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3/%3) IZMFAEL 2o 72 A% LewP¥ D AF O 4k (CYP2C9*1/%3)
1£218BIHH 9B (4.1%) FFAEL72EDMEHN H DY,
CYP2COD#{nZ R (CYP2C9*3) ML LT L aF T 7 A Hin
AT ARG L 728 & CYP2COD AT a4 (Tle—Leus™,
CYP2C9*1/*3) %A 32 MHEHR A 15BIDAUCITEAER (CYP2C9*
1/%1) OREFER A137THNZ R TRL6fEE EmE A R L2,
flERER N2t L %2 7 100mg# B #%5- L 72 & &, CYP2C9*1/*1
(4f0) L i . CYP2C9*3/*3 (31) DAUCIEH 3G i fiE & 7R L1
FHEIANT—%) | fEEER B L 2% 7200mg% 1 H 1AW 7 H K
PG U728 & CYP2C9*1/*1 (761) &gkl . CYP2C9*3/*3 (3%1)
DCmaxid A4, AUCIEHTRE S Z /R 32 LM ST W50
FHEANT—%) o [10. ZHE]
16.5 HEitt
ERE AL 3% s T a5 L7z & SO REURDOIR KON
PRI (=3%) . ELaF T T2 TSy AGTEE LR
VT T AN LB eGSR A EICUC- kL ax s T
300mg™ % Ze T HLEFe G- L7z & EolfdE, RO HEEFIZCOX-1 DY
COX-2 B M A& 7R & 22 WS 28 SFE S A 72 SA . Ak &
L CREMRDSFAE LT\ o F 72, I REDIR MO FE R 3132
NENHEDRI27% K OHIS% TH - 721718 (JLENT—F) o
166 HENEREHTIEE
16.6.1 BEFEH
T ER R ERE CREMARIEEE35~60mL /%) 2262t ax o7
200mg#x 1H2[Al, 7H M ARG L7z L & O3 BhiE I3 FE R 2B
FHEE KRR 57219 FHEATF—5) o
16.6.2 FFREEEE
JF B B R OME R IS L 2% 3 7' 100mg % 1 H 218l & 45 H i K A8
G L7z & BIEFREERE (Child-Pugh Class A :1261) ®AUCo120r
IR N (1260) IS CTHRL AR, R SE R IF B
(Child-Pugh Class B :11#1) Tl @R A (1161) |2 TH2.8f512
ERH L2020 (NEANT—%) . [9.3.2 =]
16.6.3 SREE
i e s 5 2 (66~83%) 2461 L OIS s 22 (19~485%) 246112
L aF T 7200mgr1H2M, 8HM ARG Lz &, ERHIREEICE
V2 22 5T PG EE o w5 L O Cmax K OVAUCo.12n: (Cmax:
1808ng/mL. AUCo.2n::11852ng - hr/mL) 133EE 93 % (Cmax:
973ng/mL. AUCou2nr: 5871ng - hr/mL) & ILES L CHEfEZ R L7270 F
7z, B O Cmax L OPAUCo.120: (Cmax:2362ng/mL.
AUCo.20r 1 15466ng - hr/mL) (& #59M (Cmax :1254ng/mL.
AUCo.20:: 8238ng - hr/mL) K& EZ/RL722 (FHEANT—%) o
16.7 E¥HEEIERA
16.71 UF L
fEEE R N 2461122 L 3% 2 7200mgs ) F 7 2450mg & 1A 20, £
THHEBEH L7z & & EHIRAEIC BT S ) F 7 20 Cmax L OAUCIEHE
2L Fndml2ffic LA L2 WrEAT—%) o [10.2 0]
16.7.2 ZJ)LaFJ—JL
i HE R A 17600 7V 39— 200mgw LH 1A, £ 7H M5 L7z
Rl L aF s 7200mgk 228 TR G- Lz & kL ax s
7O Cmax X OAUCIEHFHIC L ) Z 217/ KO 2. 36512 R 5
L7212 JHEATFT—%) o [10.2 2]
16.7.3 TILINXZF>
fEFER 156028 L 2% 2 7200mgk 7 VNSRS F 2 20mgx1H2
[\, EHETHBEBHLZE &S L aF sy 7O Cmax L OAUCIEPHHILC
LW FNLWLIMHIC LA Lz, T2, EERALSICEL XS T
200mg& 7 W/NAE T 20megx 1 H2M, FHETHEPEH L&, 7)1
INALFrDOCmaxiIHEHIZ LV #126512 EH L7225, AUCIE 22
T o7z (BHEIAT—%) o [10.2 28]
16.7.4 T

fERER ANL12B0CT VT 7)) r e FaifEG- L&z, eraxrs 7

200mgx1H2E TV 7 71) »1~5mgZ1H1Al, 7THRBEH L 72 %,
L IAFTTIETNT ) COMBLFEE KT O bo s v s RIS
SR RINT E o720 L LRDIS . MV CHRSE I E 128 W T,

ELaFeTEINT ) P EFHLTWSEFIC, 7ahar ¥ IR
[ OREFE % PE ) T T A2 Ko TR E A Iy 2 B IS S ST v
52 (MEIAF—%) . [10.2 8]

16.7.5 /xOF%=F>

fREFE A L8 /ST F L F > 20mgZ L H 1A, %7 HMIES L2k
12, L aFx s 7200mek 228 FHRIPEHTE G- L7z L& kL ax s T
DCmax TBHIZ LV 0T IALT LzAhs, AUCIKEEZ 2 1) 7%
o722 o Fz R AL8FICEL 2% 7200mgE 1 H2M0 ., f147
HE$ G L7212, 230 3% v 72 20me% 22 g P gE %S Lok
X, /80 F £ F 2 DOCmax L CAUCIEHEAIIC X ) Z N ZR1.56/ KO
FIL8REIC FA L7220 (MEIAT—%) o [10.251H]

16.7.6 FHRIXMOXRLT 7>

fEEHER A 146112 L ¥ 2 7200mgs 7FF A MO X ML 7 72 30mg# 1
A2l EH7THMAEHLZLEE XA A ML T7 72O Cmax LY
AUCIHBHIC &0 N2 A2 405 L ORI 2.6 512 5 L7228 (FhEIA
T—%) . [10.2&07]

16.7.7 #IEEH|

fAEHERE A 2460128 L T F 2 7200mgk HlFEH (TN I =L - <7 R

TLAEHERA) 2R THREARS L& L aFx P 7D Cmax

EPEIC E D RI0.685 12T L7225, AUCIZREZ Z T k57229
HEAT—%) o [10.2 ]

) A A TR S AL T O 1 B
TR B E | WS T A R 4
H2IE], T4l P . Pk oy U < R E1 0> A2 400mg. 2181 H LA
1Z1\1200mgd LCLHZ2EEE %53 %0 28, $E5- B IL6RFRI DL Ed 1) 2
o HAOE A X, MO A400mg, EEZIS U TLIREIZ200mg % 615 1]
LTRSS 50 7275 L, 1H2ME T35,

=T :100~200mg& 1 H 2, 2
T WA A . T - BEEARS € - 100mg &1

17. BRRERHE
171 B3IMERCLRLMEICEIT 5 ER
1711 BNMEOEELKRAE (EAEERFHER)

[E[NCRIET ) 7~ 7 ZIPEBI R WE e T8 B EiTJE B 25, SEUS ld
SEMEAE L - B S, AR R, AME R ROV 2 B A RIS S
N7CERIRREC B2 H IO FZE BRI TOLEBY) TH -
720

BHEN Y 7~ 7 2R BIENE IR E . TR BY T P g5, SR e B B |

- R
RAES ) v~ 2RI Y B
Aepg | BN TR f’tgiﬁ S TAIRER® | 45 T AEABRS
tbaleralera tLa L3
R | TT | FVTNFVT | FVT| TT | RYT| TT | FYT
JAEE - AR | £ | 100mg |200mg | 200mg | £ | 100mg | £ | 100mg
LH 20 | 162 | 1028 1H 20 1H 20
£ 1 438 1234 48 438
E%%Jg) 74 | 72 | 79 | 318 | 90 | 84 | 151 | 295
BHE DI
FHI(VAS)| 3¢ | 74 | A4 | 94 | 98 | B4 | o) ey
PAPEACR [ 1739 | <200 | 21901 | =215 | 2123 | =477 | 70|
(mm)
BEORE
g’%\%ﬁgim 25 | 5 | 83 | 83 | A2 | Bl | ool
e | T8 | £1708 | £1807 | £20%6 | £ | 2407 | T |
e
(mm)
EMmOR B
A ILET
ﬁ%\ﬁgim 23 | 88 | 119 | 96 | 86 | A9 | ool 0oy
s | F1A60 | £158L | 21617 | £1985 | <1032 | 2166 | 70|
g
(mm)
7R
Qﬁ?f& 567 | 1M | 19/ | 68/318 ~
ajz%?zw (75%) | (167%) | (2£1%) | (214%)
=
E',’\y\/\'/u
z;f”ﬂi?k W1 | W | B9 | WA | B/ | SUsL | TWSL | 200286
¥ 2| (B3 | (L9 | (GL6W) | (2548) | (L0W) | (619%) | (0%) | (6%
[




AR PRI | T BRI 9% | SR Wi 1 \ JiE - R g%
ABRL 55 AR B — il i S A 3> 37)
S J“I’l&];;” ¥l 3% 7100mg
B - R 152& 1H 20
$e 51 438 48 48 238
RN AT
byl 414 74 80 79
FBE OF TR M
(VAS) 2040 -332 343 315
IR () : +£2057 +2128 +19.80
FBE O SR
(VAS) 950 324 360 281
I () : £2356 £2177 +2041
) 22
% Bl > A SFAT
(VAS) 2710 399 373 335
P () : £2272 1738 +1975
2
BE O - 36/74 43/80 41/79
BT (486%) | (538%) | (51.9%)
RDQVFHHE >
. 369 -
L& (A7)
ok eyt 261/401 48/74 56/80 53/79
L AR | (651%) (649%) | (700%) | (67.1%)

a) PPS (Per Protocol Set) : {552 Jff il i35 (2 5 45 L 72 %f G4 [

b) ZEILIE B i Tl M O S iRE

©) 28I B B E T U BE R oD 4 A

d) ACREg L (£578) 12X paEs (LTl KU2) ii/- 4856 (U] b ¥
%o 1) P96 BB B O AR B F AT 370 H 20% DL 2% 2) B o S A

(Visual Analogue Scale:VAS) . HE O BIEEIVE M (VAS) | EERTIO#

IR IE ARG (VAS) 88 O L AR RERF (mHAQ) W4IHH O 5 5318
HPL 2 BWT20%LL Fiks)

e) A O I 58 O S A% RT AR L2 331 5 Db S S A% A e s FE ) 52 12 B8 1T
ZUEs ([hEEELEE] ML Eo#l&)

) AT L 2P F AT T 5720 BRI OV TERE Ik 3

g) FAS (Full Analysis Set) : #5121l EARA L« $55- 11245 %h M FFAlli 0 H A
FEA SALT VB G4

h) BE OUEERERHNAS [ 1L % o72] L Eo# 4

i) RDQ (Roland-Morris Disability Questionnaire) : ZEi{G4TEI D E B4 524
THH O E R

Fhifith, SMERIALO TR EE

i3 e 4 FAT R IME R
Bl 5 T AH SRERsS) — % R E R
ﬁ%%ﬁﬂﬂ% FouE  |eLakyso|wLary s
B 53 2H 8H
H PR BT R 124 248 80
BEOMSI- L D] 79/124 189,243 70/80
ERE (63.7%) (76.2%) (87.5%)

Ve I ) ) 526
(VAS) (mm)? +15.2
P Pk TR ok TR
. %5 I AH S BR10 55 1L AR BRAD
a L S 5

- . rlLaxvr ._ |tlL2

ﬂg\f’ﬁgﬁﬁ ;Z 25mg | 50mg | 100mg | 200mg | 400mg ;_17_ £y7

Lo B | B | | | HE 0mg
ga=nillih] 1H (Hial) 1H (2)

R
e 3| 58| 54| 54| 53 | 58 | s | &

BHEOHMGIT) 13/53 | 28/58 | 21/54 | 3954 | 39/53 | 47/38 | 15/58 | 41/64
L BBRED | (245%) | (483%) | (500%) | (722%) | (736%) | (8L0%) | (259%) | (641%)

PEIfe R 123 | 334

(VAS) (mm)? +£195 | £242

a) FAS (Full Analysis Set) XAZITT (Intention To Treat) : H&#)Z 1[n L AR
L $5-5A R MERE M H ASFEAR S LTV 0 R F

b) BEOEIRICE 2 H %) ([hv7z] U TR 7z) LRFHli L7288 o8 &)

o) PRI (VAS) (B X 2R, N—AT 1 > W35 4G Ai )

d) WE+EL 2% 7400medk G-t [MHICEL I% 2 7200megZx#%5- L. BHiZt
L a% > 7200mg#w1H20 %517z

e) ¥t L 2% 7400megk -, [MHIZEL I %> 7200mga$5- L, % H LUk
It ax > 7200mgx 1 H2H$H5- L 72

) L aF T 7400meik 5 I, BICHURSE A LB L Lo BE 2 SU8 ks
AT BINFES- DA R S L 72

171.2 JHIEEICH T 2728 (ENERRHEER)

BE Y v~ T8 (35 I 1238 1) 2T PER B o (35
[ s 4B ) Z5h R &5 B FEH FREBR 2B BR O W B 7 — & & 4R
L7zt R, LB RS GER) &R CoRMERZESIRIItLaxs 7
100~200mg 1H2[I#45-T12.6% (96/759) « kM HE#E (COX-212%F LT
FHNEOAR N IEAT T A FUEH % - U 7)) T13.4% (103/769) T
o723, (84 ZHH]

1713 DMIERICH T 228 (BANERKRSER)

[ENCHE R L 7-Ba ) 7~ FEE (G-I 128 0) | 21 B B
B (B G 458 & 5 &5 IR HA R 2 B BR oo B R
F =y ARG LR, EE A OIMEFROBB R, kLaxry T
100~200mg 1H2[E#%5-T0% (0/759) « A fi#E (COX-212%f L TR
PEDOICAIEAT T A R - #UH]) T0.3% (2/769) THh 721249
F7o0 BT Y~ EBE (BSR4 OV T B B AR
(F% 53R - 48 ) 23t & § 57T LRI T EE ML RS
MBI BU2EEZOCINEFROBHFIILLIF T T100~
200mg 1H2[3#%5-T0% (0/675) . 7 tAHRT0.2% (1/412) TH -
720 2B 2007HFE OARGEKF F CIIZE i SN/ E1FE T ToHKS MM
T AR R L 7 BN A RR A B 2508 (BIER ) w7 ~ 7, 2Bk
BE R . R T B R P 2%, SEUE Mg 5 A S O e - B e i A
KR E L 7-ERIREER) OB ERE 7 — 712 B2 EE L LINERERO
FEBIEIE, L L aF 2 725~400mg 1H20m# 5% T0.1% (2/2,398)
Td o724 o S5, BEIFAE. JE BIEGE B g SIS BiEERE (LT
AL AR ¢ 4 ) RO - ey g B (P50 20 ) & kSR
L L7 BRSO M Bt 7 — & O HEN Tk, WL LM HRD
FEHEITEL ¥ 7100~200mg 1H2[3%5-T0% (0/1,304) T
o721, FAfite FEG-UIE 20 A% %50 8H D) .
Podi e (PG00 - 1Al 3L i&218]) DB EZ R RE LR B4R T
3, BEZOIMEFEROFEHIZELaXT 7, 751K RO HE 3
(JEAFOA BN % - #U5H) OVWTFRoHEG5HICHRO5N R

> 7238 4 46)

17.2 3LERFTERAESE
1721 EREERGEHREREER (ERRADOLEEEERMRICRIT

TEEOKER)

fREHERC N (P - 0T : 20 W) & AF R &3 2 FEHET R BR O AR, F -
ARG O S B (WHEETR) (3L 3% 7100mg  1H2[H
Y£5C1.4% (1/74) - »FRIE (COX-212%f L THEIRMED VW IEA T 0
A FPERYJ - S H)) T27.6% (21/76) « 7T KR T2.7% (1/37) T
Holz,

L axs 7oy - TR OB LA T2HILL LoRIEH O 5B
L OB AME2210.5% (8/76) « JEFANLK2.6% (2/76) . FIEHER
JE2.6% (2/76) . B42.6% (2/76) . 1N %:2.6% (2/76) TH-7247

17.3 Z Db
17.31 REIFRESHEE (77 B REBRKBRY —TEBRFHRER)

ENZBWT, 2L aF o TOREAR ) — 7 HIE T (KFIOR)6E

IR ETIE R OMEEHET 2R B EHmEN, 2DH b

APCRER GFES MR I I T 58 7 Bh alBR) <ld. 3R oG

P27 RERKL, L axy 7RG TOBEATFMEE (OImnE

R L DI, LA 28 AN ZE ) o SEBLER 12 S AH B 1) 70 3

TNASFRD SN 720 MAFEMIHE O 7 LRI 5L aFs 7OH

K1) A 2713400mgl H2[A$%5-T3.4 (95%CI:1.4-8.5) . 200mgl H2[[

P£5C2.8 (95%C1:1.1-7.2) Td 720 SMEROEAFHHHE O RFE 5

HWETIE, IR TIX0.9% (6/679) . L % 7400mgl H2[A#

5-C3.0% (20/671) « 200mgl H2[A#5-C2.5% (17/685) TH -7z,

—J7. PreSAPER (CRIGBIENEAR ) — 7 HIE TPt Tl #a

FEMIE B IO WT 7T 2R & L L 724k ) A 27 13400mgl H 1A% 5

T1.2 (95%CI1:0.6-2.4) THEZR)AZ D KIZBD LN >720 3

FHOEEGITFMEHORMBMIEHETIE, 77K TIEL.9%

(12/628) . L 2% 7400mgl A1 $%5-T2.3% (21/933) TH -

721950 (EIANT—%) o [1. 2]

T8) AH KRS A R ORI ) 7~ 1100~200mgx 1 H 2, 2
TPEBE AR W . T A S DR S U e L B - B 2% 1 100mg 1
H2W, Fili ¢, S #. SRR ON % - 808 9 D 4400mg. 20 H LUK
1F1AI200mgs LCIH2E 1355 %0 733, $5-BIIZ6ERILL Rab 132
Sk W OB A BIAIO A400mg. 2B UL 200mg % 6 R
DL Ed TR 59 50 7272 L 1TH2[F TEF 5,



18. FhER

18.1 fEA#E
tlLaxs7iE, vrutF s —E (COX) 1I2hf§ 4 HE
AR T 572008 MR TR 2 BERE V7oKL
COX-1. COX-2% ENZNFEBLL 72 bR Z Fv 725K
BRIZEBWT, COX-2128 L TEEIRIY 22 (HE R &2 7R L 7250 52

(in vitrost%) o XL ¥ 7L, KIERFNIFEZEN HCOX-2

RIRAICIHE L . COX2HRDTORY 750 ¥ VDAL
EEHIT L LI KD WK - ERIEHE R TEEZLNL9,

18.2 MAE R U SERTER
tLaxs 7k BUREETNVTH LT DT V2N b
BIF S E T NICBNC, OXF Y 7O 7o A P FAY Tk
[FIFR BE DO PLIE K OSESEVER & 7R L7250 90

18.3 JHILE ICX T2 1EHA
L aFx T 7k, Ty MR LTE ROV R B SR % 7R
Epolze =AY Ay uFyFrurer, Vs
T xF 7 KONF T F b A AR B9V E SOV N R
ERER 72525, [84 K]

18.4 M/NMREEE(ZXT 5 1EFH
L aF T 7, e MRMIMIIMNUZ BT T I F o iEE
EIMMREESEZIFIL e o/ze — . aFxy7raro sy A
CRRAY T a7z F RO T T T o AR
VIR B AL 2 3 L 7259 (in viro?hB5) o

185 Za—F /O RMEEEDHA
—HO=a—F/ aRPIREEIL, HLHEOIEAT T NER
KRR BRI 5 28T ISR RIS TS 2 LAY
S5NTW5E® kLl afxFs bz / i vEn_a—F /0
CERPIRE A ARG LThH L BRI RIS
o725,

19. B3I ICRET 3B R
— %L 3% 7 (Celecoxib)
k2244 © 4-[5-(4-Methylphenyl)-3-(trifluoromethyl)-1 H-pyrazol-
l-yl]benzenesulfonamide
5130 CrrH1F3N30:28
4yf-= 381.37
T 2
H3C

K EBOB RIS K TH S,
AT )= )UZEEITR I 27— (99.5) 12 E
TR, RICIFEAEE T 20,
ARSI RO BN D,
1161~164C

22. G
(ELaxTJ7EE100mg [7zvE])
100 [108E (PTP) x10) ]
5008 (VN7)
(ELOXTTEE200mg [ZzILE])
100%E [108E (PTP) x10) ]
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