&) VIATRIS

SEICEVT, »vO04%245F—+€ (COX) -2ERHIEE
HEDBREICEY ., DHIEE. BEREOEETHERICLST
FESHEONERMEEREEROY IV E2ERI ¥ 5H
EHFHY., ChoDU X7 ISERBE & HICHEAT 5 TaE
PHdERESNTWVS, [7.2, 8.1, 8.2, 9.1.1, 11.1.3,
17.3.15H8]

9. 3

CBE (ROBHFICEBSLEVIE)

2.1 REORG T AR 7 3 Bk LE#E OB O H 2 BE

2.2 TAEY UhgE FEA T T A YR - SIS X B0
FEDFHESR) IZZ OBARED & 5 B [EiEhh 858t 5%
TLHBENDH D] [9.1.650]

2.3 LB O S s [(HLRE* B S 42 B82 0D
%] [9.1.4501]

2.4 EERIFEEDSH LEE [9.3.150H]

2.5 EELREEEDH LEE [9.2.150]

2.6 EELOERESNEOHLEE [(TuRy 7T 0T VENEE
PERICHED CF MY o o - KT IFRET A S 5 72 0 LR BE &
LEREBENDDH 5] [9.1.25H]

e G FEXTFO4 FHHEX - 5FEX (COX-2FIRMPEEH) H*ffﬁfl?*;%
Br & ERAE tb:#77ﬁ
AR © 34 % ~ .
o LR T 100mgrvrs,
I 4 a2
LF2D&200mgrvTrs:
CELECOXIB Tablets
100m; 200m;
AREE 30200AM)§00230 } BOZOOAMXgOOZBI
) FE-EHEOMFEIZL VT A E Bk 5 B 4R 20204F6 H
|, ma 6. AERVAE
i (E#HU Y7 F)

WHEL RAZIZE L ad 27 e LTlH100~200mg % LH 2], §] -
Y BRI 5.

(EREREEE. IERE. FRMARR. BRBERE. B - BEX)

EHEL. AL ax 7 & LCLEI00mgE 1 H2A, & - 4 &
BRI S 3 5,

(Fiitk. SHERAEVICIREHRDBE X - 85E)

WEEL RANE L ad e 78 L THIEIO A400mg. 218 H LA IR
F200mg& L CLH2MFEHG-§ 50 Zd, H5-MFEIEZ6HRH DL L
HiFBHZ L,

WH O E. #EOH400mg, LEEITIE U TLIEEIZ200mg % 61
HULES T TRO%S$ 5. 72720, 1H2HETET 5,

. AERUVARICEEY 3EE
A grEE (BETY v~ ATREREES) 1SN A Iz B

T RFN OB GG R 2~ 4E M % #3508 L C O IEBRN RIS ED D
5N WAL, MOEELOETICOVWTEET L &,

2 FHIOVEE B 2 BRI GHORERTT S TE 53, 4t

ECB VT, AFOREMHRGICE ) | LFfiZE, HEhEOERT
PrEs & o TEBETI 4 DI R IMAR 2SR TESE RO FEL 2 i & &

2.7 PR A S AT O EE PHEIZB W T, FEETL 5 EDHENDH D, [1.ZH]

RS B O A R DSBS & & OH A 501 (9.1 158 7.3 MBON - A (LMERRETFHO RO THERT 5T ALY
2.8 IHRAM oL [9.5.12H] YERC) LOMRE#T LI EAET L,
3. 48R - M5 8. EELREKXKIE
3.1 #8 8.1 KA 2 MAS 2 aE, BAER/AINEZ THEZ B SIS 3 %
e P P ——— TEED, BChR ) BREES LA  E [1L.B1)
e [VTRS/ [VTRSJ 8.2 RHNOFGAZ XY, LiEZE, METEOEE THEICL - Tk
T, g AR klaxys L AR tlaxyy Hdrm 2 DIVE RIS R TR PR T 5 B2 H 50T, #
100me 200mg RETHIATO. TS OB R IEROFBUZ I+ ET 5
A FLHE KR, BT FaEy Joreira— 2, 5% VRS Sk, [1.. 9.1.12H)]
o FUPLAL EFRESTOELELT =R, AF T VBN TR YT 4 Toe Lhey D AR X
3.2 WHIOWR 8.3 AFNIFM/IRICRT T ATEHD VT, LI REE T O HiY
- P — TTAEY Y OREIEL LCHH LW ko S MUREE 1T - C
Wi L o VB BB OV T ARAUE G AP Z OB EHIE L Tldk 5 20,
- : 8.4 EINCHEE % RICHEM L 7z R RERTIXCOX-212 5 L TRIN
W - SR N — SR . \,E' - B
. % — HEOi A SRR A 71 1 PR - ST L 511
100mg <iE;5zE)\> Sl VT CEl 1L OREIWEHIFEBIERIC IO SN h o 72 FRIZ, LSRR ERS
[VTRS] o i 7 Rt EDYAY T 758 — D BEAOEE G U CIEIET 05 H
8.0mm 2.7mm 180mg Wt BlEE R TS 2k, [17.1.2, 18.32H)]
C 8.5 IFA4:, JF%. AST. ALT. VU LY v %p k5, #iE0%81
TLIRTTE L | PHE SN T0LOT, EMIIZ iR E 217 42 SBRE e 0
e | ) HE e 7 W | VT CE2 4TS ko [11.1.5508]
*;f;f-;mm 5.lmm 360mg 8.6 AMEREE, MEMBEASOEELBHEDSKIISHE ST

WL DT, EMRICERREMRAEZ T 2 SIS E TIATO 2 L,
4. FhEEX (3R [11.1.7&]]

OTREBLHVCITERDBE K - $85F 8.7 AF DG X Y, hEEREELRAME (Toxic Epidermal
gD v F. THMEEE. ERE. BEEEEX. EEkiE Necrolysis : TEN). 52 #iBHRE B (Stevens—JohnsondiE & #f )
235, B - BER FEORETHEICL o TIEGmH 2 R EERVEI T 2 BZ2hrd

OFffitg. IHMEHRLEVITIREEEDHER - 55F N, L OYE. TS OFELIIHESFEHLT AUPICHEILL <

VD DT, IREIICERRCEET 5 2 & [11.1.880]]




8.8 12MEHE (BIEI Y v~ 7. BRMMEIES) 12

BEIiE, RORHEEETHZ L,

* 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

EMIN D B W IELEIG U TR (RIRAS, I, WREAIMIE OB A3, ATl Se R T A IR R IE R L RE D
REARAL, IR, (CRERIRRA R OB MR S) 2179 2 & BRI A OV = 7 SRR EBDENBO SN T WD, 727
S THYE - SRS & AR ERE T <L AHERETH A MZBWTHRADIRIBIZBITS 5 Z e ST 2,

EICHETAI L, 1, i%f?(%u%@%(%?b?;)ﬁ?% Eo
8.9 MBS (FAf. JMEIRIE VTR O % - $898) (TR LA

9.6 BILIF

R EOREYE R CRFLREO A RIEZ HE L ZILOMEUITh

FEHVLHEICIE, ROFHEEET 52 &, m%@%#&:tot%ﬂﬂ#«@%ﬁﬁﬁ%éﬂfwé“o
CRMIHER OERORELZE L, K5 T LT L. 9.7 NRE
AN L CRMRG 2T S 2 L NREER R E LA R O et IREE L L 72 BRI 3 FE 0
CE RS B UL I AT, t%%&ﬁtﬁﬁtam:k LW,
RO EAS2MBLUREE R LD I EICHEL. BEICH LR 9.8 EisE
MITEZDWTHRIMT 5 2 Lo BEOREABE L2050, HEICEST 52 L, —MIZAEMEGE
8.10 AHITHE SN TV LIIEMIC LD . BAYEL RN 55 LT LT 5,
ZTIDHBHDOT, BAYEDFEBU M LEE IG5 Lo 10. HREME
8.1 FHMkO v, RS T, HIRE;KZ L2 ENHLOT, ] . e s s )
N NG, E& L THEDAHMBECYP2COTRB SN L. F/o. KA

CYP2D6D B Tld 7\ 25, CYP2D6D I ENEH A A9 % [16. 42 ]

9. RENERZEZHJ2BEICHT IR 10.2 GHAER (BHRAICEETSR &)

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

BEZERC)

Wi BFVER BT HBENDDH 5, [2.28H]

.2 BREEEEEE

2.1 ERLGEBEEDHZBE

WG Lhnwllk, BEEZENASELIBINDDH L. [2.55H]

2.2 BEEXEZZTOBREENDH2EE (EELBEEDHIEES

B <)

B i s T R OK,

fig sk 2 AL S 3

.3 HiRaelEEEE

3.1 ERGEEOH 8%

WG LnwZ b, FHEEZENASELBZINDD L. [2.45H]

3.2 FEEXEZTOREEDH 2E8E (EELHEEOH2EES

B <)

FREZ WS 72 SEEICHRSG 35 2 & MHREDE L 7%

Hnsd b, [16.6.221H]

.5 1%

5.1 EIRREAD L

BHLawZl, MREMO< T ZAVE e Y VIAN0FE5128\»

T, BROBIRENFEA RS ST 5, [2.85H]

5.2 1118 (FIRFREZR<) RIFTRL TWO B3 FEEMD & 5 &

HE LR B EHEE L2 RSN EAICOARES TS

LZ: BT AEIIE, BERARICE &, A FKE MRS
CHEEICERGTAIE, Yrut XS —EHEA (‘ﬁﬂ%’]\

ﬂé%’]) RIS L. IR OB E K ORE A, 2l

F MU AORRANEZ BT TE
SELBLNDDH L,

DY

2B L DO

Ty ) A

A

ES

FH R MEZEALZ D SN ho
L DOHED D D)

AR
F 7Y FRFRH
M) ZOaVAFTIR
vrFoyuooF7Y R
&

B L 5 T ONSAIDA 7
Ut 3 FROF 7Y FAFRHA
DF b)Y AR 2T
B ENTREN TV D AH L
Tt I FXUEF 7Y FRAR
# & OMENERIEA S 2 Tld %
WA, BT 2 3 A A AR
DRI DLREMEAZET 2 L.

TAEY v

RELEHRET AEY) v (1H
325mgll ) A L7228 A.
AR OARERA L7z & 12k~
TIALIERES - LS s o
FERDE L b T EHHE S
nTwi,

TAEY YORRICEY
NSAID DAL PR -
LM 2 hE &4 5
LEZBENTWS,

BLIL/IMEEE
Va=20 \wap %

&

ARF & B & BFF L 723
a FAOREIMM L& &2
TG L 56 A 5255
(B 2 EDHE SN TS,

S O AN R EE
EIFIERE RS 5720,
NSAIDO{H AL Hi 1fi % B
RE€2LE26NT 05,

VT L
[16.7.1%:H4]

U T Lo i R EE A B A
L. VT 2 OfERDE®RT %

B X S 20 Tld v s,
FHEZ T 570k

[16.7.2&/]

FIOVERHHIET 2 BZ A H
Bo 7N AFV =L EEHFO
JE AN &S [OF SR VI E
LSBT A L.

BENDEDH D, VFILEMEH | E20NTnh,
T BB ARH OF G- % BIG L
[N P NS T
EEZY—-FTHI L,
TN aF = REOMAERIREA EA L. A& | CYP2COIZ & 2 A H| o £%

A E Té LEzHN
TWa,

B vyl ing
[16.7.45H]

BENDD Lo M THIZ WG
FHIZBWT, EETHAICL-
TS 2 sl S C
Wk, TNVT 7)Y EREHTO
BRAFORG 2 HlGd 5\
TSR LR T BB
HLTBSET L,

TIWNAEY F > FENL O 7 VINA Y F >~ O | CYP2COI & 2 AFH O

[16.7.3%:0] RS LA L, RKIR 7V | ZIHES 720, F2AKFH
INALF v O % B | L[ LCYP2CO TS S
NN Do LIz EHEZHNTWD,

7<) v RAUR A 70Uy U EHAERT A | CYP2C9% /¢ 2 i o

BAHECLDIEERZS
nTws,




A4 BEFRAER - S5 BT g - febE T %L | 1~5%kil | 0.1~1%kik | 0.1%kik SR
NmFEF RANO MWD T Ly /% | CYP2D60) B 1 112 & R - s BUNMI | CKHIL £k | MR ELLEY.
[16.7.5% ] Ut F v OISR AT La‘i‘ HLEZLN TV, AN, LDHH NG )

L7z RHIOMRAHEG L, /3 N % BB
DT O A 5 Py W, D | Bl BB | FBEE. & | KoBis. LI
Thaib %, Seo FHL | LREL B | J CUEPIRG. | PO, W R
FXAIOXAIMLVT 7Y | FEAIOTRX VT 7 2Ol FEREIMBTE | B B, DN | ffigg, 1o | &, H
[16.7.651] HHEEEA E R L, FEA TR W, T, | SR, 7| R, Tk
bV T 7 v DIEFART 5 5 WL, 1D | 7 A REIIRT | BIE. B
ENDE B O BEERI | Je. TUHERGNE | SEEEBE, SR
A FADMABEBIEPIET L. & | BFRIS TR i, LI AT | SR
BAECIN T HOTEH P RETT 5 BZ I D A :ff%@
VAN L Z, ELZES
5 e pr~4 | NAGHUN. |RECWE | SR, RE. | B Ak
[16.7.75H] yora | R ST, TEHERE | WL A,
v APL ] fes g2 Wi JE. PSA
SR b Wi, ks L
V. R Lo 1247 7= BN
KOBIEFIH S b b 2 L5 DT, BEE T4, sﬁ:_m — R TR T e
- N ~ TR SR SRILE AL, | kv SHIR.
B b NI BV IZH G % BT B 7% LY R LR %m z o g | Emen | WERR. o
1.1 EXLEIER i, A% Eﬁ%\
A1 Y3y s, PFI45%— (CFRSHERY) ;\"f?’”‘z;;
Yavr, TFI74TF— MR, mEFE mEg, S8 WRFEALE
S O T 7 BEOE O RBAHE ST b, k. R
- - e o L
11.1.2 JHEMES (0.2%) GHIEEEI (0.1%FK0) GHIEEEFL - o D
W 5 WSS it agkﬁww‘
JEASIE) i, S | Bk
M, Fin (A LJ) FEOERDTRO SN -ga xS =ik L, ”i";%mff\ 5§F+"
MOBILEELS = Lo e P ZOHEAE. B | AURIL. B ;&mm e
. . - i e 9 FEE. B | KUK VBE | BEIR N
1.1.3 DERE, BizseR (WL BEAND) ML AN | REBRE | BEPE. B
UFHEZE, NSO EE THEIC X o T B 20 A R g PERZIE. WME. |95, B, | TAE. AEMER
FERMFERPHE SN T D, [1.58]] SN gyﬁ; 7 %
TR =
11.1.4 DFRL, 5 >MEOFRE (W Fhd HERD) K3
11.1.5 AL, F% (W39 d SHEAH) . FREEREE (0. 1%Ai00) R WU, BEE | HE. B | BTtk
B (HEA) HFE WA ) B | MBI, )
&
R . L EYLEVED FR, FEOE D
H¥1?3 fi%. AST A%? N FOLA, FEOREBA Zoft . B | AL~ R
EIN T D, [8.550H] . OBEE. | Uy MES. A
11.1.6 BAERBMEMN. AIERRKDE . BFERERE (V9710 BHEEARR) ?Eﬁfﬂfﬁ :7;E;z
P BRI, PUIRIRAAE . SEBRIBRAE . FUIMERBAE, I o | e
B AE D FEBHE S LT b, VARG | ) ANy s —
117 BEREE MEMRE (570 BED) PR LK
SRR E R RS OREE R B EOKEHNmME SN TV b,
[8.623,5.&] P BB
= 5 . . .. PPy, kg
11.1.8 REMREIRFEMAE (Toxic Epidermal Necrolysis : TEN). K7L E—
RIEFEIRAEMZE S (Stevens-JohnsonfEfZE#). SHHH. SR WU, SR
RURBUIRGE. MRMREE (TN EERS) P,
FRaE R R AU R . R R R 15%?%’? %ﬁiﬁ‘lﬁf\ SrEET UEEN -
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,
B FESURR, MRk | A, KIHL W
LAV | BRRTHE, M
3
JFFIH % ALTHIIN | ASTHI,
y-GTPHEAI.
AL-PEEN. 1L
RE ) LY
. Roaey
= btk

14. BRALOZEE

141 EHZMNEOXE
PTPUFEDHEANIPTPY — b S L TN 2 L) 78T 2 2
Eo PTPY— bORKIZ L) . BEOHAF IR~ AL, i
3ZALE BT L CHt e E 0 EE L G HEL T 2 L 03d %,

15. ZOMDEE
15.1 ERARERICE D 158
571~H BB uAF =N CEEMRBEGRIC B VT RHIIEK
A TARF G R FEINBE S ORI G AN L 72 & Dt 73 &
Zg ° i 72, MbOIEA T T A RS - SUEAlE RIS S hTwe
BUNEIB VT, —RI R TIENRRD SN L OREDD %,
16. E4ERE

16.1 IMeRRE
16.1.1 BERAICH (T 2EYENRE
1%}%%&/\%&361@ It L aF Y 750~400mg™ F B T HEES L L &0
PR 13 B SR 2BF R R S A R B (Cona) (ZE L 7212 F95~OHE
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)

BB AL 3% 7% BAREOHES L7z & & oIS higrsiEs
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
TH Lok & ABREGEOChxdd] 52 R LAY, AUCIREE Y %15
o729, BB ABMEDBGIICE L 2% 7100megw 1H2ME, £#7HM
RS Lize &, EHIRE (THH) OCoald#607ng/mL. AUCozld
2652ng - h/mLTH 1) . HREEIIBE S b o727,
16.1.2 BEICH T 2 EYEEE
BER 1) v B R OV TG B i A 6006112 & L 1 % 2 725~300mg™
Z1H2M, AHIKERS L7 & Ol 1605 % F v 72 B 4 F1 38
WIBYRERAT O R. ERIRREIC BT 2020 7 F v A (CL/F) KU HH
FOGHEE (VA/F) OREREEY (EERZE) 32h2n2].2L/h (8
42%) M OB3BL (#4977%) LHEE SNz T2, AEE K OMREIZCL/FO, I
BTV T I VIREIIVUFOLEBERTH L LRI N,
16.3 9%
16.3.1 EBEEAE
In vitroJi Wex vivolZ & Mt OG5 AH O MAEER FHfE A 3-1397% TH 1) |
FLELTTNMTI VI, DT a-BIEEEATISHET 5 2 Lamanz?,
16.4 X5
In vitro'® K Oin vivo'VERERDOAE R H. RFNTE L L CHEM A HEESE
CYP2CO% A L THR#ENDL Z DS E R 5TV A,
CYP2CUIIEIEZLTINFAE L, T —Leu?™ D7 I/ BREHIZ X DAL - T
WEREEEPE T T 25655 5. HARA218BI% i & L 72CYP2CIDTZET
13, He®—=Leu™DAREHAE (CYP2CO*3/*3) IIHEAEL 2o 72h%, Leu™ DA
FuEAk (CYP2C9*1/%3) 1321861961 (4.1%) TA1E L7z OGN H 52,
CYP2CODHInZ A (CYP2C9*3) Oig#L LT, L aF o 7% Hiaix K
B L7z &, CYP2COD A~ T a4tk (e —Leu™, CYP2C9'1/%3) %
B HEERALFOAUCIEE AR (CYP2C9'1/*1) D EREBA137H1C
N6 L EE R R L2,
BB A2 L %2 7100mg % B A5 L7z & &, CYP2C9' /11 (461)
& H L. CYP2C9*3/%3 (36) DAUCIE#3MEEfEz R LY FHEAT—%).
R AIZE L 3% Y 7200mg% 1 H 1AM 7H R E#R S L2 &, CYP2C9
141 (761) B L. CYP2C9*3/*3 (3B) DCmaxld 4. AUCIZITHE
EERTZEAME SN TV LY FHEAT—%), [10. 28]
16.5 HEittt
BEBRABEICEL 3% 75255 Lz & & ORELED R K O3 i
3L (~3%), AFDZ )T I AFEELTR#Z )T T 2K B L
BENTz BHERABEIZC-L L 3% 7300me™ % 22 TS Lz &
EDIMHE. R U IZCOX-1K OCOX-2RLEH M % 7R & 7 WA A3 3R
% S, MHEHIIEE L U TREIURDFEAE L Tz, E72, BURREDIR K
O e R IL 2 N2 AR OR27% K UF958% Tdh - 729 (FHEIANT— %),
16.6 JFENEEEET 8L
16.6.1 BEEHE
(B R E Y CRERMEIEEE35~60mL/4) 226112+ L 3% 2 7200mg%
TH2M, &%7H B ERS L 72 & & DAUCemId R A BT Al & k3
Lol MEAT—%).

16.6.2 fFEEERE

JFFRE S B ORI AC £ L 2 %3 7100mgz 1H2M, f%5H R E#RS L

7ok & BRERFREERE (Chid-Pugh Class A:1261) OAUCkHzld A (12

Bl) T3S, PEEFEERE (Chid-Pugh Class B:11#]) T

dERERN (1160) 1CHA_THR2. 76850 B L 72 (BHEAT—4), [9.3.250/]

16.6.3 S

TR L (66~831%) 240 L VIR H & (19~48i%) 24BlickLa¥ 7

200mgx 12, 8HMKE S Lizk &, EHIRREIZBI 5 220 T i 5-R 0 iG

B2 D Cunax J2 NAUCo120 (Cunax * 1808ng/mL. AUCo-1zn : 11852ng - h/mL) 1 JF

2L (Cmas 0 973ng/mL. AUCo20 : 587Ing - h/mL) & I#EL TEfliz "L

720 F7z. BT CEOCrax e AUC120 (Cmax © 2362ng/mL. AUCo20 : 15466ng *

h/mL) 1 EE# B YE (Crax : 1254ng/mL. AUCoz : 8238ng - h/mL) & 0 Eifiiz 7R

L7219 (SMEAT—%)o

16.7 EWHEEIER
16.7.1 UFI L

TEHER N 2468012 AF#I200mg & 1) F 77 2450mgx 1 H2[Al, AHR7THBEMH Lz &

&, 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

(L 3% > JE100mg [VTRS])
1008 [10%¢ (PTP) x10]
1408 [14%¢ (PTP) x10]
7008% [14% (PTP) x50]
5008t [/vF]

(L a% > 7§200mg [VTRS])
100$¢ [10% (PTP) x10]
1408 [148¢ (PTP) x10]
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