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CYP2COZ VLR L RIAEAE L . Nle3—Leu¥D 7 3/ BEHEHRIZ L D #—ﬁu Jiof‘iff
WHEPKT T 25605 %, DA/\ZIBWJ%*J%{& L 72:CYP2CODWIZETld, Tle3—
Leuw¥ D & EHFAE (CYP2C9*3/*3) 1XAFTE L %o 7295, Leu3590)’\“7 =R ZERIN
(CYP2C9*1/*3) 1221851961 (4.1%) FFAE L7z & DL H LW,
CYP2COD#f5% R (CYP2C9*3) gL LT, L 3%y 7% Bl d K EkS L
7z& &, CYP2CODN T ufifrfk (Nles®—Leu®, CYP2C9*1/*3) %47 2 flHik A15

R OTRIUAL, - W




BIOAUCIHE LR (CYP2CO*1/*1) DREHER A137HIZ
7‘;14?0
HERER NI L 3 F 2 7100mg & a5 L7z &, CYP2C9*1/*1 (4B1) & JLig
L. CYP2C9*3/*3 (3f]) ®AUCIEA3MEm M AR LY FHEAT— %), A
L aF* P 7200mgx 1H1E 7HM RS LzL &, CYP2C9*1/*1 (781) & Ih#k
L. CYP2C9*3/*3 (3f) OCmaxidfafli, AUCIHHTREE M Z R $ 2 L ARG ST
W (SHEINT— %), [10. ZH#]

16.5 HEitt
BEREABYEC L 3% ¥ 7R L7z & & ORZAUEO IR K OFEh R IE C (~
3%). ELIAFTTOr )T I AGFEELTRH#LZ )T T VALK D RSN,
TR B HZUC- £ L 3 F 2 7300mg™) % 22 T HE%S L7z & &omiE, REOHE
HIZCOX-1 L O'COX-2BHE M % 7R & 2 WA AT M S v, Mgz E L L
TREACEATEAE L T ree F 72, HURED IR K OFE Rl 12 2 2 TR 0 #927%
B OKI58% Ty - 7210 18 (JHE N T — 4 )

166 BENEREHTHEE

16.6.1 BREERE

PR EEE ChERFIE®35~60mL/ %) 22WJL L 3% 7200mgx 1H2M, £

HATHL6M & mfiiz R L

FBRTHM ARG L 72 & & OSEW B BRI A B Bl L Kz r - 7219 (GHEIA
T=%)0

16.6.2 FTEERE
T & B HORHES A 2 L 2% 2 7100me# 1H 2], £ H M BT Lf_é:é

EREFRE 9% (Child-Pugh Class A : 1261) ®AUCo.nldfHER A (1261) 12T
HILAREIZ, r"'ﬁ’f‘ﬁyfﬂ?]%?—?f’% (Child-Pugh Class B : 1181) TidfEREm A 1161) 125t
AT EH L2020 (BHEAT— %), [932 2]

16.6.3 SimE

TERERE R (66~835%) 24P R IR (19~48/%) 24B112+ L 3 % 2 7200mg
Z1H20, 8HMKEHSG- Lz & &, ERRBIC B % 22 TSGR0 w3 2 O Cmax
K& O°AUCo12n (Cmax : 1808ng/mL. AUCo.12n : 11852ng + h/mL) (& IEwG 5 2
(Cmax : 973ng/mL. AUCou2 : 5871ng - h/mL) & ML CRfia R L7z, F 72, Sl
ZPEDCmax % PAUCo12n (Cmax : 2362ng/mL. AUCo.12n © 15466ng - h/mL) 1T
P (Cmax : 1254ng/mL. AUCo12: : 8238ng - h/mL) £ V) @fExR L7222 (AHEANF—

5o

16.7 EMHEEIER

1671 UFIL
TR A246012 2 L 3 F 2 7200mg & U F 7 2450mg % 1H2, AHTHREEHN Lz E
&, EFIREEICBI 2 ) F 7 AOCmax L CAUCIKHEHIZ L ) WFh b 126512 ER L
722 (BHEINF— %), [102 ZH]

16.7.2 Z)LaAFJ—IiL
FEHER LTI 7 v 3 F > = v200mg & LH 1, AHTHBHS LcHic, traxy

7200mg% ZEfE T H R GE%RS L2 &, 2L 3% 2 7OCmax L FAUCIKEEHIZ L Y
ENEIILTRE R OW23M512 B L7212 BHEA T — %), [102 BHH]

16.7.3 ZIVINZREF >
FEHER LGB £ L T %2 7200mgk 7V NA Y F »20mgx L H2ME . A%7H B L
7ol &, v aF T T OCmax L AUCIHHFHIC L D WIn b ML LA L7z, £
7oy BEHER AL L 3% 2 7200mg s 7 VNA Y F 2 20mgh 1 H 2, £14%7 H HF
MLz &, ZVNRYF v OCmaxiI P & D WL2RIC EH L2725, AUCIE S %
S o7z (BEANT— %), [102 ZH]

16.7.4 TIT 7>
TERERR L2607 V7 7 ) ¥ & FiEG L2, 2L 3% 7200mgZ 1H2M0 & 7y
77 Y1~5mgx1H1EL THHESH L2 &, v Laxs7@d7v7 7 ) » olldEd
BEROTO b0y EVRRISEEE RIZS o2, LALARYS, I CIFICE
EWEICBWC, ¥ LaF v TN T ) Y ERPFFAL TV EFIC, TutarE Uk
B DML % 4% ) FH TH A & o T B 22 AT S T2 (BREAT —
5). [102 Z]

16.7.5 /NOfxt&F>
HEHE LSBT ¥ 20mgw L H1El, EHTHEHRS L2BIs, vLaxy T
200mg% ZEfE FHRIGEHES L7z L &, 2L 3% 2 7OCmaxidPEHIC £ 0 #0761
T L72AS, AUCIHEEAYZ T eh o720, Tz, BERALSHIZ L 2% 7200mg
Z1H2M0, fH7HMHES L2 %I, /80 %2 F 2 20mg % 2208 T 4 f s L7z &
&, ¥t T v OCmax L CAUCIKHFAIC & ) 22N LM R ORL8MIZ B L
722 (SHEINF— %), [102 ZH]

16.7.6 TXXAMOX MLT 7>
BERERLALABIIZ L L O %S 7200mgk 7% A b0 A kL7 7 »30mgZ 1H2M, £H%7H
FIPFH L7222 &, FF A PO A FV7 7 ¥ OCmax % FAUCIHBEIC & ) 2 h2hig24
TR OF26851 LA L7222 (EAT— %), [102 Z#]

16.7.7 HIEH
FEHER 2400122 L 3 F 2 7200mg & BIRRA] (7 I = 4 - v 7k vy AEA A ,)
AR RREGETES Lo &0 L 3%y 7OCmaxid BEIC & D #06R5IZIKT L
A AUCIHEEZ Z T o723 BHEAT— %), [102 2]

) ARFOKE S N WER O HRIEHE) v~ 100~ 200mg’%1H2IEI‘ ST
HiiE. RE. TR BEIE P g, SR E R, B - BEENZE 0 100me% LH 2, Tt
oy AME TR, SKRTRONJE - 8UF © WO A400mg. 2|EIELAF¢£11[E200mg& LT
TH2RREHR G 3 %0 B, THIBIZEIEMI a1 5 2 Lo BHOHEE, 1)
[6] D A400mg. LEAZIG U CEAEIZ200me % 61 LL L& 1 F TREI% G- %0 7272
L. IH2METE T %,

5 PR R A
17.1 BHHRVORLMICET 3558
1711 HEHMOEELME (ERERKHER)
[EINCRIE ) v~ T ZTERIETE. R E. T8 BRI %
Je. Flith. FMIFIR I OB & 0 RS FEHE S Lz BRR
REHEDLTOEBY THo7z,

SUBWREWERE, B - By
HERIZ BT 2 MO EHE

g Y 7~ F ZTRVEBAEAE . R JH BAHT R B g8 . SURWOE R RE . B - IR SE

B PAs ) v~ F 2N B B
e
o s | S gt | s
‘tlra|kba | kLo ‘L Lo
%) I e I I I S I
m - R |77 | 100me | 200me | 200me | 77| 100mg | 77 EF | 100me
1H20 | TH28el | 11128 1H20] 1H 28
B 18 1238 P JE]
TOUET o | | o | w8 | o0 | s | 1 | 2
e
'“‘%L(”i,’ig“m“ 34 | 74 | 114 | 94 | 198 | 264 | e | e
IR oy | £1739| £2009| 21901 | £2115| +2123| x2477| F16 | 30
= R
SHTIREIE] 25 | a5 | 93 | 93 | w2 | 251 | o | b
i o ) V| £1982 | £1708| £1807 | +2026| +2069 | £2407| " :
e
PR | 23 | 88 | 419 | 96 | 186 | 209 | oo | oo
TR i) 1460 | £1581 | £1617| +1985| +1932| £2166| > :

Bt v~ F 2N B B i
5/67 | 12/72 | 19/79 | 68/318
Ho (75%) | (16.7%) | (24.1%) | (21.4%)
ol efdeErE | 17/73 | 23/72 | 25/79 | 84/318 | 45/90 | 57/84 | 74/151 |200/286
HEIC & B U | (23.3%) | (319%) | (31.6%) | (264%) | (50.0%) | (67.9%) | (49.0%) | (69.9%)
PBL JE e IE JE BB B 2% | SHIE BE R \ Ji - TR 2%
A, 7 IR — R BEPRAS
. k[/l(i)ﬂ?:/7 Jcl/u;r)ﬂw7
JEE - R e e
1H2M 1H2M
Be 5 438 458 458 238
RN VST i 1) B 414 74 80 79
e IR I 3T
BE ”fgj EQVAS) st 332 343 315
( lu e +2057 +£21.28 +£1980
mm)
BHEO ST (VAS) 2500 324 360 281
PR (mm) o +2356 +21.77 +2041
Rl O 4 A%7F Al (VAS) 2710 -39.9 -37.3 335
FIEALRE (mm) : +£2272 +17.38 +1975
BB OUE R 36/74 43/80 41/79
BeEd (486%) (53.8%) (51.9%)
RDQ? 360
TR (A3 7) s
s e 261/401 48/74 56/80 53/79
HITE I L DU (65.19%) (64.9%) (70.09%) (67.1%)
a) PPS (Per Protocol Set) : {GBRIZHERTHIH (258 A L 72k S
b) ZMBEHETIE, BE @ﬁﬂ i
o) ZVEBEIRE TIlE. BRI O SR
d) ACREEEEME (&) 2L suEs (UTol) KU2) %iizdhe (gl L3

5. 1) JXr‘ﬂgﬁﬂﬁﬁUﬂiﬂﬁ&ﬁHﬁﬁ?ﬁb‘fﬂ%20%L1,|131§§\ 2) BE OVE I
(Visual Analogue Scale : VAS). £ O BEGEIESEGEM (VAS), FEAIOEE
IEBIE MR (VAS) . B O S AR RERHIG <mHAQ> D4TEE D9 HLIEE DL -
2BV T20%L, Fiki)

ﬁﬁ&ﬂfz%ﬁ&%%@%%:ﬁtmnm:
£ ([HEREYEE] D bofE)

e

B BUHHE TS AT 51 B B Y

) WO & 2 A E AP T H 5 720, BRI OM\T SRS
g) FAS (Full Analysis Set) : 3E# %2 1R ELERRA L, 58\ ARPERFGIE B 255l

STV DR GRER
h) BEOYHIEFMA (R 2o72] D Eo#lE

i) RDQ (Roland-Morris Disability Questionnaire) : A:{G4TEIOREE 2B %2416 H
DE
Ttk MR ISR
#B% Fli R HME I
AERS £ TN A BRY) — i A B0
)ﬁf-ﬁ%% 75k YLaFLTO | kLR T
511 2H 8H
R AT B %) 124 248 80
EHONRIC L L HRYRY 79/124 (637%) | 189/248 (76.2%) | 70/80 (87.5%)
PEREsRER (VAS) (mm) © 526*152
aed I I
- o TAHRABRY £ T AH B
A B SEniE 50
S| tlhaxys bz
Wik - e | 77 F| 25me | 50mg | 100mg | 200mg | 400mg |77 EE| F2 T
Wl | R | R | e | M 200mg
G TH (i) 1H (2m)
AR
K 53 58 54 54 53 58 58 64
%?:33 ;l)] % 13/563 | 28/58 | 27/54 | 39/54 39/53 | 47/58 15/58 | 41/64
ﬁ%ﬂlmb) (24.5%) | (48.3%) | (50.0%) | (72.2%) | (73.6%) | (81.0%) | (25.9%) | (64.1%)
EY
PEIG R
12.3 334
(VAS) +105 | +242
(mm) ©
a) FAS (Full Analysis Set) XIZITT (Intention To Treat) : #:HI% 1AL FARH
L 5 RICHE BRI H AS3F S 0T 208 S H
b) BHEOMGIS L 2ERZE (W] x TE i) L L 72 BEoEE)

o) JFIERIERE (VAS) (B#HC M{ﬂﬁ N—=A T A VW~ AR

d) WL 3% 7400mef 5. WHIZEL a% 2 7200mg%#%5 L, #HIZLL

2% 3 7200mg % 1 H 2[l4% 5 Lt
e) Wt L 2% 7400mefk 5%, [WHICE L 3% 7200megz #5- L.
Lg%y 7200mg% 1 H 2% 5 L 72
f) L 3¥ T 7400mgf 5112, TICHEURIE A LI & L22BE &0 RISBINE S % 17
BN G- OB % S L 72

17.1.2 HEBEICH T 2HE (ENERKAR)

IS v~ B (BT 120 ZOREMEIERE (RGIIE  GER) £ xR
& ¥ 2 FI AB2ABRO MGG 7 — & & 45k Lo R, WbERSE GElk) ke
OEERFEREIE L 3% Y 7100~200mgl H2[#% 5 T12.6% (96/759) xR
(COX-202 % L TEIRPEDURAIER 7 10 4 FUPEE % - #5567#1) T134% (103/769) T
307»32 34

17.1.3 'L\mmmd‘itéﬁfﬂ (ERERARRER)

EINTHEM L 2ZMEY) v~ B (G0 12:88) . 200 B S (1&5%
4 © 43 H) %ﬂ%&kfm% GRB2ABR DM 7 — & & YERT L7k R, %%f
MERROFEBFIZ, £ L 3% 7100~200mgl H20#5-T0% (0/759) EY
(CoX-2t ﬂtfuf)wmmx A7 04 FUE s - #iEH) T0.3% (2/769) Tﬁm
7249, 40, BE ) v~ B (BeG c 4EE) RO ﬂ“ﬁlﬂ:&lﬁnf*%( % 5-1
i - 4@?3) %ﬂ%{tfw 77 X R HE S EGABRSRERC B I L
ROFEHFKIEE L 3 F 2 7100~200mgl H20l#%5-T0% (0/675). 7T LR T02% (1/
412) Tholzo BB, 20074 OKDK T TICEM S NREIE T TORGIE cLde
A GG L 7z E P R RER 1255 (BIf Y 7~ o ZETEBIEIE . ERE. TH B
[ 98, SHIR AR BT S OV - B S B 2ok G b L7 RIRRER) oEE 7 — 2 12 B
LEELLMEFROEBEIX, L IF 2 725~400mgl H2[H% 5% T0.1% (2/
2398) THH. 20 b, £l IF L 7100~200mgl H2MA 5 TIX0.1% (2/1,992) T
BHofB, S5\, JERE. JHEEEMAE, SHERER (9 b BGUI  4ER)

BH DU




T O - S g B (G000 2080) &K R e L2z iRBRSBR O W B 7 — & DRl
Tid, WEROIMAEFROFEBFIZEL 3% 2 7100~200mgl H 2[00 5-T0% (0/
1304) Td o720, Foifts (G0 2HMH) . sMEHE (k5090 : SHMH) . kit

(

R 1ES0d2l) oBEFE AR L L HERE
BELaXT T, T RROHEE GERFuA K
iz

ACIE, EE LM HR O
H% - #UEAD OvThofs
D RD SN o724,

17.2 BUERTHRATS
17.2.1 ERBLEERTHERRSE (RERAD EERHEEREIC R T THEDRE)

fEHERCN (500« 28 H) %R &3 2 EREMERBOMSRE, B - + 8B
FEHE (NHSTTR) 3L a% > 7100mg 1H2M S T14% (1/74) . %

(COX-212hf L TEIUEDRIEA 710 4 RPN % - $HFEH]) T276% (21/76). 77+t
RT27% (1/37) Th-o729),

L axy 7HOF -+ TRBOFEE DA C2HIL ORI OB X, 05 ANH
%105% (8/76). FEIAHUL2.6% (2/76). FIEEHHE2.6% (2/76). H%26% (2/76).
1M%26% (2/76) Tdh - 70

17.3 Z0ft
17.3.1 REAFHREHR (777 REBXERY —TEEFHRR)
BEICZBWT, ELaFy ToREEY) — 7”%@%@: PR (CRF ORI R R TlE %
V) OMEEHINE T R2RBAER S L, 0 ) HAPCRER (HEsMRI I IE ST
Biathe) Tid, SEMOBEPMAIC 7 I e RERBL, LLady 7HS TOHEF
M E COMEFRIC X BIEL, AL RMEErR) o SBLEIC I EAM B 9 72 B s
RSNz, BETHIEH O 75 R T 2L 3% 7o) A 27 13400mgl 2
81455 T34 (95%CI : 1.5-7.9) 200mgl H2[0#%5-T2.6 (95%CI : 1.16.1) Tdh o720 3
EMOBAFMED O RBMEHETIX. 79 LKRTIZ09% (6/679), LLIFT 7
400mgl H 2[a1#%5-T3.0% (20/671). 200mgl H 2[#%5-T25% (17/685) Tdh o720 —
75+ PreSAPRER (CKBBRIEVEAR ) — TEIEFPIRAB) Tk, BEFHEHEIZ>WTT
Tt AR L L 22 AER ) A 27 13400mgl H 1El4%5-TL3 (95%CI : 0.6-26) THE %) A
7 DRIRITFRD SN e o fzo EMOBEFHMIEH O BHFEBHR TR, 77 LRTIE
19% (12/628), 4L 2% 7400mgl H 1a1#%5-T2.3% (21/933) Ty o 7249 5D (4L
]

ANT—=%)o [L
) AH DK
HAE G
ey AMIETR. TR OS5 - B ¢ #1810 A400mg. 208 H LRI 1E200mg & LT
TH2ME S %0 b, GBI Ed 5 2 & EHOBEIE., W)
[7] D A400mg. LEAIIE U TUAREIZ200mg % 61 DL B dy 1 TR 55 %0 7272

18.

P OB ) < F 1 100~200mg# 1 F 20, TR
. AL, SUR OG- BEREZ - 100mg LH 20, Fil

L. IH2METEY 5,

ESIp S

18.1 1EAIMF
tlLaxy 7, yrutF v —¥ (COX) I 5 MEHIEE M3 27200
b NG 2 B E TV 22 2R OFCOX-1. COX-2% ZNENSEHL L7 b pksl
% 72 F2ERIC BV T COX-202aF L CEHRY 22 SRR & 7R L 7252 59 (in vitro

HER) . tlLaxy

4>

FIESIPFTIFHE S N5 COX-2% BRI FHE L, COX-2H1%

DTORY 75T VEOERAWIHIT A2 LIC k), W%k - SEIEH 2R T EER S
}/1_]05410
18.2 MRAERVSEREIER
L aF Tk, BUREETVTHL Ty FOT YV aNy FEEEET VIZBWT,
oy 7a7 . /JXZCM’ ¥R A T L AAREEOPUIAE S CBUF R % 78 L7259 57,
18.3 MBI T B1ER
tLaFs 7k, 7y MO L CHROVMNGRIBREEHEZ RS hdrotze —Ti A~
Fxsyy, axyra7ey, Yru7xF 2 RO 7%t V3R E R
OB RE ISR 5 % A2 1L 7259 59, [84 ]
18.4 M/IMREEE (XS 21ER
tlLady7id, b PRI BWTT 7% B2 BRER /NS4 2 50 L 2
Motz —J. OXVTU Ty AV RAS LY, Va7 2F s RUATTHT
2RI BEARAT A9V L INIREE A & B L 7259~ 59 (in vitro #RBR) o

18.5

Za—X%/ O RAEEEOHA

—HOZa—F 0y RPEEZ, HAMOI AT O A % - EUEH 2 BT 5 2
LT, FNICEEEFRTALAIEDPMONTVLO, LLadyTEL ) XHY V%D
Za—F 0 VR AE 7 ACHREG L Ch BB S ko 7200,

19. HRIAICEET 2EILEFER
—MEf 485 L3 F 27 (Celecoxib)
b4 © 4{5-(4-Methylphenyl)-3-(trifluoromethyl)-1 7 -pyrazol-1-yl]benzenesulfonamide
53 F 3 1 CirHuFsN302S
grfit  381.37
IR BEoB R REOR R TH S,

AY 7 =ZEFRT L Y =)k (995) IZRREITRT L KIZIFEA
T v,
REHEHRO SN D

ez S
HaC
W 161~164C
22, AE

(ELax>J#100mg [HETL])
1008 [10%Ex 10 ; PTP]
1408t [145E %10 PTP]
2005t [F9AF v 7K bV NF]
(£l 3% > J200mg [HETI])
1004 [10%Ex 10 : PTP]
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HKGE, HIRGPOR R 2.7.2.38)

SEREEI Al B L B, 2020557 (3) : 177188
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