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IL1E200mg & LCLHZMEIR AT %, Zd, & 5-RHRIT6N:
L EHIFDZ &,
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9.1.5 SERF7O4 FiEils - BRAOERMREICL SHILEES
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16. 1.2 BHEIZHITZEMEE

BV v~ F BE K OVE R REEEBF60IFIcE L aFk v
725~300mg™) & 1H2E, BBEHEE Lk & & OmETREg
fE1, 1605 % W72 RHEE RSB REMAT OS5 R, EFRIEICk
FHREO7 VT Z A (CL/F) ROBNT DA% (Vd/F)
ORAEMFY (BARZES) 1ZFhFh2l. 2L/h (K42%) KO
336L (F977%) LHEE SNz, Fio, Fle L OIKEIXCL/FD,
MiET7 T I RV FOEBER TH 5 LR SN,
16. 1.3 £PEHRISHEFER

(L a7 HE100mg T454K))

‘L ax T EELI00mg [k B2y 7 ZEE100mg%E 7 7 A
F—N—jElZ XY ERENIEE (ELafy 7L LTl00mg) fl
B B IS B AR O 5 U C s FROR 2 LA IR 4 I 7
L. o= ysie N7 A —4% (AUC, Cmax) {22V TI0%
TEHRE X RIS CRFHEENT 21T o 7245 8. 1og (0.80) ~log

(1.25) OHPANTH Y, WA OLEMFHREEIHER SN
79,

#16-2 FEWENHE T A —X

14, BRLEDZEE
141 EFIGEHEDOEE

PTPEIEE D IEANIPTPY — M BB L CTAIRAT 2 & S $E 3
HZ L, PTPY— R ORRARIT &0 o BG83 A KL I~
AL, FITIFZELE B Z L CHEBRINA % 0 BEE 2 & DHE 2 0F %
THLZERD D,
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15. 1 BEREREEAICE D <1F#R

SAENCHEIT D7 v A4 — N— T HERLERBRICB W T, AA
e H-HEIZ LR CARKE G R PRINEF OB G838 Lz & D
WMENDHD, o, MMOFERT oA FHERHK - $RA 2 B
B ENTWALIEICRBWT, —FNRRERED LD
MEND D,
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16. 1 mARE

16. 1.1 EMAIZE T 5EMEEE

T RERR N B & 36/l L 21 % 3 750~400mg™™ % 72 T HL[EI £
HU Tz & & oo i v B I 8 0 2 I8 ) B 0 e v o P
(Cmax) IZFEL7-1%. KI5~ORFE] D 98 (t12) THMEL.
Cmax f OVIAE 8 B — BRI dh AR T rifd (AUC) km A& CHE
P VIRWEERTER LY,

F16-1 EFEFAICELax s TEAEEROKE LT- & & D3
WENRE T A — X

& Tmax Cmax ti/2 AUCinf
(1% (h) (ng/mL) (h) (ng * h/mL)
50mg
2941.3 | 287+100.4 | 5%2.4 |1631+540.2
(3641))
100mg 2--1.4 | 553+212.2 | 7+3.2 |3429+1149.8
(3441) - T - .
200mg
! 240.9 | 815+303.0 | 8+3.5 |5832+1674.5
(3441)
400mg
240.9 | 1296+457.7| 9-+4.1 | 10789+3793.4
(3441))

EPIAE AR e 7
F o, BEEERABMEIMICE L 3% 7 200mg R 22 T L<
IERBICHBIEL Lz & &, BREBEGREOCmaxiX1. 512 L5
L7278, AUCIEZ R & 2 T 220 o 128, f@EERE AN B35+ L
aXT7100mgx 1H2[E, BRHTHRIKERG L&, EFik
€ (THH) OCmaxiZ#607ng/mL, AUCo-120/3#92652ng * h/mLC
bh, BREMIIBRISNRN-ED,

HE/NT A—H BERT A—H
AUCo-30 Cmax Tmax ti/2
(ng * h/mL) (ng/mL) (h) (h)
L ax TEE 4511.5 748. 50 2.35 5.8
100mg 754K +1641.6 +246. 37 +1.08 +2.6
Tl ay s A 4267. 3 661. 02 2.64 6.6
100mg +1494. 2 +224. 98 +1.23 +2.7
R EAEHER A2, n=70
(ng/mL)
900 -
800 - —@— L aF > T 100mel )

—O—+tLayYREE100mg
Mean+S.D., n=70
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F—N—EIZ XY ERENIEE (BLaf 7L L T200mg) fE

BB ISR B AR O 5 U C 3 FR R 2 LA IR S 4 I A

L. o EmEnE 7 2 —4% (AUC, Cmax) 2DV T90%

EHE X VEIC CTHEGHET 21T > T2 R, log (0.80) ~log

(1.25) OHMPANTH Y, WA OEMFHREEDPHER SN

79,

#16-3 FEWEHE T A —X

HENRT A—H BERT A—H

AUCo-36 Cmax Tmax ti/2

(ng * h/mL) (ng/mL) (h) (h)

L ax TEE 8810. 2 1297. 75 2.25 7.5
200mg [ A¥HK) +2680. 0 +405. 09 +0.95 +3.8

Tl ay s A 8236. 1 1143. 98 2.33 7.7
200mg +2580.9 +440. 48 +1.18 +3.2

HIE RS, n=66
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B5 % OER (hr)
X16-2 I Loy 7R
M E PR L ONZAUC, CmaxZ5 D /3T A — & (X, #BRHE OB,
IR OBRIEEL - BEF S ORBREMHIC X - TR 2 RN H
5o
16.3 49
16.3.1 EaHEEE
In vitro K Qex vivo IZ X DMFIOFER, Bl ax 7 omiE
BEABARITNINTHY, EFLLTT AT IV, DV Tar-
FAMERE R VEICAE AT 5 2 L AVRE IO 1D
16. 4 X3
In vitro @} Win vivo WERBOFER NS, BLax s A3E
& U CTERMIRHEERCYP2COZ At L TR &N D Z E 3 b &
o TW5,
CYP2COIZ I BB S TRIUMMAFAE L, 11e3¥9—Leu®®D 7 I / BREH#IC
FOIANC X > TEIRBEEDNE FT28BE08H 5, HAAN
21841 & x4 52 & L7-CYP2CODHFZETlx, Tle¥9—Leus D REHE
A1 (CYP2C9*3/%3) 1ZMEE LD o728, Leu3¥9D~F 1 2
AR (CYP2C9*1/%3) X218%I 9% (4. 1%) F77E L7z & OWiE
N HW,
CYP2COD &£ (CYP209*3) DEEL LT, L axi 7%
HEIUIRERE L- & &, CYP20OD~T o #4116 (11e359—
Leu®®?, CYP2C9*1/*3) %A 7 2 HEFEA A 156 DAUCIT B A=
(CYP2C9*1/%*1) DR AN13THNT L THIL. 6% & Bl 2~
Lf:15)o
fEFERAICE L aXx 7 100mga A HE) Lz L&,
CYP2C9*1/*1 (4f5]) & b L. CYP2C9*3/*3 (3#il) DAUCIEHI
MEEMEE /R LY WEAT—%), EEEACELax YT
200mgZ 1 H 1A 7HERKE®RSG Lz & &, CYP209*1/*1 (7
) &@LU, CYP2C9*3/*3 (35) DCmaxiTAI4fE, AUCITKIT
BEEEZ RS ERREShTWAD WEATF—4%), [10.
S ]
16.5 Hktit
EFERABICE L axy T2 E Lz L & OREEDR KL
OFEPHERITELS (~3%), BLaxsTors V7T RE
FLLTREZ VT TRk B EHEE SN, @ERA BT
IZHC-t L a % 7300mg™ %22 FHERG Lz & & o,
PR B OEHIZCOX-1 K TRCOX -2 ETE 14 % 7 & 72 W MU 23 378
HRE S, MEIZEE U TREIEDFEE LTV, £
7= BEHRE D JR M OVFE Hp PR3 2 U B D F927% K% O
58% Tdh~7218 (HEANT—4),
16.6 HEDEREETHHE
16.6. 1 BEEESE
B PER PR E B CRERRIEIEE35~60mL/47) 226lcE L =%
T 7200mg & 1 H2[A], R%THBKERSE L & & OAUCo-7onl L it
FERAICE T DM E KER - 7219. 20 (SNEAT—H),
16.6.2 FFEEERE
ArhEE B E K OERAICE L 2% 7 100mg % 1 A 2[E, &5
AMXERE L &, BEFEEMRH (Child-Pugh Class
Az 1261) DAUCo-1anlTBEHERC A (1261)) (THE~TRIL 3fFc, H
HEERFRE 2 B (Child-Pugh Class B : 114]) TIIeEFER A
(L1B1]) (CHA~NTR2. TREC EF L7220 22 (EAT—4),
[9.3. 2% /]

0 6 12 36

16.6.3 =&E
R i 55 2c (66~835%) 24%1 K OFEm I B 2z (19~485%) 24
Bl L3 7200mgx 1 H2[E], SHMXKERSG L&, &
HORRBIZ I 5 ZENE NI 5 R0 @ fin 5 £ D Cmax J O'AUCo-12n
(Cmax : 1808ng/mL. AUCo-12n : 11852ng * h/mL) (FIEE#RE £«
(Cmax : 973ng/mL, AUCo-1on : 5871ng « h/mL) & LhiE L CEfE A
RUT, F£72. @t Cmax & OAUCo-12n (Cmax : 2362ng/mL.
AUCo-12h : 15466ng « h/mL) (X @& #E B M (Cmax : 1254ng/mL,
AUCo-12n : 8238ng * h/ml) XV @z R L7223 GMNEATFT—%),
16. 7 EWMEEER
16.7.1 UFHL
EHER A 2405112 L a3 7200mg & U F 7 L450mg % 1 H 2[A],
BHTHEOFA LI &, EFEREICBI DY F 7 ADCnaxKk
CAUCIEBFIC L W WFR b1, 2fZ1c ER L7220 BrEANT —
2), [10. 28]
16.7.2 23+ J)—)
fEHER A1THIC 7 v =) —/1200mg 2 1 H 1[A], &% 7H %5
L7ctic, Bl aFx o 7200mgz 2808 FHREIPFAES Lz & &
L ax o7 OCmax L CAUCIEPEAIC L 0 Zh 2L TR RO
92,31 ER- L2 BEAT—4), [10. 28]
16.7.3 JILINREF>V
R A BB E L 2 %2 7200mg & 7 LN A Z F 2 20mg% 1 H
2[E, BHBETHMOALEZ L&, L 3%y 7 OCmax & UAUCH
BERIZE D WL 3MEIC ERE L, F70. R A 1341
IZE L 3% 7 200mgl T NA X F L 20mgE 1 H2E, B%TH
BIPER LIz &, ZANRNZREZF o OCnaxiIPEMIC L VK91, 2%
W ER U723, AUCIZE B A 2T - 7229 (SMEATF— %),
[10. 2]
16.7.4 DILo7 )Y
RN L12BIC T VT 7 U v SR G Lo&ic, BEraxy
7200mgZ1H2EE UNLT 7 U v 1~bmgx 1 H1El, 7THRIGHHL
&, BLaxy T BuAT U COmERRER R B
0y UERIICEREE RIESRhoTz, LLERS, ST
FRZmima IcBWnWT, Braxy7eunry ) 20 LT
WHBHFIZ, r b B URIOER 20 ) BE CTHAI
Lo TEHEMNAHMAHE S TNE2 HEAT—4),
[10. 22 1H]
16.7.5 NaOxtEF>
R A LSBT /St F L 20mg & 1 H 1], &H%7HMEE L
T2, Bl aXx v 7 200mg A 28 FEBIOFHE S LTz & &
T L3 Xy 7 OCmaxiTHHHIC & V0. THREITIE T L7225, AUCIE
BB Z o 7220, F-, BERAHICEL XY T
200mgZ 1 H2[ml, B%THMBZEYS L-kiZ, NaxtTF20mg%
EETHEEIRELG L& &, SaXxtTF  OCnax L CAUCIE
BRI L D 22N 5B R ORI 8 EH L7722 (AHEA
F—4), [10. 2]
16.7.6 THXRFAAMLDF7ZY
EFERALABICE L2 %o 7200mgd TF A b A ML T 7 o
30mgZ1H2ME, ARBTAMAFALEZLEE, TFA b X b
7 7 v DCmax L CAUCIEPFAIC & W 22 R2. 45 K O%I2. 6
I EF L2 GHEAT—%), [10.280/]
16.7.7 #IEsH
R A 24012 L 2 % 7200mg & HIEEA] (7L =74 -
~ 7Ry LERRAD) AEETHEERZS Ll E 2L
%7 OCmaxFHFHIC & VK90, 6fZITIE T L7, AUCIT 2
BT IR0 7230 (BMEAT—4), [10. 28]

) AFNOARRI N AELOCHEZEES ) v~F : 100~
200mg% 1 H2[ml, Z5 B MERAEIE ., MURAE. /5 BAEIE P4k,
SATE IAEMERE, Tt - JEREA ¢ 100mg & 1 H2E], FHi%. 4+
Bt B OMK - 8 - WA D H400mg, 20E] H LIFEIE
1E1200mg & L C1H2MEE N5 2, 7ok, &EGHEIL6
BMU EdH T 52 &, EHOEEIE, B0 H2400mg, &
TS U C LA I12200me # 605 UL B b iF TR OB 535,
7272 L, 1A2[RETET 5,

17. BRER BUAR

1.1 AR URSMZET S5

17.1.1 AHEDQERGHMK (ERERKRHER)

EPNCRIETY v~ T ZEIEBIRE, BURE, JH B B %
SURBRIE GRE . e - BEHZE, Fifith. SMER R OBk B &
REG T & AT B R RIR T 35 1) B ME D AT T
DLBY ThHoT



F17-1 BEY v~ BREREEE, BRE, 8 RIEE %, c) ZIVEBIEIE T, ERR O

SR MOREMERE . B - AR ZE d) ACRELFHHE (k) IcX pthER (LITFD1) KRU2) Ziif

YA BIEHY v~ TN P oA Ttk#E) 245, 1) &R BEE L OEIER %k
T P P o WFNH20% L FikE, 2) BEOEMIFM (Visual

. 155 AR M | #4055 TT4E JIEE

B &;};;31)1: ;ﬁﬁ; {ﬁ%ﬁgm* ;\gﬁi) Analogue Scale : VAS), B OZRBIETHIMELAFAM (VAS) |
[ [ O 9 BIE B Ik 4 H&;.Hﬂﬁ (VAS) . H# o & (KEEREZTEANL
wH | T :V: EV: ;im -5 :y: - ;i]/: (mHAQ) D4FEH D 9 HIH A LA EIZHVT20% LA El)
1| 2 | 1o | 20 | s | ook | e | 2 | 0 ©) AR B HE Bt O BTN 35 1 2 o S I A et
St AR B et o) ol Bl A s PRI B0 B R (T ) L LoBle)
£) SERHOIHTIC & B U H I T 57, BRI

e 535 418 1238 43 43 SN

BINERRAT g) FAS (Full Analysis Set) : FH|Z1RBIPLERM L, 5%
fepge | ¢ 72| 9| %18 ) 90 ) B4 151 ) 295 AT R F ASEEA STV B kG
HBE DK h) BEOUBEFMA TR 2ot U EoEld

S (VAS) 34 | =74 | =104 =94 | =198 | 2.4 e | s i) RDQ (Roland-Morris Disability Questionnaire) : ZEI&KTT

TR | £17.99 | £20.00 | £19.01 | +21.15 | +21.23 | £24.77| ' ThoREEIC T 524HE OEM
(mm)

Py FIT-2 Fifite, SMEBRIL N EH

HEBEEME PRI TR SMES LR
GG | 25 | -T5 | =93 | =9.3 | =20.2 | —=25.1 ) |30 SRERA, 5 TR 3059 — B RS ER D)
(VAS) ® | +19.82 | £17.03 | £18.07 | £20.26 | £20.69 | £24.07| = o Al

RSy N4 )ﬂcjﬁ 1 TIER | klaxy T | wraxyTe
(un) e ==
— B 51 2H 8H

R AMERRYT 124 248 80
SR | 23 | 88 | <1L9 | 96 | <186 ) W9 | SE %)

(VAS) © | £14.60 | £15.81 | £16.17 | £19.85 | £19.32 | £21.66| ' HBE OIS 79/124 189/248 70/80

Tri@(ggti L DA% (63.7%) (76. 2%) (87.5%)

mm,
PE TR BRI 7

AR CEW) 2| 56T | wmo | m | 6 (VAS) (mm) © 52.6%15.2
LayEsd | (15%) | (6.7%) | (Q41%) | (214%)

BAE i PR AT PR

ﬁ?#ﬂ@: ;Z 0| | B | WA | M| S| T | 20086 prREEEr P
g (23.3%) | (3L.9%) | (3L.6%) | (26.4%) | (0.0%) | (67.9%) | (49.0% | (69.9%) AR g B
Bl | MR | AT | SRR | B - B P rrareT 75 |22
ap e  rumE ok . . B - 25mg | 50mg | 100mg | 200mg | 400mg - v
RERA | B RER 3% G DR Sk B 6) ~38) M- g | ER i | wm | s | B | RSN 200mg

S N a N >

| 710 B e 500 TH () TH (2i)
B 511 43 43 43 21 ﬁ%ﬂgﬁﬁ 53 58 54 54 53 58 58 64

BN MERREAT
SiE il %) Al “ 80 7 %ﬁii@% 5| % | | /s | /e | 41 | 15/58 | dl/6d
BEDER /ﬁ‘;ﬁﬁ“ (L50) | (8.3%) | (@0.0%) | (.20 | (T8.6%) | (BLO%) | (25.9%) | (64.1%)

KT

AH{l (VAS) B N —33.2 —34.3 —31.5 p——
TN R 2.4 +£20.57 | +21.28 | *+19.80 ’E{f\ffg% 12.3 | 33.4
(mm) (o) © *19.5| +24.2

DR -

SEAE (VAS) ) 394 360 981 a) FAS (Full Analysis Set) XIXITT (Intention To
e | 2500 von g6 | 49177 | 20,41 Treat) : 3% IEIA AR L. #5604 T A

(m) DEEAf S TN B ) R

Y b) BEOHMRICED2HEZE (i) XL TEL<Bhnwk) &
. X BN - [

FH (VAS) B —39.9 —37.3 —33.5 f‘wﬂbf;‘%‘%@“”“) IR S o
e | 201 von s | 21798 | 21975 ©) FEMRMER (VAS) (BHIC L BRI, ~—2 7 5 fk

(um) HERTATG )

BE DY 36/74 43/80 41/79 &) Pt L= ﬂ? 7 400mg#k 5%, [ HICE L 2% 2 7200mg

i (48.6%) | (53.8%) | (51.9%) EfRTL B jtw%/ﬁoomg%m@&ﬁm

atals e) FIElt Vﬂ#/7400mg&51&\ FHICE L =% 7200mg
RDQY ERE L, BHUBIEE L 2% 7200mg% 1 A2 G L7z

R —3.60 f) Bl 3% 7400mg# 5#%IC IR A LB L L BE
(x=a7) B RBITIBINEE 52TV, BB O AR & Sl L7

L O e 17.1.2 HILEIcx T 28 (ERNERKREER)

WU L% (2665”14;1) (6448/97;) (7506/08(3) (23/ o BIEG U v~ F B (R SR 120 . R
= S U e P (50 - BB % x5 &3 2 EHH IR RBR2 R O B
a) PPS (Per Protocol Set) TR 2 T A L7k T—X BEFH LR, MEEREE ER) 2 CoRIERR

H ] BRI E L3 % 7100~200mgl A 2[EF5-T12. 6% (96/759)

b) ZSTEMEBIME Tid. B O RN

st AR (COX-212 5% L CRIREDIRNIEAR T v o RPETHAK - 81

Al T13.4% (103/769) Tdro7=32. 30,

[8. 42 ]



17.1.3 DERICHT 278 (ARNERKEER)
ERNCTERELZMEY v~FEE 58 1208/8). £F
PEBIETE RS (B GIN  4E) 25 &9 5 R R
W OWERE T — & 2 EFH LR, EELLNEHLORE
KT, BL a3 X 7100~200mgl H 2[5 T0% (0/759) . &
H(COX-212Hk L TRIRMEDIEWIER T v o Rk - 8%
) TO.3% (2/769) ThH-o7=® W, Fi- i) v~FHEE
(B 51 - GERE) ROEREBEEESBRE (B5HIH : 48
M) 284 L4277 BRMR - EEREERBRIRBRICH T
HEEROMEFESZOFEIRIIE L 2% 7100~200mgl H 2[A]
BeHT0% (0/675), 7T &ARTO.2% (1/412) Th-olz, ¥,
20074E DKFRIF £ TIZHEE SN K EIFE T TORERR T&
A FEAT L 72 E N R RBR 12 (&Y v~F. B
BARE., MEAE, B RIMIAE M. SR MRE R K O - 2%
BEEXNR L LR RER) ofBRE T — 21281 5 HEER L
MEFELORERIT, B L aFx L 725~400mgl H 2 5H T
0.1% (2/2,398) Th -7, &b, EFIE, J8 BEEPH%,
SUAMREGRE (Wb B GHE  4EE) KO - s m
FH (SN 28R g LS BRowiE T — &
OHEF T, EERLMEEROBIFIIEL %7100~
200mgl A 2[E$ 5-T0% (0/1,304) Th-7-1, Fiitc (F5-H#
W28, SMESR (G : sAM) ., hltt (B5HIRH
1E S 2lE) oRF Zxg & LzlBraakBr <ix, BB Lm
BFEROFRBIIELaxv T, 7T REOHEE GExTn
A RUEER - 8IFAD OVThoEERICHLRD b no
7‘:39)» 42) | 47)0

17.7 BERFTHRAES

17.2.1 BREERFTERERAER (BERRAOLESRHEEEREIC
RIFTEEOBKE)
fRERERR N (B 5-HIR - 20 [H) & x5 & 3 5 FIR BB O i
BH -+ RBOMBRER (NESITA) Xkraxy s
100mg 1 H2[E#5-T1. 4% (1/74) . *HFRIE (COX-21T % L TR
PTEDIRNIER T 1 A FPEEZ - $R AL T27.6% (21/76), 7
ZEHRT2T% (1/37) TH-ol=,
tlLax v T7HOE - +HBIBOEBUS C2BILL EoRIER
DFBRIT, NHAMEE2%10.5% (8/76) . MEHARPK2. 6%
(2/76). EREHEVR2. 6% (2/76). H%2.6% (2/76), AWK
2.6% (2/76) ThH-o7-1),

1.3 Z0h

131 RAFTHEERE (52 REBEXBR)—TBHTH
BLER)

SEICBWT, L ax s ToRBEA Y —7HERTHE (R4

OMBEXNTIFE T2 ) O/RGHE B L 5 28508 i S
. 209 HAPCRRER (Bt RIGIRIE R PR <id. 3

EROIBRYIF I 7R L, BELraxy7&ETO
BAFMER (LIEFERICLDIETE, OFEZEIM2ED)
DOFEBLRIZ BB R BEMATRD b, EEFHMEER O
FZERICHT DL X T O Y A7 13400mgl H 2[5
T3.4 (95%CI : 1.4-8.5), 200mgl H2[A#5-T2.8 (95%CI :
1.1-7.2) Thoto, MEMOEEFTAMEE O RFEFEB R TIL,
77 B R TIX0.9% (6/679). &L 2F T 7400mgl H2[A#& 5T
3.0% (20/671), 200mgl H2[A4#% 5-T2. 5% (17/685) THh o7z,
—J7. PreSAPRRER (KAGHRIEVER UV — 7 HIRE TR TIX.
BAFMERICHOWT T IR & bl L7=AB%t U R 27 13400mg1
H1E#5-T1.2 (95%CI : 0.6-2.4) THERU A7 OHEKITR
D oNleholz, IFEMOBEEIMER O REBBETIX., 7
SR TIEL 9% (12/628). £ L =¥ 7400mgl A 1EIH#E5-C
2.3% (21/933) TH 72190 HEAT—4%), [1.BH]

) AFOARRBENZHELOCHEIZEES ) v<F : 100~
200mgZ 1 H2[E, ZBHERIEE, BWIE. /8B B HRK.
SR BRI . M - RS - 100mg & L H 2ME], FiffE. S+
B, kit oWk - 8% : WAl FZ400mg, 2[0] B LA IX
1[\1200mg & L CLA2EEOF G425, 7ok, 5 MHEIX6
BRI BT 2 2 &, WAOHEIL, #IEIOAH400mg, &
BT U CLAREIZ200mg Z 6RFRILL b1 TRRO e 535,
772U, 1H2[RIETET 5,

18. X
18. 1 {EFHigF

tlraxyAiE, vradXxT =8 (CoX) (x5 E
HEEEZRET 57200 Ml a2 EEE V= EZRE )
COX-1, COX—2%ZNZENFIE L=t hHkHIIEEZ A= EBRIZ
BT, COX—2i2xF L CRIRA R FLEIEA 27~ L7252 %) (in
vitro®RBR), L aXxv 7, RERINCHEE S HC005-2%
HEIRAYICPLE L, COX—2M kDT a2 % 75 D OB %
T HZ Lk, Wk - ERERAEZRTEEZLONE,
18. 2 iRERUEEER

tlLaxy 7, BHEREET L THL Ty hOT Va0 k
BEiRETVICBWT, e Y Furd=r KOS Vv RAZ v
& FITFEIE DOPLIIE & OISR VR & 7k L 7259 57
18.3 BT B4R

tlLaxs it Ty M LTHEROVNSRRIE E (EH %2 =
Epnode, . AV EAXY Y, uxyTarzr VU
07 =7 kO 7Tkt A EEEICE ROV
ERITE L7259 B [8.4B W]
18. 4 m/MRESEICHT H4ER

Tl axy 7L, b FRMMIML/MUIZIE N T T 7 % R
MR EREE Z2 4 L 7R v o7z, — . ey Fuard=zr, A v
KAZS Y Dra7aF 7RO 7 7a 7 x LRI
W M/ INHOEREE 23N L 7=99) 30 (in vitro 3BR),
18.5 —a—F/ 0 RREERLOH#A

—E D= —F% ) u URPIEEIT, HOIEOIEAT A R
KRB AT LT, ENICEREFHIETDH LM
LBRTWAEY, lLaxs e ) XH L v EBD=a—F /0
VERMBEEE~ U AR S LT, BTSRRI N o

7760

19. FRIRE S 12T 2B
%4 Bl 2% 7 (Celecoxib)

54 4-[5-(4-Methylphenyl) -3-(trifluoromethyl) -1/ -
pyrazol-1-yl]lbenzenesul fonamide

532 ¢ CrrHiaFaN3028

Syf& : 381.37

PR BEOMERELITHEREOHERTH 5,
AB )= MEETRT L =& 7 —/1(99. 5) [TROREE
o<, KITIEE A BT 220,
TSRO BILD,
Al 161~164°C

P o O
[{#==rs6E \

HaC /@/S NN
N
OEN
FLF
1. %

(ELaFx> Te100mg T&HKI
1002 [10%E (PTP) X 10]
14088 [1488 (PTP) X 10]
5008E [108E (PTP) X50]
30088 Diffi, /7]
(ELaFx>TE200mg F&HI)
1008 [108E (PTP) X< 10]

3. EEXH

1) Sakai, M. et al.: Mol. Hum. Reprod. 2001; 7(6): 595-
602

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(1):
97-100

4) Hale, T.W. et al.: J. Hum Lact. 2004; 20(4): 397-403

5) BEFMECL fth: Prog. Med. 2006; 26(Suppl. 3): 2960-2969



6)
7)
8)

9)

10)
11)
12)
13)

14)
15)

16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
42)
43)

44)

45)

AR & fth: Prog. Med. 2006; 26(Suppl. 3): 2970-2976
AR ¥R fth: Prog. Med. 2006; 26(Suppl. 3): 2977-2987
BV U~ F R OVERERBEIE BE - K@k (BLr=ay
7 AHE 2 200741 H 26 H7KGR, HREERMEE2. 7.2.3.8)

Fa—U U AT ¢ ARERSHANE R}
T L a®s 7EEI00mg T8 4K) « 200mg [#54K) DLW
RSP BR 2 B3 2 Bk
Paulson, S.K. et al.: Biopharm. Drug Dispos. 1999; 20
(6): 293-299
In vitroM#EHEARAR (L a v 7 REE : 200741 H26H
KR, RS EMEEE2. 7.2.3.8)
Tang, C. et al.: J. Pharmacol. Exp. Ther. 2000; 293
(2): 453-459
WESMERR RN - R R O AR (BL a2y 7 2§

200741 A 26 H7KGE, HGEERMEE2.7.2.2.3.1. 1)

Nasu, K. et al.: Pharmacogenetics. 1997; 7(5): 405-409
TR - R (Bl a2y 7 A8E : 200741 H 26 A 7GR,
SHEBMEEE2. 7. 2. 3. 2. 6)

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

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

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

WMV E RS - EWEIRE (B L2 v 7 REE : 200741 H 26
AR, MG RS2, 7.6.17)

MBI EEE - EKYEE (L= 7 ZEE 0 200741126
HARR, FAaRESE)

IFEEEEE - e (FL 2y 7 A6 2007451 H 26 A 7K

0. HEEERMME2.7.2.2.2.2)

FREEEE - SYEHE (L 2 v 7 REE : 2007451 A 26 A 7%
. FhAWAEE)

HESMERERL A - Bt (L 2w 7 ZE : 20074E1 H 26 H
Ked. MREEEMEEE2. 7.6.15)

WESMERERR N « SEMFIAAER (B L=y 7 XEE : 200741 H
26 H7KFE, HIGEARHMEE2. 7. 6. 20)

WM RN - MM E/ER (B L2y 7 A8 : 200741 H
26 H7&FE, HIGEERHMEE2. 7.6.27)

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

HESMEERER A - A EMER (L 2y 7 AEE 200741 H

26 H7KFE, HIGEERHMEZ2. 7. 6. 30)
HESMAERERR N « WM EAEH (B L= v 7 X488
26 H7KFE, HIGEERHMEE2. 7. 6. 31)
WESMERERLA - MM EER (kL 2y 7 X6
26 A 7&GR, FEFEEMETE2. 7. 6. 28)
WESMERERLA - MM EER (BLr 2y 7 R
26 H7KFE, HIGEEBHMIEZ2. 7. 6. 25)

2% ¥E fh: Prog. Med. 2006; 26 (Suppl.
2% 3 fih: Prog. Med. 2006; 26 (Suppl.
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