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2.6 EELUEEAEODHLBE [(TuRy 75y Y v AHE
TERNCEED L F M Y & - KRG IR EIN D B 5 720 D RE %
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R RAIZiEE L ax v 7 e LC1R100~200mg% 1 H 2, 1 -
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SNHVEEE, MOBREORTUIOVTERET S 2 &,
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Necrolysis : TEN). Bz & #iBARAE B (Stevens—Johnsondi 7 # )
HLOEETHAIC L o TG4 EHERDS T 2 B2 h0d
N, L OYE. TS OFELIIHESFEHLT AUPICHEILL <
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* LAA Z 5 9 FAGBDTEAE & 72 & OGN D B o ML & H V7 g R

FRBRIZ BT A AEATTED 5 N 5 IR CHEAO B RT (K
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9.1 &HHE - EEEEDH 5 EBE e 4, BARAEIR - 35 i I - b T
9.1.1 DINBRHREIZOBRETEDH 2 5EE (BHR/ NN /NXHE ACEBLEH] Je 2704 R % - BURA | {BONSAIDTIE, BRI
ITFF TN~ Ay | (NSAID) ET7 v ¥AFr3 v | BFATurRy r5 03

MORMEAEEZKRC)
[1.. 2.7, 8.2&H]
9.1.2 DREEEEDSH 2 BE (EELOHAE

78k
4357 VIRERE
TE S 7)) VIR

ZHEESE (ACE) BLEFH ORI
TR & S S B RS D B
L OWED B %o AH & ACERL

CEBMEIC LB LER
ERTVb.
20 3EEERC)

) ot = PRI T Lt B e I ERLET VAT 1%
7J(\ 7‘_ I" ]} v L\@ECJ‘%S%PEL— Z)m‘ﬁgliﬁ)% V) N ‘L‘%HEE%%%{B% FrVFTF Yy IRE | B kﬁ)ﬂjf‘lﬂ'mli'ﬂ%
CHEBENNDH L, [2.68H] A PTREVA, BT B

= TRV YL E | MEEHOR S 5% %58
9.1.3 BMEENS 5 BH T oI, (BB VYT

Ky F AU LAOIFEIHR LRSS Y . MEL ER S LB N VBRI L2 R BRI, B

TN B o

A4 HIEEBEOBREEDS 5 BE

HALEBRG 2 5 S5 BTN D 5, [2.35H]

A5 JEXF0O4 MEER - SERFAORBIRE ICL HHLLEEEDSH

BEBET. FHORBBEDPVETHY ., »OIVIFOXb—ILIC
ZREPITOATVEEE

RH & kB 59 261213, TaitEe gL, MEICRS T2
Tl IVTORA N VIRIEAT O A RS - ﬁﬁiﬁ%‘“:i DAL

ToHALTEESS 2 RDBE SRR E LTV AEDS, IV THA M=) X

B IR 2 R I THALIER S D B 5

1.6 REXREDH 28E (FREY VIR ZDEEEDH 3
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L VENIERE. BIBLIER S 55O EE 12 & o TIEE A 2 e iﬁﬁmﬁf

- 3 1 FNL FITEMIE
WAR OB SN TV S DT, %J: *EH% £4 L < ifho e s % b
JEEUE |2 BT 2 EEDFED SN AITE S 1SRG eIk L, AT O RD

§‘IJ
YRREETT) Lo [8.75H) i

11.1.9 BEMRX GHEARH)
WSk | T PR B | S 28 il 0 B8 (B2 8235 ) SR & N2 3 &1,
%?#’W%H%W%CFva—ﬁ— @@*%%ﬁ?% &o
B g b a1 3G 2 Ik L. R R E RV E A
mx%ﬁ@ﬁ@ﬁ:cmﬁ%‘ffé: °
1.2 ZOfOEIER

5%LAE | 1~5%Ki | 0.1~1%Ad | 0. 1% BEREARI
&y = EIE, BRF | ATV UH
*Héylizrﬂﬁ . 95, 13| BRAR
ThH., (k&
m
R e fBHR SEFE, IPEIME | BRETRK. AN | ANHRAE. AR
DF VRGO F v, K | E FEELIRE,
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r’aFJ@Jruailiﬂ (ti2) T L Conax L OVISE 2 BE — BRI iR T 10AE (AUC)
EE AR CHEL L DRI T RS LY,



— ¢ —400mg. 34%l

1 — & — 200mg. 34%l
1500 --0-- 100mg, 341
. 1 —=— 50mg. 3651
E S + AR 2
=) 4
Z1000 14T
) 4
2
£
%
= 500
I
s
0 = %—,:—:—:T;‘,r,‘,ré— ———————— ™~
0 24 48 (h)
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R NCE L 3%y 7% BRI S L72 & & O3EY e ST 2 — 5

g Thax Comax e AUCa

(BI%0) ) (ng/mL) (h) (ng - h/mL)
g%r;ig) 9413 2874100 4 5+2.4 1631%540.2
%gggﬁ 9514 55342122 7+3.2 3429+ 1149.8
%gg;ﬁ 2409 815+303.0 8+3.5 5832=1674.5
?22;?5 2409 1296 =457.7 9+4.1 10789+ 3793 .4

P+ (R
F 7o, R AL %Y 7200mg % 22T L < IZARKICHE
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o729, BB ABMEDBGIICE L 2% 7100megw 1H2ME, £#7HM
RS Lize &, EHIRE (THH) OCoald#607ng/mL. AUCozld
2652ng - h/mLTH 1) . HREEIIBE S b o727,
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16.3.1 EBEEAE
In vitroJi Wex vivolZ & Mt OG5 AH O MAEER FHfE A 3-1397% TH 1) |
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&, EWIRIEICBT ) F 7 ADCra k CAUCIEPEHIZ L D W F B #1.2

B LA LD BHEAT— %), [10.25]

16.7.2 Z)arJy—Ju

TR ALTHIC 7V 25— v200mgx 1 H 1M, &%7HHES L2kic, A

#1200mg# 22l T B P IS L 72 & & KRHOConk CAUCIEPRHIZ LY

ZNZILTRER OR2. 3512 LA L7221 BHE AT — %), [10.2207]

16.7.3 ZIVINZRZF >

TERER A 156112 AHKI200mg & 7 VN A ¥ F > 20mg% 1 H20al, &%7H M6

L7z &, RAOCua X CAUCIEPEAIC L D WF N LML LA L7,

F 7o, R LBICAHK200mg s 7 IVNA F F 2 20mgx 1 H20, AETH

BB L7z &0 TN RA Y F 2 OCma I BEHIC & 0 #91.20512 15 L7245,

AUCIREEE Z T o722 (BHEAT— %), [10.250]

16.7.4 FINT 7Y

BB NL2BICT V7 7) ¥ 2 i L7212, A#I1200mgz 1H2[0 & 7

V7 7Y Y1~bmgx1H1E, 7THHBR LE &, RANET V7 71) »olfl

SRR OO b0 E VRSB RIFE o2 L LRSS,

WA CHFICEIEICBW T, RFETVT 7)) YR LT L EHEIZ, 7

O b0y OERE ) BETHAIC X o T4 il 2vis <

ncwz® GHEAT—%), [10.25H]

16.7.5 NOF®&F >

TR IS /S T F b F > 20mgw 1A 1E., &H7HEHS L2k, KH)

200mg % ZEfE T HAI GRS L7z & & ARHN O Coad $BEH 12 & D 50 745 124K

T L7225 AUCIEEE % 2 o 722 F 72, HE LS A#I200mg

Z1H2M, EH%7HEES L2%Ic, /ST 3 v 20mg 2208 H 1

HLEE, SO0F v F ¥ OCua CAUCIZPHHIC X W ZNENHL .50 K

ORIL 8 LA L7 (BHEAT— %), [10.25]

16.7.6 FXZArOX MLT 7>

TERE R AN 140 A #I200mg & 7F A a2 A ML 7 7 »30mgk 1 H2M0E, A7

HEPHHLZZE &, FFAPTA MUV T 7 ¥ DCon  FAUCIEPEHIC L Y 2

NZENR2 MER U2 66512 EA L72Y (MEINT—%). [10.251]]

16.7.7 HIEEH

TERER 248112 AR FI200mg & HIEER] (TV I =7 4 - =727 AEHHA])

2T HEIGE S L2k & ARHOCrad T2 L V0. 6651KT L7

. AUCIKEE % 2T o 722 (MEINT— %), [10.251K]

) AHI DK S 7z BN O (X BIR )  = F1100~200mg % 1 H 2[a] . 25T B 9
TR TE BUERIBE 2, SURIOEGRRE, B 2 100me % L H 21, T ik, S,
TRUTROW 2 - 845 WO A400mg. 20 B LK 1EI200mg & LT LH 2 1455
T 2o Hp. HGMEIZOMM LS5 2 & EHOKEIL, MO H400mg.
F2JE L CUEIE200mg & 615 ) 1 1 TR 59 %0 7272 LUH2M E TE§ 5,

17. ERPRRRIE
17.1 BEHERUREMICET 3558
1711 BEHHEOEELRE (EREFRRR)

ENCHETY) v~ F . ZREREE, W6, 5 BETE %%, SR R i,
Tt - BEWSJE. FAlTR. TME R Otk (48 %k G2 S0 S 72 BRI EUER 2
BUILEMEOFELBEEIUTOLBY) ThHo7z,



B v~ T, ZSTAEBEE, WOAE. ARSI, SURSKEGE, M - Mgt

wEL B T L E
EU 22 Tl AR BIMHREY | IS THEARY SIAHRE
+tla Lo +la tla +la
HeA | FYT O xYT *v7 R B 7 N B 2
Jii: - 77k 100mg | 200mg 200mg 77k 100mg 7R 100mg
1H28 1H2l] 1H20] 1H2m 1H20m
Be5H 4H 128 494 43
HAERTE - -
[ 74 72 79 318 0 8 151 295
& T
(\L/fs?iijﬁﬁt 34 -4 | 114 -94 98 | B4 | |y
TR TR 41739 | 22009 | #1901 | #2115 | #2123 | £2477 } }
& (mm)
BEOREEBE .
(VA | 2 5o 93 o3 D2 B oy | g

* * * * * *
TR (mm) 19.82 17.03 18.07 20.26 20.69 24.07

[RROH BB
LA (VAS)?
THZALE (mm)

-2.3 -88 -119 -9.6 -18.6 249

- o990 | _an o0
*1460 | =15.81 | *16.17 £19.85 *19.32 | *21.66 2l 02

ACR (i) 5/67 12/72 19/79 68/318
[Mve:S (7.5%) | (16.7%) | (24.1%) (21.4%)

S SRR | 17/73 2/72 25/79 84/318 45/% 51/84 | TA/151 | 200/286
SEILHUEERY | (23.3%) | (31.9%) | (31.6%) (26.4%) (50.0%) | (67.9%) | (49.0%) | (69.9%)

E35ed e e BB S | SHTE B | R - BEBSSE
RS A5 AR — A B AR
» tlLaxy s tlLaxys
S
Wik - E 100mg 100mg
o 1020 1020
Epasn it} 4304 4304 4304 23
AR R AE B 42 414 74 80 79
BHEOLIGEHI (VAS) 99 40 -33.2 -34.3 -31.5
P2 L (mm) o +20.57 +21.28 +19.80
BEDEMGH (VAS) 95 0 -32.4 -36.0 -28.1
FHZ R (mm) i +23.56 +21.77 +20.41
PERE O 4AEFl (VAS) o7 -39.9 -37.3 -33.5
F2Z b (mm) i +22.72 +17.38 +19.75
B OUE LR 36/74 43/80 41/79
[ 2y (48.6%) (53.8%) (51.9%)
RDQ’ s
FZEALE (Aa7) ’
TR G 261/401 48/74 56/80 53/79
HEID X B R (65.1%) (64.9%) (70.0%) (67.1%)

a) PPS (Per Protocol Set) : iGBRFE Mzt H & 128 A L 725 REM

b) ZNEBAEE Tld. HEH O

c) ZEFVEBIEIE Tl BRI O &M

d) ACRug#EHE#E (Zik) 12kt (LTl KU2) zwcdmse (Mgl L3 5.
1) EHR B ET O CRERR B 5 AT 5 209% DL Rk, 2) HE OB M (Visual
Analogue Scale : VAS)., B# O#BIGEIESAGET (VAS) . BRI E G 4 ikEE
i (VAS) B O 5 AHREFFT (MHAQ) DATEH 0 % 533 H L EIZ B T20% PL L)
ST REF 58 O IR 12 31 2 SO 3 ST A A a6 BEHU 2\ BT B U= (Tvh
HEYE] Dhodls)

AN & 2 B AT T dy % 7200, FEHERZIZ DV TR 3

FAS (Full Analysis Set) : #5 % 1 BLERA U $e5- % (AR ERFIE B 253l < 11
T2 R4

h) BHEOUEEEERHNAS [RL 2 o72] DiEodls

i) RDQ (Roland-Morris Disability Questionnaire) : EiG{TE DR E 2RI % 2456 H 0 R

Fltk, IMGRIE IR E

e

f
g

et il ST
A 5 AR — e PR A
A 75 e I B EL DE
- R
75 AR 8H
T 124 218 80
BHEOHRIC L B AMED | 79/124 (63.7%) | 189/248 (76.2%) | 70/80 (87.5%)
VAR (VAS) (mm)© | 34.82+20.318 | 45.51=24.781 52.6=15.2

BBA R B
= A TR A TTATRER
R HERH S PEE SR
- tlaxy 7 L
E il -~ oo e | EVAFY
Fﬁ‘[;:' Jut=s 778 | %mg | 50mg lopmg 200mg | 400mg | 77EH 7200mg
Hi B HiH Hifg] HiH
B 5 10 (i) 16 (2p0)
AT PERRATAE B4 53 58 54 5 53 58 58 64
BHEONRIZLD 13/53 28/58 21/54 39/54 39/53 47/58 15/58 41/64
HhE (24.5%) | (48.3%) | (50.0%) | (72.2%) | (73.6%) | (81.0%) | (25.9%) | (64.1%)
PSR 123 334
(VAS) (mm) ¢ £19.5 242
a) FAS (Full Analysis Set) XI3ITT (Intention To Treat) : ##| % 1al L FARA L. %5

T2\ AR PEREATIE H ASEEA S TV 2 %GR

b) BEOEIRICL2H%E ((Rhvrz] E T {hvrz) LFHE L - BB oHEE)

o) FEHEHREERE (VAS) (RIS X DEHM. N— AT 1 21— i AeaFAlig)

d) WAL L 3 F 2 7400medk 5%, MHICEL IF 3 7200mg%#%5 L. BHIZEL 3%

> 7200mg#x 1 H2m#5 5 L 7=

WAL L 3% S 7400metk 5%, FHIZEL 3% 7200me% 4% 5 L. BH MLl 3

¥ 7200mg % 1 H 2% 5 L 72

0 £l a%T 7400mei 55410, FICEURIEE 6 L L BE 2 b RIS 24T, B
D54 W1 % 5Fll L 72

17.1.2 LB ICHT 288 (ERERRR)
BIf ) o~ FEE (5 0 12:80) . ZR%EEESRE E5HH 48
M) Zxt% &9 5 FEREN BRI OWERE 7 — & % Fal L7248, 1k
B GER) S ToRMERIEHZEIZE L 2% 7100~200mgl H 2[4%-5-
T11.3% (86/759). % (COX-212%F L TRIEDML W IER 71 14 Pk
%8R HD) T11.7% (90/769) T o720, BHFfEHE GR5-HIH 458 H)
RS LT 2 EIN AR OWERE 7 — & & EEF LR T, Mk
HEE GER) SR TORIERSEBEIZE L 2% 2 7100~200mgl H 2[E#%5-
T17.2% (144/835), ¥FHEE (COX-212%) L CREIRMEDMVIEZ 70 4 Ntk
W25 - A T19.3% (160/831) Tdh -7z, Ttk (F5IWIR 20 M)
ARG LT B EIEMIBRBEOWERE 7 — 7 B LR T, M REE
GEWR) &R TORWEMIEHFIT L 252 7%T0.4% (1/248), »HE3E (I
A0 PR - #0H]) TL.6% (4/244) THh-72%9, [8.451]
M MEE L 3 F 2 7400meik 5%, MHICE L 3% 7200mg% %5 L. #H Ik

L a¥ 3 7200mg#x 1 H2l#%5 L7z,

17.1.3 DIERICHT 2 HE (ENERFRHER)
EINCHEM L /2B v~ FBE (501208 0) AT EE RS (%
G 4B E KSR LT 5 ERR RABFHRBOWEE T — 5 R L7
MR, EELOIMEFSZOREBRIT, L 3% Y 7100~200mgl H2E#% 5T
0% (0/759). xMR3E (COX-212xf L TREINMEDR W IEA T 10 4 PR - 44
i) T0.3% (2/769) Thorlzo Tz, FFE) v~FBE G5 : 48
B M OZETEIEREE RS (GRG0 HRR) 2HRET5 7T LR
EHEMRILBGABSRERIC B 2 BE L2 LNERROBHEIILL 3+ 7100
~200mgl H2[#%5-T0% (0/675). 75 LK T0.2% (1/412) THh-720 B,
20074F D AR & TIZHEM S N7 RUE T CORG M TR a2 53l L
7 EN AR SR ER1 23R (RIS ) 7~ 7. ZSTRPEBIEAE . TEWAE . T PR
FRYE. SEIE M (0 K OV - Bt 4 FR o A b R & L 72 ol 7 —
FIZBIT AEE 2 LIMEFROFEHHRIE, L aF 2 725~400mel H2l3%
HIG0.1% (2/2,398) THH, 2DH b, L aFL 7100~200mgl H2[H
%5TI120.1% (2/1,992) TH 72, S 512, BwAE. B IR, 9
R E R (WSS G IR AR RO - EEREE (G 2
AR AR E LB OWEE 7 — & OEEICIE, EEROIMEFER
DOFEHEITE L 3 F 2 7100~200mgl H2[E#% 5-T0% (0/1,304). 7F &K
T0.2% (1/411) AHESE (COX-212xt L CEREDIR - FEA 71 4 MR 4% -
HUEA) T0.1% (1/831) Tdh o7z, Fhliith (FeTWiM 20 8) . sMEH (%
LR SHR) . $kEEte SR LESUZ2I) OB E RS E Lok
HETIE, BELOMEFRROEBRIZLLaXY 7, 7R R ORRE (I
A7 a4 R - HFEH) oI oG RICLEO a0 -7z,

17.2 BERGHAETSE

17.2.1 ERSLEIRFEEEERRER RERA D LB EEEREICRIF THEOKRE)
TR N (5000 2AR) AR E T ERSBRABROMEE. B+
W OBERES (WRET Y i+ L 2% 2 7100mgl H2[#%5-T1.4%
(1/74) xEZE (COX-212xf L TR IEA 71 4 BN - 7))
T27.6% (21/76). 77 tKT2.7% (1/37) TdH -7,
L axy7THoY - TEBOBEUAC2BIL EORITER OB =RIE, O
5 AMEE 4£10.5% (8/76) . JEEBANELE2.6% (2/76) . FIEHE2.6% (2/76).
H42.6% (2/76). HN%2.6% (2/76) TH -7z,
XU T— Y T8 ) L S BRARIC L H5E

e




17.3 ZOft
17.3.1 RBAFHHRERR (75t REBRER) —TERTHRR)

PWENZBWT, L axy 7OREARD) — 7HIETHT (RH O
RETIERV) OfETE HIE 3528825 E S L. 2095 HAPCRER (8%
FEME R AR TR 28 PR s Tld. SSEMOEHEM P77 v R L i L.
L aF Y TREGTOBEAGFIEE (CIMEFRICE T, CHEELE
BZEr) OSBRI A 2B S, HARHIIEES 77
R T 5L axy 7o) A2 13400megl H2[0#% 5-T3.4 (95%CI
1.4-8.5). 200mgl H2[#%5-T2.8 (95%CI : 1.1-7.2) T 7z, JEMOH
ERIFEIEE O BREEBER TR, 75 2FRTIF0.9% (6/679). L axy 7
400mgl H 2[a1#%5-T3.0% (20/671). 200mgl H2[a4%5-T2.5% (17/685) T
B o720 —Ji. PreSAPRER (KIGWIENER ) — 7HETFHRF) <t #
EFHIE B I2oWT 7T LR & i L 224 ) A 7 13400mgl A 1E%5-T1.2
(95%CI:0.6-2.4) THEZR A7 OWRIZBO LN L o7, MEMOBE
EFHMTEE O BREFEEHETIZ, 79 RTIEL.9% (12/628), L aFxv 7
400mgl H1F#5-T2.3% (21/933) TH - 7289 JLEAT— %), [1.2H]
TE) KOS A7 R ORI BE ) < 5 1100~200mg# 1 H 2101, ZSTB 4 B

JESE . H BB . SURBIEGERE, RS ZE 100me % 1H 21, TR, SMEH.

PR OW % - 855 1 M0 A400mg. 2081 H PABEIE1RI200mg & L C1H 2 195 5-

T2, mB. BSEEEOME LHT B2, EHOBAIR. M OH400mg. &

BZIE LT PRI 200me & 6 DL B 1 CREDHE 55 50 727 LU H2AE TET 5,

18. SEhEEIR
18.1 1ER%F

tLaxy 7k, YratxvrF—+ (COX) 1Ixd 5 MERNT: 2 M+
L7290 N EGTHE 2 BEE 2 V- EB R FCOX-1. COX-2% ZnEh
FEH L2 MBI Z W72 EERICB W T, COX-212xF L CEIY 7 B
TER 7R L7294 (n vitroikBR). L 3% 713, KERFICHFES NS
COX-2% BIRMIZHE L. COX2HRDTURY 75 v 2 VO AR % #ii
FTHILIZED., W SRR ERTEEZOND,
18.2 MRERVEREERA

tLaxy 7, BUAEETVTHL Ty bOT V2N NEELETV
IZBWT, axv a7y R ¥ K8 Y v kR OYIIE K O
e &R L,
18.3 HILE X9 21EH

L aF T 7iE, Ty ML CH ROV RERE SR 2R S 2 h o 7.
—H AV RAY Yy, uaxysu 7y, YrusaF s RO Taxk
VEHERERCE R OVNMEHR S Z R L7, [8.45H]
18.4 M/JMRERE KT 21EA

Ll aF 7 v PEMIMAVMUZBWTT 7% F v BRER /MU %%
WL edrotze —J, OFVTO 72y AR5V, YraTFs
T 770 7 x SRR RV I/ MR EE 4 2 308 L 727 (i vitroitBR) o
18.5 Za1—%/ O RREEEOGHA

—WO=a—F 0 REHEL, HLMOIEAT O A PR - B
PERE A2 ET, FNICEBEEZFRT L ENMONTVEY, tLaFxy
TEI )XY UEOa—F 0y RMEEE T ARG LT,
FER T RIS SN 2o 7250,

19. BRIHKSCET ZELZEFR

— MR - 2L 3% 27 (Celecoxib)

L5445 © 4-[5-(4-Methylphenyl) -3 (trifluoromethyl) -17-pyrazol-1-yl]
benzenesulfonamide

433 0 CrrHuFsN30:S

5= 1 381.37

PR A oB RIS EOH R TH 2.
AY = VIZETR T, 82— (99.5) IZRREITR T, KITIFE
A EET R,
FEE S DSTRO BILD,

== 3.
2.5
HsC S
/©/ NH.
N
/ \
/N
F F
F

fils 1 161~164T

22. G
(ELaxs 7g100mg [7 74 —1)
1008 [10%¢ (PTP) x10]
1408 [14%¢ (PTP) x10]
7008% [14% (PTP) x50]
5008t [/vF]
(ELax>78200mg [7 714 H—1)
100$¢ [10% (PTP) x10]
1408 [148¢ (PTP) x10]
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