20237F12HERET (38 1 M)

BTE  |IERA
B - 34

HAZEEm D EES
871149
HR7epALE
2020 6 H
2020 6 H

AiRES
30200AMX00385000
30200AMX00386000

$£100mg
$£200mg

FERFTOA RHEEEX - 8R% (COX-2ERHIFAEH)
tLIFV IR

L4 75100mg UG,
L1274 200mg JG)

Celecoxib Tablets

BIZE, T EEERY
) ER-EMSEONTZICKVHERT LI &

1. &5
SEICBNT., ¥70F4F V5 F—E (COX)-2BIRMPEE
BIZEDIRSICKY .. DEER. REZEPEDEETHSICKD
TIRHGHROMERMEEREEROY AT ZIERTED
OJEEN B Y. CNSOYURTFERBEEEBHITIERT S
OJEEMEN S B ERESTN TV S, [7.2. 8.1, 8.2, 9.1.1,
11.1.3, 17.3.1 88]

2. B2 (ROZBEICIFIZRSLEBWVWT L)

2.1 KFNDOED IZ ALK T 3 FICH LBBEDBEERED H
HEE

2.2 TAYY VIRE (FEAT O FEEMEA - EEAISIC L 5
BERIEDOFHEH) WI20BEEOH 5 EE [EEKEFREE
FERTHEIBENSDHS.] [9.1.6 3]

2.3 HitiEBEO» »BE HthEE2zEbsEsB8Fhp
H5.] [9.1.4%0]

2.4 BEELTFEEOH HEH (9.3.1 ]

2.5 BELBEEOHHEF (9.2.1 BE]

2.6 EELROEEAR2DODHBE [Tuxy r/sr Y &l
EEMICEDLF MY T L - KGIFRER D B 5 72D IDHEEE
RESEELIBENDSHDH.] [9.1.2 %]

2.7 BENIRNA S ZAEEMFORMAERE [SEICB LT,
TOMBEEROCMAERORBESEMNT 5 EORED D 5]
[9.1.1 B8]

2.8 WHIRKE DL [9.5.1 BHE]

3. #HRR - MR
3.1 #Hm
Wik v ]
FUBEAKHIY), EEHREL FoFy ot
tLIaFVT7E|ARE tlLaFyT|u—A, eRoFyFailtio—2, 57
100mg JGJ  [100.0mg VLEEET NU YL, ATFTYU VBT AT
I
FURE AR, EEREC FoF o TuditiL
tLaFyTEEIHR tLaFy7|lu—2, e RoFyFuiltio—a, 57
200mg ]G] |200.0mg YLBEEF N UL, RFT Y VBT TR
A
3.2 HEIDMR
BR7E 4 & - Al IME - KRES - ER RIEFRR
KA g il bLats T
. 5 100
tv:#&7ﬁ§§?i§
100mg ]G FEE tLraxys
HE 1G
180mg
il
S
La% L TR HERAD O @ﬂ»:fwi
200mg [JGI i 1abid2k S 200 JG
5t B jaE Bx B
13.0mm 6.5mm  4.6mm  360mg

4. HEEXISFHR
OTERHEELTICERDHER - 155
BEiY O F. ERMREE. BEE. RREEER. BR
FRRENRES. B - BREHE
OFilitg. SHSHLTCTIREEZDBEN - 188

6. AiENURE

(BEEiY U< F)
EE. EAIKIEELIF> 7L LT 1 EI00~200mg# 1 H 2 [
B - YARBICRO/KSET 5,

(EREREEEE. ERE. BREIEARN. MEBERE. - R
R
EEL. BRAICIEELaF7E LT EI00mg% | H 2 [, 8 -
S BBIROFRET 5,

(Filitg. SHSRLTICIREERDHEN - 578
WH. AIEELIF T T E L THEOA400mg. 2 [EIHDIE
& 1[E200mge& LT 1 H2ERO®KET 5. 55, H5HEI
6 BRIl EapiT B 2 &
EHOBZEL. WEOH400mg. HEIZIE U TLIFEIZ200mg %
6 KLl B\ TRROKE T %, 72720, 1H2EETET %,

7. BENUHEICEET R

7.1 BEER (BE) v~ F. BEEBEENES) 69 A
BOWT, AAIOHRGHBE 2 ~ 4 AR 2B L T HIBEMERIC
WENED SNRVWEAIL., MOBBEDREIRICOVWTEET
BT E,

7.2 KFO 1 Fx2 2 2RAKREGROREEEIHEILENTES
T AEICB VT, FEIORBREICED . DHFEE, MR
LOEE TEHEAICL > CRE@ENZOIME RMEEREERD
HKPAEMS T2 EOREDDH 5. [1. BHE]

7.3 fhoiE% - sEEA] (DIMERERTFH OB THERAT 57 A
VY U ERL) EOMRIZEEIT S ENEE LU,

8. EELRELRNER

8.1 KAIZHH T 2513, ARE/NE%AaE2 R0 RS
THILICED, RPICODEBAREEE LN &, [1. B3]

8.2 RFNDEEIZL D, DFHFEE, MEFEOEETHEAICL S
TGN 2 OMERMBREREERPERT Z2BEINNH S
DT, BEEZF+HITITV. NS5 OMEREROFRICIZ+
FICEETSHE, (1., 9.1.1 H]

8.3 AFNIZM/IMRICH T B EAA WO T, DIERER T
DODHKTT ALY VORBEE LTHEH LR W & HUM/IME
BEZITOTVWABEIIOVTIL, KEHERSITHEN, ZOBE
EHIELTIE RS0,

8.4 EWNTEE 2 XMRITEN L7/ BKHE TIECOX-2120 LT
BIREOBE VAR EBRIREOBRVWIER T O 1 RIEHEK - $EFEA
I BMEILEORIERAFRRICEIED SN 572, BT,
MEEBERED IR T T 7 77 —DEVWEEANDHESICEL
TWHEWEHOFRBRIC+ 2 LBER21TO 2 &, [18.3 B1E]

8.5 fFA4. F%. AST. ALT. BV L V& FR, #EDK
BARESNTWHOT, EHICIEERELZTO R EBE
EHSTH . [11.1.5%88]



8.6 AMBIEE, MEAUBAZOEELEREORBEIMESN
TVW5DT, EHNICEREREZITO L EBEEZ 75127
Z &, [11.1.7H8]

8.7 RAIOKEIC LD, HEEREZEIERMIE (Toxic Epidermal
Necrolysis : TEN). FZEHBEERIERERE (Stevens-JohnsonfiE
BRE) HOEETEHEAICK > TEB&HN 2 RERPFRT %
BENSHD., ZLDFE. INSOBERIIESHBER L A
DRIZRBE LTS T, InEFNHICIEIRICERT S L.
[11.1.8 28]

8.8 BHER (&) v~F. BRMHMENES) o3 LKA %= H
WAEHICIE. ROBEZEZERTHI L,

CEHND A WVIIMREICS CTHEREE (REE, mRHEE.
EHAERE. FRERE. DENBRELCFEBIRES) %
o2&,

B2 - SHIRANC K 2R REIIRREE TlE 2 < WERETH
BILILBETH L, £o. BEYREDNOBEELEET
R

8.9 AMER (FMk. IMERL ICHEEHZRDOIEX - H5) (oxt
UAAZHWSIHEICIE. ROBIEZEET S &,
CBEREROEEOREEEZEE L. 85752 &,

- JRRIE U CRIAR G A BT A &,

JRRBEES DL I NEIT O, KR ZEBREBS LRV &,

cfEloBEENS 2REMEERL S EICEEL. BEICH
LR AEICODWTHA#HT 52 &,

8.10 KAITHME SN T WA ICK D BYWEZ REMH(L
THEBENNHZOT, BEWEOHKRIC+IER UEEICHR
5952k,

8.11 EHMw T\, EiEHD T\, HERESEI LI ENDH D
DT, BEHHEOEREGEHREZ S FEIRE T 25 ITTEER
SHBHT &S

9. BEDERZEITZEEICHTIER

9.1 SHHE - IEEEDHIEE

9.1.1 DIMERKENIFZOEIMEEDNDSH D EE (BEIR/N1 /YR
BENORNEEEZR<)

[1.. 2.7, 8.2 3]

9.1.2 iIMEREEEZENH 2 EE (EERIMEEER2DH S EEZERL)
Ko F MU T LOEFEPIRIAHREELSH D DEERELE
bS8 2BFNDH5. [2.6 5]

9.1.3 SMEENHZEE
Ko F R LOFENPEATREELIH V. MEZ LR S
BBENDDH B,

9.1.4 BtEEEDEEEDH D EE
HItHBEE*BRESE28FTNPH 5. [2.35H]

9.1.5 JERFO4 RIEENR - EREFIORBIRSICKDHELIEES
NHZEET. AFNORBZRSHIUETSHY . hDOIVIFOR
R=IVICKBBENTONTNDESE
KElZHFEHRE T 258101, +oRBEZEEL, HEREICRS
T5IE, IVTORAN—VIZIERAT O A REHEE - SEBAHIC
KOAECLEILEEEZEIZIRELTVSEH, 3V 70
AN =V K BIRBICIETE 2 RS HEEEEE L H 5,

9.1.6 TEXMENHDEE (FAEVU VHENIEZDEHEED
HBEEERL)
WHEREZFHTHBINDT D5, [2.2 58]

9.2 BikEEEEEE

2.1 SERBEEDHSEE

BELLZWCE, BREZBILSEL2BEZNTH D, [2.5 5]

9.2.2 BBEXFZDEIEEDNH2EE EELBEZSDHDE
EHERL)

B MRS R ROK, F MY LADIREAKE AAREEL B D |
BEELBELNIIERSEL2BETNNH 5,

9.3 FHikEEEEEE

3.1 EELGHEEDHSEE

BE LW E, FREZEBILSEL2BEZTNTH S, [2.4 5]

3.2 FEEXEZOBEREDH 2 EE (EERHEZEDH3E

BZRRL)

FE#Ho I Y EEICKRET AL, MTEENEL kD&

DWEDDH 5. [16.6.2 ]

o

o

o

9.5 HiF

9.5.1 HiIRFREAD L1

BELEWI L, BERBOYY R BRe Y D) AO#5IC
BV, BROFREMESRESN TV S, [2.8 2]

9.5.2 iR (FIRFKEAZIRLS) XIFFIRL TLSOREMD G 3Lt
BB OB RESEEEE LB SHET S NS5 IO ES
TAHIE, BHETAHEICIE, BDER/NRICEEYD, BWEEKE
ZHERT AR EEEICKREST AL, Y udF TS —FH
ER RBOAL LA ZEBICERL. BREOBRERE LT
REREAD. ENIES FHRBMEPSEE . EORENH 5, 1
EfE AW RERREERERICBVLT, MaBsEsrRoon
LEETCREAROHNEE (BRAGIMEOEM) »5. A£HEFH
EEMHBR TERBIETHSPIEEDOEN. EEEAL=7. A
BAERDESIEDOENT VS, 725 v MIBWLWTAAD K
BIIBITT A EPMESNT VS,

9.6 1%ZLIF

BELOBRE R OBARBOEREEZZE L. FALOMKRE L
FRIEEBETT A2 & B NBIARAOBITOARE SN TN Y,

9.7 INR

NREZNRE LI-BHERCREEEZIBES U BRI
EREL TV,

9.8 SEE
BEOREZBRL NS, BEEIXERET A &, —fKICEH
BEEPE R LT W5,

10. tHE{EH
AKAENZ, E& L TEMRHBERCYP2COTHRE S NS, H/z,
AENICYP2DODOEE Tld /e A%, CYP2DODHEER=H T
%o [16.4ZME]

10.2 HEES HRAICEET B L)

A% AR - BT I - fabRE T
ACEEHA FEAT O A NHEHZ - SUEA] i ONSAID T, BlEiCH
IFITFINTLAY|[(NSAID) BTV IAT Y2 | FHTuRY TT D0

B

1 357 ) IVIERIE

TENT ) IVERE
&

v EWBEF (ACE) HEA
DOV RAHE S & 58
WhhsHEDW|EN DB, K
Al EACERHEAI 7 > ¥

BEFICEDEEZSNT
Wb,

TYIAT IV NRE AT Vv v D REEEAE
A OEEMERIZIAS 2 Tldzw
NYTHNE T LF |0, AT 556 3EEER
FIL DR HATREEEERT 22
VAV %A Lo (B VY I TYLE
YLy AT L |G LERRER TR, BEE
| S IMEELIERD SNz h o
e EDWMENHB)

A= g BEIC X - TIdfiONSAID
F7 YV R RHRA B70tIRRUFT7YRR

MY ZBLAFTIR
trgrzouFr7Y R
%

FIRAIDOF - w7 L FEER
ZETSEHIEMNRENT
Wb, AFlE, 70t I X
1377 ¥ RRFRA & OHE
TERIZBH S 2Tl WS, ff
M9 2583 HEERORC
DHAREMEAERT 5T &,

[16.7.2 2]

REIOIEFRANPERT B0
Wb, 7NaAFJ—LEE
R OBHICIARORSE %
EREA,SRBT AT &

TAEY v KEEEAETAEY Y (1 [7AE) YOfRICED
H325mgllR) % fFH L7235 INSAIDOH LIS - H{k
& AAOARERALE & |BHNEZHESEHEE
IZHATE RS - HLE| A ohTW»b,
HMEORERIEL 452
EFRESN TS,
Frii/ MR A & LIRS 2GR L 7z | 2 S O SN M/ MRS
Ju¥RILIL B, AROARERALE |[MEER %A T 5720,
S| ZTHATHEEH MO FAE NSAIDO # L& H % B
RPELBAHENRESN|ESEHEEILN TV A,
T\5,
Y F L U F 7 LAQMEEREEN LR | BT I3 S 2 T 05,
[16.7.1 ] Uy UF 7 LOERADEET | Bt 2 0ET 570 &%
BEBENNHS. VFILE|ZLNT NS,
[HHhOBEICAH OREG %
Bt SEHIET B & Eicid+
DIEEERE=Y—THZ
=
ZLary—u KA O MEEFEEN ER L, [CYP2CIC & 2 AHI DR #

EHETHEEZON T
%o

TN AY F > OIEF TR
TEBENDDH 5,

TINAY F > RETL TN Y F > Ol |CYP2CZ & 5 AH| D R
[16.7.3 2] HEREENS ER L, RRIRC|ZBET 720, EARH

LR CCYP2COTR# =1
27DEZEZLGNT VA,




A%

BRRAEIR - $EE5%

W - falRET

7<) v RGER A
TNT 7y
[16.7.4 28]

JuturErEESERT
DBENHDH B, I THRIC
BitEIcBWT, BEETEHS
12 & o TR B 7 AR
HEINTWb, TLT77Y Y
EHAFOBE IR ORS
RHMGD S VIIHEEEES
HBICETAER L CHET
5Tl

CYP2C9% /T3 5 R D5t
BEFICELDEEZONT
Wd,

NaFxtFr
[16.7.5 %]

ARAN O MAEFRENSET L,
SaFtF O MmEEREE S
bR U REIOIERPET
L. /SaFtF > O
I ABINNEDH 5,

CYP2D6DFHEERIC &
EEZBNTWV S,

FEFAIAA LT 7
[16.7.6 ]

FFEZ RO X MLT 7 2Ol
HRBESERL. FERL
O X hL7 7 2 OFER R

THBENNDH S
HERA AEOMEEFBREIE R L, [BFIZBAS TR,
T = LB FHEIOERPRE T 2 BZh
<7 LB D%,
%

[16.7.7 2]

11. ElfER
WROBWERDH 50N AHZENHHDT. BEEFSFITITUL,
BEPDOONEEICIREZTIET 5% M2 UE 21T
AT &,

1.1 EXLEIEA

M.1.1 Yavd, ZFI4S5Fy— (WTFNLEERE)
vav o, TFI74 5%y —, WRREREE, MEFE, mE%,
REYEESEOEELBEIEOREEAI/RESN TV S,

11.1.2 JEEMEEE (0.2%). EEEHI (0.1%k5H). BLEZE
L HEARR)

M, R (X LF) ZOERDVED SnizHEIIRE=HIE
L. BB ZITS &

11.1.3 DEHBE. RZEd (WIFNbEERH)

DFIEZE, MEFEOEE THEICEK > TEE@EH 2 0IME R
MREREERPHRESN TS, [1. BE]

11.1.4 DF2, S>MEDTFE (LI N HEEERE)

11.1.5 A2, B (WIS EERE). FgEEEE (0.1%K
i), =E GIEARH)

FER4. FF2%. AST. ALT. EYULE V%D LR, HEORE
PHESN TS, [8.5%8]

11.1.6 BETFRMEEM, FAMEGHEAME, \BEMINE (WIThb
LA ANEH)

HARNBMEEM., NMEREDE. SERBE. B ImBkEAE.
M/ IMRIEAEDFBRASHE SN TW b,

11.1.7 2EEBEE, MEEER (LI HSHERE)
2NBEE, MEEERAE0EELTREOREIRESNT
Wb, [8.6%HR]

11.1.8 hE4REIFSERIBRAE (Toxic Epidermal Necrolysis :

TEN). FEHERAEIREE (Stevens-JohnsonfEfREE) . ZH
5. SRR ERAELE. RHERER (WIThbiEE
NEH)
FRE MR BRI ARE. O REAREREE. STALHE. 2N
FUEHBHEEE,. FRERERAEOEE THEICE > TIRE
S EEEROKEBEPRESNTVEDT, FE, HiEEE
S L I3MhOBEUE ICBET 2 IESRO S NZEHFITESIC
BEx2HRIEL, BB LERITS L. [8.7 %]

11.1.9 FAESMERN (SEEREA)

. MEIREEE, FE BEORE (REE) ErRdoni
HEIE, P ICHEXER. WECT. MG~ — 1 —F0HE
REMT AL, MEEMRPEDNIZGEICIIRS2FRIEL,
BIBRERILVE RIOBRSEOMYZMB2ITO 2 &,
11.2 Z0fthDEIER

5%LLE| 1 ~5%AKii| 0.1~ 1 %A | 0. 1% SR
BRE. 8. |EBE 25|/ V7V VT
24 KA TR, S R
FaQUINE"S
HEEM
{EHR BB, FEIED |BRETIRE. (4 | NERAE, BEARMEE,
T, BREEE (o0, |EELRE. AL,
RS BHEMAR, |[H, HRRITE,
T L AL IR
DET

5%LLE| 1 ~ 5% | 0.1~ 1 %Ki | 0.1%Kii SEEERER
ALTH#EAI  |ASTHE A0, -
GTPH#hI, Al-P
. #h0, My
AR LE S, R
vaey ) =5
VB
BUN##EM  |CKE M. & 8k FERE M) 77 2380,
RHEf - ¥E R, LDHSEH, M kY L
PRAEEFIE fn
B, O, |BD, 5. 8| BRRE. (WMo, OEAN
T EEIM | (EARR, F. | R, OIS, BREE,
[Z1ES B CONEZE, | PR, B |8 ARt R
HEE, B, | R, OO B, Bk EE.
OAVS A, B EHMK, 7 | BEIEBERER.
THILER . _LREER| 7 A O | R, HEEEIE
. BAHUE | %, CRRRG| 30
JE 7K Y8 T
A DR
ARE, B
B~ A7 |NAGHE. |REBRE 2R, RE | BREAE. RIER]
v 7| R MG BEIR. B | SLARAERRE. RTIZ
R ER U HefRE fiR7¢. PSARENI.
mer7Lvr7rF=>
HEin
BIME, B, & I FE 8| AR, S8R,
BiF B, EBRE | ERIR. SDE.
iz} ALERDIE. K
TEBRER BRSPS A 2
E, EBIAIRECEE,
DEREA, FEE
MRIAEAE, MAE
THEE S, B | RELAR K.
" Hi, BRI\ B, BB,
L Wi |WmEE. AR
=
G2 ZORERE. B | SURHIML. | BEREI. ARS8
TEHE. ALBEERL | SRR 2R | BUE RIS, BEEYE.
B, BE. R\ RE. B | KE R 7%
] (2N 32 HZ0E, BEER
HARE, 2
ALBE
s Hig, [OEtD | B B0 | T RmEy. &
- Fu IR Z 5 FEfE | R M, BE/ME T
B, f | Ell, AT Ry
BEE. FAET| bR, ANES O
. PO, | €. EE®
AEFEH |G MRS, A
. AR N7y —RRG,
EF. VAV | RIS, ERGE
AIEGE, M| R, BRGL
EERA. [WEZ. FHE. 8l
O G RE, BRPRRGE,
Z DAt KBS, TLLF—
HE, EEEEE
%%, FiRRHE. RW
fE. H> 7 F
i, FLE .
DRELFEAD, PAREHA
FER, T A b
ZTFuvEd. b
R, R, B
. BE

14. BRLOER

14.1 FERIBAHFOER
PTPEEDIEANIPTPY — b 2 5HO L TIRAY 5 & 5 158
T5Z L. PTPY— FORBEKICE D, BOHATAS REREA
FIAL, B2 BT L THERRAA SO EE o & HHiE % ff
RTH LN DB,

15. ZDMDFE

15.1 BRERERICE D < 1BER

NEICBIF S 70 —NN—_"EERHEREBICBVLT, KA
JEB EREIC LR TAFI SRICHNEEZE S &ML - &0
WENH D, F7-. MOIERTFOA RHEHEE - EEH » BRI
BESNTWARHIIBVWT, —BNEREFRDHoNZED
WEND B,

16. FE4ENRE

16.1 MARE

16.1.1 BERAIAICH T 2EMENE
TR A B 236611 L 3% 2 750~400mg™ % 228 T B [E#
B L7 &2 omBEFREIRRER 2 BRI R MR RE



(Cmax) IZE L7z, #95~ 9 RHO¥EH (te) THEL.
Cmax Ul i - ph#R T (AUC) IeMETH
BHIDEVERTER LY,

R L I %S 72 BERES Ui & & OBRNBIE ST X~

ik Tmax Cmax ti2 AUCinf
(1%5) (h) (ng/mL) (h) (ng-h/mL)
50mg 4 N N N
(3661) 2413 287+100.4 5+2.4 1631540.2
100mg . N N N
(3441) 2£1.4 553+212.2 7£3.2 3429+1149.8
200mg . . N N
(341) 2£0.9 815+303.0 8+3.5 5832+1674.5
400mg . N N N
(3401) 240.9 1296+457.7 9+44.1 10789+3793.4
SEHE R R

F7o. EERABEIMICEL 22 7200mge BE TS LL
FERICHERE L& &, BRREROCmaxi3].5EIC ER
L7z, AUCEEEZZ I 2h o728, RERABEISHIC L
LaF>7100mg# 1 H2[E, &% 7 HRERERS L& &,
EHEIRE (7HH) OCmaxid £9607ng/mL. AUCo 013 £
2652ng-h/mLTH D . EEMEIIBES NP -7,

16.1.2 BEICHIF 2 FYERE

B ) v~ F BEROERERBEAERZ0FIcE L a7

25~300mg® % 1 H 2 [\, BBKREJRS L& E0mERERE
81, 16055 % F\\ 7 BRE MY SIREMT O R, EFIRBICB
5027975 A (CL/F) RUAPTORHEERE (VA/F)
OREMTYE (AEBRZE) 12Z2hZ2h21.2L/h (842%) &
U335L (K977%) EHEE S NTzo E 72 E#MBROCHEEIZCL/FO,

ME7 VT I VBEEIVA/FOEHERTH S LFEEINLY,

16.1.3 £MFHREIEESER

L aFy74El00mg [JG] &t L3y 7 Z2$§100mg%. 70
AF—=N—EICEDENEFN1$E (L aF T 7 &L TI0mg)
R ABEICaERERREORS U TR RE(LARE 2 H
E L. BoN-EY#EE/ ST X —% (AUC, Cmax) IZ2WT
90% 5 FE X FEIE I CHEEHRIT 21T - 7245 8. log (0.80) ~log
(1.25) O#HENTH Y. MEAIOEMHNESESER SN,

(ng/mL)
700 1
600 —o— ¥ L aF ¥ 7E100mg JG)
% 500 | —— t LIy 7 ZA5E100mg
i Mean+S.D., n=60
L 400
a
¥ L
s 300
2
= 200
4 L
100 i
ol ‘ -
02468 12 24 36 48
wE5% O (hr)
Y ST A — %
HERTA—H BEIST A — 4
AUCo-s Cmax Tmax Tz
(ng-hr/mL) (ng/mL) (hr) (hr)
L aF T 7HE100mg [JGJ | 4016.1£1102.7 | 624.14%221.59 | 2.7+1.2 | 6.8+3.2
LIy 7 Z§E100mg 3918.6%1090.8 | 620.14+209.82 | 2.3x1.1 |7.4%6.1

(Mean=S.D., n=60)

MEEFEEIICAUC, CmaxZEn/8T X —7 1k, HEEOE
R AR ORI - BESORBEMIC K > TR AL
WH %

16.3 9f0

16.3.1 ZERFEEXR
In vitroF Qex vivoll X M OFER, L I+ 7TomEEE
H#EARIZNII%THD ., EFELTTILT I VI, DL Ta-#
HHEEAEICHAT S ERENni0,

16.4 {5
In vitro'V ®Nn vivo™? BEOERL» S, LLaFT TIEFEE
L CEMRBBERCYP2CO2 N LTRE SN2 ZEHLS D &
2o TWhb,

CYP2COZIFEEZTIMEE L, [le¥—Leu™ DT I J BEHR
ICEDERNCE > TIRBEAEIETI 256 H 5. HRA
218 & x5 & L7-CYP2CODMFE TId, [le*—Leu™ Dk EH2
R (CYP2C9*3/*3) IEFFEIEL R o 7oA Lew™DAT O
&k (CYP2C9*1/*3) 1221867 9l (4.1%) FEIELZED
WEDPDH B,
CYP2CODEIEZI (CYP2C9*3) mELL T, LLIFY
TR BEEIIRERSG L&, CYP2CODANT sk (e™—
Leu™. CYP2C9*1/*3) ZH I HERM AL OAUCIZE 45
(CYP2C9*1/*1) DREERRIALITHNC AT . 665 & mfE %R
L7z,
BEBAICE L I% 2 7100mgz BEEE5® Lz & &, CYP2CY
*1/%1 (441) &H#EL. CYP2C9*3/*3 (34l) ®AUCIEE 3
EEEEZR LY (HEAT—%). BERAICE L I3 7200mg
21 H1E® 7HERERS LzE& &, CYP2CO*1/*1 (7 4l)
LB L. CYP2C9*3/*3 (34) oCmaxid#y 45 AUCIKE
K7EEEEZTRT EPHESNTVEO(HNEANT—5),[10.
Z ]

16.5 HEtt
BEBABEICELIF I TE2EBEE L L EORBIMEDORK
UHEAPPRIERIIELS (~3%). ELIAFTTOIYT TV AL
FELTRBEZUT IV RICK B RSN, BERABE
IZHC—t L aF 2 7300mg® % 22 NREHRS L7 & DM,
REUEFIZCOX-1R UCOX-2BAEE % R S 2 WRET 2
3MERES N, MEEFICIEEE UTREMEDEEL TV,
F7z. BERED IR K OEFHRERIZ Z N ENHBOR27% K T
#958%CTdH - 721" (HEAT—%),

16.6 HEDERZHIDEE

16.6.1 BEZSEE
BEEEERE CGRIMAEEES~60mL/5) 226lict L ax
2 7200mg%x 1 H2 [, &% 7 HERERS L7z & EDOAUCHm
SERBEAICB T 2EEREL D721 HEAT—%).

16.6.2 FFlEEEE
frEE B R ORBERAICEL I+ 7100mgz 1 H 26, &
BOSHERE®RS LS, BEFBEELEE (Child-Pugh
Class A : 1251) DAUC-nl3 A (1261) IZH~THIL.3
fFic, REEFEESSE (Child-Pugh Class B : 1161) Tl&
R (1161) 1 HARTRI2. 751 EA L7221 (HEAT— %),
[9.3.2 2]

16.6.3 SEE
BREHE X (66~83/%) 240 R UIEEIHB L (19~48/%) 24
BlictLa%xs7200mg#x 1 H2ME, 8 HERE®RSG L-LE,
TEHERREICH T 52208 T 5RO S 52 OCmax & UAUCe1n
(Cmax : 1808ng/mL. AUCo12 : 11852ng-h/mL) (3FEimELR
(Cmax : 973ng/mL. AUCo : 5871ng-h/mL) &HEL TE
EER L7z, 7oy B LEOCmaxk AUCH:n (Cmax :
2362ng/mL. AUCo1n : 15466ng-h/mL) 3= 5% (Cmax :
1254ng/mL. AUCo1x : 8238ng-h/mL) & U &fE% R L7220 (4
EAT—%),

16.7 Z4YMEE{ER

16.7.1 UF DI L
[REERR A 24011 L 3 % > 7200mg & U F 7 4450mg# 1 H 2
|, B%7HEMALLZEE, EHERBICBIZVF VL0
Cmax & UAUCIHHHICE D LWIFN B2 I EF LY (4F
EAT—%). [10.2 28]

16.7.2 Z)LaAFrV—=u
R L7 7 )L 35 —)1200mg# | H 1\, &% 7 HHE
BEL72%IC, L aF > 7200mg% 2208 NEE MRS L7k
L&, LLaF T TOCmax K UAUCIEHFHICK D 2R 2ni
L7 ROR2.3EIC LR LAY GHEAT—%). [10.2 B3]

16.7.3 ZILNZAIFV
R ALSHICE L 3 F 2 7200mge 7 LN R Y F 2 20mg%
1H2ME, B%7HBEHFALZEEZ, LI+ T7OCmaxlk
CAUCIEHFRICE D Wb 3MBIC LR Lz, F7z, B
BALFIIC 2 L 3% 2 7200mge 7 LN A Y F 2 20mg% 1 H
2E, BBR7THBMALLZEE, JUNAYF > OCmaxidfif
FICK 0. 2BIC LR L, AUCIKEZ.2Z T2 > 7%
HEANT—%). [10.2 1]



16.7.4 JILT 7V
REREALBNC T LT 7 ) VR BRHRES L-kic, LLaFxy
7200mgx 1 H2EE T L7 7Y Y1 ~5mgx 1 HIE, 7
HEFRALZEE, ELIFTTIRILT 7 > OmiETEE
EOTaruar CUBREICEEEZ RIS PP, LirLi
Ao, BHTRICEREICBVLWT, ELaFTTETILT Y
VEMALTVWAEEIC, Tutur U BROEEZ#SE
ETHAICL s TEBEmN 2B RE SN TWEY (SFEA
F—%). [10.2 28]

16.7.5 XOFtEFV
R AL ST ¥+ F >20mg# 1 H 1 [, &% 7 3%
HL7%1c, ELaF Ty 7200mg% 22 THEMHRAZS Lz &
. LV IF T 7 OCmaxidHEAIC & V0. 7RZITE TR Lz
AUCIREERZ T ah 725, £/, BERAIHICELIF
2 7200mg#x 1 H 2\, &% 7 HEESE Lz, SaxtF
> 20mg#% ZEfE NREEIGTAES Lz &, /Su+tF > DdCmax
RUAUCIRHAICE D #2155 O8I ER L
729 (SLEAT—%). [10.2 2]

16.7.6 FFEZAROXNLT 7V
ERERAL4BIICE L I+ 2 7200mge THF A MBI X MLT 7
0mg#xz 1 H2E, B%7HEMALLZEE, 7FX bt b
L7 7 > OCmaxk CAUCIEKHRIC K D #NZ 2.4 RO
$92.6M5IC LR LD (MEAT—%). [10.2 2]

16.7.7 HIEEH]

R A24H1ICE L 3% 2 7200mg & HIEEH] (FL =74 -

TRV LEERA) A EETREHFRABS L& L

IF 7 OCmaxiE PR IC & D 0.665ITK R L7z A5 AUCIKE

HEEZTLr-712% NEAT—%). [10.25H]

16.8 ZOfit
L 3%y 7H200mg (1G] 13, [&EH Rk 5 &0 E R
DOEMZNRSEERE T A R4 > (CRE4E 2 A9 Ha®
EF02295510% FIK2) J IcED &, L a3+ > 7§E100mg [1G)
EIEERFE U EHEBOKRE, BHEHIIRASEHES
N, EWENICEEE AN,

) KEOERBSNZHERCHBIZEE Y 7~ F 100~
200mg# 1 H 2 [\, BRIEBEEE. BELE. BREEEEZ%.
CETE BEAE (R EE. MR - BEEEJC 0 100mg#E 1 H 2 |, T,
HEH. REBOIER - 8% © Wm0 &H400mg. 2 [ H DL
Bl 1 EI200mg& LC L H2EEO#HE T 2. 5B, &5
BifEIE 6 BB EHITB &, EHOESIE. FEOH
400mg. MBS UTLI#13200mg % 6 BRI _EdH 1 TR
059 %, 7272L. 1H2EETET %,

17. ERIRRUE
17.1 BMERUREEICEY 2R
17.1.1 BEDOEERLAE (EAEERHER)

EANTREY v~ REERETE. BURE. JH RS 2.
SR B RRE. BE - MBS, TR, SMERRUIREREE
WFRICER S N7z BRIRAERIC B 1T 2 A DEZE 2 g3 IR

DEBOTH-7z,
BAET Y v~ F. EIERIEE. BERE. ERAEIEE K. FEMEGE. B - B
HEEA FAEIY < F Z R EE
B womngsse | T pemnmee ) snmmes
Yralera|era TLa Tra
SEH e | FYTNFYTNFVT | o | FYT | e | FVT
Fik - R |77 2| 100mg | 200meg | 200mg |77 2| 100mg |77 T 100mg
15201 526] 1520 1520 1H20
5 4 128 18 138
ﬁ%ﬁﬁ“ 7 | 2 | 9 | 38| % | & | 151 | 25
%ﬁg’fﬁﬂm 3.4 | 7.4 (14| 94 |98 24| |
A a (o | £17-39 £20.09 10,01 | £21.15 21,23 424,77 | 21+ :
ig;ﬁ?ﬁ%ﬁ 25 | 75| 9.3 | 93 | 202|251 | 0ol
g (| £19.82| £17.03 | £18.07 | £20.26 | £20.69 | £24.07 | " :
iggﬁ?ﬁ%ﬁ 2.3 | 8.8 | 119 | 9.6 [-18.6 | 249 | | o,
g oo £14.60| +15.81 | £16.17 | £19.85| +19.32| +21.66| " :
ACR (Z%) 12| 567 | 12772 | 19/79 | 687318
EHHBEY | (7.5%) |(16.7%) | (24.19%)| (21.4%)
R AmREE| 17/73 | 23/72 | 25/79 | 84/318 | 45/%0 | 57/84 | 74/151 |200/286
I & 3EE | (23.3%) | (31.9%) | (31.6%) | (26.49%) | (50.09%) | (67.9%) | (49.0%) | (69.9%)

3 R | AR | SRR | R - Rk

HEa 5 IHREE — IR R

. tLraxys traxy s

Al 100mg 100mg

i - R 1H2E 1H2[

B5Hm 43 43 43 238
ARG 414 74 80 79
BHEOEMIE (VAS) | g 4 -33.2 -34.3 -31.5
SFZ k& (mm) ) +20.57 +21.28 +19.80
BEORMEFME (VAS) | o o -32.4 -36.0 -28.1
FHZ L@ (mm) ) +23.56 +21.77 +20.41
AT 2 (VAS) 7.10 -39.9 -37.3 -33.5
FHZ{bE (mm) ) +22.72 +17.38 +19.75
B OTE Al 36/74 43/80 41/79

Ry (48.6%) (53.8%) (51.9%)

RDQ” -3.60
FHEE (Ra7) )

BikamlEE 2617401 48/74 56/80 53/79
HIE I K DRy (65.1%) (64.9%) (70.0%) (67.1%)

£

PPS (Per Protocol Set) : ABRE EFTHEIE I & L 7o RER

ERAEBIENE Tl BE O LM

ERAEEENE T, AT 2R

ACREGEARE (%) ICL 28R (LUToL) KU2) 295 [HE] &9 5.
1) ERERBEIE: ORISR H20% EiE, 2) BEOKBFM (Visual
Analogue Scale : VAS), BEORBFEHELMTM (VAS), ERiOREBIERE
LMEEHE (VAS). BE O S HREEFTE (mHAQ) »4EHD S 5 3EH LIcH
WT20%LL ekEE)

) MR EEEEHE O BAFHE RIS B 1 5 BRI RKEMUEELEICB T HiE
2 ([hEEwE] Dlbodls)

f) HOEANIC L 2RBHEATEETH S0, FEFZEICOVTIIEERET

FAS (Full Analysis Set) : 3&1% 1 B EARF U, #5810 G 20 FHME E 2536
SNTVBIGREMR

BEOWEED (RS A-7] DEodla

RDQ (Roland-Morris Disability Questionnaire) : 4 iE{TH O i 12 B3 5 2418
HoOHEMH

Fiittk. SMERI O IREREE

b
c
d
e

f

3k FifitER SMER IR
BB LR — gt B PR AR
ﬁﬁfﬁgﬁg 77K tLaxy 79 | wLaxy e
58 2H 8H
BT RIE) 124 248 80
BEDHRIC L HEMED | 79/124 (63.7%) |189/248 (76.2%) | 70/80 (87.5%)
ERwEE (VAS) (mm)? 52.6%15.2
REA RERIEE RkRIER
= 5 AR 5 M AERRER
e S S
] YR ‘Lo
ik - e 77+4K| 25mg | 50mg | 100mg | 200mg | 400mg | /7t H| ¥ 7
B[O | H[E | H[E | HE | HE 200mg
BREHM 1 H (H[E) 1H (20[@)
B PERRAT
st 53 58 54 54 53 58 58 64
BEDERICES| 13/53 | 28/58 | 27/54 | 39/54 | 39/53 | 47/58 | 15/58 | 41/64
AHEY [ (24.5%) | (48.3%) | (50.0%) | (72.29) | (73.6%) | (81.0%) | (25.9%) | (64.1%)
PR 2 12.3 | 33.4
(VAS) (mm)© +19.5 | +24.2

a

FAS (Full Analysis Set) XIZITT (Intention To Treat) : $#1% 1 [ EARF L.
BE % ICERIERHEIE B AEHE S T B RER

BEOHRITEHEMR (MHh7z] Xdk T&<R07z] LFHE L - BEOEIE)
EFEEZE (VAS) (BEICEZ8HE. N— 2T 1 > B HRAaHiiR)

MEL L aF s 7400mgi 5%, RHICE L a%Y 7200mgz#5 L. BHIEE L
2% 7200mg% 1 H 2 \E#5 L7z

MEE L 3% > 7400mgit 5%, BHICE L 3% 7200mgz %5 L, BH DR
Tl aFy7200mg# 1 H2 @S5 L7

) £ L IF T TA00mgi S %IC, BICHEBE A NE LS L BE 2 RICEIES 21T
W BIES OB R A G L 7

17.1.2 HEEICHT ZRE (EAERKRHEER)

B v~ FBE (RS @ 128H) . BREEEERE (&%
SR 4B 2xaRET 2 ERNEER 2HBOWEE
T8 ZEFULER. HILERE (GER) 24 ToRIERZ
FRITE L 3% 7100~200mg | H 2 B#5T11.3% (86/759).
HHEEE (COX-2100 U CRIREDEWIER 7 a0 o N -
@Al T11.7% (90/769) TdH o729,

17.1.3 DMERICHT ZIZE (BRERKRIER)

EANTEMLHEY Y~ T EE (RSHM 128/, £
TERIETERE (RS  4E/H) 2XRET 2 FEH R
2RBOWERE T -y 2R LR, EELLMEFROH
HEIL, L IF7100~200mg 1 H 2 [E#H57T0% (0/759).
XHHEZE (COX-21250 U CRBFRIEDRVIER 71 o PHEHK - 5
J@AlD T0.3% (2/769) TH o799, £/, MEHY IV~ F
BE (RS 4EM) RUZRHMEEERE (R5HM :
43 ENRETZT T EARNBEEEM LB 3 MBI



BUSEELZLDMEFRROFEERIIELL IF 2 7100~200mg
IH2E#E5T0%(0/675). 75EART0.2%(1/412) TH -
Tzo 7B, 2001 OERBREE CICER SN -BE | EE TR

S cRas 2T L BN E KRR E (Y v~

F EFIEREETRE  BREE | TS B8 AT R B 2% SEE R RE R N O -

[REERBE A MR E UERRER) OWBE T —YICB U0 5HE

ERDMEREROFBBERIL, LL a3+ 725~400mg 1 H 2 [H

#BE5® ©0.1% (2/2,398) ThHOH. 2OH>b, vLaxv 7

100~200mg 1 H 2 \I#: 5 T130.1% (2/1,992) T&H - 724,

S5, BEE. BEETEER. @RERERE (WInbEs

HARS - 40ER) RO - BESEE (RS 288 2%t

ReLUZRB S RBOWEE T — ¥y DEEITIX. EERLME

HROFEBERITILL I+ 7100~200mg 1 H2 H#HE5T0%

(0/1,304). 752 ART0.2% (1/411). »tIEE (COX-21Txt

U CGEIREDEVIER T a1 REEE % $88A]) ©0.1%(1/831)

TH-o7%, Tl (RSHE : 2 B/E). MR (RS5HIR :

SHM). thithfg (BESHIR : 1EIZ2E) OBEZNRE

L-2E 478, EEZDMEEROFRR I LIF VT,

T RRORIEE FE2ATF a4 FHEEE - HER) ovndh

DOEEBRIZHERDENEN 5729,

17.2 BHERFERAES
17.2.1 ENREERFTRERARIER (BRAEAD _LIEEERIRIC

MIFTREDIRET)

BEER A (REHIM 0 238[) 2/5RET 2ERSEHBEOE

B2 H - -+ZEBOBEBERHER (WEHFR) ktraxy 7

100mg 1 H 2 [E1#%5-T1.4% (1/74). xfiE#E (COX-21cxfLT

BIREOMBWIEZ 704 NEER - $858H]) T27.6% (21/76) .

TSR RT2.7% (1/37) TH-o7=4,

tLaFTTEHOE - +ZIEBOEBL T 2B EOBIER

DFFERIZ, OS5 AEEKI0.5% (8/76). FEIHAHREE2.6%

(2/76). LREEBE2.6% (2/76). B#2.6% (2/76). M

2.6% (2/76) TH-oizo

17.3 ZDfth
17.3.1 REAFEHIRSHER (S EREBKBRY —TBREFES

EHER)

AEICBVWT, ELIF Y TORBRY —TEHRETHY (KA

OB IIMRTIE B V) OMEEBENET 5 2 BRPEMR S

N, 205 BAPCHEE (BRMERBIREFER TR Tl

SEMOBBEHARTIC S REHBEL, ELaFy THRET

OEATEEE (DIMEHERICKSFET. DAEZEIIMEF)

OFBERICHEHBNZENAED SNz, EEFHHERD Y

FERIIHT B L IF T TOMERY R 713400mg 1 B 2 [l

573.4 (95%CI : 1.5-7.9), 200mg 1 H 2 \l#%5T2.6 (95%CI :

1.1-6.1) THo7z. 3EROESITHEIEE O ZBFRFELTIL.

TIEARTIF0.9% (6/679). L I3F7400mg 1 H 2 [\

53.0% (20/671). 200mg 1 H 2 [\#%572.5% (17/685) T

o720 —75. PreSAPiRER (KIGIRIEME R Y — THFETFHRER)

Tlid, HEHBEEEICOWT TR EEE LHENY 271k

400mg 1 H 1 \#%57T1.3 (95%CIL: 0.6-2.6) THEEZ Y AT

OERIIBO SN -7z, 3EROEATHHIER O BEHE

Tk, TR TIELI% (12/628). £ L 3F > 7400mg |

H 1 [E#%E5ET2.3% (21/933) TH - 7200 (AEANTFT—%), [1.

28]

) KEOERBSNZHERCHBIZEEY 7~ F 100~
200mg# 1 H 2 [\, EFEBEEE. BRELE. BREEEE%.
VHFS WO ERE. BE - BEESA  100mg#E 1 H 2 [\, T,
G REBOIER - 8% © @E 0 &»400mg. 2 [[1H D
B3 1 [E200mgs LC 1 H2EREORET 5. &H. %5
RifRIE 6 BB EH T B &, EHOESIE. FEDH
400mg. WHEICIE U TLIEIZ200mg % 6 BRI _Ed \F THE
059 %, 7z72L. 1H2EFEFTET S,

18. ERpEIE
18.1 {EFRHER

tLaFxyTIE, YrutF - (COX) Infd BMHE
EEAEBE T A0 MEEFHERZ BRI EELY
COX-1. COX2x Z#nZFhHEB Lt kM AW -E
BRliZBWT, COX-210 U CEIRM 2 EEEHZ/R LD 2
(in vitroiRE&) . L1 aF T 73, RERFICHEESNHCOX-2

ZEIFMICIEE L, COX2HRDTURY 75> Y VDA
EMHT A &Ik, HE - EEERERT EEZS5N5,

18.2 MRER UiERIER
tlLaxy 7, BEREETLTHASTY bOT I 2N b
BEfiRTETLICBVWT, aFV a7V RUA VY RAY T
L RIREE O RIER HEBRIEA 2R L7129,

18.3 JE{LEICH T B1ER
tLaFTTiE. Ty ML TE RO NEREREER 2R
Eahrolze —H A Y RKXY Yy, aFxy o sy, VU
07 xF 7 ROF 0 Ft VISHBIKERNICE ROV NS K
ERERL L2, [8.4 5]

18.4 MVIMREEEICXI T S1EFH
TLIaF VT & PRBMLIMIICBWTTY T+ R UBERZ
M/MEBREZINFI L x>z, —FH, afy a7z, A
RX& Sy, Yr7a7cF oI ROA 7707 VIZBEREN
|2 I/ MR EREE A2 405 L 7252 (in vitroiRER) o

18.5 —a1—F/ OVRAEREDHA
—OZ2—F )0 ZHEEIL. HAEOIERATOA RN
% HEBERIEMETAIET, SNIEELFHERT S A4
LENTWVAEY, Y LaAFTTEL)FH T U ED_2—F /1
VERMEEE Y ACHRAKRS LTH, BRIEFEHINE, -

723,

19. BRI ICET BIEEFMFR

—f&% 1L a3+ 7 (Celecoxib)

{b%#:4 * 4-[5-(4-Methylphenyl)-3-(trifluoromethyl)-1/7-
pyrazol-1-yl]benzenesulfonamide
Ci7H14F3N30.5
381.37
BHEOMRIIIHEEDMRTH 5,
AH ) —=VIETRT L, T =)L (99.5) 1%
IR, KITIFEAEB T2V,

TEmBIENRD 5N %,

AFR
TR :
B R

HsC

B s 161~164T

22. G

(ELa*FYTEE100mg [JG])
1008 [108% (PTP) x10]
5008 [108E (PTP) x50]
20088 [ AF v B, NT]

(ELaFYT4200mg [JGI)
1008 [108 (PTP) x10]
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