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/*3) AT AR ALSBI O AUCIEZEFER (CYP2CI* 1/ *1) D HEHE A
137HN A THRIL6HE & stz R L 725 o
RS2 L 3 % 2 7100mg % Bl#E 5 L& &, CYP2C9*1/*1(4
i) & It L, CYP2C9*3/*3(36) ® AUCIE#3Rs i 271 L (FHE A 7 —
), EHER AL 2% 7200me % L H1EE 70 B GRS Lk &,
CYP2CO*1/*1(7#1) & Il L. CYP2C9*3/*3(361) ®Cmaxid#4Hs.
AUCIEHMTR M2 RS S 28 shTw a0 BEAF—%), [10.
]

16.5 HEttt
ERER AR L a Xy T2EL Lz L & ORZILRD IR L O #E Pk
KIHEL (~3%). AHDZ VT IV ARFFEELTHRBHZ VT IV AL D
LHEEES N, HEHERABPEICHUC-E L T F 2 7300mglh) & 2 T ML B
B L7 & &0, RBEOENIZCOX-1 K COX-2BEFHIE A 7 S 2 Wi
W ASIMH ) E S, MAERIIEEE U TREBIMAEDSFEL Tniz.
7oy BUHBED IR Je OFE P HEIER I F M2 U D#I27% K U%958% T & -
72561 (RN F— %) o

16.6 '1"-?@03"‘§7Eﬁ§'%$%

16.6.1 BEZEE
PR R ERE22HICE L 3 X 2 7200meg a1 H2I, AA7H MRS
L7=& E®OAUC72n F A BT Bl & K% Do 726 (AHE A 7 —
)6

16.6.2 FAEEEE
Wi g e ORI 2 L 3 5 3 7100mg 2 1 H 2], £o145 H R A5

&%uw: & &, EEEEIFRG S B (Child-Pugh Class A @ 12) ® AUCo12nl&
TEHE N (1261) 12 TRL3REIS, A EERFRE & R (Child-Pugh Class
B : 116) T A (11B0) 12 e TR 7651 L3R L 725 (SR EA 7 —
7)o [932 ZH]

16.6.3 SthaE
R R TR i 5 X (66~ 83 ) 24190 [ O FE il B Zc (19~485%) 24P ic L a ¥ ¥
7200mgZx LH2Mm, SHMKERG Lizs &, @FIRBITB I 52 %
Lo wi ¥ 2 O Cmax % OPAUCo-12n (Cmax : 1808ng/mL. AUCo-12h :
11852ng + h/mL) ¥ I & #nY 2¢ (Cmax : 973ng/mL. AUCo12h : 5871ng - h
/mL) E L CEfiz R Lz, 72, it oCmax  OFAUCo-120
(Cmax : 2362ng/mL. AUCo12h : 15466ng - h/mL) 3 & #% #: (Cmax :
1254ng/mL. AUCo-12h : 8238ng - h/mL) & b Efii% 5 L 726 (SHE A7 —
%)

16.7 ZYEE1ER

16.71 UFIL
FERERE A 241 A HI200mg & V) F- 7 2450mgx 1 H2Mm], ££#7H B L7z
LE, EWREBICBITS)FY ADOCmax L CAUCEBHICE Y wiFhd
126512 ER L7229 WHEAF— 7). [102 ]

16.7.2 Z)L3FVI—=IL
ERERALTHIC 7 v 25V = )v200mg % T H 1, &H7HES L%k,
KRHI200mg % Ze B F WS- L7z & &, AHIOCmax e FAUCIEBE
2k ) ERBRMLIE R OR300 ES L7229 BHEAF— %), [102 5
]

16.7.3 ZIVIKRFF
FEHER N 15BICARHI200mg & 7 VN A 7 F »20mgZ 1H 20, A7 H b
HL7zE &, AHOCmax L CAUCIKHEHICE D Wi 135 AL
72o F 720 AEBORALIBICAHKI200mg & 7 VXA & F 2 20mgZ 1 H200, £
BIHMPEH L7z &, 7V A Y F > OCmaxi3BEHIC X Y #126512 L&
L7zh5, AUCIHEER S b o720 BHEAF— %), [102 ]

16.7.4 DILT 7V
R NL2BIZ T V7 7 ) ¥ &SR G U712, A#200mgz 1H2[0 &
INT7 7)) y1~5mgZz1H1M, 7THMHHH L&, AHlgT vz 7Y >~
OIMBEFIEE R 70 b1 v E VRIS RIFS 2h o720, Ll
BAD, WA THICHEBEICBWT, KA TILVT 7)) YEBFEHLTYS
BHEIC, 7o burEVRBEOERZ M) BETHEIC L > T4
A Shcw s PHRAF— %), [102 ZE]

16.7.5 )\OFtEF>
HEHR N8B ST F 2 F »20mgx 1010, £H%7H S Lz#kic, &
#I1200mg % 2288 T H PRS- Lz & & KK OCmaxid I X 0 507
BHART L7z AUCIREE 220 b o7ze F 72, HEHIRA IS AH
200mgZ 1 H2M, &HE7H S L%Ic, SafxtF v 20mg% 2206 i
\gEHELG Lz &, NaFEF U OCmax L CAUCKRPEHIC X h Zh 2
NHILSRE K ORILSREIC B L 720 EAT— %) [102 ZH)

16.7.6 TFAMOXNLT 7YV
TEREIR A L4612 AAI200mg e 7 2 h 1 % kL7 7 »30mgZ 1 H2M, %
THMBEH L&, FFAPT A MV7 7 ¥ OCmax i FAUCIZHHHIC &
) ENENF2485 K OFI266512 LS L 720 BHEAF— %), [102 BK]

16.7.7 HIEEH
R A 245112 ARF200me & BIFEFR] (7 VI =7 A - v 7R V7 DA
) % 22 B8 T HEGEHIR G L7z & & ARHIOCmax EPEHIC & ) #0.66512 4K

T LA AUCIHIEE R ST hdo 720 BHEIAT— %), [102 2]
«f)ﬂxﬁl@7¥<Wém_m&&0m£zilﬁaﬁuﬂyv—f 100~200mg# 1 H2
Bl B E . MOWAE. B P2, SR e . B - B
%% 100mgZx LH2I, FAlitk. sMEH. ?&ﬁf&@iﬁ%-ﬁﬁﬁ:?ﬂlﬁm
A400mg. 208 B BLBE1Z1E200mg & LCLH2ER S35, 4B,
P G- Wb IR DL L 5 2 Lo WHOYE L. #IE O A400mg. ¥
PG U T LREIZ200me & 6 RT BL L dp VT TRECk 53 %, 72750, 1
H2EETET 5,

17. BRIRALIE

171 BHUERURMEICET 25

17.1.1 ENEOEBHAE (EARRHER)
FENCHEEY v~ T BIMEE. MEE. 5 BEE P, S bE B
BE BE - BEESZE, FAlTER. AMERE M OG0 RIS T S M7z ERIR
BB 2 GO EE R ERIDTOL BN TH -7

1 OB v~ T ZWEBIEE. MR JE BIEE P2, SHUE M i
FHIN 3 S
/31E B v~ 7 ZE TNk B e
. . I SIAH | RIS M FE A
A BB ITHRE? | S | ) Bodt
tla|xla|xra rla Lo
R TN FIT|FVT|FOT| T FVT|TT | FVT
- HE | &R | 100mg | 200mg | 200mg | & | 100mg | £ | 100mg
TH2IE | TH2E | 1H 20 1H 20 1H 20
F5401 1 438 1258 438 438
RN ST
i 4| 72 79 318 | 90 | 84 | 151 | 295
BEOMHFENAS | 34 | =74 | —114 | —94 | -198| =264 | , | o0
EYELEmn) | £1730 | £2009 | £19.01 | £21.15 | 2193 | 2477 |~ :
BHOH B
. % | =75 | -93 | -93 | -22| -251 .
LRI (VAS)Y) . 2000 | —27.39
PR () | Z1980| £1703 | 1807 | 2026 | <269 | £2407
OF
%:Za e (‘i éﬁ)ﬁ -23 - 88 - 119 O 96 | -186 - 249 | oo | _3090
PO () | S0 | £1581 | 1617 | 1985 | <1932 | £2166
ACRCER) | 567 | 12/72 | 19/79 | 68/318
12k BueRd | (75%) | (167%) | (241%) | (214%)
WRERYEE | 1 | 2372 | 25/79 | 84/318 | 4% | 57/84 | W3l | 200/286
5z £ puEd | (283%) | (319%) | (316%) | (264%) | (500%) | (67.9%) | (490%) | (69.9%)
A JHER A T BB R P A | SR B RE (A | e - BEdE ¢
W 55 IR a1
- «zl/lg(r)se:/7 4:1/1(;:)39:/7‘
ik - s ot
1H20H 1H2[E
e G- H 438 438 438 238
HANPERATAE U500 414 74 80 79
EROIHE (VAS) 940 -332 -343 -315
TP (mm) : +2057 +21.28 +19.80
BHOLBEF(V AS) o500 -324 -36.0 -281
FH92L 8 (mm) : +2356 +21.77 +2041
B0 &4 (VAS) . -399 -373 -335
2L (mm) : £22.72 +17.38 +1975
O B 36/74 43/80 41/79
Yt (486%) (538%) (51.9%)
RDQ’ gD
TR (AT T) :
w%ﬁ'“ﬂﬁ(éf; 261/401 48/74 56/80 53/79
I & B se (65.1%) (64.9%) (70.0%) (67.1%)
a)PPS(Per Protocol Set) : {&BRIZHMEF T8 A L 725 R 4N
b) B BEIE Tl BE O

o) ZE TNk B Bl T l’iﬁfﬁ@ A A

d) ACREL#H3E () 12 X 2B (LLT 1) R U2) &7 36T 8% )
LT %o 1) PRI B MR SiEs 371 5 20% DL g, 2) B
DI M (Visual Analogue Scale : VAS). ¥ O BIHEITE 4
fili (VAS) . B Fili %2 G Bh Pk A GG (VAS) . B#E O & (R E ST
(mHAQ) D4IHH 9 H 3T H LRI 5B T20% BL o)

) GMEUCE BT 5 O I MGG 12 381 5 0 38 I i s e 52 1
zuta&ﬁ%(@%rﬁ&ﬁju:w%ﬂ%)

) BT X B R ATl

g)FAS(Full Analysis Set) : 354 2 11 2L IR U $5-8 A %k P
BIEE /R B RS AN QAYY O E E b

h) A OYGEEERHl AT B < o 7z L L odE

i)RDQ (Roland-Morris Disability Questionnaire)
% 2435 H DR R

CETATE ORI S



£2 TR SMERIE OBk R

18. EHEE

18.1 {EFAKRF
tLaFy7IE, Y7 aFdF A+ —E(COX) ITH§ % HESME % Matd
L7200 b RGTFHIR 2 B E V9B COX-1. COX-2% #h 2
N Lz b HEIRE B2 BRI B W T, COX-21axt LT 72
MHEEM 23R L7z (n vitro RB8) . L aF 3713, RERFICHFESN

3% Tl MR NG
RER 45 T HTRERTD — TR R
Je 7T kR traxyyd | kraxy s
Fk -
P 5011 2H 8H
AR ) 124 248 80
BHOMLIZ L 255D | 79/124(63.7%) | 189/248(76.2%) | 70/80(87.5%)
JERRIER (VAS) (mm)® | 3482+29318 | 455124781 526+ 152
3584 PRI Pk 2 P
s 45 A RER1S) 5 AR BRLD
AR W A
tlaxy7
ﬂfﬁu 77 ’ 77 t 1/ :'.
Wik -1 4k | 2mg | 50mg | 100mg | 200mg | 400mg | t | T ¥ 7
i MWW | OHE | M| OHE | HE 200mg
5401 1H (3ifa]) 1H (2011
H AT
g | 53 58 54 54 53 58 58 64
BEOMG | 1353 | 28/58 | 27/54 | 39/54 | 39/53 | 47/38 | 15/58 | 41/64
[kadi | (245%) | (483%) | (500%) | (722%) | (736%) | (81.0%) | (25.9%) | (64.1%)
JEAE 12.3 334
(VAS) (mm)®! +195 | £242

a) FAS(Full Analysis Set) X{ZITT (Intention To Treat) : &5 % 11n] L\
FHRA L. #5804 R PR H 253l S L CTw 2 53 G [
b) BHE DG X 2 H%=E ([ Fhe 72 DU & {Rhw A L& 50l L - B o
EHE)
)R IE A (VAS) (BHIC X 25, N— R T 4 VI — if&aFAlfikg)
AW L 3%y 7400meft 5%, FHIZEL 3% 7200mgZH5 L.
BHIEE L TF L 7200mg# 1 A 2045 L7z
e) MMt L I ¥y 7400megft %, FHICEL I+ 7200mg% 45 L.
BHPMEE L 3% 2 7200mg#k 1 H2l#% 5 L 7=
DL aF T 7400melk 5, TICHEINEA BEL LB 2021058
e Z ATV BN O F M & SR L 72
17.1.2 DIIERICTH T B2 (ERERIER)
[EI N CHEHE L7z BIfE ) v~ T B (B G-I ¢ 128 1) . 2SI B e R
(B 50 - 4R 265 L 5 2 FE3 IR BRI B O Wbk 7 — & & 45
L7, EEAOMAEFROFRBIERIE, £ 2% 7100~200mgl H2
8142 5-T0% (0/759) . #FHEHE (COX-212x%F L CEIRPEDIEVWIER 7T a4 Rk
425 - BEA)) T0.3%(2/769) Tdh - 720, F7-, BV 7 ~FBH 50
1) : AJH 1) M OVZE Tk B i FR o (e S5-3I - A 200522 7 5 &
AR IR H RGBSR B 2 EE A LMEFROBHF T L
% ¥ 7100~200mgl H 2[5 T0% (0/675) . 77 £ K T02%(1/412) T
B2, B, 20074E DK F TICFEHM S MR R14E $ ToR50IH
THA % SR U 7z [E A AR R 230k (B E ) w7~ 5. 2Tk B EAE.
BESRSRE S B B PH 2%, SHUE IR (T S OV - BEBR 25 B 2 b R & L7l
IRFRER) OWERE 7 — 7 1B 2 EHE R OCMEFRLOREBFE, tLaF
3 7°25~400mgl H 2% 5. T01%(2/2398) TH H., DI b, L ax
2 7'100~200mgl H 200 #5-T130.1%(2/1,992) Td - 72619, & 512, [BIH
i T BE A P2, SR A R (3t b Be ST - AR B OV - e
I (P G0« 2 1) 2 0t R & L 72l BRSERER O Wbits 7 — & O 4G
Tl BEEZLMAEFROFEBFIEE L 3% 2 7100~200mgl H 210 #% 5
T0%(0/1,304) . 77 LR T02%(1/411), A HAHE (COX-202 % L THIRME
DIRVIER 7T A FPEIS %8 - $UHA)) T0.1% (1/831) Td - 7220, T4tk
(50 - 2H) . AMES (Be G301 - 8H ). $hkifs (B 530 m « 1m 3L
132 o BH R NG L L2l EEZOMEFLOBBIT L
Laxy 7, 79 REORBEEFER T4 FEHE - SR owsh
OFGHITH RO SN0 7217,
17.3 ZDfth
17.3.1 RBAFHRSHR (TS REBKERY —TBRTHER)
HWECBWT, 2L aF 3 TORBHEY — FHIETRE (KA o6k
TR A V)OMEE B E T22RB0EBI N, 209 HAPCRER
(HRFSME R WM 7576 7 B slB%) ¢l S4ERIom#BERIc 79 e R e b
WL, 2L adxy 7HETCOEAGFHMEE (CMFFRIC X 25T, O
FEZE SN ZE ) O FE BLE I I RAHBI MY 22 BN 255880 & M7z, BEA Rl TH
HOZ7I2RIIHT 5L TF T 7O A 2 13400mgl H 2l 5- ¢34
(95%CI : 1.4-85)+ 200mgl H2[n4% 5-T2.8(95%CI : 1.1-7.2) TH - 7z, 34F
M OBEAFMIEH O BRERE TR, 77 KR TIR09%(6/679), L 2
¥ 3 7400mgl H 20 #%5-T3.0%(20/671) . 200mgl H 2[4 5-T2.5% (17/
685) Td o720 —77. PreSAPER (KWW R ) — 7 F %7 Bialli) ©
F. BEFHEEE I2oWT 7T R E R L 7245 Y A 7 12400mgl H 11
PG TL2(95%CI : 0.6-24) THE A Y A 7 OBIKIERD b o 72, 3HE
M OBAHHEH 0 BB TR, 77 2R TIE1.9%(12/628), L 2
* 3 7400mgl H 1A% 5-T2.3%(21/933) Td - 7220 (JHEIAF— %), [L
ZHd]
) ARFN OREE N2 R OCHEZEESY 7 ~<F : 100~200mgZ1H2
[l 2SIV B ENE . MR E T PSS PR 2, SUE e R M - B
%% 0 100mgZ 120, Fits. 4ME%. ks on%k - 85 - B o
A400mg. 200 H BLB1Z1200mg & LCLH 2RI SE35. 4B,
P G- HIR LR DL LT 5 2 Lo WHOYE I #IE O H400mg, &
25 U T URRIZ200me & 6 R LA L& Vo TRk 53 %0 72750, 1
A2 CEd 5,

5COX-2%®IRMICIHE L., COX2kDTuRsy 75 Y VHOAN %
MET 222k, Wk BUNENEZRTEEL N2,
18.2 FIRAER U iEE1ER
tlLaxy 7, BULEEFLVTHLTY bOT Y anNy NEMLET
MIZBWT, ¥y 7u 7y RO ¥ K252 v L AREOTEER D
PUEIER 27 L7222,
18.3 H{LEICHT D1ER
lLaxy7id, 7y M L CHROMGRIBRE SR 2R S kb o
2o —H AVEXZ Yy, uxyTarry, Yra72F 7 KOFT
O b 2R AR 191 B OV INE R IR 5 % 2k L 7222, (84 ]
18.4 [M/IREEICKT 2 1EH
L aFy7iE, v PEMIMIIMUIBWTT 7% F v BER iM%
EUHIL 207 —H, Udvsus sy, AV FNAY Yy, Y0
T2 F 7 BA T 70T o R EEAAT R LN S 2 30 L 7222) (in
vitro i) o
18.5 Za—F /OVRITEREDHA
—O=2—F v L RBRHEE. HEHEOIEAT O A RN S - A
EPHT 2L T FNCEBEZFRT LI EPMONTVWE, kL aF
VTEI)FH Y O A —F )0y ZPRSEE <Y A CPEEES LT
b EBEIFHR SN o2,

*19. BMMDICRET 2B LEHNAR

— k4R T £ L aF 2 7 (Celecoxib)

124 © 4-5-(4-Methylphenyl)-3-(trifluoromethyl)-1 4 -pyrazol-1-yl]
benzenesulfonamide

5313 0 Ci7H14F3N302S

g5 fuk t 381.37

oKL aF ey TIEAMoRERIGHEEEOR K TH 5.
AREERA Y 7= VIZETR T T8 7 =V (995) IZRRET R
T, RIZIFEAEBT v,

ALt

RV

HiC S
N

//\N
F

Pk

*22, W

(L aFVTiE100melBEAD
PTP@3E  100%E (105E % 10)
NTAFERIPVA) 30088

(L aFV TiE200me AL
PTPE:  100%E (10%E % 10)
INFGAEE(RMIVA) 3005
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