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NEICBVT. ¥704F 57— (COX) -2:FER
HBREFIFDIRSICK L, DEIEE, RFEPEDEELT
Halc &k o TGN DNERMZEIZMSEROU X
J BRI EBOUEMENGBY. INSDOURTIIERER
BMEEHBICEBATIUREENHIERETNTND,
[7.2. 8.1, 8.2. 9.1.1. 11.1.3, 17.3.1 &I

2. 22 (RDEBBICIFBS LBV &)

2.1 BRNORES L AN AR > 7 3 RIS UIBEOE O BFF R
DHBHEE

22 7AEY VIRE GERT U A REHEK - ERAIEIC X
BHIMEREDFER) NIFOHEROH 5 EE [EAE
BERIEEZFHTH2BENTSH 5.] [9.1.6 BH]

23 BB H S EBE HILEBEEZBLsE 587
b 5.] [9.1.4 %]

24 BEELFEEOH HEE [0.3.1 BE]

25 EELBEEDDH HEE [0.2.1 BIE]

2.6 EELIMERER2D D AHEE [Tury /s I0E
PEEIERICED S F M YA - KSR ERD H 5
TODREZ B LS B 5BENL D 5.] [9.1.2 2]

2.7 BEINRN A S ABEEMOBMHEE [SHEICBWVLT,
MR CDIFEN CINRROFRRSEINT 5 & OME

WH5.] [9.1.1 ZHE]
2.8 iERRE O [9.5.1 2HE]
3. #8RE - IR
3.1 #Hm%

B 4 L aF T 7HE100mg | L IF T THE200mg
ot [r377] [r377]
BRI (HR) vvaxy 7 (BR) trvaxy 7

(18E+) 100.0mg 200.0mg
s | TR, 5 U LRET R U A, € ROE
& FOULELO—Z, AFTY VBT AT L
3.2 HEIDMIR
B4 L aFTTHEI00mg | LU IF T THE200mg
i [7r377) (377
. HEBEORHEERRAD O HEOEFRA D D
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EfE 8.0mm 5% 6.5mm
Ex 2.7mm 5.1mm
=B 180.0mg 360.0mg
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MEU O F. RRMEETE. BREE. BEEERNR.
FEBERE. B - RREEN

O Filitg. SMERLVTIREERDEX - 15
6. BiERURE

(EEiYITF)

BE. EAICIEELaF > 7L LTIEITIO0~200mg% 1 H
28 8- Y ERIEORET %,
(ERMEBEETE. [EREE. BREERAER. HEbiEIRE.
2 - BEEEN)

BHE. KAICEELaFT7E L C1EI100mg# 1 H2[E,
B YRBIROKET %,

(Fifig. IMERAVICIRER DX - 55@)

BE. RACEELIF 78 LTHREIOA400mg. 2[E
HLP&IZ1E1200mg & L C1H2EEOKET 5, 8. &
SERIZ6EREL EHiFs &,

FHOBE I, FIEOA#400mg. BHEICIE U T
200mg % 6FfE Ll EH 1 CROH%EG 9 %, 7272L. 1H2[HE
FTET 5,

7. BERUHEICEET 338
7.1 BERE (Y v~ BREEEES) [O089 2E

FIZBWT, RAIOREHE®R2~ 4B Z &8 L THiA
B EICHEASDRD SN2 WVIEAIX. foBEEDEIR
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fE]
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Lo [1. ZH]

8.2 KAIDKEIZL V. DEEE, MEHEOEETHEIC

Ko THEHEGNZDMERMEEREERPRIAT S8
FNDHAHDT, BEETFIUTV. TS DOEBERDT
EROFEBIIZ+FICERT S, [1.. 9.1.1 2]

8.3 ARANIT M/ IMRIZH T AIEADP WO T, DNERER

FHOHWTT ALY Y ORBEE L THERLEZWVW &
FUAMIBEE 21T > TV B BEZEIC OV TE, KRAKREIC
o, ToREERIEL TR S0,

8.4 EIN CTEE = I RICEM U /- R TI3COX-21Txt

U CTEREOEWAA & BIREDOEVWIER T 0 A NEH
7% - HRANC K B HLEDORIEFRAERRICEIROON
Btz BT, HILERERED VAV T 775 -0
BFVEEAORESICEL CREEAORBRIC S 2B
2152 &, [17.1.2, 18.3 2]



8.5 fFAR4, A%, AST. ALT. BV LE V&) L&, #E
DOFRRIPRESNTVADO T, EHIICFEEERE 21T
SR EBRE+SITO L, [11.1.5 ]
EMEEE, BEEBASOEELEEEORIEIME
SNTVA2OT, EFNICEREREZTO 2 EBE%:
+3ITH 2 &, [11.1.7 28]
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11.1.1

vavd. PFI745FY— (WINLHHEARH)

Yavs. TFT4TF S —, WIREE. MEEE.
ME%. SEEREOEE L BREO RIS S

11.1.2 BEEEE (0.2%). EEEHM (0.1%K7H). HE
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M, Tl (X L) EOERIERD 5N-EBEITE
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HEEINTW5, [8.6 B3]
MNP EFHRRTIFFEFMABEE (Toxic Epidermal
Necrolysis : TEN) . BZEHSIRIRIEIREF (Stevens-
JohnsonfElRE¥) . ZHAIHL. RUEARMEFEBIERE
fE. RUBHMERZREN (9 1 b SHAEAHH)
PR R BT RIARIE . R R ARAEIR B, ZIRATIE.
BETIRERZSEREE, REREAZOEE TH
BFICE > TR BEN 2 EEROERPRES L TL
DT, 32, KMERED U I3MMOBHOEICBEY
HEENTD ENGEITES IS EH L, @)

BAEEITD
B AR (S A)

11.1.9

o [8.7 2]

BRECEELEREORIISR

I, MRS, FE HEORE (REE) E0HR
HHNIHEITIE, BP 2 ICHEXAR. BWECT, MWiE
Y= N—HEOBMETERT S &, BEEMAPED
hizgaiciaigssHhib L, BIBRERLVE VA OH
BEO#YLANEZITH T Lo



11.2 ZDHDEIER 5%LLE |1 ~5%K 0.1~ 1% 0.1%A0 | SHEAH
5%LL_E |1 ~5%0 0.1~ 1%AK| 0.1%AK% | SEERBH ZDAth W L EI, AN~ b
25 BRE.EE, 21 7L HEE. Y Y
8. K| & 1% E .| TRER BE AR . '} ANETU
e A N S LN lf‘(i%@bﬂ\ 1=
Th., & ANEFE HEGE WS
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T e et {EERR SHYE. TRED|EG BT RS .| AERE. BE %§K$§\{i7’>‘7~!§§
w5 Mo g . |fRA o REE. VAV ARG R B
HEREY (3. BEKE. R B R ESCHE
BT, OHE. Et B |5 BB
B L AR|HHERTTE. FHEE i#ﬂé%ﬁ%
LOET | HER 2 %%‘Eﬁ
FFAESE ALTHN |ASTHM. e oA R
e v-GTP# %v%ﬂﬂfﬁm
fﬁ,}n Aﬂg!; B, WHEILH
CULE S B B
e >~ 1=
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S 0w,
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LDH M1, Fr kU AR, L
AR L3 7 %/JEZJT:;E
i . O |ED. 8. [ HBEE [ o K% . o P B
%K. NHLEIERAR SR, OEENEE. ﬁ*ﬁ pep N
e =P A IR N %; ERAREE L)
ONEZE. & E R BEEEYR . .
ERE, B0 O RE RS, K 14. BREDER
M. OfF0RE. 7% . =, 14.1 EEIZMEFOER
5A. IBER| 7 & 1 O)8 8 1% B E PTPEZEOHEAIPTPY — b6 BDH L TIRAT A &
. LN, D@, Fl SfEET LI L, PTPY— FOBESICKD ., WA
. B R |ERS BE K|Im . HE (E [E WEEMBARIA L, FICIZZEALE2 B L THIRRASE
R A ;j}ﬁjﬁ% B hn DEBLEWEEHRET 5N H 5D,
IR =R= N
. 8§ 15. ZOfDEER
23 15.1 EEAREERICED < 155
WRER| Bo-v A INAGH. |[REABE| 2 R R & A IE WEICBIT 27024 —N— " BSHEREIC B LT,
7 B ZREETE R, SAER.|EL i Bl 3T I ARAIRE 5 12 o AT 505 1 BT 2 5
i FRERLALE, W MUT & OBEN D Bo &\ MOFEATTA R
“Hn : E e Je - SURAIY RIS S T LA RIS LT, —B
Mo L7 B RIENERD 57 & DE|ED B B,
F = VI -
e B E ORI, B o R
WAL, BIE R, EBIR. RS 1611 {Egﬁﬁ)&l:a‘b‘éﬁ%@ﬁﬁ
it Hf—;%;i\ AR AR L36HIC L 3% 2 750~400mg™) %22
FE . K H R THE®RE L& 2 OMEFRE IIRS2RERICRS
#Eﬁﬁﬁxé Eﬂiﬁ‘:’:o}%g (CmaX) L:gbf:?ﬁ\ %GSNQE%FEEODEE(@/H@
£ . S E) R (t1/2) T\‘%‘ﬁi&b\ Cmax X UM H IR — e fE phAR N R
WAL D (AUC) BEAETRRILE DEVHETER LY,
=IE A BFEAICEL 23 TR B EROHR S L S X OB ) ST A—5
) HE Tmax Cmax t1/2 AUCInf
;g%ﬂgfﬁﬂiﬁﬂ@ (5150 (h) (ng/mL) (h) (ng - h/mL)
NG T 56 % . @% % ﬁ (53%% 2413 |287+1004| 5%24 | 1631+540.2
zugﬁjﬂz‘ gﬁg}fjg ggg&% 2414 |553+212.2| 7432 |3429+1149.8
g;&@;ﬁ ’ %ggg&% 2409 |815+3030| 8+35 |5832+1674.5
A R ;%ﬁ{é ;ﬁ%ﬂ@ iﬁggéﬂﬁ ‘(‘gggﬁ 2409 |1296+457.7| 9+4.1 |10789+3793.4
ABEHERE, (R EB K. B A {E +
B2, B B |E . KE % F7o. BERABEI0MICE L 3F 2 7200mg % T
2. EBE | BE RO | B A H UL IZBRICHEEKRES L& X, BRESEOCmaxi
B, 27F. 150812 ER LA, AUCIREERZ T2l o720,
R 8 %% A BHE3SHICE L2 7100mg% 1 H2E, &#7H
FLBE BRE®HRE L X, EFRE (THEH) ®Cmaxiify
R BB, M| HE. BW T h3E 607ng/mL. AUCo123%12652ng - h/mLTH V. &
g B, B2, 6B BIBES NG o717,
SEEE |, BE K 16.1.2 BEICHIF S EYHHE
D BEETY v~ FBEROCEREREAERE609fICE L O

F3725~300mg® #1H2[0, BHERERS L-LE
DIMIFEHREEL 1605 % V7o BEEE F S B RE AR AT DA
R, EFRRICBTS&EO27) 752 (CL/F) kU
P OsFER (VA/F) ORBSEETY (EEHEE) &



Zzhzn21.2L/h (8942%) KU335L (K77%) EHEE
SNtz 7o, ElmLOFEIZCL/FO, METLT IV
BEIEVI/FOEHERTH S EHE SN,

16.1.3 £ HEF LR
(GLaFYJ8®I00mg [5=T7])
LlLaFTy78EI00mg [FI77] &kLay s REE
100mgz. Z7HAF—N—FEIlLDEThZEN1sE (kL3
F3 7L T100mg) BEMASFICEAREREORS
LT, MEERREEREEZRZE L, 55N EWE)E
N A =% (AUC, Cmax) 122\ T0%FHEXH=EIC
TIREHENT 21T - 72453, log (0.80) ~log (1.25) @
#HENTH . WAOEMLHRSEITER SN

HESTA—F BEINTA—H
AUCo-48 Cmax Tmax t1/2
(ng - hr/mL) | (ng/mL) (hr) (hr)
tLaFTTHE 2713.4 473.38
100mg [7377)| +7758 | 14444 | 2211 [582£2.42
tLavy oy A5 2814.8 467.96
100mg +728.9 +130.83 2.1£09 |5.84£2.22
FHE R ZE =24
(ng/mL)
600
e A9 + IR n=24
500 - —e— L L IFT74E100mg [ 37 7]
i —o— LI v 7 ZA$E100mg
% 400
q:;
ES
Z 300
1t
s
1
2 200
100
ol

Rz fd

(GLaFyT8200mg [5=T7])

L aFy7H200mg [ 377] LIy R
200mg#%. JUAF—N—{FEIIEIDENETNIEE (KL
F 7L T200mg) BEMASRFICERBEREOKS
LT, MEEFRE(LABEZRE L. 186N/ BHE
8T A =% (AUC, Cmax) 22\ TI90%EHEXMEEIC
THREHRIT 21T > 125 %. log (0.80) ~log (1.25) @
HENTH . MAOENZHREESHER SN,

HESTA—F BENT A=
AUCo-48 Cmax Tmax t12
(ng - hr/mL) | (ng/mL) (hr) (hr)
tLaFyTHE 6053.6 934.63
200mg [7377]| +2387.5 | +380.23 | 2410 |7.29%2.81
LIy o AgE 6034.4 817.46
200mg +1946.6 +285.23 28+11 726282
FHE R ERZE =24
(ng/mL)
1200 1 -
FHfE + FHERZE n=24
1000 —e— L L% T$200mg [ 27 7)
—o— t L av 7 Z$E200mg
% 800
q:;
ES
7 600
1t
;
1
& 400
200 [l
0 : I § SN
4 8 12 16 20 24 48 (hr)
3]
MEEFEEL FICAUC, CmaxZEn S5 X —7 1%, #E
E OB, FRORIEE - REFEORBEMICE-T
B 0D H 5.
16.3 970

16.3.1 ZEEESE
In vitrokUex vivoll KA OFER, LLaF T
MEEEAZBERIINI7T%THD, FELTTLT I VI,
DWTa-BEEEAEICEST 22 Enasnilo,
16.4 {5
In vitro'V Xin vivo'? HEBOEE» S, tLaxy T
IEEE L TEYRBERCYP2COZN L TREsNE &
MEHLEPELE>TW5S,

CYP2COICIZEEZEIMNFIE L, e3> —>Leud™ D7 I/ B
BHICK DEANC L > CTIRBHEEIET T 2560555,
HAAN218%1%2 %5 & L/ZCYP2COD M3 T ik,
lle3*—Leu® DR EHEEE (CYP2C9*3/*3) IFFIEL %
o le . Leud™PDOATuFEEk (CYP2C9*1/*3) 13218
BIFpOBl (4.1%) FIEL/zEOWMENH B,
CYP2COM#ErZH! (CYP2C9*3) m#EL LT, L O
FUTEHONIIRERS L&, CYP2CODNT O #
iR (Ile3¥—=Leu?°. CYP2C9*1/*3) %A T A@EEMA
I5BIOAUCIZE AR (CYP2CO*1/*1) DfERERY A 1374
ICHARTRHL6EEEEE R L,
BERAICE L 3% 7100mga BEHRED Lizs &,
CYP2CO*1/*1 (4fl) &Lk#:L. CYP2C9*3/*3 (3f)
DAUCIHF3EEE LR LS WEAT—%). BERRAIC
€L 3% 7200mg#x | HIED 7HERERSE Lk & X,
CYP2CO*1/*1 (7fl) &Ik# L. CYP2C9*3/*3 (3f)
DOCmaxldH4fs, AUCIIHN7REEELTRT ZEpfESh
T30 (AEAT—%), [10. 28]
16.5 HEittt
HERABEICELIF Y TE2EE L & ZOREED
REOEFFMRIFMELS (~3%). ELIFTTOr)7
TFUVAREELTRB VT I RICE D LRSI,
BERABEICHC-£ LI F 2 7300mg? % 228 N B [E %
L7z ZoImsE, REVERIZCOX-1 KU COX-2MHEE
MRS WREYISEERES L, mEEFIEEELT
RENMEPFEEL TV . E72. HETHED R U R kit
RIZFNEFNHEOK27% KR UOKISE% T - 721718 (44H
AT —=%),
16.6 HEDHRZRI HEE
16.6.1 BEEERE
BETREESE CRIKAEBEE35~60mL/5y) 2261t
L O% > 7200mg# 1 H2ME, &7 HERERS L&
ZFDAUCo 7l dBREBRAICB T BEEREL o729
HEAT—%),
16.6.2 FFEEERE
FrEERE R ORBBRAICE L IF 2 7100mg# 1 H2[E,
BRSHERE®RSG L L&, BERFEERSE (Child-
Pugh Class A : 12f1) ®AUCo-ionl$EEERA (1241)
IZHANTHL3MEIC, hEEZFRESRE (Child-Pugh
Class B : 116) TIZERREA (1161) 1IZHANTHR2.7(%
I ER L7220 (HEAT—%). [9.3.2 ZH]
16.6.3 EEE
EFREERB L (66~835%) 240k IEFERER (19~
485%) 2441zt L a3+ 7200mg% 1 H2E, 8HMEKE
BELEE, ERRBIIBI A ZEETHREROSEHS
ZDOCmax K FAUCo12n (Cmax @ 1808ng/mL,
AUCo12n ¢ 11852ng - h/mL) 3IEFERHE %4 (Cmax :
973ng/mL. AUCo 121 : 5871ng - h/mL) &H#EL TH
ExzRLz. £/, ElZEDOCmaxk FAUCo-12n
(Cmax : 2362ng/mL. AUCo12n ¢ 15466ng - h/mL)
EEHEE (Cmax : 1254ng/mL. AUCo-12n:
8238ng - h/mL) XV EEERLIZ2D HEAT—%4),
16.7 EYMEE{ER
16.7.1 UFI L
RBER 246112 L 3+ 7200mg& v F 7 £450mg %
1H2E, BR7HEFALZE S, EEREICBI2)F
7 LOCmaxKk CAUCIEKHAICE D W hbi1.2651c b
FL72 HEAT—%). [10.2 BH]
16.7.2 Z)LAFV—=Jb
R AL 7H1IC 7 )L 35 —)L200mg#% L H 1|, 7HTFHE
BE LRI, £ 3% 7200mg# 228 T B [E4F A %
L&, a7 0CmaxkUCAUCIKHAIC &
D ZNZNAL7REROK2.3MEIC LR LD GHEAT—
%). [10.2 8]
16.7.3 ZILINRIF
R A LS L 3 %2 7200mgs T UNRY F >
20mg# 1 H2E, BH7HEMALLEE, ELaxd T
DOCmaxFKUTAUCIEHRICE D LWINBHH13M/BIC EFL
Too Eiz. BEERLALZFICEL IF > 7200mgs 7 LN
2% F»20mgx1H2[E, BR7THEMHALLZEE, 7L
NAZF > OCmaxidfFAICKONL.2[EIC EF LA,
AUCITEZEEZZ T k572329 (MEANT—%). [10.2
Z ]
16.7.4 9L 7UY
BERRAL2BIICT LT 7 v 2 ERHREG Lizkic, &L
aF 2 7200mg#E 1 H2EET LT 7Y 1 ~5mgx1HI
E., 7HREMALZEE, ELIaFTTREILT 72D
MmEFBEERC 7O b v EVBBICEEL RITS &



Poiz, LALAEDNS, BN THICEREICBWVLT,
YVLaAFTTETILT 7Y VEMFALTVWREEIC. 7
OO YEVREOEEZMHIEETHESICK > TIEE
MRS S T30 (MMEAT—%). [10.2
]

16.7.5 XOFt&F>
BERRAL8FI/YaF+F > 20mgZx 1 H1E, BE7HRE
5 L7/2%BIC, L 3% 2 7200mg % 228 N B [E] O F #%
HLEE, L aF T 7TOCmaxidfHAIC K VK. 7%
IE R U725, AUCIREE RS F R -722728), F/z,
EEERL A 18HIC+ L 2% 2 7200mg % 1 H2ME, &%7H
S L7211, /801 F > 20mg % 2288 T B [l A 4%
L&, fuFtFroCmax Kk TAUCIEHAIC &
DFNZNRLSE/ROKL.SMHBIC LR L2930 (4LEA
T—%), [10.2 2]

16.7.6 FFAMOXNLT 7V
EFRRAL4BICE L 3% 7200mgE FF A ba X kL
77 »30mgx 1 H2[E, BR7THEMFHALLZEE, TFR
PO X MLT7 7 >OCmaxKUAUCIKHAICED ZNZ
N2 4B R UH2.6651C EF L7313 (AEAT—4),
[10.2 ZE]

16.7.7 HIEEH]
TR 2460122 L 3% > 7200mg & HlEEHl (FL3I=
Thoe ATy LERMA) RZEETREIMFHAKS L
mEE. ELIF Y TOCmaxiIHAIC & D 0.665121&
TULW, AUCRREE2Z T b -7:333 (MEANT—
%), [10.2 8]

) RAIOARSNIAERVOHB B V< F @
200mg# 1 H2[E, ZEHBEE. BURAE. JH BETE %
TR RETEMRRE. B - BEENOS
Rt OH 2% - 85 FE0A400mg. 2E B LRI 1E
200mg& LCIH2EROHRE S 2. %5, HSHEII6RRH
PlEdiFad &, HAOHEE, FEDA400mg. HEITIE
U CLIR&I3200mg = 6K Ll £ 1 TRORS 9 5. 72720,
1H2EETET %,

17. BRFRRE

17.1 BERUREMEICEY HHER

17.1.1 BEOEBLRE (EREERRER)
EWNTHEEY v ~F. BREEEE. BRE. BREEE
B 7S, AR pIREMRRE. FE - E¥ES. Pk, NMERKD
BB EBREZNRICERE SN EBRABEICB T 2680
(DIEZ‘IEXZ%@ ILLTFDEBDTH -7,

100~
%, W

100mg# 1 H2ME, i, s,

BHET Y v~ F. EMHEEERE. BRE. BEREEERELS. SEEME
TERE. fE - RS
R M) T e B ERE
st | wmmsees | TOW) BEEIE ) g
_— ‘raltra|tra ‘Lo ‘Lo
A - T NFVT | FVT | FUT | T | FVT| ST | FUT
m‘g A& |100mg|200mg|200mg| A |100mg| A |100mg
= 1H2[E |1 H2[E | 1H2[E 1 H2[E 1H2[E
5 HAR 438 128 438 48
B
FRATIE | 74 72 79 | 318 | 90 84 | 151 | 295
%)
BEOK
ﬁig 34 | =74 | -114] 94 | -198| =264 | _, | 4 g
sy | £1739| £2009| £19.01) £21.15| £21.23| £2477
= (mm)
BEOR
%ﬁ@ﬁ
SHFE | 25 | -75 | <93 | —93 | =202 | =251 | .0 0l oo
(VAS) o] +£19.82|£17.03| £18.07| £20.26 | £20.69 | +24.07
FE(L
& (mm)
EHOE
RiEDE
éw{m —23 | =88 | ~11.9| =96 | <186 | =249 | ol 4009
(VAS) 9| +14.60| £15.81| +16.17| +19.85| +£19.32| £21.66
B
& (mm)
ACR
(%) | 5/67 |12/72]19/79|68/318
ICEBE| (7.5%) |(16.7%) [(24.1%) | (21.4%)
%g@d)
AR
wEAs | 17/73 | 23/72 | 25/79 |84/318|45/90 | 57/84 | 74/151 | 200/286
Elok s [ (233%)](31.9%) | (31.6%) | (26.4%) | (50.0%) | (67.9%) | (49.0%) | (69.9%)
YERe)

BERL ERE | EEE R SRR B A
HEg | EIEREY — i R ER40~42)
e traxy7 traxyrs
ﬁﬁ%f-ﬁgﬁg 100mg 100mg
: 1620 1520
B 51 438 438 438 28
BT
T 414 74 80 79
BRI
S 7S _ —33.2 —34.3 —31.5
(VAES) TR 2940 +20.57 +21.28 +19.80
{t& (mm)
BEO LRI
RAE _ —324 —36.0 —28.1
(VAES) TR 25.00 +23.56 +21.77 +20.41
{t& (mm)
A &R
T | —-39.9 -37.3 -335
(VAES) TR 27.10 +22.72 +17.38 +19.75
{t& (mm)
BEOWEE 36/74 43/80 41/79
B 2 3h) (48.6%) (53.8%) (51.9%)
RDQ) % | 5
L8 (237)
ﬁiﬁ%ﬁ?fﬁ 261/401 48/74 56/80 53/79
et (65.1%) | (64.9%) | (70.0%) | (67.1%)

a) PPS (Per Protocol Set) : {ABREMETEZ IC#E A L 7o REF

b) ZEFIEBIENETId. BE OB

c) ERHBERETIE. EHiO 2R

d) ACREGEBEME (BH) ICkpuER (LIT0l) R0U2) %iG/-d5HE
(& &35, 1) ERESKRCEEMSRS VLT RH20%0 ik
#. 2) BEFOKFFM (Visual Analogue Scale : VAS). BHDE
BIEB M (VAS), EfioRBESHELRTE (VAS), B
OB EREETHT (MHAQ) D4EHE DS 53HEL RIcB W T20% L E
5E)

e) 2T ORKFHERIC B 5 BRI RKEREERHEIC
BUsER ([PEERE] N LEOEIE)

f) BT LB AEEAFIETH B 720, EEREICOVTILEE
&7

g) FAS (Full Analysis Set) : &1 & 1E DL EARA L. & 5% ICEERTE
BB AFHE S TV S RER

h) BEOUFBEFMS (R Ho72] Y EodlE

i) RDQ (Roland-Morris Disability Questionnaire) : A7E{TEI OEEIC
B9 2241EDOERM
Fifitg. FMEZRIE O IR BE
R FiiEE SMERIETE
A 55 M AHRABRS) — i R EABRA4)
| = e N < )
ik - R 7R traxyrd | wLaFyT
5 2H 8H
BRI RRTREBI$) 124 248 80
BEOHRICES 0 o o
HAH=D) 79/124 (63.7%) | 189/248 (76.2%) |70/80 (87.5%)
ERmEZE (VAS) 50.6+15.2
(mm) ©
REA e 3235 RS
SER 55 I AHFER4S) 55 [ AHF B4
i HERS BENIEE R
SERA| _ tLraxys _ |tLvz
R - Zz 25mg | 50mg | 100mg | 200mg |400mg Z_?_ Fv7
& B | B[O | B[E | HE | B[E 200mg
HE5HH 1H (H[E) 1H (2[)
HahE
FENTEE | 53 58 54 54 53 58 58 64
i)
BED
EIRIC | 13/53 | 28/58 | 27/54 | 39/54 | 39/53 | 47/58 | 15/58 | 41/64
K5H [(24.5%)](48.3%)|(50.0%)|(72.2%) | (73.6%) | (81.0%) | (25.9%) | (64.1%)
%h2eb)
PR
EZE 12.3 | 334
(VAS) +19.5|£24.2
(mm)
a) FAS (Full Analysis Set) XIZITT (Intention To Treat) : &% 1

BB ERRA L. #B5&ICHEZIEFHEEE A FHl S 1 CW» S RER

b) BEOHRICEAENR (i) UE [&<thni] EFHEL-E
HOEE)

c) EREE (VAS) (BEICX 5. N—R T4k — EAEGTmEE)

d) WEE LV IF> 7400mgHs%. RHEICE L 3% 7200mg% %5 L,
FHIFL L IF > 7200mg# 1 B2EES L7

e) ME+L L a¥>7400mgi 5%, RBICEL IF%>7200mgx 5 L.
FHLMEEE L TF > 7200mg % | B2ERS L7

f) LLaFT7400mgi 5410, FBICHEFEELNEE LIBEENRIC
EIEEGETV. B SORERE % FHE L 7:



17.1.2 HIEBICHT IRE (BRERERIR)

B ) v~ BE (RS 0 128H) . ZREEEER
F (BREGHIR - 4ER) 2NRET 5 EHENEFE2HER
DOWERE T — & ZHEF LR, HILERE (BR) £
ETORIEARERIZE L I+ 7100~200mgl H2[E
#57T12.6% (96/759), xHEEE (COX-2120f LU TEIR
HOBEWIER T O A FHHEE - #HEA) T13.4%
(103/769) Tap - 7z303%), [8.4 SH]

DMERICHT DHE (BAERREER)

EWNCER LY v~ BE (REHE  128),
EIRAEBEERE (REHE @ 48H) 20RETHEE
WHRERBR 2B O ERE T — ¥ © HEF LIRER, EELD

C CLIR&13200mg z 6Fs Ll L 1 TRO S 9 5. 72721,
IH2[ETET B,

18. FEahEEIE
18.1 {EFtEF

tLaFT T, vruatF - (COX) iZxfd 5
EEEEZBET 500k MEEFHEBIBERZHWE
EENUCOX-1. COX-2%7#NENHHE L1zt bHZMAg
ZRAWEZERICBWT, COX-2i2nt U TR & HEER
IR L 7256057 (in vitroikiR). L aF 71k, RER
ICFRE SN ACOX-2%2BIRMICIHE L. COX-2Hkn 71
AF TV VHEHOEH AT A EICKD . HK - H

BIEAZRT EEZI NS,
18.2 INEMR UEEREIER
tlLaxy7iE, BEREETLTHHLTY FOT TN
VMNEAHEIRETILICBWT, a¥xVy a7z Y ROA VR
A5y EREEOTRAE K OERER %2R L 7258700,
18.3 JE{EEIC T B1EH
TLIaFTTE, Ty MR L TERONEREEEER
BRSSP ol —H AV RAY Yy, ¥y Surz
V. Yrua7zF I RGFTaFe VIZHEBRENICE R
OB RGEIRE & &GS L 725761, [8.4 SHE]
18.4 MVIMREREICK T B1ER
Ll aFxy7id, b MRMIMM/MICBWTTY % F Uik
B IM/MUEE ZME Uo7z, —H. a¥vV 7 a7z
ULAVERXRYY Y, YruaTd oA T Ia T v
V3V EEARTER I M/ MR BEEE 2 3056 L7257 (in vitroikBi) o
Za—F/0VFRMEREEDHEA
—HO=—2—F ) u rRNEEIE. HAEOIERATOA N
HEE - ERAIZHATAIET, SNICEEZHHKT S
CEDHLENTWVA?, LLaFT 7L ) FH I VED
—a—F /) urRREEEZ Y AHARSLTYH. BE
WEFERSINLP -7,

*19. BYRSICRE T IBLZHFR
—RRIEFE - L a7 (Celecoxib)

MEFRROFEBEIZ, L1 IF7100~200mgl H2[H
#57T0% (0/759), HffE#E (COX-21I3% L TERMED
BWIEZX T a1 NEIHE - $EA]) T0.3% (2/769) T
HolAA, Flo, BEY Vv BE (REHE 48
M) RUOZRMBEEEERE (RS 48/ 20a5e
577 AR EERBRBEIHBICB T o EE L
DIMEFROFKHELIILL IF7100~200mgl H2[H
#HE5T0% (0/675). 77t ART0.2% (1/412) TH-
7zo 7B, 2007FEDOARRE TIEBSNRRIFE
TORGHB TR 2t 279l U 7z [E P 2 R0 1 258
(BER Y v~ 7. ZRMEBEE. BURE. T8 BIERE 2.
SHIE BRE MR S O - BREH SRR 2 0t R & U 7z B R AER)
DWERET -7 1B HEEZ DMERROFEI R,
L aF725~400mglH2E#FBSE® T0.1%
(2/2,398) TH 7%, 51T, WHREAE. TH BHETEHE %,
SERMAEER (W NG REHE © AEM) ROR - B
REFE (RSHM  28/H) 2RE U7HBRSHE DM
BET -y ORTIE, EBLOMEERROFERRIIL
L 3% 7100~200mgl H2[E#57T0% (0/1,304) T
b o750, Fiite (FSHE : 2HHE). MR (B 58
i 8EM) . kit (FSHM : 1EUI2[E) OBEZ
MR ELLHABRAHBE TR, EELOMEREROFER I
Laxy 7, T RROWNEE (X704 FEH
7% - EEA]D) DOWITNOBRERICHERD 5Nk 7435,

18.5

17.2 BLERSREES {E2% : 4-[5-(4-Methylphenyl)-3-(trifluoromethyl)-1H-
17.2.1 ENSSEIRSSAERER (REMAD LEELSHEEIC pyrazol-1-yl]benzenesulfonamide
K(FTHZEDWRET) g;g : 238171H3147F3N302S
; HARS : 258 5 SO AR £: 381
%i?%gﬂ%ﬁgﬁﬁ f;ﬁ;ﬁfﬁg) E% MR ELIF Y TREAORERUIEEEONEKETH S,
L 3% 7100mg 1 H2EHEET1.4% (1/74), HEEE A5 —VICETRT < T8 ) =)L (99.5) 2R
(COX-2ICR U TRBIREDIEVWIER F 0 FHEEMA - 8 ” t'?’?’ﬁ‘b"?’@'< VKITIFEA EE T 20
WA T27.6% (21/76). 7L XT2.7% (1/37) T EFBE
Ho71-52), O\\//O
CLIAFYTEOE - +HEBOEELU 26 EOF H.C S NH
ERORRRIE, U5AMKER105% (8/76). AL /©/ ’
B2.6% (2/76). EEE®E2.6% (2/76). B42.6% N
(2/76). OR%2.6% (2/76) TH-70 /B
17.3 Z0fth N
17.3.1 ig?%iﬁ%ﬁ%ﬁ (PS5 EREBEXEBRY —BHETR -
gILn
SEICBWT, v LIF T TORERY —THFETHD " F
(KR OB IR BT ) OBE%EEIET 225 B S 161~164C

BAERSN. 20> B5APCRE (B RIBIEERR
FRERER) Tl 3EROBBEHARFIC T IR EHE L,
L aAF T TERETOESGIIER (DMEBERICES
TR DA ZE NI ZE ) O FIRERIC A SN
my@RHenz, EEiHEEED I Ricxd s L
IF T TOMMY A 71E400mgl H2E#E 5 T3.4
(95%CI : 1.4-8.5), 200mgl H2[EH%5 2.8 (95%CI :
1.1-7.2) Tholz. IEROEATMER O BRAERR
Tk, 79K TI130.9% (6/679). L aFxv 7
400mgl H2[E#573.0% (20/671). 200mgl H 2@
572.5% (17/685) T#H->7=. —7/. PreSAPzE: (K
PERRIEME AR ) — TEFETHRER) Tl BAFMERIC

22. @

(BLIFYTEI100mg [5=T7])
100#¢ [108% (PTP) x10]

140%% [14%¢ (PTP) Xx10]

500%% [10%E (PTP) x50]

7008 [148E (PTP) x50]
5008 [RYTFL . NT]

(ELOFYT8200mg [5=T7])
100#¢ [108% (PTP) x10]
140%% [14%¢ (PTP) Xx10]

DWT TS REHE LMY 2 713400mgl H 1 [E# 23, EE&k
571.2 (95%Cl: 0.6-2.4) THEELY AT DKL 1) Sakai, M. et al. : Mol. Hum. Reprod. 2001 ; 7 (6) : 595-
BoNEN T, SEROEETHEER O REARKTIE, 602

T RTIEL9% (12/628). 1L a3+ 7400mg
1H1E#E5T2.3% (21/933) TdH - 7535 (FLEA
T—=%). [1. 28]

2) Takahashi, Y. et al. : Am. J. Physiol. Regul. Integr.
Comp. Physiol. 2000 ; 278 (6) : R1496-R1505
3) Knoppert, D.C. et al. : Pharmacotherapy 2003 ; 23

N . . (1) : 97-100

¥ AFORBSNLRAERCHEZMESY 7 ~F 100~ . . .
200mg# | H20, ZIAREE. B, EEaEEs. w 4) Hale, T.W. et al. : J. Hum. Lact. 2004 ; 20 (4) : 397-
EBUERR. B - BEE% : 100mgx | 2., Fik. SMEH. 403
R DM - S 1 WIE O H400mg. 208 B LU I3 1[G 5) BEHES fth : Prog. Med. 2006 ; 26 (Suppl. 3) : 2960-
200mg & LCIH2EREORET %, &b, BEREII6HM 2969

DEd 2 E. ERHOBAER, WEOA400mg, HEICE
_7_



6) HAR
2976

7) AR
2987

8) BV v~ F ROEEERBESESRE - EYHE (L1ray
7 A% 1 200741 H26 HAGE HiEERIMNE2.7.2.3.8)

9) BARY I 7 v A&t - EMFNEFEICET 2 ER (A
i=¢2))

10) Paulson, S.K. et al. : Biopharm. Drug Dispos. 1999 ; 20
(6) :293-299

11) Tang, C. et al. : J. Pharmacol. Exp. Ther. 2000 ; 293
(2) : 453-459

12) WHMERMA - ARBROEMHEEER (kL ay 7 A8
200741 A26H AR B EMI#E2.7.2.2.3.1.1)

13) Nasu, K. et al. : Pharmacogenetics 1997 ; 7 (5) : 405-
409

14) EREA - R# (L a3y 7 Z$E 20071 A26H&ARR H
FERMEE2.7.2.3.2.6)

15) Kirchheiner, J. et al. : Pharmacogenetics 2003 ; 13
(8) 1 473-480

16) Lundblad, M.S. et al. : Clin. Pharmacol. Ther. 2006 ; 79
(3) : 287-288

17) Paulson, S.K. et al. : Drug Metab. Dispos. 2000 ; 28
(3) 1 308-314

18) ¥~ 2NF v A3EE (UHE) (kL av 7 A$E 1 20074 1H26
HAG BHFEERMNEE2.7.1.2.1.2)

19) A ERERE - EYFE (L oy 7 ZA$E 1 2007F1H26
HRRR HREBERE2.7.6.17)

20) FFPRERE - EWEE (L Loy 7 A§E 1 200741 H26H%&
R ERN2.7.2.2.2.2)

21) MEIMERRAA - EYERE (YL oy 7 A8E - 2007FE1H26H
KRR HEEERIEE2.7.6.15)

22) WHMERRRIA - EWMEEIER (L avy 7 A$E  2007F1H
260 HEERMNE2.7.6.20)

23) WBIMERRAA - EMMEEER (LU oy 7 2§ 2007F1H
26HAGY HEEERINEE2.7.6.27)

24) 7N Y F  EOFYMEEFERFEE UHE) (tLvav s
A$E 1 200741 A26 HARR HiFERNEE2.7.2.2.3.2.2)

25) BT AERAREFH#HFHE BIEE 2021 : C-3008-
3014

26) Karim, A. et al. : J. Clin. Pharmacol. 2000 ; 40 (6) :
655-663

27) WBIMEERRA - EYMEEER (L ay 7 2§ 1 2007F1H
26H AR HEFERMNE2.7.6.30)

28) SuFtFr EOEMEEEAFRE GHE Yo F o
&) (tVvav o R$E: 2007FE1H260H KR HFERE
2.7.2.2.3.2.5)

29) MHMERRRIA - EWMEEIER (ELavy 7 A$E  2007F1H
2604 HEERNE2.7.6.31)

30) /Sadt T EOFEMHAEERRE GHELLIFS TR
#) (kvavy o R 2007F1H26H AR HFEREE
2.7.2.2.3.2.6)

31) MIMERRA - EYHEEER (L1 avy 7 2§ 2007F1H
26HA&GY HEEERIEE2.7.6.28)

32) FHRA B A MLT 7 v EQEYMHEENER
Loy 7 A$E  2007F1H26 HA&FR
2.7.2.2.3.2.3)

33) WSMERRA - EYMEEER (BL 3y o7 2§ 20074 1H
26H AR HEFERE2.7.6.25)

34) RERUHIBAOLERE GHE) (L ay 7 2§ 2007
F1H26HAR HFEEHNE2.7.2.2.3.1.8)

35) %% i fih : Prog. Med. 2006 ; 26 (Suppl. 3) : 2788-
2819

36) &5
2845

37) EARESE fih : Prog. Med. 2006 ; 26 (Suppl. 3) : 2869-
2910

38) EJRET : Prog. Med. 2006 ; 26 (Suppl. 3) : 2911-2931

39) #jHiE— fth : Prog. Med. 2009 ; 29 (Suppl. 2) : 2853-
2872

40) EEE
2917

41) EEEZ
2940

42) IREFE
2963

43) ENEIAERE (L ay 7 Z$E 201 14F12A822H&RR %
BEREE)

i fih : Prog. Med. 2006 ; 26 (Suppl. 3) : 2970-

i fh : Prog. Med. 2006 ; 26 (Suppl. 3) : 2977-
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