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*20244E10AET (5520%) 871149
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-~ M Ay N
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VU E e Srie) ~ N Apie “
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#£100mg #£200mg
& 32 & = |30500AMX00286000 | 30500AMX 00287000
) EEEMEOLSEICLVERTSIE * | AR 55 BA 48 2024%12H
1,824 6. RiERUAE
P (BEEIY O<F)

SEICBNT. ¥70FF 5 F—€ (COX) -2FRHEE
BIEDESICKY . DEER. REDEDEETHESICLD
TIREGHROMERMEEIEEEROU XTI ZIEXTES
OEEENSH Y. TNSOURTIIERBABE EBITEXRT S
OJREMED'$ B E|ETN TV,
11.1.3. 17.3.1 8]

[7.2. 8.1, 8.2, 9.1.1.

2. 2R (ROFERCEFESLEBWVWT L)

2.1 KADOED XIF A A>T 3 RIS LBBEDBHERED %
EE

2.2 7R VIR GERT O A FEIER - SEEAIEIC X 5
BREOFHH) 32 OBEROH 5 EH [EEMSFHEE

FHITDBLTNDH5. 1 [9.1.6 2]
2.3 HtEEROH 58E HtEEE B tsEsbBEhDy
b5, 1 [9.1.4 28]

2.4 EELFREOH 2EE [9.3.1 ZH]

2.5 EELREREOHHEE [9.2.1 ZH]

2.6 BEELDRERNEDHAEE [Tury 770V A
EEAICED ST MU T L - KT EERD 5 2 720 DR
EELSE D BTN DB, ]

2.7 BHIRNA S AEEROEMHEE BHEICBWT, M
TIDFREER CMZER ORI T 5 EOMEN H S, ]

[9.1.1 ]
2.8 HiRARMOZ M [9.5.1 2]

[9.1.2 ]

3.1 #88%

3. HERE - R

Hi7e 4

L aF Y 78100mgl 71 b

L a% Y 758200mgl 54 ~)

BRI

1 $gf
HFE L 3%+ 7 100mg

1 g
HfE £l a*>7 200mg

NHA

K, (EKBEHEL FuF> oo —x, b
Fafr7abiltilua—2, 57U UEEF NY A,

AFTY VBRI AT IL

3.2 HAEIOMRK

BR5E4 | LIFTTEI00mg[ 41 M | L IF T TEE200mg[ 51
& - At | BEOERRA D OMEOHEEE
ES
S| m
i)
p £% 13.1mm
EfE 8.Imm F81% 6.6mm
B 2.7mm 5.2mm
HE 180mg 360mg

4. FHEEX F3HR

O TERBILICIERDHER - 185
HMEiY O F. BREREE. BRE. FRESEARRX. TRk

O Fiilitg. SHSHLT CIREERDHER - 155

EE. AR L IF Y7 E LTIEL00~200mg% 1 H2
m. 8 - YBRIEORST 2,
(ERZERIEREE. IE7EiE. RRIEIAEN. SERhifEIREE. B2 -
R)
EE. RAICIZEL3Fy7E LC1E100mg% 1 H20E, # -
Y ERICEORET 5,
(Filig. JMERUVITIREE DN - 858
EE. RAICIEE L% Y7 LTHEOA400mg. 2EELL
M3 1[E200mg & Ll H2ERRO#RST 5, 45, BE5HER
BRI LB 15 Z &,
BEROEE, HEOA400mg. BEITE LT FEIZ200mg
% ORI L1 RIS T 5, 7272 L. 1H2EETET 5,

7. BERUAEICEET 2FE

7.1 BMEE (BEY v~ 7. BREBERES) 126 2RI
BLT, FAIOHFGFIGR’2 ~ 428 U T HRERIC
EVROONLVEEIL, MOBEEDORRIIOVWTEET 2
&,

7.2 FRID1FZHBA 2 R SROZLEIELI SN TE 57,
NEIZBVT, REIOEHEICLD .. DHFEE, MEHED
BETHAICL > TRRE&N 2 0 MERMEEREEROFER
ZHEMSE L EOWMENH D, [1. ZH]

7.3 oz - A (DIERREBTHOBNTHEMRT 27 A
U U ERL) EOPRIZEIT S EAEE L,

8. BEEREARNEE

8.1 AAI%=HRT 21551, AR/NE%HEZIR D GRS
TAHIEICHED., BHHICOIDEBREBRS LW E, [1.5
H]

8.2 KAIDHFEIZ LD, DAFFE, MEPHZOEETCIHEAICL S
TGN DMERMEEREERIFRRT 2BE 1555
DT, BEZT7ITV. NS OBIER OEROFERICIZ+
FIEBRTAHE, (1. 9.1.1 2]

8.3 AFNLIM/ MRS T 2IER M2 WO T, DINEREE T
OHMTTAE) Y oREBEE L TERLEWT & FLM/IME
BHEERIT-> TWABREICOVLTIE, KARSICHEN, Z0BE
ZHIE LTI R 5 780,

8.4 ENTEE ZMRICER L7 BHRRE TlECOX-21c/ LT
BIREOR WA & BIREDBRWIER T 04 RIEER - EEA
IC X BAMELEDRIERREERICEIIZRD 5N A 57, FC,
HILEBERED) AT T 7 77 —DEWEEADHSITEL
TWEEWEHORRIC+D2BEE2TH> 2L, [17.1.2, 183 %
HA]

8.5 FA A4, 4. AST. ALT. YU LY VS L7, BEHOD
HEPHWESNTVEO T, EHNICHEEREZTO 2 8
BEFTDHITH>TE, [11.1.5 3]

8.6 2MEEE, MEMBERZENEELSREOEBEIRESN
TWADT, EHMICEHRERELITD & EBEEZ 71275
Z&, [11.1.7 BH]



8.7 RANDHEIT &LV | PEEREBEFEMARE (Toxic Epidermal
Necrolysis : TEN) . KEARERIERERE (Stevens-Johnsonfie
1B8) ZOEETHGIC X > CEEGNEEFERPERT 5
BENSHD., ZLOHE. INOOBERIIBSMHEKLIAA
DIAICHBR L TV 20T, InEDHICBRICERT 5 &,
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TEHBENDTHZDT, BIYEORRICHDICIERE LEEICK
By,

8.11 FEMto £\, MiEEoF V., BERESEC S ENFH S
DT, HEEOEGREEREZ LS FEINHE T 255I0TER
SH¥BHTE,

9. BENEREEIHEEICHTZIER

9.1 SHIE - BEEEDHIEE

9.1.1 DINERKEXGZDEREFEDHZEE (BER/NA/V
ABEEDEMEAEE =R <)

[1.. 2.7. 8.2 %M&]

9.1.2 EREBENH D EE (EERIMEHETZDHDEEE
FR<)

Ky FRNUTLOEENRI AHESEND D DEERELE
b2 BZNDH 5. [2.6 3R]

9.1.3 BMEENH 3 EE
Ky F MU LBV AAREELSH D, MMEL2 LR SHE
HBENDH Do

9.1.4 H{EEEBDEHEREDH B EE
EEHEEE2ERSEL2BENFH 5. [2.3 2]

9.1.5 3704 REER - EEFIORRSICLSHEILES
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9.2.1 EELRBEZEDNDH2EE
BELEWT &, BEELZELSEEBEINDH S, [2.5BE]

9.2.2 BEENFZDEMIEDH 2 EE (EELRBEZEDHS
BEZRL)

BIMEEE T ROK, F b7 ADFREAT RN &
D, EREZELMNIFRSEL2BETNPH 5,

9.3 [figeEEEEE

9.3.1 EBLFEZEDH2EE
BELEWT & FEEZFELSEEBENLH S, [2.4 BHE]

9.3.2 FFEEXFZDEMIEDH 2 EE (EELBRHEZEDHS
BEZRL)

HAE 2Eo I EEEIRET S L, MABENELL LD E
D|ENH B, [16.6.2 B[]

9.5 iTi@

9.5.1 IHIRFHD L4
BELEWT &, HRRBAOYY 2D RO Y 22 AD#HREIC
BV, REROEIRENEIRESN TS, [2.8 2]
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1. BIfEA

WOBWERADH 5bNB T ERHAHD T, BEE DT,
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1.1 EXBEIEA

11.1.1Y3avd,. PFI745FY— (WINLEEERH)
Tavy, TF 74 5%y —, WRIRHEEE, MEZE. mE%.
SEREREFOEELBEEORBESRESIN TV,

11.1. 2SS (0.2%) .« JHEBWHMm (0.1%K) . HE
EEF7L (BEEERH)

Hif, NI (R V) FOERPRD SNz GEE RS 2RIk
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Necrolysis : TEN) . REFFRERAERE¥ (Stevens-Johnson
EEREE) . SWAIH. RUEARERDIEREE. JIHERERN
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14. BRAEDER

14.1 ZBAXMFHOER
PTPEZEDOHEANIPTPY — F 2 5WD H L TRAT % & 515
952 &, PTPY— FORBEARICK D, BEOVHA IR BB
FIALU. BICIIZEFLZ B Z U THERR XS OEE 2 a it & O
HITDHIEND B,

15. ZDftDER

15.1 BRREAICE DL B

NEICBT B 7 0A T —N—_"EERHEREBICBWT, £FH
JEB GBI AR TAFE S RICHINEZEOH SN L 72 &
HEDDH D, T, MOIEZT O A PN - SR %2 E IR
BESNTWAREICEWT, —BRNEREDSRED NI ED
HENSDH 5,

16. ZYENRE
16.1 MORE
#16.1.1 BERAICST 2ZMENE
A B LZ36HICt L I+ 750~400mg ) #2218 FHEH#S L7
& ZOMFFRE RS20 ICRE MEHEE (Chy) 1ELE
% K95~ ORI DRI (t),2) THELU. ChraxX U MEEHERE — KR
iR FEE (AUC) WEAETHRLIVEVEERTERLEY,
BERAICE L OF S 7 2 BEREORE L & & OEMEE/ ST X —%

i Tinax Crnax ti2 AUCInf
(B25) (h) (ng/mL) (h) (ng-h/mL)
50mg N R N N
(364 2+1.3 287+100.4 5124 1631 £540.2
100mg N N N N
(341) 214 | 55342122 | 7432 | 3429411498

200mg N N N N

(3441) 2+0.9 815+303.0 8+3.5 5832+1674.5

400mg N N N N

(34f1) 2+09 1296 £457.7 9+4.1 10789 £3793.4
FHME IR R

F7o. BEBRABEI0FICE L 3+ 7200mgEZEE TS L IEBRIC
ARG L& &, BREEGROC 3 1.5[BIC ERF LM, AUCIEE
BEZ P o720 BERABEISHICEL I+ 7100mgZ 1 H2
B, AR7THERERS LS, EFRE (THH) OChaldf
607ng/mL. AUC(15,13#92652ng - h/mLTH b . LM IEESh
mhrol?,
x16.1.2 BEICHIT DEEHE
i) v~ F BEROATEEREERERE609FIcE L aF 2 725~
300mg™® #1H2[E, BERRERS Lz &0 MERBEELI605%
V7 BEFENBERET OME, EEREICE IO 752
(CL/F) BRUBPTOFHER (VA/F) OREFFY (EAEZS)

EEN2N21.2L/h (W42%) KU335L (K77%) LHEES Nz, &

Jov FEMOAEIZCL/FO. BTV T I VBEERVA/FOZESHERT
b EERENY,

16.1.3 EYFHEIE AR

(ELOFYTE100mg [F'1 K] )
TR ABIEICE L I3 75100mg [ ] & LIy 7 258100mg
DFNZFNIE (LLIF7ELTI00mg) #. HMARHEEEORS
LTI L aF o 7BEZHEL. Bon-BYBE/ 5 X -4
(AUC. Cpay) 12DV T0%EHEX EIVEIC THETRRIT 21T - 72 FE R
log (0.80) ~log (1.25) OHFEHNTH V. WHIOAEYZEFEEM I HE
BENTz (FURF—N—F) 9,

HFEISTA—% BENTA—Y
AUC0—48 Cmax Tmax ti2
(ng-hr/mL) (ng/mL) (hr) (hr)
L aFTTEE 4305.23 686.41
100mg [#4 k) | +120808 | +25583 | 23%11 6-7=24
TLay o A5k 4306.24 728.18
100mg +127253 | +25565 | 21*L0 | 60=19
(Mean£S.D., n=44)
(ng/mL
900
800 |
700 |
m 600 f
# 500 | ) i
o —o—t L IF 75 100mg [ 1]
W 400
iz 300 —O—+t LIy 7 Z§E 100mg
+ =
200 1 (Mean+S.D., n=44)
100
0 - - . ® °
0 6 12 18 24 30 36 42 48
IRgfH] (hr)

MBS DI AUC, Cpu0/85 X — 413, HlE ORI, (AT
DIREUEE - BRSORBERIC & > T RE DTN H 5.

(2L a*FYT8200mg [54 K] )

BB A B £ L O % o 75200mg [ 74 k] & LTy 2 252200mg
DENFNLE (LLIFTTELT200mg) %, EAKEEEDERS
LIS T L as s T-EZREL, 86N RMBHE S X —5
(AUC, Cpax) IZDWTI0%(EHEX RIS THEHRIT 21T - 12 iR
log (0.80) ~log (1.25) DEENTH V. THID LSS
BWENF (FORF—N—iE) 10,

HERT A=Y BEIST A — 4
AUC0—48 CmaLx Tmax ti2
(ng-hr/mL) (ng/mL) (hr) (hr)
YL aFy T 9712.10 1247.41
+ +
200mg [~ +2335.21 +430.53 2210 78£2.2
tlLay 7 AE 9335.50 1217.70
+ +
200mg +2191.89 +403.79 2813 8529
(Mean +S.D., n=52)
(ng./mL)
1,600
1,400
1,200
1t
1,000
5
;; 800 —o— L % ¥ 7§E200mg [ 541 1)

E 600

—Oo—t L I v 7 Z$E200mg

(Mean+SD,, n=52)

!
400
200
0 &
0

MEFFREILCICAUC, CpaxEFEO/NT A =413, HiEEE OBER, AK
DOREEE - BRISOREBEMFIC L > TR A THEMN H 5.0
*16.3 9

16.3.1 EBHES
In vitrofk Q'ex vivolZ X AT OFER. L aF > TOMFEAZ AR
13H97%TH D, FELTTILTIVIC, DWW a-BEEEAEICHE
BT s EMNRESNL,

16.4 (X
In vitro'? B in vivold BEORER,P S, L LIF T TI3EE LTH
MRBEBERCYP2COZN L TRB#SNLZEDHO P EL > TS,
CYP2COICIZEEZEINEE L. [1e359 »Leud ¥ 07 I/ BEBEMICELD
AN L > TRIRBEEMET T 558055, HEA218H 2R &
L72CYP2CODWZ TId. 1le35 +Leu3s® ok EH & (CYP2CI *
3/%3) BEELED 570, Leud DAFufEaik (CYP2C9* 1/ *
3) W E218BIFBI (4.1%) FIEL 7z EDWMENH B 19,

6 12 18 24 30 36 42
i (hr)

48



CYP2COMD#EEZH (CYP2CO*3) DEBEL LT, LLIFYTRHE
BIVIEREHS Lz &, CYP2CODAT a#EAE (lle35 »Leu3™,
CYP2C9* 1/*3) 2B ARBMAISHOAUCIXEAR (CYP2CO *
1/%1) ORERAISTHICHRTHL6MEEEEEZRLRZY,
BERAICE L IF Y 7100mg2 BEHE ) L& &, CYP2CO*
1/*%1 (461) &H# L. CYP2C9*3/*3 (3ff) OAUCIEK3EEE
ZRLIO SEAT—¥) . BERAICELIFY7200mg%1H]
| ® 7HRERERS Lz &, CYP2CO* 1/*1 (74l) &Eb#iL.
CYP2C9*3/*3 (3ffl) DCpaldf4tE. AUCIEI7IEEEERT Z &
PHESN TV HEAT—) . [10. ]
*16.5 Pttt

BERABEICE LIS TERE5 Lz & 2 ORE(UEDOR RO HE
HWRIFELS (~3%) « ELIAFTTOrI 7T RAFFEELTREZY
TI VALK DEHEREIN, BEKRABEICHUC-ELIFTT
300mg ) %z FHERS L7z & &M, REVEHRICCOX-1K%T

) AR DA SN FER OCHEIRBEE Y v~ F 1 100~200mg %z
LH2[E. ZTEEBIEE. BERiE. FRIEIE 2. R BAERES.
fEE - BEERZE 0 100mga 1 H2ME, Ffitk. SME%. REROME -
$8J © #)E 0 A400mg. 2[EHLBEIX1E200mg & LT 1 H2[E#%
H#59 2. %8, HE5HEIIRHU EH TS & EBHOBE
1. #EDA400mg. HEITIE UCLIREI3200mg % 68 DL b ap
FTRO%KET 5. 72720, 1H2EETET %,

17 . BRPRALE
#17.1 BHUERUTREEICET 2HER
17.1.1 BHOEELGRE (ERERRER)
EN TR v~ T RTREREETE. BEE. FREEERK. ERBE
ERE. B - REERZS. TR SMBRRUHERES 2 MRICE/BS N
BRHBIC BT 2B WEOEELHEILLTOEBY TH > 72,
R v~ T ETREBIRRE. BERIE. RBAEIRIE . SRBUERRE. B - R

TETLTFIVEHALTVWAEREFIC, YO U Y EVEHOER
EHESEETHAICL > TREGNEHIAHRESNTNS2) GHEA
T—%) . [10.2 2]

16.7.5 XOFt&F~
B LSHIIC ST ¥+ F > 20mg# 1 H1E, %7 MRS L&,
L aFY7200mgE EE TREIHFAHSG L-EE, ELIFTTO
Crax @ HFRIC K D ROTREITET L2 A. AUCIREERZ T 2h o>
7220 28), F/-. RERALISHNICE L IFS 7200mgE 1 H2E, &%
THE#S LzgI1c, /Sa¥tF > 20mg% 228 FHREIGRES Lz &
&, 80 F L F U OC, KUAUCIEHAIC L D 2 N2 1SERUK
L8MEIC EF L2029 (HEAT—%) o [10.2 B8]

16.7.6 FFZMOXRNLT 7V
TR LAFICE L I F 2 7200mgE TF A F X ML 7 »30mg%x
1H2[E, BH7HEMALZEE. TFAMAXMLT 7 2 OC, KO
AUCIEBHRIC & D Z N2 Ni2.468 K OHI2.6651C B L7220~ 30 (4
EAT—%) . [10.2 3]

16.7.7 HIEH
TEEERRA24BIC 2 L 3% > 7200mg & HIBEH] (FLI=TL - 2T Ry
T LEEHA) RZEETHEGARS L&, ELaF T TOC &
BERIIC K DHF0.615ITMETR L7z, AUCIREEZZ I 2 o7z 3D, 32

HEAT—=%) . [10.2 ZHE]

COX-2EEFFEEZ RS 2 WRBYPIBERE S h, MEEFICdEE L R, EEY < F EFE AT
TREMAEDEEL Tz, 7o, BEHEOR KR OEHIRRIEZ N2 : P : S | -
HHBEOR27% R ORIS58%TdH - 7- 181 19 (JEAF—%) . HErs IS T AHRER 50 simg sy | OB TAEGER > 55 AR B 30
16.6 HEDERZHI HEE Lratra|kra tra L3
%16.6.1 BEEESE % T XTI N FT | F2T| ST | FT| ST | T
BHEERERE CREMAEEEIS~60mL/5r) 22FlictLaxy 7 Fii% - F& | &+ | 100mg | 200mg | 200mg | &4+ | 100mg | £+ | 100mg
200mg# 1 H2[E, A&%7HERERS Lk &EDAUC) 70 SRR L1H2ME | 1H2ME | 1H26 1520 152/
BT BEERERDP 7220 HEAT—%) . B AR 48 1238 48 48
16.6.2 FFEEERE *ﬁé‘?&@% 74 72 79 | 318 | 90 84 | 151 | 295
PR B 3 R OB R AIC 2 L T3 & 7100mg % | H2ME. &5 HER Esgmﬁ
EHRE L&, BEFEEEZ (Child-Pugh Class A @ 12f1) @ T (VAS) aa | 274 | —ia | —os | —198 | —264 ‘
AUCo1on BEERAA (1261) 1ZHATHILIMIC, REREATHERE THIB(CR | £1739 | £2000 | £1901 | £2105 | £2123 | +2477 | “2H67 | 7306
(Child-Pugh Class B : 11f) TI3 @R (1161) 1CHATR2.765 (mm)
CEFL2Z2) (EAT—%) . [9.3.2 3] BEOER
%16.6.3 SEE EEeR | o | oo | s | Zos | Za0n | 2
EFEEREL (66~83/%) 240k UEERSEL (19~48m) 24t FEVAS)Y | 100 | 11703 | 21807 | 22026 | 2060 | 42407 | ~2007 | 2737
La% > 7200mg% L H2ME, SHEREHRS L&, EHREICBT Rl
B2 NSO BB LD ChLa XV AUC) 1on (Chax - 1808ng/mL. (mmr)—$
AUCq o ¢ 11852ng - h/mL) 1ZIEFE B L (Chay ¢+ 973ng/mL. %gggﬁ;
AUCq.1zn : 5871ng - h/mL) L HBLCHEEET L. /2. BRK WA o | 23 | 88 | —119 | 96 | 186 | 249 | | Lo,
HDCra L AUC) 12 (Cray & 2362ng/mL. AUC. 2, ¢ 15466ng - EAN +14.60 | £1581 | £16.17 | £19.85 | £19.32 | +21.66 - .
h/l’IlL) 135 B (Cmax : 1254r1g/mL‘ AUCO,Qh : 8238r1g . (mm)
h/mL) K OEEERLL2 GHEAT—5) o ACR () - | 5/67 | 12/72 | 19/79 | 68/318
16.7 EMHEEER kagERd | (7.5%) [(16.7%)|(24.1%)|(21.4%)
16.7.1 UFHL .
R 240112 L3+ 7200mge ) 57 L450mg% 1 H2[E, &% E;;‘;WT: © | 17/73 | 23/72 | 25/79 | 84/318 | 45/90 | 57/84 | 74/151 | 200/28
THEBA L & &, EERBICBI Y F 7 ADC, & CAUCIHHH gﬁﬁz%ﬁﬂ (23.3%)|(31.9%)|((31.6%)|(26.4%)|(50.0%)|(67.9%)|(49.0%)|(69.9%)
CEhwFhLHI2[BIC LR LD HEAT—Y) o [10.2 2]
16.7.2 Z)LaFV—IL 3 B EMEERL | EEWEEE | R - R
fERRR AL 7IIC 7L 35— L200mg# L H 1[E. 7H B S L7221, it 5 AR IAERER 57 R 0
L aFy7200mg R ZE FHEHAZS L-EE, vLaFxyTo A laxs7100mg TLa%>7100mg
Cra ROAUCHBHRIC £ D 2 2L 7R OH2.3081C LR L7 19 29 R LE2E \ 1528 ‘
GHEAF—5) o 1102 B e = = = =
16.7.3 ZILNZRIFY it 414 74 80 79
@!%EE)\ISWUZZJC I/Z«*\*“/7‘200mg <‘_’,“7 JIZAVS 79" ‘/ZOmg’él EIZ@\ BE ORI (VAS) 5 —33.2 —343 —315
BHRTHEHEALEEZ. tLaF T TOC, SLUAUCIEHAHICK D WV IR (mm) 294 +20.57 +21.28 +19.80
THHRLIMEIC LR Lize Fio, @EBALMICE L 2% 7200mg BEOLIFFE(VAS) 5500 —324 —36.0 —28.1
ETIWNRE F 2 20mgz 1 2, BR7THEMHE L&, TLUVIRY (LR (mm) ) +£23.56 +£21.77 +£2041
F U DCra HFRICE D FIL2[EIC ER L2d, AUCREERZ 7% AR 2A3HE (VAS) 9710 —39.9 373 -335
Ppotz255 200 (MEATF—%) . [10.2 8] PHZALE (mm) ) +22.72 +17.38 +19.75
16.7.4 )T 7UY BB OWEE b 36/74 43/80 41/79
BB AI2BICT LT 7 ) > 2 BEHRE L2, £ L 3% 7200mg — E%j;g — (486%) (53.8%) (51.9%)
ZIH2EET L7 7Y 1 ~5mgx 1 HIE, 7THRBHLES, ©L i 367
AXTTEILT 7Y y@m;lgﬁngrg&z}j:_u_ b € v RICEE A RUEE 261/401 48/74 56/80 53/79
Bigshmofe L LEHS, WA CHICEREICBNT, LLax I £ HEAEY (65.1%) (64.9%) (70.0%) (67.1%)
DIRBRSEMETEE IH S LN RE

a) PPS (Per Protocol Set)

b) BEBEEETIE. BE Ol

c) BILMBEEETIE. EHi D2

d) ACREEBEEE () ICX2WER (UTD1) RU2) %295
& (2] &9 5. 1) EREEIROERMERS VT NS 20%0L
ek, 2) BEOERFME (Visual Analogue Scale : VAS) . &
BHOBERBIES WM (VAS) Rl 0% 85 8 M 2% 51

(VAS) . BEHEO SRR (mHAQ) D41EH® S 531HH M L

IZBWLT20% L i)

e) LR HE DB FHEREIC B 1) 2 WER I RK MR IEEHE
BT HER ( [HEESE] D LEoFs)

f) BT X 2ABHEAFIGETH 2 7-0, BEREICOV TR
Figeach

g) FAS (Full Analysis Set) : ##&l% 1B ERA L. BE5®&ICHEDE
FHTE B 255 S TV A RE

h) BEOWUEZEEFLA [BR<&-7z] D EoElE

i) RDQ (Roland-Morris Disability Questionnaire)
EIZRT 5 241EE OER]

CAEETE O



Fifitk. SMFRALNICIREREE

R FHTRIER HMERIZR
B o AR RER 4 — i PR B 42
ﬁﬁifﬁﬁ% 7R ‘ traxy7d | wraxyre
fiaea Gl 2H 8H
A RATIE G 3 124 [ 248 80
HEOHFRIC L 2EMEY | 79/124(63.7%) | 189/248(76.2%) | 70/80 (87.5%)
PR (VAS) (mm) © 52.6+15.2
REA REHIER REHRIER
B 55 1 AHER ) 25 T AHER Y
F LmE EHESD
- tLaFy7 _ | tLra
. fﬁgﬁ a zz 25mg ‘ 50mg ‘ 100mg ‘ 200mg ‘ 400mg zz *37
HE | HE | HE | HE | H[E 200mg
B5HE 1H (B[E) 1H (2[=)
FRERRT

el 53 58 54 54 53 58 58 64

BEOMRIC | 13/53 | 28/58 | 27/54 | 39/54 | 39/53 | 47/58 | 15/58 | 41/64

LBHERHED 1(24.5%)\(48.3%)((50.0%)((72.2%)|(73.6%)((81.0%)|(25.9%) | (64.1%)

PRI
(VAS)
(mm) c)

12.3 334
+19.5 | £24.2

a) FAS (Full Analysis Set) XIZITT (Intention To Treat) : %#|%
1EELEMRA U #BE58ICEREEHEE H 253 i & h T 5 REH
b) BEOHRICEA2EME ([Hniz] XE T&<ahwviz] S3HfiL 7=
BEOHE)
c) ERE#wEE (VAS) (BEICX DM, N—RA T 1 > H— RAKFHER)
d) #E+t L3+ 7400mgi 5%, BHICE L I+ 7200mg % #5
L. BHIEE L 3F7200mg# 1 H2E#HS L7z
e) #Et L a3+ 7400mg 5%, FHICtE L IF 2 7200mg% &5
L. BHEFEZE L 2% 7200mg# 1 H2E#S L1z
f) £ L aF > 7400mgi 5541, BICHEBERE2 NEE LI BEEZTRIC
BINEE 21TV, BIRE ORI ZFHE L 72
17.1.2 MEBICHT 2HE (BNERRIER)
MET Y v FERE (RS 128/) « BREEEERE (RS
4B 2ERET HERNEAB2RBOWSE T — ¥ 285t L1
EE. HEERE (ER) 2FCToORERRERRIEL LI+ 7100~
200mg 1 H2[E#%5T12.6% (96/759) . %HE#E (COX-21cxt L&
FEDEWIER T 1 REEHEK - $H) T13.4% (103/769) TH-
7234 360 ERSERE (RSHIE  HERE) 2rRE T HEEMEAE
OFRERTIE, HILERE (EAMEEREZHL2E0) 204 TORIER
FERIIL LI+ 7100~200mgl H2[EH#5T21.4% (91/425) |
HHESE (COX-210f L CRIREDEWIER T a1 FHEER - S8RAD <
245% (103/421) TH-7=%, [8.4 BH]
17.1.3 DOERICHT DHE (BNERFRKRHER)
EANTEM LMY v~ BE (RSHE  1280) | ZRIEREEE
BE (RS0 4EM) 20RET 2 ERMERHRE2HBROMSRE T —
HERER LR, ERLDAEEROFKERIE, L aF2 7100~
200mg 1 H2[E#E5T0% (0/759) « *tHEEE (COX-21I%f L CBIRE
DIEVIER T O A RHENZ - S8 T0.3% (2/769) Tdh 7234 30)
F7o. BV v FEE (BESHM 480 ROERHEEEESRE (%
SR HERH) 2HRET BT T AR EE R ERHBRIABRICB
JHEELDMIEREFORRRIIL L IF 2 7100~200mg 1 H2[EH#H
5T0% (0/675) « It XT02% (1/412) TH-7=%), 5.
2007 OERRE CILERmSNREIF L CORGHE T2t %Y
ifi U7 EIN 2R ER 1 2508 (BB v~ 7. ERAERIEE. EREE.
TEBAARE B 2. SEROEIERE R O - SR EBE 20 R & L HRER)
OWERET -7 ICBT 2EEADMEBRORRRIL, LLIFTT25
~400mg 1H2[EE ) ©T0.1% (2/2,398) TH-7-46)-48), &5,
[EeiE. EEAEERER. EREERE (WINLREHM  4EH) &
O - RIS A ERE (RSHRE 2B 205E L-HBSRBOERE
F—yOEFTIR, BEELODMEREROREFRILL I+ 7100~
200mg 1 H2E#HST0% (0/1,304) « 75 ART0.2% (1/411) . &t
HB%E (COX-21cxt L TRIREDEWIER T 01 REEHZ% - #RA) ©
0.1% (1/831) Th -7, Fifits (HSHM : 2HME) . sME% (%
S 8HM) | thttg (BEGHARM : 1E1SUE2[E]) 0BFEEZ[NREL
RBARE TR, ER L OIEFROFEREILLIF T T, FIER
FORHEEE (JERT O RHEHEK - A1) OV IThORSHICLEE
SN H 57259,
#17.2 BISIRGERAESE
17.2.1 ENSGEIRSTHRERRIER (RRERAD LEBEEBEHIRICRIF T &
EDIREY)
R (SR « 2E/H) 2dRed 2 ERFEABOSR, & -
+THRBOBEBRRE (WREFHR ) 3t 1L aF>7100mg 1H2[E
BETLA% (1/74) . *HESE (COX-2icxt L GRREDEWIER T 0
A R - SFR) T27.6% (21/76) « TIEART27% (1/37)
TH-7250,
TLaFT IO - +ZEBOBBLI 261N EOBIWER ORBR
3. USAMEBX10.5% (8/76) « IEEAHUE2.6% (2/76) . LAgHE
F82.6% (2/76) « B42.6% (2/76) . OM42.6% (2/76) TH -1
HKARET Y E=5 ) VI RERICLDHE
17.3 ZDftt
17.3.1 REAFHHIZSHER (OS5 ERERABRY — TERFHHHER)
HEICBVWT, ELaAFTTOKRBRY —TEETFHE  (KEIOREE
XIFRR TR W) Ot Z BN E T 228 BNPERS N, 205 5APC

e (BFEUEAEREERETYRE) <3, 3EMORBRHERICS S
EREHB L, LLIFTTHESTOEAFMEE (DMEFRICES
FEL, DAIEEMAE ) OFERRICHEHEN BN RO s i,
EEFHEEE O 7RI 52 L 3% 7TOMER Y 2 213400mg 1
H2[E#%5 3.4 (95%CI: 1.4-8.5) « 200mg 1 H2[E#%5 2.8 (95%CI :
1.1-7.2) Th-otz. 3EMOEETHHEE O REREHL X, TIHK
T120.9% (6/679) . £ L 3% 7400mg | H2EH5T3.0% (20/671)
200mg 1 H2E#%5T2.5% (17/685) Td>1zo —/ . PreSAP#ER
(KIBRRIEMEAR ) — FEFR TR ik, #aiHEEBEIC>VW TS
AR E B LMY 2 213400mg 1 H1E#REST1.2 (95%CI :
0.6-2.4) THEZY A7 DEKIZRD SNEN o7, SEROEEFHN
HEORERERR T, IR TIE1.9% (12/628) . L axy 7
400mg 1 B 1[E#%572.3% (21/933) TH > 725234 (HEAT—¥) .
[1. ]

1) AR O AR S N lER O HEIZBE Y 7~ F 1 100~200mg%
1H2[E. ZRHREEE. BUEE. FREREEE. EHREGRR.
[ - BEERS¢ 0 100mg# 1 H2[E. Fiik. sMER. REROEAK -
$EF ¢ ) D A400mg. 2E H LIBEIZ 1[E1200mg & LT 1 H2[E4E
O#%59 %, %8, RSHRIZ6RHELU EH 5 &, HROBE
&, WEIDAH400mg. MAEIE U TLIFEI3200mg % 68FE 2L d
FTROKEY %, 72720, lH2EETET %,

18. EHEIE
18.1 {EBKEF

TLIaFTTIR, YraAF S —Y (COX) Intd BREEEZ B
HI B0 MEE TR BER R EBERUCOX-1. COX-2
EEZNZNHEF L biskilifaz AV 2ERICB VLT, COX-2icxt L
TEIRZIEEERAZR Lz (in vitroikBg) 59250, L a7,
SHERFTICHEE SN2 COX-2% BIRWICEE L. COX-2HkD 71 R
Y5V VEOEREIMEIT A EICKD., HA - SERIERETRT &
EZZ2o6N5,
18.2 MIREMUEREIER

tLaFy 73, BREMEETILCHSTY bOT V2N NERIAT
FIZBWT, aF V7 a7z RO, Y RAY Y2 ERRE DT RIE
R OSERER 2R L7z 5D59,
18.3 E{LEIC T B1ER

TLaFT T T ML CERONGREREER 2 RS 2o
Too —=H AV KXY Yy, advyruarzzy, Yru7xF RO
TOFt G RRIRENICE ROVMEREREE 2 EHE L 7250 60, [8.4
28]
18.4 MMREREICX T B1ER

L aFy 7, b MERMIMMMIUICBWT T T RV ERET M/ M
ERMEI Lotz —H, OFV a7z AVRAZY Y, V7
07z 7 ROA 70T x BRI I MRS % ] L 72 56)

(in vitroikER) .
18.5 Za—F /OVRRAEZELDHA

—HD=—2—F ) 0 EHEKIL. HHEOIERT O RHEHEK - #HE
BlZHATAIET, FNITEEZFRITHIEPMENTNREHOD, ©
LaAFITET ) FH I UEO- 1 —F ) 0L REEE Y AICHA
BELTH, BEIFRSN LGP 7202,

19. B3RS ICRET S EBEENMR

—fgE9EM : ELaF > 7 (Celecoxib)

{b24 : 4-[5-(4-Methylphenyl)-3-(trifluoromethyl)- 1 #-pyrazol-
1-yl]benzenesulfonamide

%%,:Lt . C17H14F3N3OZS

S¥8: 381.37

R BEOHERUIEREEDOH R TH S,
A5 ) =BT RT L TH =)L (99.5) IZRREITP
T, KIZIFEAEE T2,
EmEEIRD NS,

(b

HsC

B & 161~164C

22. 9%

(BLaFYT8100mg [F'40 ] )
1008E [10%E (PTP) x10]
(ELaF+YT8200mg [F'40 ] )
1008E [10%E (PTP) x10]

*23. TENH
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2000 ; 278 (6) :RI1496-R1505
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BT Y v~ 7 ROERMRBEEESRE - EZYEE (tLay o R8E:
200741 A26HA&GR . HFERTE2.7.2.3)

VAENER A FIE SR (L aF 2 78E100mg [41 M)
VHEPER D R E SRR (L L% 78200mg ¥4 M)
)Paulson SK, et al.:Biopharm. Drug Dispos. 1999;20 (6) :293-299
12)

13)

3)
4)
5)
6)
7)
8)

9
10
11
Tang C, et al. : J. Pharmacol. Exp. Ther. 2000; 293 (2) :453-459
BIMERRA - AR OEYHEER (L a3y 7 Z§E 1 200741 A
26HAGR. HBERMTE2.7.2.2, 2.7.2.5)
14)Nasu K, et al. : Pharmacogenetics. 1997 ; 7 (5) : 405-409
15)CYP2CO*3D# & (L oy 7 A$E : 200741 H26 H &R, HiFER
WE2.7.2.3)
6)Kirchheiner J, et al. : Pharmacogenetics. 2003 ; 13 (8) :473-480
17)Lundblad MS, et al.:Clin. Pharmacol. Ther. 2006;79(3) :287-288
18)Paulson SK, et al. : Drug Metab. Dispos. 2000 ; 28 (3) :308-314
OV ANTV AGREE (LLay 7 Z§E: 2007E1 A26H &R, HiEER
WE2.7.1.2)
20)BMBREERZICB T 2EMHERR GE) (Lray s xgE:
200741 A26 H &R HiEERMTE2.7.6.17)
2 FEEREICH T 2EHERE WME) (Lvav s R§E: 20074
1H26HZ&RR, HEHERMTE2.7.2.2)
2)EEEREXEEIEERE IS8 5EEERE AE) (tray
7 A§E 1 200741 H20HA&RR, HFEERHTZE2.7.6.15)
23)V)F L EOEMHEEERARE (L a3y 7 2 200741 H26H%
. HFEERTE2.7.6.20)
24) MR - B RO ENER (L ay 7 4§ 200741 A
26HAGR. HFBERMTE2.7.6.18)
25) 7 WNRE F v EOEYIHEERREE (L a3y 7 A 200741 A
26HAR. HBERMTE2.7.6.27)
26) MMM EERRBOERN (YL v 7 A8 20071 H26H &R, H
HERMTE2.7.2.5)
27)Karim A, et al. : J. Clin. Pharmacol. 2000 ; 40 (6) :655-663
28)8u ¥t F v EOEMEEER SHE, SudtF o) (kL
v 7 A$E 20071 26 HA&GE. HEERMEEE2.7.6.30)
29)8uFt Ty EOMEEARRE SME, tLa*sToXE) (kL
v 7 A$E 20071 26 HA&GE. HEERMEEE2.7.6.31)
30)FF A PTRAMLVT 7 EORYHEERRE JHE) (travy
A$E 1 200741 A26 HARR, HEEERMEZE2.7.6.28)
) EBRUHIBAIOLERE UHE) (Ll av 7 R§E: 200741526
HA&GR, HEFERMZE2.7.6.25)
)EBRUHIBAIOLERE UE) (Ll av 7 R§E: 200741526
EI%EL\ R ERMEEE2.7.2.2)
{3 f : Prog. Med. 2006 ; 26 (Suppl.3) : 2788-2819
FfE5f : Prog. Med. 2006 ; 26 (Suppl.3) : 2820-2845
.a?kr;%:.ﬁﬁ Prog. Med. 2006 ; 26 (Suppl.3) : 2869-2910
6)EFT : Prog. Med. 2006 ; 26 (Suppl.3) :2911-2931
7) &M E—ft : Prog. Med. 2009 ; 29 (Suppl.2) : 2853-2872
8)E R fth : Prog. Med. 2009 ; 29 (Suppl.2) :2893-2917
9) B EE M : Prog. Med. 2009 ; 29 (Suppl.2) :2918-2940
0) FREF R EAh © Prog. Med. 2009 ; 29 (Suppl.2) :2941-2963
1) FimaER (L Loy 7 Z88: 201 1EE12A22 &R, EERESE)
2) KH#EEM : Prog. Med. 2010 ; 30 (12) :3117-3130
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