR
AR L



V.

IBFRICBE HIHH

(6);a A A

1) EARERE (—REARERE. BEEARERAE. EARBLERAET) | BERTET —2X—Xf
. WERFTERERZRONS
172 HWERFZRAESF
17.2.1 ENEERFTEREBREAR BEBRAOLIHELERRICRETZEDR)
fERER N (B HIR : 2 ) A tSR L3 2 A ERBROME., H - + B OEERIEE (N
EFTR) 1T L 2% 7 100mg1 B 2 [FIHEET 1.4% (1/74) | #HEREK (COX-2 (Zxt L TR
DIRNIEART 7 A RIEEER - S8 AlD) T 27.6% (21/76) . 77 BART2.7% (1/37) Th-oT-,
L ax T THOF - +THRBOEBUSN T 2 FILL EORIEROREFIL, OO AMEER 10.5%
(8/76) . MEEBAPL 2.6% (2/76) . LIEERIE 2.6% (2/76) . Bk 2.6% (2/76) . HN%K 2.6%
(2/76) TH-7= 20,
2) RBEHLLTERFENNERIIEREL-AE - RBROBE
M EE R L

(7)Z Dtk

17.3 Z Ot

17.3.1 EHFHHREHR (I35 REBXER ) —TBEXETHRER)
AEICBWT, BLaxy T ORBRY —7HETHY  OREIOREIIZE TIERY) Ot
ZAMET D 2R BAERIN, 205 H APC il (HOSERIGIRIE % TR <ix, 34
BOBRBEH I T TR L, ELaxy THETOEATMEE (DMEFERIC L HE
T, DARFEZE I A ) OFBLRICH BB MRS biviz, EAFIEE 07 78R
kT2 L a7 O Y A7 1% 400mgl H 2 [F# 5T 3.4 (95%CI : 1.4-8.5) . 200mgl
H 2 [F# 5T 2.8 (95%CI : 1.1-7.2) Th 7=, 3EMOEATHIEE ORFRBIETIX, 7¥'I &
RTIEL0.9% (6/679) . EL 2% 7 400mgl H 2 [A1#5 T 3.0% (20/671) . 200mgl H 2 [A[#%
5C2.5% (17/685) Th o7z, —J7, PreSAP il (KIGMRIEMER Y — 7 F3 THER) T,
BEAEFHEHEBIZOWT T TR & ik L%t U A 2713 400mgl H 1 [m[# 5T 1.2 (95%CI : 0.6
2.4) THERI) A7 OWRITRD biviehrolz, 3EROEEGTHIER ORBRIETIE, 77
TARTIEL1.9% (12/628) . L 2F 7 400mgl H 1 [\ 5T 2.83% (21/933) T -7z 2029
HEAT—%) . [1. ]

) AFOERS N AIER ORI RIZB Y v~ : 100~200mg & 1 B 2[5, ZTBPERIMTE, BRE. HBIME A, SHBUER

FE, M - RS - 100mg & 1 H 2 |, Flith, MG, Rk oWk - 8 - FIEIOI 400mg, 2 B H LARELE 1 [B] 200mg &

LT1H2ERO0#LT5, ok, B5MBIL6 ML EH TS Z &, HHAOEAIL, WEIOH 400mg, LEIZS U TLEIX
200mg % 6 LA Lo T TRAK ST 5, 727ZL. 1 H2RETET 5,




VI. SREHERPRC B4 2 H

VI. E3EEICEHY 5IEH

1. FEPMICEESHDILEYMRITILEYEE
oXxy a7z F R TAKIY, YruaTd et F R UL LR Ta T2y 2RI AuxTh
L, a ) XA LR EOIEAT A RHEHERK - $EEA

EE  BEOH 2B OMREUITDREL, BHOETRIESRT L L,

2. EEER
(LIEREREL - 1EFAMRF

18.1 1EFAR
tlLaxTE, vrudxo s t—E (COX) 1oxtd 2 FIEEEARFTT 27200t ME{E FH#
2 WA VT2 3R LY COX-1, COX-2 #ENENHIL Lot FHKMZ HWeERIZEHB W T,
COX-2 |ZxF L CRIR AR LEER 27~ L7z 29 29 (invitroidBR) . B L ax o7k, RERFNCHEE
END COX-2 ZiEIRMICIHE L, COX-2 kDT AL 7T v P D AR AIHTHZ 12X,
HE - BRIERZRT EEZDILD 29,

)M E R HHEBRBAR

18.2 MRER VEEREIER
Tl axy L BERETT AL THDLT v hOTVay MEfRET VB, vXx Y 7n7
YROA AL L [RIRRE DOHURIE MK OB 2R LTz 2029,

18.3 HILEIZxT 1EA
L aks7id, 7y M ULTHROVNBRIEEEEN 2R S ehole, —H . AV RAZV v 1
XTIy, YruroF s kO T a3 BRI E KOV RIS A A L7z 2
30, [8.4 BIR]

18.4 M/MMREEIZK T H1EH
Tl axo7id, b MRMMILI/MIIZIBWNTT 7 % R UBRER i/ MREEE Z M6 Lehhodz, —F, 1
XV Tu Tz AV RAZL Ura T F I ROA T 0T RIRE R L MRS % B
il U7z 20 (in vitro#lBk) .

185 —a—*/ OV RREELDOHA
—H D=2 —F ) v U RPEEIT, HOFEOIEAT o4 RHEHEZE - BRAIZ AT 5 2 L T, FHITK
BEBRTDLZENHONTND 3, ElafFy 7l /) FH L v EO=a—F /) n U RlEKE~
U ZPFAEE LT IR S o Tz 82,

() EFRFBREFRA - FriuhERE

M EE R L

—~




VIL_EYyEhiglc B4 5 HH

VII. ZEMEREICEE T 51EH

1. MPREDOHR
VAELEDGmMDREE
M ER e L
(QEGERABR CHEZE SN -MFEE
1) BEES

16.1 MAEE

16.1.1 BERANIZE (T 5EYENRE
TERERRA B2z 36 Bl L 2% > 7 50~400mg " & Z2jE FHAE 5 L7z & & O g i 5
#9 2 R I e A IR EE (Cmax) (22 L72t%, # 5~9 BE O (ti2) TIHA L. Cmax
Ko O 8 vh e B - R B AR F iR (AUC) 3@ B CHE L VIRV R TER LT3,

BERRRR NS E L a7 2 HERR A& b LTz & & OFEMERE T A —XF

A (F%) Tmax (hr) Cmax (ng/mL) tyz (hr) AUCint (ng * hr/mL)
50mg (36 #1) 2+1.3 287+100.4 5+2.4 1631+540.2
100mg (34 fi) 2+1.4 553+212.2 7+3.2 3429+1149.8
200mg (34 1) 2+0.9 815+303.0 8+3.5 5832+1674.5
400mg (34 f51)) 2+0.9 1296+457.7 9+4.1 10789+3793.4

mean+SD

Fio, BEERABMES0FICEL X7 200mg #ZEE T LATRBICHRRE L&, &%
#5010 Cmax 13 1.5 512 LA L7223, AUC 132252 e o 72 39, BERRRA T 35 Bl L
%7 100mg # 1 H 2 [\, &% 7 HRERLG Lz &, &FKE (7T BH) © Cmax 13K
607ng/mL. AUCo12n 135 2652ng * hr/mL TH» 0 . FFEMITEE I N2 h o7z 39,
) AFOAERS N RO RIZB Y v~ F : 100~200mg % 1 H 2 [, ZHERIRTE, BE, HBIE ML, SERBVE
fBRE, B - BERGZE © 100mg & 1 A 2[5, FHiE, SME%. BEHOW% - 85  HIE O 400mg. 2 8 H LK 118 200mg

ELT1H2ERAKEGT S, ok, HEMRIZ 6 RMLLEH T2 Z L, HHOHEAIL, FIEDIH 400mg, HEIZH U TR
13 200mg % 6 RERILL Lo TRRO G 32, 7272 L, 1A 2EETET S,

2) REES

16.1.2 BEICH T2 EMBIE
R o~ FBE K OB EMEEEIERE 609 fllc L a¥x 7 256~300mg ™ % 1 A 2 [0, K&
B Lic & o mFERREMM 1,160 54 A7 RHER S B REAT OFE R, EHIREBICB T 280
7 V7T 7 v A (CLF) OB DA EME (VAF) OREMIEY (BARAS) 322 21.2L/hr
(§) 42%) KON 335L (#9 77%) LHEE SNz, F7o, FhkOMEEIL CL/F o, MiET7 V7 I v
BEIL VAUF OEEER TH 5 L HEE S iz 36,
TE) AHIOEGR S NI ER ORI RIZBEE Y 7~ F : 100~200mg % 1 F 2 [8], ZTGPERIEE, Mo, R RPEZE . SURBUE
ERE. M - BE¥SZS 0 100mg & 1 H 2 [A], Pk, SMER. Tkt D%k - 895 : #IREIO 7 400mg., 2 [A1H LRI 1 3] 200mg

ELT1HA2ERAZBET S, b, BEMBIZ6 MU LH TS &, EHOEAIE, MIEOHR 400mg, HEIT U TLAKE
1% 200mg % 6 BFfHILL LT TR NG9 5, 72720, 1 H 2RIETET 5,




VIL_ S Ehie I c B 5 I H

3) AMFHIREF SRR

(RFEEIS DAY FRIRFERRTA FT A ) (PR 24422 A 29 B FEEHFATE 0229 5 10 %) (2
LT, Bl ay 7 26 100mg K OE L 2w 7 Z5E 200mg 2R HERGE] & U 72 A1) 79 [R SRR 2 920
L7,
L a® 78 100mg [DSEP)] KO L a2¥k o 76 200mg [DSEP) &L =y 7 A8 100mg KUk
L3y 7 A5E 200mg &, 7 RAF—R—RIZ L0 ENER L8 (FL 2%y 7L LT 100mg, 200mg)
RN B ISR R E R O 5 L Tl La X O TIREAZIE Lz, fohEyEie 7 21—
% (AUC. Cmax) (22T 90% E M X VA THEFHIEHT 21T - 72 f5 F:. log (0.80) ~log (1.25) MD#GH
THY ., WAIOEYFHIFSEMED R S iz 87,

B O S D 75 D 90%1E HE X [H]
FEENRE N T A — X Tl aXxT 7 100mg [DSEP) L a7 200mg [DSEP)
(FEAERLK) . Loy 7 Z8E 100mg) | (EYERLK] . L= v 7 2§ 200mg)
AUCo-48hr log (0.9709) ~log (1.0244) log (1.0085) ~log (1.0750)
Cmax log (0.8719) ~log (1.0041) log (0.9541) ~log (1.1026)

<tLaxI T 100mg DSEP) >

MiEFE Lo 7REOHR
(ng/mL)
800 r
800 r
700 1 —e— & L IF ¥ 7HE100mglDSEP
600 | —o— L2y 7 AF100mg
ifi (mean+SD, n=44)
4 500 r
A 400
i3
300 A
200 1
Y B : :
0 6 12 24 48
e (hr)
BT A — X
AUCo-48nr Cmax Tmax tise
(ng-hr/mL) (ng/mL) (hr) (hr)
L ax 78 100mg 'DSEP] | 4,305+1298 | 686.4+255.8 2.3*f1.1 6.7t2.4
Ll 2y 7 A 100mg 4,3061=1273 | 728.2£255.7 2.1£1.0 6.0t1.9

(mean=*SD, n=44)



VIL_ S Ehie I c B 5 I H

<t lLaxLJg 200mg DSEP] >
MmAgEFE Lo 7REOHER

(ng/mL)
1,600
1,400
1,200 —e— L IF ¥ 7HE200mg[DSEP ]
—o— £ L v 7 A%200mg
i 1,000 1 (mean+SD, n=52)
3
F 800
=
B 600
400 H
200
0
e (hr)
SEENRE X T A —H
AUCo-48nr Cmax Tmax tie
(ng*hr/mL) (ng/mL) (hr) (hr)
Tl a2k 78 200mg TDSEP] | 9,712+2335 | 1,247+430.5 2.2+t1.0 7.8+2.2
'l a3y 7 ZEE 200mg 9,33612192 | 1,218+=403.8 2.81t1.3 8.5t2.9

(mean=*SD, n=52)
MAEHRIR BN TONC AUC, Cmax FED /3T A —Z L, #BRF OB, MK O EaEL - REf % OFBRSEFIC X
STRERRDAREMNENH D,

(3) Pt
AR L
WEE - REORS
1) BEOBE
PR L



VIL_ S Ehie I c B 5 I H

2) BrRFEDEE

16.7 EMMHEEER

16.7.1 ) Fo L
RN 24 FllcE L 2% 7 200mg & UF U A 450mg 2 1 H 2, &% 7 HEFHLZ & &,
EFRIEICHIT DY FU LD Cmax KNAUC IEFHICE W WI b 1.2 512 A L7239 U EH
ANT—=%) . [10.2 ZH]

16.7.2 Z)La+vy—Ii
R A 17 flic7 v —)L 200mg %2 1 H 1 [, &k 7 A& SG Lizkic, BLraxy T
200mg ZZEME FHEIHA#E G Lzt &, B aXx 7@ Cmax KN AUC #FHIC L EnZEni
L7 R OF 2.3 (51 EF L7239 WEAT—4) . [10.2 B3]

16.7.3 ZILINRBF >
TEFERE A 15 BllcE L 2% 7 200mg & 7 A NAXF L 20mg & 1 H 20, &% 7 HEGFA L &
X, Bl aFxy 7o Cmax KONAUCIZOFAIC L Y WP B 1.3 f51C LR Uiz, £72. HEEERA
13fFlicEL 2% 7 200mg & 7V NAZF L 20mg 2 1 H 2[E, &% 7THEFHLZEE, 7
N2LZF O Cmax IPFAIZE VK 1.2 {512 BA L7zs, AUC ITRELZ T h o7 49 (FREA
7T—%) ., [10.2 2]

1674777y
fEFER A 120U V7 7 U v FRiRG LI, EL a7 200mg & 1 H2BET LT 7 )
v 1~5mg A 1H1E, 7THMEHLZEE, ELaxs 73U L 77U o omfEhEE RO o
Far e UERICEEE RIES o, LM LARL, A CHRICEREICBNT, tLraxy
TEUNT U EHFALTHWDEERIC, 7r b B U OERE 24 ) HE THAIC L > T
B 7e LA g S cngd 40 GlEAT—%) . [10.2 2]

16.7.5/80F & F >
RN 18 FillZ Ne ¥ EF 2 20mg & 1 H 1[0, &% 7 HE#KE L7, L 2% 7 200mg
2 THEIHKEE L&, B ax v 7O Cmax IZ0FHIZ L V9 0.7 512K T L7228, AUC
T A T T o742, -, R A 18Il L ax 7 200mg 2 1 A 2 [\, &% 7 A&
HLl#%IZ, "axtF o 20mg #4 THEIPFHKE G L7z &, "% EF O Cmax KTNAUC
FOFAICE W 2R TN 15 RO 1.8 fFIC EH L7z UEAT—%) . [10.2 2]

1676 TFRA FAA ML 7Y
RN 14 It 2% 7 200mg ETF AP A ML7 72 30mg & 1 H 21\, &% 7 BHEH
HLEEE TFAIRA M T 7 0O Cmax KON AUC IELOFHIC LV ENEK 2.4 5 KT 2.6
fFlc LA Liew GMEAT—%) . [10.2 2H]

16.7.7 HIE&
RN 24 BllZE L3 %7 200mg LHlEEA] (T AI=0U L« v 73200 LEFRRADN) ZZEET
HEIgHH#EG Lz &, ELax 7O Cmax IE0FHICE VK 0.6 fFITIKT L7223, AUC 1322
B2 T lehroio® GMNEANT—4) . [10.2 ]

L7 48 B{ER) OmEZZMH
2. EMEERU/NSTA—4

(LA E
EE R L



VIL_HEAdEhielc B4 2 HH

(2) AR FEE TE 2K
BRI L
QRUEREEEH
RN 7 BRI G (1 88) 37
L 3% 76 100mg 'DSEP] £ L 2% 76 200mg [DSEP)
Kel (/hr) 0.1165+0.0394 (n=44) 0.0964+0.0282 (n=52)

@HoIVTZUR
VI.1.2) 2)REH’E | DHEHEZR

G)RMBHE
VI.1.(2) )R B G5 DHAZSH
(6)Z Dfth
M ERR L

3. B&EH (REaL—ay) @
(LfEWAE
MM ER R L
QINTA— A EHER
MM EE R L

4, % 4%
M ER e L

5 9%
(1)1 % — R B P @ @ 14
U ERR L
(2)M & —ha AR BT @@t
U ERR L
<£%E> [L6.5)MER DHEHESH
QR)ET~DBITH
R EE R L
<£%%> [L6.(6)RELIFE DHEZSM
AEER~DBITH
R EE R L
(5) T DD B~ DFEAT
U ERR L
(6)MTEAFEEE

16.3 o

16.3.1 EH#EEE
In vitro X O ex vivo \Z X DMETOFER., L a7 oMEEAMBEHEITHN 97% TH, &L
TTNAT I, DT arBMiEREICHEG T2 2 LR ENT 16,




VIL_ S Ehie I c B 5 I H

6. £t i
(DR BERL R U BHR R

16.4 X3
In vitro" K O in vivodVFRBROFER NS, L ad v 7igE s U CEDAEHEESRE CYP2C9 2/ L TfR
WENHZENHALNEIRHSTND,
CYP2C9 (ZITE =S NTF(E L, Tle3¥—Leu® O 7 2/ BEEHICZ X 0 SRANT X > CTITCHEE MK T
THHEENDH D, BARN 218 flextg L L7z CYP2C9 OHFFE TiL, lle®—Leus®® Ok EH#HE IR
(CYP2C9*3/*3) 1I1FAE L7eh o723, Leu® O~F m#edfk (CYP2C9*1/*3) 1% 218 it 9 4
(4.1%) TFEELTZE ORENH B 49,
CYP2C9 D52 (CYP2C9*3) DL LT B L aXx 7 A HE IR EH S L= & £ CYP2C9
DT AR (Tles9—Leuss®, CYP2C9*1/%3) A 3 D4R A 15 o> AUC (Z#4% (CYP2C9
*1/%1) ORERERRA 137 BT TH 1.6 fi5 & @iz s Lz 49,
ERERAICE L 2% 27 100mg 2 HEF G Lz L&, CYP2C9*1/*1 (4 i) L Lz, CYP2CY
*3/*3 (3 1) » AUC i3/ 3 fEmfiz R~ L 50 BhEANT—#) | fEFEEAICE L 3% 7 200mg &
1H 1M 7 BRRERS Lz & &, CYP2CO*1/*1 (7641) &l L, CYP2C9*3/*3 (3 f5) ® Cmax
3 465, AUC ITK TEREE R T Z EBREINTWD 5D GNEAT—4) . [10. B3]
) AHI DGR S FHE R ORI U 7~ F 1 100~200mg % 1 H 2 6, ZTRPERIEE. BORE. HRRE . SR
BE. M - JEESZS 0 100mg & 1 A 28l Filith, SME%L. Btk D%k - 80 : Pl A4 400mg. 2 B H LRI 1[5 200mg & L

T1H2EEAKET, 2B, HERRIL 6 BB EDHITH Z &, WEHDEAIL. WEDOHR 400mg, SHEITG U TR
200mg % 6 FFEILL L& T TR O S-9%, 72720, 1 A 2RIETET S,

QRBICEAET HEE (CYPEH) OHFiE. FEX

VL6. (1) HELL R R BB KO VL7.HEER) 0EE2SH
EWEEAMNEDHEERUVZDEE

MGk L
HRBVOEEDEERVEMSL, FHELLE

[VIL7.8EMt) DIEEZSR

7. B it

16.5 HEit
REFERA B E L ax o7 2HE Lz &L & OREBEO R K OFERHEMERIIR < (~3%) . BELaF
VIOV T T AT EE L TRH#Z VT TR K D E MR I, BRI UC-E L a kv
7 300mg " ZZEHE FHEIR G Lz & 2 oMt JREKOFEFIZ COX-1 KO COX-2 BRFEIEMZ /R S 720
A 3 FEIRE S 4u, MAEHITIEEE UCTREILARFEIE L T e, Fio, HEHREDR K OF T HE
MRIIZNZENHEOR 27% L O 58% CTh - 72 52 59 (SMEAT —X) |

) AROARS N BIER ORI Y v~ : 100~200mg & 1 H 2 [, ZHIERIMME, BRE, HBIMEMZAe, SURBER
BE. B - BEWSZ 0 100mg & 1 H 2081, Flite, SMEH. Bttt oWz - $U - 9 OA 400mg, 2 [ H LKL 1A 200mg & LT

1A 2EMEAKRET S, ek, REMRT 6 MU LT D Z &, EHOLEIE, MDA 400mg, LEIZIE U TLREE 200mg
w6 L LT TR N 5T 5, 2720, 1R 2BETLT 5,

8. FTUAR—E—IZEAT BIEHR
B R L
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0. EMHICLHBREE
LR L

I0HFEDERERIHES

16.6 HEDERZH I HEE

16.6.1 BEEEH
MBPER R E RS CRERMAIEIEE 35~60mL/5)) 22 flicEL 2%+ 7 200mg % 1 H 2 [A, 7 HEXE
Pl Lz & 2 ORYBERRITER RN ICB T 2L KERP o725 UMEAT—4) |

16.6.2 fFEEEEH
JFRE s R R QMR A E L a7 100mg % 1 H 2 B, &% 5 ARIKERG Lz & &, ®REHF
fEE B (Child-Pugh Class A : 12 §i) @ AUCo-12ne IZBEREAZ A (12 B1]) 1ZHARTHY 1.4 510, H5%
JERFRE S (Child-Pugh Class B : 11 f5) TIdfERFERRA (11 #) 1ZH_TH 2.8 512 E5- L7z -
50 (SEAT—%) . [9.3.2 Z#]

16.6.3 Sk &
fEFEEE B2 (66~83 i%) 24 BN OFER MR B L (19~48 5%) 24 FlicEL 2% 7 200mg = 1 H 2
B, 8 HEIREERSG L&, EFREBICEBT2ZEETERSFEOEIT ZD Cmax &Y AUCo 120
(Cmax : 1808ng/mL. AUCo120r : 11852ng « hr/mL) (ZFEFE I H 4 (Cmax : 973ng/mL. AUCo-12hr :
5871ng-hr/mL) & i L CaEfEZ R L7z, 72, @i et D Cmax M U AUCo-12ne (Cmax: 2362ng/mL,
AUCo-12ne : 15466ng * hr/mL) (& # B 1E (Cmax : 1254ng/mL, AUCo-12n: : 8238ng * hr/mL) KL
B AR LTz 30 OMNEAT—4)

11. 2 0fth
M ER e L



VIL.

2l (H EoEES) (ST

VIl. &% (FERALDEES) ICEHT 51ERB

2.

ZERBLEZTOER
1L.EE
REIZEWT, ¥ ax%o5+—t€ (COX) -2 BIRMEZFZEDEEGICEY., DEHEE, REPEDE
ETHAICL > TRBGHALDNERMEERMEROY R ZBRSELHAREMENHY. ChoDR
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