20244E3 H 8T (1)

Bk ¢ S PT
FRHEAR - 3664 ]

AT a4 RN - SURAH (COX-2:8IR M FHLEH])
tlLaxy 7

L AFY T 2100merzmsi

BFEERRIEES

871149

ARES

100mg
200mg

30200 AMX00369
30200AMX00370

202046 11

L AFY T 2200merzmsi

Celecoxib Tablets “TAKEDA TEVA”

LIPS UVZE 178 ST
[Eakin- SN EXoVIWE TRRNUE: ik e

1. B
SEICHEVT, ¥ 70FF 24 F—+€(COX)-2EIRWEAE
BEQOH/SICLY . DHIBEE. BEPFZOEETHEICES
TRESH A OCMERMEERMBEROU XV EHAIES
AEEMD HVY . ChoDU X7 IAERPRIE EHICERTS
TEeMN &5 EM|EETNTWVSB, [7.2. 8.1, 8.2, 9.1.1,
11.1.3, 17.3.1 B8]

2. BR(ROBEHEICIHBEELEVIE)
2.1 RAEOB G IE AV A 2T 3 Pzt LBHIEOMERE O B

y-Ea

2.2 72 YR GEA T A PRS- SURHSEIC X 5 Wi
RIEAEDFEFE) 32 OBALNE D & 2 B3 [k L1 &

BYHBENDHH.] [9.1.6 2]

3 WAL 0 & 5 BE [HAL TS 2 AL S ¢ 2 BZ IS
Hb.] [9.1.451]

A BELITEEDOS 2 BH9.3.1 2]

5 EELEEEDD L BH(9.2.1 BK)

6 BELOEEAZODLBH[TURY 7T Y VAR
EMECHED L F DY 7 A - KGEREIA D 5 7200 H e
REAASELBENDSDH S, [9.1.2 0]

7 EENIR S A S 2 PR o JAAT B U ENC B T i
TLMAER OCMAEF OB HENT 2 L OMEH»D 5, ]
[9.1.1 1]

2.8 IHRFM O LPE[9.5.1 BR]

3. MR - MR
3.1 Mg
Wire 4 L I% Y 75100mg 1l a¥ Y 75200mg
~ [ 73 (R 73
S | 150P vl a%y T 100mg | 158 €L aF Y7 200mg
FUHEARIY, KEHREE Foxy Yo reru—2x, © F
Wl | eFyFuaerkro—a, S MREF )T A AT
VAINE S/ S5 N
3.2 HHOMHIR
Wi, + L 3% 75100mg YL a¥ v 7§5200mg
- [ 73 [ 73
TANE i1/2%
A | PO zaEA Y g | D o ORI 28
YNUE S
e 57
(o) G
% Ik @E@ <§?§;
200 w7 )
—= —
% (mm) 8.0 Ef#13.5. $91%6.5
JZ & (mm) 2.5 4.2
it (mg) 171 342

4. FHEER 3R

OTRERLECITERDHEL - 858
s v~ F. ERMEERE. BRE. FEHARX. §F
BRlERRE. R - REX

OF itk IMERAECITIREHRDBE R - 85

6. AERUAZE

(g o< F)

WE, RAICIEEL I F 27 & LC1E100~200mg % 1 H 210,
- A ERICROKS T 5,

(EREREEE. (B, BREAREX. WEbERS. B - BHL)
HE, AL IF Y7L LClE100mg % 1A 20, B - 4
LRIIRORS T 5,

(FiT#. SHEBRBVITIREHZDEX - 85
HE. AL I XS T LRI O R400mg. 200 H LI
F11E1200mg & LCLH2EE %5 5. Hb. &5 HE 6
MU EHTBZ k.

BUHOBE1%, 0O H400me. LFEITE U T RRIE200mg %6
FEFILL L& TR S35, 72720, 1H2MFETE T 5,

7. RERVAEICEET 218
7 1EMEEE (E) v~ T ATEREBIEES) (S A IS S

W, ARF O G- BIIG # 2~ 4308 [ % 6l LT b AN R YR
AR SN W id, MBOWRFEOEIUZOWTEET ST Lo
2 FHNO1F %8 2 5 B GREOZ &I S TB 53,
PAENZBWT, AFOEMHEG LY, L%, KEh%Eo
METHAICE > T ai 2 0 Rkt FR oM
2RSS 5L OMEVDH L. [1. BH]

3 O S - FUEA (GIEREEFH O THET 27 AE
YU EBRL) EDOBFMIZEET S Z EEE Ly,

. BEELEANEE

A KA AT 26 AR/ & W RE R BR Y WS
FTHILICHO, RSO BREES LA L, [1. B3]

8.2 RHDOFGIZL Y, LFHZE, MEPEORETHAEICL >
T 20 OIS R A ERE R L PR T 2 BEN0H 5
DT, BIEE TSIV NS OB ORERO RS+
CEETAZ L, [1.. 9.1.1 2]

8.3 ARANF M/ T B ER AR WO Ty (LIS R R T B
OHRMTTAEY YORBIEE LTHAL 2V & HL/IMK
BEE T TV B BFITOVWTIE, AFHG I, Z0iGHk
ERIELTE RS R,

8.4 EINTHEZ 0 SICHEM L 72 KRB Tl3COX-21c ) LT
PO FECARH] &EREOBEGIER T 1 4 PR % - SERANC
X B MHALE ORWEMIEBRICEITD SN o7z FiS, ¥
LB EIED) A2 77 7 7 —DEBEE~OHESICE LT
FEIVEH ORI T % Bi5 %2179 T L. [18.3 2]

5 RS, 4. AST. ALT. ¥V LV E V& R, #EO%
B s cnwa o, @R A 2179 72 LBl
20T 2 Eo [11.1.5 3]



8.6 SVEBREEE, MEMEAZOEELEEEOREIHE SN
TWbDT, EMMICERERELIT) 7 &8I E T
k. [11.1.7 3]

8.7 RANOFLHZ X Y, Hpaph L S Al #E (Toxic Epidermal
Necrolysis : TEN). K& kIR AE 87 (Stevens—JohnsoniE B HE)
LEOFEETHAICL > TEE@N L ZEERP BT 2 BE1
Y., ZLOYE. NS OFELIEGHIBHL H NI
BLTW2OT, IGEOINCIIRRCERET 22 L, [11.1.8 &3]

8.8 MBI (B ) v~ 7. ZIRMEBIMIRES) (25 LAK 2 H v
LA, ROFHEEZET LI Lo
< EHIN S B\ IZLENIE U CHRR B R IRAE . LS

HEMRAS, IFRRREMES, (ORI ) O IMR S5 2179 2 &,
S JHSE - BURANC X 2RI TIE R K, WERETH S
CEITRBT B, T BYIREDAOFRLE DL EET L L,

8.9 SMEBR (Pt AR OISR R O % - SH) 1SR L

RENE LA ROBHEEZEETLHI &,

CBMESIER O OREEER L, &5 35T,

CRHNE L CRIRG- 25 2 &,
CRREESR ST I NET O, R EEBREEL LAV &,
OB G A2 H DL B H 2 LICHE L. BEICHL
R BB OWTHadtHT 5 2 &

8.10 AFITHE I N TV B IAMEHIC LY BYWiE 2 AL
HBENDDHDHOT, BYYEOFEIN R LEEICHR Y
THIE,

8. 11 FEIMED T, MO v, HIRGARZ 22 L 23H 5D T,
BB OIEIRAF b A A1) TR e T A LA IR S 52 L,

9. FENHEREFI2ERECATIEE

9.1 AHHE - MEEZEDH 28E

9.1.1 DIERKRBRIEZOREERED &H 2 B (BEMR/N 1 /NXE
BMOBMEHEE & K&<)

[1.. 2.7, 8.2 ]

9.1.2 DBEEEEDH 3 BE (EEL VHETLDH 2 BEEKRC)
Ke FEU Y LDOMREIR 2 EMEDSD 0, OB RER S 2
ILEEEBENDDH 5L, (2.6 BIH]

9.1.3 EMEEDH % BE
Ko FEUYLDOMRARI ML H 0. MEZ BR3¢
bLBENED 5.

A4 HEBEOBREEDS 5 BE
LSS 2 HR 2 BENDDH 5, [2.3BK]

A5 FERTFOA FHER - SEERORHIREICK 3 HEEMES
DHZEBEET. FEORPBSHFLETHY, »23IVT7OX
F=IVIC K BBEFSITHNA TS EE
KA % PRk 53 2 a1, FaokBEpligL, MEICES
THZE, IVTOAM—NVIZIERTFOA PR % - SUEHIC
X0 AU WA 2 W SRR E LT W B DS, I Y7
A b= IVIZ X B IR CIRPUE 2 R TR D B %,

1.6 REXHENHBEE(FAEY VIBERIZZOBREEDH
2BEER)

MR BT A BTN H D, [2.2 5]

9.2 BHEEERE

9.2.1 EELBEEDNDHZEE
L LRnwZ b, BEEZTLSELBENNDH S, (2.5 3]

9.2.2 BEZEIZTOHREENH 2 8L (EELBEZENH 8%
&R<)

B RAST O, F MU 7 A0 W REMEADH |
A BALUIFR S BENNEDH 5,

9.3 A ERE

9.3.1 EELHBEEDNH 2 EH
L LRnwZ &, FEEZTALSELBENND S, (2.4 5]

g =

279

-

B

-

9.3.2 fFEEXI ZOHREEDH 2BE (EELHEEDH 285
zfr<)

MEZS T ECEBEICHKGTH 2, MAEENEL RS E
DL D B, [16.6.2 BH]

.5 1115

5.1 IEIRFKREAD L4

BHLwZ ., HERMOSY 2V R Y D20k 5128
WC, JEIROBIIRE DG S Twb, [2.8 2]

.5.2 1113 GERAREA % 1R <) RUSIFIR L TV B ATREM D & 5 4o

BEEOG BN ERYEE LR S RS N EICO ALY
T2 e, BTG BERARICE &, EEIFKE
BHEET AR EHEBEICRGTAIE, Y utF LS —FH
EHRNGREA, A5 2 I Ly B8 o B Rk ke 5 [ OVIR
B, FIUCHE ) FRBAEDRE 2L OMEND S, K
M % F 72 e RS SR ER IS BV Tl MM ED S
W C YR O B B H N RS INA R o340 A5, A s 56 A%
PR CHEIRBICCECCIEFE QWM. MR~V =7, JRIEE
FIRDENRTDENT VD, 725 v MIBWTAADMIBI
BATT A LM ST b,

.6 RILIF

BB EOF R OFIRBEOA R Z LB L, B O L
HEZBETT 5 2 Lo & MR ANOBITSHE ShTn s,
7 NRE

INBEE RS L LR R OV a2 TR L U R AR
FehE L T\,

.8 EsE

BEOWEXBR L 200, MECKLG T2, —fEICAH
BRI T LT\,

10. #HEEA
KA, F &L TEWAHBEECYP2COTRH NG, T2, A
HIIZCYP2D6 DI Tl A5, CYP2D6D R EMEMN % AT 5,
[16.4 1]

10.2 BEEEE (BHRICEET B2 &)

ESiEA WRPARAEIR - H5 i 51 B - fabrR T
ACEFLEH] AT a4 PR - 80 O NSAID T, Bk
ITF I FTYNTVUIHINSAID) 37 vV FICBIFA TRy 75
A Vi Y v EBREEFEACE) M|y Y v EREIC X S

£ 3I7 7)) VR
TE®H TV IV

HAI DR A 2 3855 S &
BUREMED D B & DG DY

LEZONTWD,

5\ Do AH & ACEFHEHI X
TUIVFTFUIYN|RT VATV VIRE
ZRARFEUA] AREEHUH & DM HAERNZH

NYFHINE Y| SRTREVD, TS
L ¥ T WA M ok 27
AV 2 % e Z2ETs2 L, (&
OYFVE AT A|IB, VY TYNVERHL
BV S E N 2 ]
HEEALIERED e b o 72

LOWELH )
A= B X > TFMoONSAID

F7 ¥ K RARHA
F)zaNvAFT

B70I FRPFTIR
RARA D F bV 7 2R

VK ERZ KT S5 2 EAUR
vfosood7|EshTnd, K&, 70
K I FIEF7 Y FRFR
| & OMEAENEH S 5T
Fws, PT84
MEAEH ok Z 2 fek %

EETHI L,

TAEY v AR EBRHET ZAEY (A7 AEY) Yo HICE D

NSAID O {H AL P i 55 -
AL i 5 & B R X
THEEZLNTWS,

H325mglh ) % B L 7235
& AHOARZRH L&
AT S - M
(L4 H ML 25 0> Z8 2 3 5

5 ENHE SN TV A,




ESiEES FRARAEIR - 51 i W - bR T

EAIIGNY 8 S AFH) &P /MRIEZ B L] 2 1L S o S8 /MK
sua¥ K7LV 79t AHIORZRH L\ BEHTHER G35
S| 72 & Z NI THHALAE i | 72 . NSAID @ 5 1k %
DFERPFL AT MM EY RIS TS LFE

I hTwb, AbNTWwWh,
1) F A VT A DOMBEF D E B R S TR AW
[16.7.1 /] AL VFYAOEMDH| S, Bk HES %
MTBBENND D, )F|2dEEZLNTWA,

PN RO e AN
DG & MG d kT %
LEICETicEEEES
F—35TL,

Va1 2=5 Y
[16.7.2 2]

A H O M AFE o i A B A
L. ARHOVERHHEES %

CYP2CIIZ & 2 KA1t
WrlHETLLEEZEZD

BENNKH L, 7VaF nTnwb,
V=R B O BHITIE
RH D¥ G- % AL A 5 Bl
WybZ L,
TNINA Y F ARHNJL N7 IWINA F F > D|CYP2CIT & B AHI DAL
[16.7.3 &) MEERRED LA L, AR #EZHET 2720, %
T VISR E T O] 72451 & [7] LCYP2CI T
PRS2 BZNDH L. (s hrizoLEz
L5NTW5,
7<) VRPUEILA] |70 ba Y e Y AE R |CYP2CO% 43 A AH D
TNT T THLBENDG DD, WHTHEHEICLLEEZ
[16.7.4 ] FloEmEICBW T, HE| ST,

THAIT L - T2
2 s hTnsb, 7
V77 v EREToBE
WCARFNOFE G % BllH D 5\
WA ET Y BT
SEBRLTBETZ L,

AN=E ok i g
[16.7.5 =H#]

KA O MBI T L
80 F b F U O
DA Lize RANIOE-H
WE L, SuFtF o
MRS 2 BE NN D o

FEA TRV
77V
[16.7.6 ZH]

FEAITRAPMNVT 72D
AR RES AL, 7%
Zbax k77 O
AHRT 2 BENDD 5o

CYP2D6 D BLEAEHINC &
bEEZLNTVD,

il e 71
T3 = A
SN S|

A

[16.7.7 2]

A F 0> M AFE T i BE AV T
L. AHOVEM ARG S %
BThhd s,

B IE STl

1. BfEA

ROEWEH D B HbNDH I N HDHDT, Bl E ToIirv, B

B DAL S & R 5 7% Ll YR AL &

1.1 EXLENEA

42 -

'ﬁ‘()\-— o

M1 2av 9. 7F7147F% 2= (TR LHEAT)

Yav s, TFT74 9% —, WK A IE. i %,
AEXERFEOEE 2 BBUEORIIRE SN TV,
11.1.2 H{EHEE (0.2%) . HIEEHM (0. 1% . HEEZT

(HEEAT)

Hafl, T (X L) S odEikas

WY R EEITH 2 L,
11.1.3 DEBEE, BizEdh (3 HERD)
DRHSE, WZED SO T THAIC X o TG 2.0 %
MRS SME SN TS, [1. BH]
11.1.4 OF2. 5 >MHEOFL (W3 b HEAR)
11.1.5 A2, BRI BEEARE) . FEEES0.1%K
i)« FE (FUEARD])

P 4s, P&, AST. ALT,
PEHEINTVD

o [8.5 %]

ELe v

B b E 3G Z ik L.

D L5 HEEOSEH

11.1.6 BERRMEM. AMBREIE. EFERIRE (TR LM

HEAH)

FHER R, MR AE, MR B

MR AE D FEBLA s ST b,

P ER R A i

11.1.7 SHBEE. BEMER (WL HEAH)
SRS, MEMEE LSO RE 2 EEEDRIHE ST

Wb, [8.6 M

11.1.8 fh & 4 & K 3% 3 Bt #% iE (Toxic Epidermal Necrolysis :
TEN) . REHERERE (Stevens-JohnsonfERE) . ZRZHIEE.
SMENREMESHRAE. FFEMEEBR (3 HERD)
PR S R R RAE . R R (. S EALBE, 2EUL
WSS HERIEE, BN R EOEE THEICL > TEE
W2 B RER OB ME N TWB DT, Fi5, ik E
b L o W EE (2 B S 2 BLE SR SN2 A X B IS

ek Ly Y 2L 2

Za > -

19

11.1.9 FEIEMMR FHEARE)
Wk, DU ER O, ERA. I o R (R SE0SR0 b7z
i, R P IWEXHL, WECT, Mif~ — 7 —F oMz
WS B 2 Lo MBI RED NS I3 &G 2k L,
R BB RV E OG- EDBY LRILEZ1TH) 2 &

1.2 ZOfDEIER

Lo [8.7 M

5%LL I | 1~5%A i

0.1~1%Aif

0. 19%A i
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ot g
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JENIEN
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SRR TREbE
DFE WV, IRE
FH

[P NN A
P F v, &
FLERR, TR
LRV

AMRAE, [ R
WL OEELIRE,
Ag, SIE. W
BRRTUAE, e

3

ALTHSm

AST H§ .
y-GTPH I,
ALI-PEEN. i
HEyLe
B, R w
vy =45
(228

o -
o3k

BUN#4

CKH#ghm, £
HAME, LDH
vy N o
i

LR

M % ) v 28
1 S| Rl )
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{8
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HIEAR R, fE
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WEZE,
M, 1
MUS A B
AT N
. HAR
&

o
=N

HkiE, W
%, EEMN.
fEE. Lo
J& 5 SRR
77 7 AN
%, RN
IR s
R IRAS PRI
ELCES

WoOBHE, Tk
PR SS.  HETB
NI =ik
TR, S
B Bk
EERE, FF L,
HRAE I

WIS |\pr~ A 7
arsua7z

U > Hm

NAGH.
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{48

R

LR, RHL
R, T bRE
i

B AE. B
I 7 J B K i
i 37 R 95, PSA
B, s L
7 F = HEm

[l

55 ML FE
KL, BT

i

e ML 39 20
TEBR IR

AEENR HRIR,
T PERIR, ks
B AL ERRL
AE RBYAR ST A
B ATRE, B
IRAEALAE, L2
MR, TR AR IR
IMeAE, LR

I 2

MHEge, Sl
i, SRIEEHSE

PEETNTS
S MBS,
VIR, 5

B 555

i)

&
&

Z35 5. B
PN, ALBE
PERIE, 95,
s, S5

SR, BE
VNI RN
% BRI,
STRHL RS
EZIRN 3 EN
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5%LA L |1~5%Ai | 0. 1~1%A | 0. 1% BUEAD]
ST LR il G R R N 2 N E R R (R /N
DFEWV M 9 #EdE |G, )
KT
Z ot Wik, W A, A< b2

. B, |V MEA NE
VIR, ANIE |7 a ¥ v 8,
FEibiin, F BN MW
RS, o A |G, AV any
VARG M| 5 — &G R
Wk e, 3E |G RAUE
s Beo HEG A
WHE. JHE.
Rl e, A
%/ N /N
7 UL —ha
49 TR 2 I g%
A MR
A7)+, K
i, FLB .
SR, P
WK, HnrpT 2
P AT T AN
S BT
RN )

14. BAEDEE

141 EHIZFEOEE
PTPEEOEANIPTPY — b2 S L TR % X 9 538
F5Z L, PTPY — FORBRMKICE D W ELA B2 BRI~
FIA L. BI2idgeile B2 U CTHERS R 5 o B8 2 A 00E 2 3F
BITDHLIEDVDH b,

15. ZOMOEE

15.1 ERER{ERICE D 154k

MENCBIT 2 7 0 A4+ —N—"EERILEEABICB VT, AFH
PG TF I AR TARAN G- ICHEIR B E o BIA A8 L 72 & o
WEDNDH D, Tz oI AT a4 PR - BEH 2 RHTHE
BTEHEENRTOLLMICBWT, KU ERERRO SR ED
WELD 5o

16. EERE
16.1 meigE
16.1.1 EERAICH T 2EYENE

R A 366112 L 3 % 3 750~400mg™ % Ze i T |
Pl U7z & & oo iV v i B3 03 45 5 39 2105 8 1 (2 3 o D 55 v gt
J (Cmax) (23 L 721, RIS~ o 989 (Tre) TS L.
Cmax J OVIILAE Fp i B2 — I3 ) iR T T A (AUC) IS5 R CH &
HEhfkwitsc EE LY,

L8027 5 ¥ A(CL/F) LU AT D54 %k (VA/F) OFF
HEHEY (AR ZE8)) 132 h2h21.2L/h (3942%) K 053351 (%
T7%) L SNTze F 7o, SERM OMKREIZCL/Fo, i 7 v
T VIREIVA/FOEBERNTH 5 LRI NY,
16.1.3 £WFHIEZEMRER

L 3%y 75100mel i 73 id+ L a3 F 2 7§E200mgl i
HFrxJEtlay 7 25£100mg izt L 2 v 7 25E200mg% 7
O 2F ==k ), BERAS TIcERERgE (kL ax
7 & L T100mg X i3200mg) % i £ H ml 6k 1P 5 L C i R 28
LRI ZE L. B OSN3 HRE N5 % —% (AUC, Cmax)
2DV TI0%ME FAX B THRERHAAT % 4T o 7285 H. 1log (0.80) ~
log(1.25) DFBHPITH 0 . MiH] o LW 220 W Z 0k 2shE L S 7z
(ELax 2 F100mg[REF/V])

Ji Tmax Cmax Tz AUCinf
(B (h) (ng/mL) (h) (ng * h/mL)
50mg + + + +
et 2+1.3 287+100.4 5£2.4 | 1631+540.2
100mg

2+1.4 553+212.2 7+3.2 | 3429+1149.8
(34%1)
200mg 2+0.9 815+303.0 8+3.5 | 5832+1674.5
(3471) ) ) ) )
400mg 240.9 | 12064577 | 9+4.1 | 10780+3793.4
(34%1) ) ) ) )

SPIfE + B e
F7o, EEERABMI0MIICEL 2 F 2 7200mex EE T H L L
EEBICHERS Lo &, ARG RFOCmaxid 1. 56512 LA
L7:%% AUCIZEE R T o729 s A B 3561
La* T 7100mgx 1H2E, SHETHREKERSG L8 &, &%
IRE(7H H) ®Cmaxid#607ng/mL. AUCo-12013#2652ng + h/
mLTH ). ERMEIIBRIN L0727,

16.1.2 BEICH T 2 EYHE

B w7~ 7 B R O T B B B F 6090 IC kL a o 7
25~300mg™ A 1H2M, fHIERS L7z & o miEdi gL
1,160 % v 72 BEAE HI SR W B REEAT D A5 R, W IR I BT

HERTA=% BHEINTA—F
AUCo-18 Cmax Tmax Tz
(ng - h/mL) (ng/mL) (h) (h)
L a¥x T 7| 3577.282 645.187
y . 2.12+1.12(5.97+2.04
100mg[ ®KH 73] | +1201.705 +228.496 5.97%2.0
Loy 7 X 3537.828 559.251
+ +
100mg +1215.320 +207.586 2.45+1.2917.00=3.23
(P = BE#EMR 7, n=61)
800
700 |

—o— L 2% Y 7§E100mgl K7 /3]
—O--+t L 3y 7 ZA§E100mg
T = BEHEAR S, n=61

600 |-
500 |-
100 LR

h 3

300 H

MAER#EE(ng/mL)

200
100

0

0 6 12 18 24 30 36 42 I%
5% OWER (h)
(EL x> Jg200mg[FHET/])
HENT A=

BEINTG A—F

AUCo-1s Cmax Tmax Tz
(ng - h/mL) (ng/mL) (h) (h)
L a¥xy 7| 6554.716 1050.760

2.43+1.17 | 7.27+2.96

200mel KM F/5) | £1990.920 | +309.136
LTy s AB| 6252.138 | 957.440
+ +
200mg 1875308 | =333.436 |0t M| TTIESS
(P35 = B2, n=32)
1200
1000 —o— t L I ¥ ¥ 7§E200mg [ ®H 7 /Y]
. -0t L I v 7 Z§200mg
2 st T B, n=32
e
2
600 [
B
x :
& 400 H
=
200
0 N °
0 6 12 18 24 30 36 42 48

B E5 R OKEH (h)
MM O AUC, Cmax®:0/85 X — & &, B O%IR,
A OFRIURIEL - W EOTIRGM L > TR D WEENEYED 5,
16.3 90
16.3.1 EARKEE
In vitro}. Pex vivolZ X 2T OFER, L aF ¥ 7 omiEE
FIRERIINIT%TH Y, FELTT VT I VL, DWW Ta-H
PEREE A E ISR T 5 2 LdVRENL,
16.4 X3
In vitro'V J. Win vivo P IR OFER» S, kL aF T TiIEFE L
THYRBEEZECYP2CIZ AL TRFEINLZZEDBHS L B>
TWh,

_4_



CYP2COUZ IZ MR L M AHFAE Ly Le¥—Led™ D 7 I/ FRIE
WCEDHEAN L > TRRBEEPET T 2550755, HAAN

12651 A L7e2s, AUCIREE % 2 ah o 72® (JHEA 7 —
%) [10.2 2]

2186 % x4 & L 7=CYP2CODWIFE Tl Tle™—Leu™ D K €% 16.7.4 JIT7 7>

AR (CYP2C9*3/*3) 3R HE L e b o 7225, Leu®™ DA F 041k
(CYP2C9*1/*3) 13218611 9%1 (4.1%) FE4E L 72 & D#EHH 519,
CYP2COD A5 M (CYP2CO*3) DIEBL LT, L aF T 72 H
[ AR G- L7z & &, CYP2COD AT &1k (Tle®—Leu™,
CYP2C9*1/*3) % A % HEHER N 1551 AUCIZ B 4  (CYP2C9*1/
D) ORERES A L3THNC TR 615 & mflEiz R L7220,

fERER A L 3% 2 7100mg % HEH 5 L7z & &, CYP2CY

TR AN12BIC T VT 7)) v 2 FHEi S L%, kLaxy
7200mgZ&1H2E & TV 7 71) Y1~5mgZz1H1E, 7THRMBEHL
Jzl& wLaXFTTIEINT 7Y OMERRERYTE e
VYUK EE RIT S otz LA LEDS, AT
ICEIEICBVWT, ELaFxy 777 ) Y2 FEHLTWS
B, Juba vy VRROERE M) BETHAICL > TR
A R 2SS S Tw a2 (HEAF— %), [10.2 ]

141 (4f0) & L. CYP2C9*3/*3(3) » AUCIE Ay 35 Rifiti 2 7R 16.7.5 /XOF & F >

LY JEAF—%), R ACE L 3% Y 7200meg% 1 H 1E®
THHIBERES Lz & &, CYP2CO*1/*1 (7#1) & lb#z L, CYP2C9
*3/*3(361) DCmax i3 F4fE, AUCIEHTREFEMEZ RS 2 & 255
ENTWBY FEAF—%), [10. ZH]
16.5 ittt

R ABEIC LI Xy TR Lo L 2OREIMAEDIR L
O PP (~3%), vV aF T2 )75y ARE
ELTR#IZV T I RITE B EHEEEINT, BERAT I

TEFERE AN 18BIIC /N T & F »20mg & 1 H 1A, AHR7H &S L
7efBS, LI XY 7200mek M BB S- Lok &
L aF T 7 OCmaxiIPEAIC X 0. 7RIS T L7228, AUC
B EZ TR o2 T BERAISBIICELIF YT
200mg#x 1 H2Mml, A%7HEES Lz%IZ, 2SaFtF 2 20mg
22T HE GRS Lz &, N0 F LT v DOCmax kL TAUC
BRI & 0 221 585 L O8R5 IC B R L 72% (SHELA
F—%). [10.2 2]

MC-t L a ¥ ¥ 7300mg™ & 228 FHAE S Lz & & o, IR 16.7.6 TX* X bAX MLT 7>

Je VAN COX-1 2 FCOX -2 FH TE 2 7R & 2 WAL A331
BEE S, MEEIZIEE L UTREMMERDSEFEEL T, £
72y WSRE D IR JL O FE kR S 2 B U O #927% S OF)
58% T - 721" (BHEIANT—% )0

TR A4 L 3% ¥ 7200mge FF A PO A MVT 7 ¥
30mg#Z1H2I, EHTHEBHALALE, FFATIaX VT 7
Y OCmax L CAUCIEPERIC X D ZNEN82. 485 L U2 665
W EH LD GHEATF—%). [10.2 B3]

16.6 HENEREH T 28E 16.7.7 fHIERHI

16.6.1 BEEERE
2 T T G BR AR08 8 28 34 ~ 60mL/min/1.73m?) 22 ] 12
L a¥xy7200mgx1H2E, EHTHHEKERS L-LED
AUCo7zn AN BT B E Ko 72 JHEATF— %),

16.6.2 fFEEEEE TE)ARF DK S e OV R 7 < F 1 100~200mg & 1 H 2

JERE s B % B MRS A IS 2 L a2 ¥ 2 7 100meg % 1 H 2], 5
HIBEI R G- L7z & & BEATREE 5% (Child-Pugh Class A :

12651) ® AUCo-1zn ZAEEE R (1260) 12 TR 365 1S, R
[ 5E 8% (Child-Pugh Class B : 1161) Tl faHe s A (1161) 121k
NRTR2. TR EA L2 GHEAT— %), [9.3.2 28]

16.6.3 SfmE

ikt 3 5 s O3 22 (66 ~ 837%) 2461 Je O° Ik w5 ik U3 £ (19~ 4873%) 241
kb aFy7200mg%x 1 H2m, SHMMXEHG Lz &, &
HIRTBIC B 2 2208 T8 5 o & s 5 22 @ Cmax L OV AUCo-120
(Cmax : 1808ng/mL. AUCo-12v : 11852ng « h/mL) & I} & i 5
% (Cmax : 973ng/mL. AUCo-12n : 5871ng - h/mL) & ki L C
EEE R L7ze T2 El Mo Cmax & NAUCo-120(Cmax -

2362ng/mL. AUCo-12n : 15466ng + h/mL) 1% & i 5% % (Cmax :

1254ng/mL. AUCo2n : 8238ng + h/mL) & 1) @&fitiz /= L7220 (4%

1
171 ARV RLEICET 255
17.1.1 A3 OER & 5K (ERERKRHER)

TEHER A24B0I2 8 L 2% 2 7200mg & FIEEH (T VI =y 4 - <
T ATy NEATHEA) A T RS Lo & kL aF
¥ 7 OCmaxid BEIC X O #0665 KT L7225, AUCIEEEZ
ZF e dro 72 BHEAT— %), [10.2 ]

W, ZPEBA IR, WA, TR PO PR AE,  SHIE BT R, R - SR
%50 100mg&x 1 H2lnl, Fith. IMEE. PEtEOH % - $85E @ Wil A
400mg. 2 H PAREIZ1M200mg & L CLH2MER %53 5. B, &5
MRS X6 DL L1 2 2 &0 EHOBA L. WEOA400mg, LEIZIG
U CRAREIZ200mg 2 6 I DL B2 V) TRECI% 55 % 7272 L. 1H2HF T
L35,

7. ERPRRRAE

FEIN T v~ F, ZRIEBIEE. MORE. 5 B B 2E
SHH AR RERE, B - RS, TR, SMBRM OISR EE 2
RS SNt S 7 BRI B B AR O RE 2RI DT
DEBYTHo72

BEE ) v~ F. ERMEEE. BHE. FRESEARR. HRbiE

REE,. B - RESR)

/\73'_ 5)0

16.7 EMHEEER
16.7.1 UFI L

fREFE 2460122 L 3 ¥ 2 7200mg & V) F 7 2 450mg % 1 H 2],
BEHRTAMOEA L2 & &, EHWIREBICBIT2 ) F 7 2 DCmax ik
CAUCIEBERIZ L D g bl 26512 LR L7222 GHEAT—

5)o [10.2 ]

16.7.2 ZJbaF+vJ—I
fRERE IR ANL7BINC 7V 3 —v200mgZ 1 H 1\, &7 H M5

WS B ) v~ F LI
s | smbmaee | DU | e
tla | kla | klLa ‘Lo +tLa
S R E A DA Dy A E S N
i - |77 " 10ome | 200mg | 200mg |77 100mg |77 | 100me
1H28 | 1628 | 1H28E 1H28] 1H28
501 438 1238 48 438
AT
e | 74| 2| T |38 | w0 | 8t | 181 | 2%

L7212, 2L aF 2 7200mg % 2205 F .l fF G- L7z & &,
L aF Y7 OCmax K AUCIEHEHIC X ) 22yl . 7TH %
2. 352 LA L7222 BHEANT7— %), [10.2 2]

BHOER
FHE(VAS) | 3.4 -74 | -114 | 94 | -198 | -26.4

16.7.3 ZILINZAZF >
fEHER A5 L a2 7200mg & 7 VN A F F 20mg %
1H2E, EH7THEMEH L&, L 2%y 7OCmax L
AUCIRBEMIZ L Y W RS 3MEIC EH Lze T2, KA
136IIC L 2 ¥ 2 7200mge 7 VNA ¥ T 20mex 1 H2m, T

_ 0| f)
AL | £17.39 | £20.09 | £19.01 | £21.15 | £21.23 | £24.77 2167 | =306
(mm)
BEOBRER
WGEE
A IES _ i i _ .
e i 2.5 7.5 9.3 9.3 20.2 | -25.1 20,00 | 27,30

(VAS)Y | £19.82 | £17.03 | £18.07 | £20.26 | £20.69 | £24.07
TR

(mm)

BIBBPERA L7z &, ZVNAY T OCmaxiZPHHICE DK

_5_



a) PPS(Per Protocol Set) : {GBERIZHEFT M 1284 L 72k G4

b) TN BT Tl B 04T

o) ZIVEBIE Tl PR RE O 4 ik Sl

d) ACRIFHHEHE (P L U FHFR (LT 01 K U2) &= 3 AT 8 1L § %,
1) P95 BB A S OB R B R EL A5 371 b 20% LA 23, 2) HE oo 93 R Al
(Visual Analogue Scale : VAS). M3 O BIGB 44 HEHI (VAS). &
il D 3 G B VE MR (VAS) . B3 0 S IRBERERHIT (mHAQ) ©4IHH @
3 B3 AL EIC BV T20%0 i)

) AR EH 58 O I AETAMIRE (2 B V) 2 S 3R I i e s B e 1 B
U s ([ &g | D L odE)

) GBI & BB FE AT TH 5720, BRSOV TIIRRERE T

g)FAS(Full Analysis Set) @ ## & 1M PL AR Uy e 5-0 1A )P FAli 8
HASEEAI S T B 00 G i [

h) H OUGE AT B < 72 72 1L Lo fla

i)RDQ (Roland-Morris Disability Questionnaire) : 21547 8) o> 52 3§
% 2430 H O [

(Fiifth. SMERL T ITREREE)

HREA TN HME I
N 45 IAHRRER™ — AR B
ﬁaifﬁijﬂﬂ 77 R traxyry | kLaxyyY
rg L
5011 2H 8H
A5 PSR 19 B 124 248 80
e z
A ?ﬁﬁ a5 79/124(63.7%) | 189/248(76.2%) | 70/80(87.5%)
ks
%ﬁdffj EJVAS) 52.6+15.2

384 B v~ T 25 Tk B B /3% 4 Pk B kB
. I S TIAH - ) i o5 AR 5 A R
2 % =0 [ER20) #a 1l 2R [ES31) SREA3Y) B
N2 TR IES AR . FRIIEE AR | 2 TOAH AR FN e G B
tlLa | kla | kLo tlLa tlLa s tlraxir +la
HeH L FVT XTI FVT | L L FVT L FYT A. | 77tR | 25mg | 50mg |100mg |200mg |400mg |77t K | 37
wis: - |7 7| 100me | 200mg | 200me |77 E 100me |77 EF| 100me A - A Bl | Hm | g | | g 0mg
A2 | 1A2E | 126 A28 1720 K5I 1H (fipa)) 1H (211)
$5-301 1 438 1238 438 43 AR ST
R g | 93 | 98 | 54 | 54 | 53 | 58 | 58 | 64
e H
gﬂr %ﬂﬁ 23 | 88 | -9 | -06 | 2186 | -0 ‘“‘fﬁz% 13/53 | 28/58 | 27/54 | 39/54 | 39/53 | 47/58 | 15/58 | 41/64
EMa Ta. “o. L - ~10. Tt _ ) | _ 1) = % 9 % 4 % % % %
VA8 | £1460| £15.81 | £16.17| £10.85 | =10 32| s21 65| 222" | 302 e |45 |(48.3%) | (0.0%) | (72.2%) | (73.6%) | (81.0%) | 25.9%) | (64.1%)
B JEi o e 7 12.3 | 33.4
(mm) (VAS) +19.5|+24.2
ACR(EMR)C| 5/67 | 12/72 | 19/79 | 68/318 (mm)® T
LAY | (7.5%) | (16.7%) | (24.1%) | (21.4%) a) FAS(Full Analysis Set) X IZITT (Intention To Treat) : #E#] % 18] 2L 1
TN T b 200 = A Ak S N N g Ap
:{;ﬁ:& 1773 | 2372 | 25/79 | 84/318 | 45/90 | 57/84 | 74/151 |200/286 ’fjﬁa L‘Ej*x?f’%b‘ﬁff "ﬁﬁ%,w ﬁjrﬂﬁéﬁff ,éffzﬁi.m s
. ; (23.3%) | (31.9%) | (31.6%) | (26.4%) | (50.0%) | (67.9%) | (49.0%) | (69.9%) b) D |%ﬂ-i%ﬁw«f(mu f: 13asr %1<)KJJX 72 aﬂﬂﬁbf:m%‘@njn)
L HUEEE O PIIREERE (VAS) (BEIZ X B5Fli. R— A T 4 ¥ W — I ieaHiiRg)
BA Ve R BRI g | SUR B G R - B g DAL L 2 F Y 7400megh 5%, FHICEL 2% Y 7200mgZ %5 L. %
R, ARG R RO Hizt L 3% 7200mg% 1 H2m P45 L7z
N tLaxys tlLaxy 7 e) Mt L a ¥ 7400mg#x G-, MHICEL 3% 7200mgx 5L, #
%ﬁﬂ N 100mg 100mg HBBIE L L 3% Y 7200mg# 1 A 245 L7
k- LH 28] L H 25l 0L TF Y 7400mgik 551, TICPURE L LEE L B% 2058
Be5HIH 434 434 434 23 52 AT, B SO A % SR L7
ARSI | 414 74 80 79 17.1.2 EEBEICHT 5 BE (ENERRER)
BHTRINN | oo | m2 | w3 | s B ) &~ S (PR 125 AT B A (5
L (o) ' £20.57 | *21.28 | *19.80 SR © 4B 2R &9 B G B2 B O BB 7 — &
BEO LUl o1 | w0 | m1 U LA ILIEREE GEAR) Sk C ORI BB
(VAS) -25.00 £93.56 +21.77 £20.41 L 3% ¥ 7100~200mg 1H2M$5-T12.6%(96/759) . it i 4k
THELY o (COX-2023 L TRIUED BV IEA 7 11 4 FHEIH 2% - SUiAl) T
S R X -37.3 -33.5 13.4%(103/769) T - 7212,
LR () ' £22.72 | =17.38 | *19.7 17.1.3 LIERICH T 582 (EREERRER)
B O 36/74 43/80 41/79 P CHENE L 7z 7~ F e (B 50 1280 2N
Yot (48.6%) (53.8%) (51.9%) B BT AE L (B G-I - 40 1) 2o B & 5 2 2 AR BR 2 K
WWI;ES("Z | B BROWERE T — 5 w AT LR R, S A DA R 0 LK
9%t Ny ~ < -} 0B
AR | 261/401 48/74 56/80 53/79 3 tlaxy 7190 200mg 152'5'_&5‘@%?‘0/ ?59)‘ IR
WIS B (65.1%) | (64.9%) | (70.0%) | (67.1%) JE(COX-2003 L CRIRMEDIR VW IE R 7 1 4 WP %% - S H))

T0.3%(2/769) TH - 724, F/oo BHEIY v~ TFEBEFHS
JAR AR fo OV B E A A (G R  ER) & S
L5277 AR B ERILEGRBRSRERIC B 2 T L
MEFZOFHEITL L 2% 7100~200mg 1H20#5-T0%
(0/675). 77t KT0.2%(1/412) TH - 7229, %5, 2007
FORERE T TICHEM S NiRE E ToRG MM craett
% GRA L 72 [ A Al R SRR 123 B (B f ) o < . Tk B
SE. MR, T8 BRI PH 9%, SHUS M R L OV - R SR
ERG L LR OWEE 7 — 712 B B T RIS
LOFEBRIL, L aF Y 725~400mg 1H 25 TO.1%
(2/2,398) TH - 729, S 512, WEIE. 5 BIEEPAZ. SAE i
SERERE (O3 3 SR ¢ 4 E) K O - TR g R (P50
M 20 MH) 2R E L 72 BRSO B E 7 — & ORI T,
EELOIMEFROFHEIZLL 352 7100~200mg 1 H2[H
$5.T0%(0/1,304). 75 EKRT0.2%(1/411), HIEHE(COX-2
R L TR VIERF a4 FEH %L - #5A) <0.1%
(1/831) TH - 7219, Filitr B5-WH - 20 M) 4MEE B 5
M 8H ). Hkith P50 1 3d2m) o BEE g e L
TeRBAAER Tl EELLOMERLOBHITLLIFI T, 7
S REORBEGER 704 FHEE% - 84D owFhok
HHIZHRO SN2 h o727,

17.2 BUERFTEHRAES

17.2.1 ENSSERFTTHBEREER BERADO LEBHELEMEICR
F9HEO®KRE
TERERLA (P2 5100 - 208 0) % 65 & 3 2 FHEA IR o f 5.
- TR o BB SR (NN e L 3% 2 7100mg
TH2H#5-T1.4%(1/74) . 3RS (COX-212xF L TEIRVEDK




WIERA T E 4 RS - #UEH]) T27.6%((21/76). 7 I ERT
2.7%(1/37) T - 729,

L ax v 7THOY - + RGBS U2 L. EORWER D%
BlEIZ, U5 AMEE %10.5%(8/76) MEEAPLK2.6%(2/76), L
JEEBRE2.6%(2/76) H9£2.6%(2/76) [1N9£2.6%(2/76) Td - 720
XPBEEF—y E=8 ) YV RARIC L B HE

17.3 Z0fth

17.3.1 REBFHRE5HR (77 tREBRB R —TBERTFHHR)
HENCBWT, 2L ax vy 7ORERY — 7T (K#A
DORREXIRR TIE R V) OME % B & 3 2 28 B2 FE it <
N, S0 9 B APCRRER (U K5 W P58 7 Bl skBg) <l 3
EBOBEHRMETIC TS RERKL, vLaxy THE5TO
AR H (LA H SIS X B80T, OEZE LA ) o
SR 2 Bmasiio sz, EAFMEEO T 5
LRICHT S L IF T TOMY A2 13400mg 1H2[E#% 5T
3.4(95%CI : 1.4-8.5), 200mg 1 H2[# 5 T2.8(95%CI : 1.1-
7.2) Th otz JEBMOBEAFMBEE ORFEHBETIE, T+
ATI130.9%(6/679), L 2% 7400mg 1H2/E %5 CT3.0%
(20/671), 200mg 1H2lE#%5-T2.5%(17/685) TH o720 —H7.
PreSAPRER KIGIEME R Y — 7RI PR Tk, #HAE
B ICDOWT T 5 2R E L ZZH% Y 2 2 13400mg 1H 1
3% 5 T1.2(95%CL : 0.6-2.4) THERY A7 OWRIZAD S
Ntz SEMOBEAFNIEHE O BEHEBE X, 79 ¢
ATI21.9%(12/628), L I %3 7400mg 1H 1S5 T2.3%
(21/933) TH - 7297 JAEATF— %) [1. BH]

) ARH DGR S A R ORI B ) 7 < 5 ¢ 100~200mg# 1 2, %
TEPERIE . E. A R 5. SUSBOREIERE, B - ESZ  100mg
R1H2M., Fiith, SMEHK. HEHRON % - 208 © AEOHI00mg. 2
HDIBEIZ101200mg & L Cl1H2ME 8% 53 %, 2B, 5 M b IZ6R:H
PEHFD k. EHOHEIE M0 R400me, BIEIIE LT
200mg# 6IF I Ll L& 1 TR 55 %0 72720, 1A2MECTE T 5,

18. ZEhskrE
18.1 1EA#EF
tlLaxy7iE, YrutrF vy —E(COX) IIxT 5 E
AR T 270000 MEETHRZBEREHWEZBRLD
COX-1, COX-2%ZzhZNI5 I L 7= b HkAINE %2 V72 525k
IZBWT, COX-21Txt L CEIRM 2 HEVEH 2R L7235 (in
vitroiklf) . L ax T 7IE, RIERPTICHEINLCOX-2%
BIRAYICHHE L, COX2Hkp T a2 4 75 v Y VEOGK %
P2 Lic k), Wk - EREHERT EEZ SN EY,
18.2 MAMER U EEIER
tLaFy iz, BUEREETVTHLTY bOT TV aNy b
MEIRETFTVICBWT, BF V7072 RUOA Y FAF T
& FIRRBE O PLINE K OB 1 & 7R L7257,
18.3 SHILE IS T 21EH
Ll aFy7id, J v MU CH R O/NE R S04 % o)
Ehdrolze —H. AVEXF Yy, uxvyruzey, V¥
07 xF 2 JBOF 705t 3 RARTE I B O/ I ik
ERERLEY, [8.4 5]
18.4 M/VREEE (S 2 1EA
L aFy 7z, b FERBIMIMUIBNTT 7 F F U BEikR
M/NMUEEEZ IR L 2o ze —H, BFYTO 720, 4V
FXy Ty, Dru7cF 7 RUA 7707z VIEREREN
VLIRS 2 P L 7250 (i vitro VB o
18.5 —a1—F/ O ZREREDHA
—Ho=a—F oy RZEEIL. HLHEOIEAT T A FEH
% PRHIZINT 22 LT TRICRBEFRT L LS
NTwz®, tlLafxy 7z ) FHyrvEp—a—F/ur%
PRS2 < 2B HES- L Th . BRIEFE S Mk h o 727,

19. AR ICEEY BIBILFEMFER

—it% + L 3% 7 (Celecoxib)

b4, © 4-[5-(4-Methylphenyl) -3- (trifluoromethyl) -14-pyrazol-
1-yllbenzenesulfonamide

T3 ¢ CirHuFsN3O2S

¥ - 381.37

R AR OB RIS OB R TH B, A5 —IVIZEDT
gL, TF = (99.5) I2RRiEIFRe T L. KiTlFe
AEBET v, RSP RD O,

Mt
O O
N\ 7/
S
HsC /@/ NNTI
N
o\
/N
F F
F
22. B

(ELaFx > 7#100mg[HET/N])

100$E[10%E (PTP) X 10]. 140%E[144E (PTP) x 101,

7008 [144¢ (PTP) x50]. 2008[7F AF v 7 K kb, NF]
(ELax > 7#200mg[HET/V])

100%£[10%E (PTP) X 10]. 140%E[14% (PTP) X 10]
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RAIZK T A MAHRE (L a2y 7 258 2007451 H 26 H 7K
. HEEER22.7.6.34)

OAWH T AH MR (L L a3 v 7 2%E: 20074£1 H26 H &
B HEHER22.7.6.36)
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