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RBWERCYP2COE N L TR SN ZEFHLENE LTS,

fEHE R AN18BI 781 & & F »20mgZw 1 H 1A, SHE7TH MBS L2k
12, L aF v 7200mgx EETHEFHKSG L&, tLaFxy
7 OCmax!I BEFIC & D 0. 7TRFIIET L7225, AUCIE 24 <1 %
o7y F i EERAISHIZE L aF Y 7200mgE1H2MA, A
THRM#FES L2%Ic, NaF T »20mer 22 FHEHHES Lk
&, g F kT v oOCmax L CAUCIEHEHIC & D 22l 55 e oY
1.8 ER L2 (MBI T — %) [10.251/]

CYP2COIZ LB ELMATEAE L, U —Leu™D 7 3 / BB X 1 38 16.7.6 FFZAROX LT 7Y

FNZ & o TERBEENRT T 25605 5. HAN2186 % 51 5 &
L 72CYP2COD 7 T, Le®—Lew?™ o 7 £ 41 (CYP2C9*3/*3) 1%
FAEL o 725, Leu™ DA 7 044K (CYP2C9*1/%3) 1321841 1941
(4. 1%)FFETE L 72 &£ OED B 51,

fEEdER N14B0ICE L 2 %2 7200mgs FF A b X b V7 7 »30mgx
TH2M, EHBTHEEH L E, TF AP X bV 7 7 ¥ OCmax
CAUCIEPRHIC & 0 22892 465 K O%92. 66512 E5- L 722 (4HE A
T —%).[10.22H]

CYP2COM {54 M (CYP2CO™3) Mi# L LT, L 2% 7% HAL 16.7.7 lEEH

I SERS- L7 & &, CYP2COD AT &k (Tle®—Leuw®™, CYP2C9
*1/°3) %A ¥ B AEHERL A 15610 AUCIE¥724E BT (CYP2C9*1/*1) D ftHE R A
137HNZ A THRYL . 665 & Bl A R L7219

RIS L 2 F 2 7100mg# Bl 59 L 7z & &, CYP2C9*1/*1(4

Z). R AL 3% 2 7200me % LH1RP7H MRS Lz L &,

CYP2C9*1/*1(761) & ke L, CYP2C9*3/*3(3%1) ®Cmaxid #9415, AUC

BRTREEEEZRT 2 LG ENTWAY (FHEIANT— %), [10. 2]
16.5 HEitt

EHERLA2460 12 L 3% 2 7200mg e HIEEFI(T VI = A - < 7R
v DGR ER) & BT MBS L8 &L L a3 ¥ Y T OCmaxid
PRI X #9065 18T L72AS, AUCIR % 2T 7 dr - 722 (SLELA
T —%),[10.251]

Bl) & R L, CYP2C9*3/*3(361) ® AUCIEF 3G i fiE % 7= L1 (FHEL A 7 — ) AH] DA S I pz LR O H R BE ) v~ 5 1 100~200me % 1A 20, ZEHH

BIEAE . WOIE. TH PSR PR 28, SR BERE e iE. B - B Y 1 100mg % 1 H 2081,
Fhfrte. HMETR. RO - S0 © B 0 2400mg. 2081 H DU (21 11200mg
ELTIH2MEAR G 50 b, 5 MBIZEHHL Ld 172 2 L EHOY
Al MO H400mg, PG U T LEIZ200mg & 615 P L a1 CRECIH 59
bo 7272L. TH2METES %,

BERBABEICE L X2 T52H5 L& EOREIEDORK O HE S 17. ESERRLES
PEHRIIME L (~3%). ELaxy 7o) 75y AFEE LTRE 17.1 BUERURLSMECET B5E
JVT T AL B RSN, BERABTICYIC-LL XV T 17.1.1 B3t O B (ENEEERER)

300mg™ % Ze i T H ¥ G- L 72 & & oI, SR K OFEFIZCOX-1 % O
COX-2RH M % /R & o WA 2SRRI 2 S, e zidd & L
TREEDPHEIE L TWize 720 BUNTEO R K O I h R IZ 2 h
ZIHEDRI27% K UH58% Tdp - 7219 (FHEIAN T — %) 6

IR CRIE ) 7~ F . LIBUERIEE. BORAE. TH BIERJE P g5 SR b
TERERE, B - BEERYC. PR, SMER N R REE T RICEE S
N ERRFERIC BT 2 B EEZEFIIUTO L B ) TH - 72,

PAg ) v~ ZVERIETE, WM. 5 BIETEEE 5, SR MOEGTE, M -

16.6 HEDERZHI DEE #i%¢

16.6.1 BEZEEH

18 1 I R E GR BRI B 334 ~60mL/ ) 2261 1IC e L a ¥ v 7

200mg#x 1H2M, £H7HBRERS L7z & & OAUCHnld R IZ
Hﬁéﬂgkj{fia’ﬁlo 7‘:19) (71‘}\7‘— 7)(}
16.6.2 FFEZEEE

JFRE = B OB EE A IS L 3 ¥ 2 7100mg % 1 H 200, A #%5H

A S L7z & &, BT E E 3 (Child-Pugh Class A : 12f1)

DAUCo- 120l EHE R N (1260) 12 TR 3512, hEEERFEERE
(Child-Pugh Class B : 1161) Tl A (1161) 12 TRI2. 76512 1
AL WEAT—4).[9.3.221]

16.6.3 =i
i v i 5 K (66~ 837 ) 2451 I Ul B i 55 K (19~487% ) 246112 & L =

F 2 7200mgx 1H2I, SHMRERG LzL &, EHREIIBIT S
ZENE T 5B o B G 5 2 O Cmax i NAUCo120 (Cmax - 1808ng/mL.
AUCo12n : 11852ng - h/mL) 12 JEE#5% % (Cmax : 973ng/mL. AUCo-12n

587Ing - h/mL) & IS L CRfiia /R L7z F72. @i EOCmax L O

AUCo120 (Cmax : 2362ng/mL. AUCo-12n © 15466ng + h/mL) 1& & s 53 7%
(Cmax : 1254ng/mL. AUCo12 : 8238ng - h/mL) & U &5 % 7% L 722V

RS g v F BRI
At IS AR BIHREY | IS TR FAGEYS
%1 Ylaky 7| Laxy T ebary T ‘laxys rlaxy7s
Eﬁz‘#\v W 77€X|  100mg 200mg MWmg | 77€X| 10mg |77€K| 100mg
s 12| | 12 | 102 1120 1H2m
E 48 12 48 48
AR . - - -
il 7 7 7 318 % 8 151 25
BEOERT -
wgﬂﬁfﬂwﬁ% 3.4 -74 114 S04 |8 KA | ] e
! (mmf £17.39| £20.00 | £19.00 | #2015 | £21.23| 4.7 : :
B ) g g
eﬂ%ﬁm\‘%\%hﬁ 2.5 75 -9.3 593 1 -m2 | Bl | el g
i A + + + 7 + + + 7 . .
PEHE ) | 98| EU0 | £I807 | 2026 | 06| 207
W BB
Eﬁ%’iﬁ%“‘”@& 23 | <88 | -1y | <06 |6 [ M9 | |y
PORLE m | S0 | EBSL | 61T | 21085 | £1032] 206
ACREE) k5| 567 | 1272 19/79 68/318
Yok | (7.5%) | (16.7%) | (24.1%) | (21.4%)
AR | 173 | 231 %/79 84/318 | 45/9% | 5T/84 | T/I5L | 200/286
SEI L AUEEY | (23.3%) | (3L.9%) | (3L.6%) | (26.4%) |(50.0%)| (67.9%) |(49.0%)| (69.9%)

FHEAT— %)
16.7 EMHEEIER
16.7.1 UFI L
TR 2461122 L 3 F 2 7200mg& ) F 7 2450mg % 1 H 2, %7
HEBEH L7z & &, ERIREICBIT 21 F 7 2 OCmax & FAUCIH BEH
XY WFRLHL 2 LR L2 (GHEAT— %), [10.281]
16.7.2 Z)LbaFVJ—Ib
RERERALTEIC 7V 25 —)L200mgZ 1H 1, &#&7H %S L2k
12, 2L a3 ¥ 7200mgx ERETHEPEHEG L&, kL axy
7 OCmax e CAUCIEBEIZ X ) 221 7R R 092 3f51c LA L
7B IEIN T — %) [10.2218]



PR B e T BRI JE B 45 ;Efﬁﬁmﬁﬂ@é#\ Jie - TR 2%
R B IARAG — R
el tLaxy s tLaxy 7
mme | o e
F 5 438 438 48 2:8
A VAT B 45 414 74 80 79
BH OV (VAS) _99 40 -33.2 -34.3 -31.5
P52 (mm) ’ +20.57 +2].28 +19.80
%iﬁﬁ%ﬁ@WA$ _o5 0 -32.4 -36.0 -28.1
42L& (mm) +23.56 +21.77 +20.41
E§§?§j$@3ﬁ<VAs> o7 1 -39.9 -37.3 -33.5
P97 b (mm) £22.72 +£17.38 +19.75
B DU FERTAT 36/74 43/80 41/79
e (48.6%) (53.8%) (51.9%)
RDQ’ s
2L (23 7) :
Py e 261/401 48/74 ‘ 56/80 ‘ 53/79
FIEI & B IR (65.1%) (64.9%) (70.0%) (67.1%)

a)PPS(Per Protocol Set) : {GERFEftiatil# |2 # 4 L 720t REM

b) I BIIE Tl B3 O & fk

o) ZEVEBIEAE Tl PR O SRk EHM

d) ACREZH3EHE (5 :) 12 X 2 ER (LT 01 R U2) Zi 7z AT SEI L ¥ 5.
1) &6 BT B0 OTEIE B 2» 91 £20% DA b2 ds . 2) B 9% a1 (Visual
Analogue Scale : VAS). % 0¥ EIG B &AM (VAS) . B2 R o %2 B IG B 1
SAEHIE(VAS) . B# O ARl (mHAQ) ®4EH 0 9 B3EHE L EI2B W T
20% DL _Egiag)

) ML B H 22 O S A FTAI NG (2 5 ) % 0B 3 Rt B FEHE IS BT 5 2L
R ([ L Eo#EE)

) TN & 2 LB R FIGMTH 5 720, BRI O W TR §

g)FAS(Full Analysis Set) : 3#) % 1R DL AR L. #%5-02 A &b M EEMIE B 2554l
ENTVBHREF

h) BEOYEEERHEATT B < 2 o 72 UL Lo &

i) RDQ (Roland-Morris Disability Questionnaire) : A {E4TE DB E (2RI 5 24THH D
7

Fbite, FMETRIE Ok R B

L T RIE N MBI
ELE4 5 A B — R B
3 R o Y
i - 7F R rlrLaxy 7l rlraxy 7
e 51 H 2H 8H
ARV B 2 124 248 80
BEOMNRIZ L DAY | 79/124(63.7%) | 189/248(76.2%) | 70/80(87.5%)
PR (VAS) (mm)© 52.6+15.2
REL kit bkt
= % THHERY & AR
SRS B e
sl tlaxv7s ‘L3
m&fm% 77%F| Bmg | 50mg | 100mg | 200mg | 400mg |77 tH| F¥ 7
t Hi Hi[ Hin] Hi HiJn] 200mg
%5 1H (H[a0) 1H (2ln)

HAEBEAT A I 53 58 54 54 53 58 58 64

BEOHGIZLS | 13/53 | 28/58 | 27/54 | 39/54 | 39/53 | 47/58 | 15/58 | 41/64

AR (24.5%) | (48.3%) | (50.0%) | (72.2%) | (73.6%) | (81.0%) | (25.9%) | (64.1%)
PR R 123 | 334
(VAS) (mm)* *£19.5 | £24.2

a)FAS(Full Analysis Set) X {ZITT (Intention To Treat) : 3#|% 1[al DL _EAR L.
PG RVEREMIE B 2S5H S 0w B ek R4
b) A DG & B AR (R 72 U & KR 7z ] &30l L 72 B oElE)
o) ERETHRERE (VAS) (BB L Z5Hl. ~N— R T A I — i ERAiRg)
)AL L T %Y 7400mgfk 55, FHICE L 3F 2 7200mgZ %5 L, B#HiZEL
¥ 2 7200mgx 1 H2M#%5- L 72
e)fMEt L aF L 7400mgH 5%, FHIZEL %2 7200mgx %5 L. #H LR
‘L a% Y 7200mgk 1 H2Ml%5 L7z
)t L3 ¥ 7400mete G410, FHICHEREEL LI L L2 BE 2 N SIBINES- 2 1T
VRIS OB R A R L 72
17.1.2 H(EEICHT 2 RE (BEREERIER)
BIER Y 7~ 7 BE (G-I 0 12:80) . 2R ETE S (5016
B % R & T A IR R B2HBR O RE T — 5 2 5L
FEA LB REE (EIR) £F TORIEMFEBRIE L L 2% 2 7100~
200mgl H2[m]4%5-T12.6%(96/759) . *f FEHE (COX-212%F L CTEIRMED
RVIER 70 A FHE S - #H]) T13.4%(103/769) Tdy o 72°0- 39,
[8.4%H]
17.1.3 DOERICH I D RE (EMNERREER)
AT L 7B 7~ 78 (B G- 1208 1) . 21k B e
B (5 GEM) 2R L 3 5 F3E e B2 O P ERE 7 —
Y ERERF LR, EELOCMERZOREBIEER, L 3% 7100
~200mgl H 211 #% 5-T0%(0/759) . *J Hi i (COX-212 % L TR D
RV IEZ 71 A4 FHH I - $5H]) T0.3%(2/769) Tdh > 72 F72. B
i) v~ B (B G GER) f OV B B e (B G- R
GEBD) 2R ETH T T ARMB O EERILEABSRBRIC B2 E
ERLMEFROFEIFITELL %2 7100~200mgl H 21 5-T0%
(0/675). 77 £ AR T0.2%(1/412) Td » 72, 7B, 20074 O AKGLH
¥ CICEE S N REVE F COHRGHIM C&at % i/l L 72 EN 2k
IRFRERI2ER (BIEG ) 7 ~ 7. ZTRMERETE. FWAE. T B0 E PR 25,

SHIE BEAE T S OB - SR B 2 R R & L 7 iR SR o#tERE 7 —
FICBITHEEZLOCMEFZOFHFIL, £ 3 F 2 725~400mgl
H2[lH5-5C0.19%(2/2,398) THH., ZDH b, L a3F T 7100~
200mgl H 2[5 Ti30.1%(2/1,992) THh - 7=, & 512, BIEE. B
RO EI PR e, SR BuE et (O 5000 © 4B R) K O - B 2%
B (P50 208R) 23 % & L 23RS o WikiE 7 — ¥ o8GR
Tk, BEZOCMEFROBHEFII L L 2% 2 7100~200mgl H 2%
5.T0%(0/1,304) . 75 £ R T0.2%(1/411) . *FHESE (COX-2124F LT
FARMEOE N IER 71 4 R - 88571 T0.1%(1/831) TdH - 72,
FAli v (Fe 5000 - 2H M) . AME 6 (Be G- - SHIE) . Hhgkfsz (F 50
B LE E2M) OB E A G LR BT, EE OIS T
SOEBIILLIFT T, TILEROWNBEGERA T T A RN % -
FEIRA) DWT R ORGHRICH RO SN h o 72,

17.2 BHERRFERAES

17.2.1 ENSISIRFER GRS (FRERMA O _LEE{EBRICRIF T &
EozE)

RN (3 510 208 0) 2 MR &5 2 N ERABOM R, B -
TR OB B (NS L) (21 L 3 % 2 7100mgl H 201 #%
T1.4%(1/74) . xHHESE (COX-212%f L CEREOM W IEA 71 1 M
48 - SURH) T27.6%(21/76) . 75 LR T2.7%(1/37) TdH > 729,
L ax T THOE - IR ORI C26I UL ORIVER O SR
x5 AMEE %210.5% (8/76) . IEEBANHLIE2 .6 % (2/76) . L JEHBE
2.6%(2/76). B4:2.6% (2/76). IN%2.6% (2/76) Td -7z,

17.3 Z0fth

17.3.1 REAIFBHRSHR (TS EREERXBRY — TBREFHHER)
PENCBWT, L ¥y 7ORERY — 7HEHETHY R 0%
BRETIE V) oE 2 B3 228 BAE I, 209 HAPC
AR (B RIBIREE 38T IR ik, SEM ORIz 7o+
REHBL, L aFxy 7HETOEGEHMIEE (OIMEFRIZ L 258
T DR ZE R ZE ) D FEHLER I A 1Y 72 BN 33860 & 7z,
BEFMEEO T I LRI T 5L aFy 7oMx) A 2 12400mg
1H204%5-T3.4(95%CI : 1.4-8.5). 200mgl H 2[ml#% 5-T2.8(95%CTI :
1.1-7.2) THh o 720 SEBOBEATHEEE O BHFEIHETIX. 7T 1K
TI30.9%(6/679), L I % 3 7400mgl H2[A#% 5-T3.0%(20/671)
200mgl H 2 #% 5-T2.5%(17/685) Td - 720 — 77+ PreSAPER (KM
BRIETEAR ) — 7THEIEETHiRER) Tl HAFMERICOWT T I RE
w72 A% ) A 2 13400mgl H 1A% 5-T1.2(95%CT : 0.6-2.4) THE
) A7 OEEKIZFD SN h o 72, SEMOBEAEAMNEE O RREFHH
BT, 79 RTIEL.9%(12/628), £ L a2 F 2 7400mgl H1[E1#%
T2.3%(21/933) Td > 7279 (FHEIN 7 — %) o [1. 2]

TE) ARH O K S 7 LR OB B ) 7 < F £ 100~200mg & 1H2M. 2T
BEAE. B, PR S, S WO R, B - RS © 100mg 1 H 2,
Filth. IMEH. PEHOW % - $UF - HE O AR400me. 20 B PUREIX1E200mg
ELCIH2ERE IR S-S 0 2B, &5 MM R 5 2 Lo @HOY

Hlid, MEOAL00mg, LEIIG U CULREIZ200mg % 6 R UL _E & 1 CTHE %59
Bo 72720, 1H2MZTET %,

18. EXpEIE
18.1 {ERER
tlLaxy 7k, Y7 atF s —E(COX) AT A MENEZ K
Wy s7z00e TR BRI ER K OCOX-1, COX-2
EENZTNEB L2 SRR Z w72 FEZERICB W T, COX-212k
L CEIRI 2 BLEEH 2Rk L 725 3 (i vitroskBR) . L 2% v 713,
FIERPTIZRFE S N5 COX-2% S IRMIZHHSE L. COX-2H%kD 7' 1 X
Y5 UEHOER RIS A LX), Wk - BUREHE R ORT
LEZBND,
18.2 MIRFERUVEERIER
tlLaxy 7k, BULETTNVTHL Ty bOT Y 2Ny FEAI%
EFNIIBWT, aF 7O 72y KA Y R A8 Y2 e AREOR
SAE N OBRTE 2R L7259 %),
18.3 H{LEIC T B 1EH
L axs7iE, 7y MO L THROVMNBHEEEMER 2R S 2o
oo —=H AV XYYy, adxvyryarzy, Va7t 7 RS
70 ¥ I AERENICE KOV RERE E % i L 720, [8.45 )
18.4 MM/IMREEEEICKI T D1EMR
L axy7id, v MEMMIMUZBWTT I % F U EEER /ML
BHEEAIHI L o700 —H, uXv7Tar7cy, AV KXAF T,
Tou 7t BOA T T0 T o R KR IR SR & ]
L 725V (n vitroikER) o
18.5 —a—F ./ OVRNERELOHA
—WOZa2—F /0 RPIREER. HLEOIEAT O A PR % -
PR AR T 22T, FNICKELFRT LI EVALATY
Y, kLaFy Tl ¥y rEoa—F 0y RHEEE
Y AN BERPES LT, RIS S e b o 725,

19. BRSICRAY IBLEHAER
—f%% : £ 3% 7 (Celecoxib)

_6_
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4-[5-(4-Methylphenyl)-3-(trifluoromethyl)-1/-pyrazol-1-yl]
benzenesulfonamide

SFI - CrrHuF3N:0:8
SFE 1 381.37
Bl M= 161~164T
‘et
0. O
N/
ch \S/\
o
N
\
/ N
F F
F
M R ACOBELIHEREOR K TH B, A5/ —VIZETRT

o T8 7= (99.5) IZRREBE TR T, KIZIZEAERE T
[0S
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