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&"JVC‘(‘ZQO
CYP2COUTIEEIBZL BIAAFAE Ly Ne?P—Lew?™®D 7 I/ FEiE#RIC
LD FANT X o TUICHHEDR T T 25605 5. HARAN218
Bl Zxt5 & L72CYP2CODMZE T, Ile’¥—=Leud*D KR EHH
R(CYP2C9*3/*3) IIAFFE L e 2o 7oA, Lewd¥D AN T 041K
(CYP2C9*1/*3) 122186519951 (4.1%) f+4E L7z & OIEDDH 513,
CYP2CID L R (CYP2CO*3) mig#E LT, L a ¥
TR I ERESG L &, CYP2COD AN T B A
(Ile’¥—Leus, CYP2C9*1/*3) % A3 AR A15B1 D AUCI
PP LETY (CYP2C9* 1/%1) OAEREB A13THIN IR TR . 655 & mifili
ERL72W,
HHEBRAICELIF Y 7100mgZ BRELLSE LAL &,
CYP2C9*1/*1(4f1) & Fedg L. CYP2C9*3/*3(3f1) ® AUCIXK
RfrmfEa m LY (WHEANT— %), ERAICEL XY T
200mg#& LH1E™®7H W EKES- Lz & &, CYP2C9*1/*1(7#1)
LI L, CYP2C9*3/*3(3f) D Cmaxid #4R5. AUCIEHK7THE &
fEERT ZEPWMESNTVEOHEAT—5), [10. BH]

16.5 HEitt
HERABEICELaXF T T2 L2 EOREIAEOR KL
ORISR L (~3%), L aF T T2 )T 52 R
FELRB#IZVT T AL B RIS N, EHFER AT
IZMC—t L 3 F ¥ 7300mg % 22 F Him 35 L7z & & o4,
SR} O FE A2 COX -1 K OFCOX -2 15k 2 R & 2 WA 3
B S, MAEPICIEF L U CTREIMEDSHFEL Tz,
F 72, BUHREDR R O FE R PRIEEIE 2 TN E DOR27% K Y
#158% CTdh - 721718 (SLE AT — % ) o

16.6 HENE=RZHJ 2E2E

16.6.1 BEEEE
8 VI R GRERIRIE M #35~60mL/43) 22601 L a ¥ &
7200mg#x 1 H2M0l, 7HM GRS L7z & OSBRI R HE T
NCZBUT 2L KERD 7219 BHEANT—%5),

16.6.2 FFEEEE
JER g 2 T O AL 2 L 2 F 3 7 100meg % L H2H, fo#45
HRI AR G- L7z & &, R NFE 9 (Child-Pugh Class A :
12451) ® AUCo 1ol FAERE B (1261) 12 THRIL . 4512, Hras
B & B (Child-Pugh Class B : 1161) T3 fd gk A (1161) 12
WARTH2 8RN LA L2202 SREAT— %), [9.3.2 2]

16.6.3 SEsE
f e i i T3 2 (66~ 8374% ) 2441 Je NIk i in I3 22 (19~ 484 2445112
L a* T 7200mgx1H2M, 8HMAERG- LzE &, wHik
EE‘: b:ﬁcj';e)%HET?’X“%‘%@E%%ﬁ@clnax&USAUCO*IZh (Cmax :
1808ng/mL. AUCo-125 : 11852ng * h/mL) (3 IE = #5532 (Crax
973ng/mL. AUCo-121 : 5871ng - h/mL) & K L CTEfliz /R L
720 720 EHEEMED Crax X FAUCo-120 (Cmax  2362ng/mL.
AUCo-12n : 15466ng + h/mL) (X #5537 (Cax © 1254ng/mL.
AUCo-12n © 8238ng - h/mL) & Y Eifiz /R L7222 (JAEIAT— % ).
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FERES 248122 L a2 7200mg & ) F 7 2450mg % 1 H 2/,
BHRTHBEEA L2 &, EFREICIBITLYF 72 DCualk
CAUCIEPEHICE D IR B 2652 LA L2 PHEA 7 —
%)o [10.2 BHE]

16.7.2 Z)baAFVJ—JL
ERERALTENC 7 v a2+ —)v200meg% 1 H 1, £5£7H %S5
L7221, L a¥ ¥ 7200me% 2208 FHUEGRHB G- Lz & &,
L aF Y TOCuax LTAUCIKPEHIZE D ZNENHL. TR
U231 LA L7222 SR A 7 — %), [10.2 1]

16.7.3 ZILINZAZF >
R ALSFIICE L 3% 2 7200mgs 7V NA T 2 20mgx 1
H2ml, EHRTHEHLZZLE, L3 F Y TDOCra L FAUC
BHHICE D WFNH L3I EH Lz T2, R AL361
kL aF Y 7200mge 7SR Y F 2 20mg 1 H2[ME, AHT
HEPHH L7228 & 7N T F ¥ OCuadd B & 0 #1265
W ER L7205 AUCIZEREZZ T eh o722 (WHEANT— %),
[10.2 2]

16.7.4 JILT 7>
RERERAL2ENC T V7 7 1) ¥ 2 HRif S L72#&IC, kL axy T
200mgZ1H2lE TV 7 7)) »1~bmgZ1H1E, 7HMPEH L7
L& RLVIFUTIRINT ) CoMSETBERY ST e v
E VRSB E R E e h o720 L LS, W CTHRHICHE
BEICBWT, vLaF T TN T 7 ) Y EPFFH LTV ERE
12, 7a by e VB OERE M) EETHAIC X - Tidsiy
17 RIS STV BD (JHEAF— %), [10.2 2]

16.7.5 SOF%&F >
fEHERE N1SBIIZ /ST F 2 F > 20mgZ 1 H1El, EH7HBEHS L
72812, L aF Y 7200mg % I T HEIP G- L2 &,
YL aF T TOCnax I BEHIZE D 0. 7THAIMET L7225, AUC
B ZZ T o720, Tl BHERALBICELIFT T
200mgZ 1 H2M, SH7HMHS L%, S F 2 F »20mg
R THNMEHELG LE &, XXt F v OCual TAUC
RN & 0 el 58 R 01 84512 R L7220 (UHEA
F—%), [10.2 ]

16.7.6 XX rAX MNILT 7>
R AI4FICE L 2% 2 7200mgE FF A T X MVT 7 >
30mgZx1H2M, EHTHMEHLAZLE, FF A bux b
7 7 ¥ DOCmax L CAUCIZBEIC X 0 ZNZENH2. 455 K UHI2.6
B LR LD (MHEANT— %) [10.2 B3]

16.7.7 HIEEH
RO A246112E L 3% 2 7200mg & flgH (7T VI =Y A - <
T NEATRAD) B T RIS Lo & kL Ok
VT D CrmaxIPEANC X 0. 6F51TKCT L7228, AUCIKIEE %
ZWF o2 (MHEANT— %), [10.2 ]

1) AH OKRRB S NI HER OH MY 7~ F : 100~200mg
ZL1H2ME, ZIVE B, MR, 5 BT P 98, SDH BihE
TERE, M - BRI SE 0 100mg & LH 20, Palits, sMEH. vk
BoOWHE - 8 - WD A400mg. 208 H LLEEIZ1M200mg &
LCIH2B& %59 50 b, &5 IEeRHIU LD 2
Zto WHOREL, MO A400mg, LIS U TR
200mg % 6F I DL 1 1 TREI 597 %0 7272L, 1TH2M T
tj_éo
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17.1 B3R RLMICEET 258k

17.1.1 BHEOEE L E (EREEREER)
FENCTHY v~ F. EREMEE. B, 5 B HE %,
SHJE e AR, T - RS OE. PR, AMBR KL OB R &
WG FE M S - BRIR RIS BT B A RIVED EE R IE DT
DEBNTHHo7,

RIS Y w7~ F. IR, B E. T8 BRI PR 2%, SHUE M

edt, B - By

HREY B v = F ZE TN B S
e | s | RN s e | s
tla|ktla| kLo tlLa Lo
#HA TINXVT|\RVTNRVT| TT (| FVT| TT | FTT
ik | & |100mg | 200mg [ 200mg | & |100mg| & |[100mg
LH 218l | 1H 2l | 1H 21 1H 28l 1H20
B 438 12:# 438 438
ﬁfﬁgﬁ 74 | 72 | 79 | 318 | 90 | 84 | 151 | 295
BHEOKH
FE(VAS) | 3.4 | =74 [ ~114| 9.4 | -19.8| =264 |, | o0
PAPEILR| £17.39| £20.00| £19.01| £21.15| £21.23| £24.77| '
(mm)
BHORE
B4
avagp| 20 773 | 293 | 293 | A2 AL g g9 g7 50
| 1982 £17.03| £18.07|£20.26| £20.60| £24.07
(mm)
FHO%R
7 N R D
Sivage| 23 | 88 | S1L9| 0.6 | 1.6 =209\ ) o) oo
Py 1460 #1581 £16.17| £10.85| £19.32| 221,66
(mm)
}/]{
?Q)Cf;z 567 | 1272 | 1979 | 68/318 B
dsea) | (75%) | (16.7%) | (24.1%) | (21.4%)
.00 A
Zgﬁfiﬁ 17/73 | 23/72 | 25/79 | 84/318 | 45/90 | 57/84 | T4/151 | 200/286
;Z)E@%; (23.3%) (31.9%) | (31.6%) | (26.4%) | (50.0%) | (67.9%) | (49.0%) | (69.9%)




BB W [ A S S0 e e | T - ARG ¢
EL g A5 T AHTAER3Y — B PR AR5 37
i) Jc;fl(i)zg’ L a% Y 7100mg
M - & L H 2 1H2Mm
B30 438 458 458 258
HAPERBEDIE | 414 4 80 79
2 o) A3 ST
‘“‘%gfg“m 29 40 -33.2 -34.3 =315
PR (mm) £20.57 | +21.28 | *19.80
BB S BT
‘“‘%gﬂfﬂﬁ o5 08 -32.4 -36.0 -28.1
AL (o) £23.56 | +21.77 | *20.41
D) 4l S
F’:‘Emfﬁg%m _o7 10 -39.9 -37.3 -33.5
AL (mm) £22.72 | *17.38 | *19.75
BH DL _ 36/74 43/80 41/79
A ) (48.6%) | (53.8%) | (51.9%)
RDQUFRELE| o _
(2a7)
B MR R | 2617401 48/74 56/80 53/79
SEIS X BUREHY | (65.1%) | (64.9%) | (70.0%) | (67.1%)

a) PPS (Per Protocol Set) : (BRI 1284 L 725 R4

b) IR B Tl EE O AR

o) ZTME B EAE T, R A D A S AlG

d) ACRULHHEiE (22 12 X 2% (LT 01) R U2) & 7= 3 %61 8%
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AT (VAS) . BEHT 5B By PE A AT (VAS) . & O SR B RERTfili
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B B YR ([ A EYEE DL LodlE)
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2)FAS(Full Analysis Set) @ 341 % 1ml DL AR L. $E5-0 A 2P SEA
H A% S LT B 1 G 45
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a) FAS(Full Analysis Set) X {ZITT (Intention To Treat) : ##| % 1l Lk
R L #2502 R PERHIIE H 2537l £ T 2 0 G5B
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FHPFFE L 3% 2 7200mg% 1 H2m$5- L7z
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MRS OIREFFITEL L 2 F 2 7100~200mgl H 2[4 5-T0%
(0/675). 7FtKT0.2%(1/412) Th 720 %=, 20074E DK
P CICHEM SN EIE T TORGE TLat 25l L
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IE T BAENE B 25, SHUE BE e KON - R 2EBE 2 g &
L 72 B R R ER) O BRH 7 — ¥ 12 BT 5 HEL OIS HEL D5
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FTNHBGIIM - GER) KO - BB (B GI0R  20E )
Extg e L72RBSRBOMER S 7 — & oEE Tk, EEL L
MAESFLEOFRBEERITL L I F 2 7100~200mel H 2 5-T0%
(0/1,304) TH - 729, FAlith G50 - 20 1), 4MEHE G5
WM - SH) . sk (B G « 1M 3L32[) o BE 2 xf 5 &
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BHRIZHBD SN o 728446

17.2 SISERSE R AES

17.2.1 ENEERFTHERAR BERADO LIELEHECR
FT BT
TERERLN (B 511« 208 R) % b e & 3 2 S350k TR ERBR o0 s 2.
B - T TIEE OB (WS ) 3L 2 ¥ 2 7100mg
1H2$%5-T1.4% (1/74) . R HESE (COX-212xF L TERPEOK
WIER F o A4 Y% - BURAD) T27.6%(21/76). 7T LR T
2.7%(1/37) TdH - 720
tlLaFxF Ty T7HOY - FEBOERE UL EoREIVER
DFBFIZ, U5 AMEK1I0.5% (8/76) . MEIBAPIE2.6%
(2/76). LJEERIE2.6% (2/76). B 42.6% (2/76). 1N%2.6%
(2/76) Td - 7247,

17.3 ZDfts

17.3.1 REFHBERR (TS5t ARBXRERU —TBR TR
ER)
MWENZBWT, ELaF s ToRBEEY — 7HETH® (KK
DOMEEXNTFN R TIE ) OBGET 2 HI &3 2 2R AT i &
N 209 HAPCHRRER (B3 VE RIS I E 58 ¥ B alBR) Tlx. 3
EMOBEBEMEPIC TS RERKL, ¥l ax v THETO
BAFMEH (OIS HERIC X 28 C, O A ) o
FEHRICH BB 28N AF80 Sz, HAHEHEB D 75
LRI T B L aX Y TOMHY A 27 13400mgl H2[1$% 5T
3.4(95%CI : 1.4-8.5), 200mgl H2[E#¢5-T2.8(95%CI : 1.1-
7.2)THotze SEMOBATMGEL O ZFBBEHE T, 75
£ R TIX0.9%(6/679). L 2 F 3 7400mgl H 2[4 5-T3.0%
(20/671). 200mgl H2[1#%5-T2.5% (17/685) Tdh - 720 — 7.
PreSAPEER CRIG IR ME AR ) — T I FRER) T3, A
MIEHICOWT T TR E LM%Y 2 213400mgl H1
[H#%5-T1.2(95%CI : 0.6-2.4) THEZR ) X7 OBRKIZFED 5
Nadolz, SMEMOBETMTFHE O RBBHETIX, 79+
RTI1E1.9%(12/628), £ L I F 3 7400mgl H 1EIF5-T2.3%
(21/933) TdH - 72850 (BHE A F— %), [1. BH]

) AHK DK S N FHE L O H = IZBEE Y 7 < F 1 100~200mg
Z1H2I, ZRYER . MAE. TE IR P 2. SR B
PEBE, M- BESSS C 100mgZ 1H2M., Falitk. SMEE. ok
HBOWL - # - WIEOA400mg. 218 H DI IX1[R200mg &
LCIH2ERO#RS T 5. B, SRR ED TS
Z &, WHHOYAEZ. MEOA400mg. LEIZIE U TR
200mg % 6MEM DL L 1 F TR S5- 3 4, 72720, 1H2MF T
L35,



18. EEZHEIF
18.1 {ERHEE
tLaFyTiE, Yz utF S —E(COX) T 5 HE
WEE BT 2200 M EETHIRZ BEEE O EBRLY
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18.2 MRIER U EEEIER

tlaFxy7iE, BUEREETVTHET Y bOT V2N b
MEiRETNVICBWT, afxy a7y UL Y KA5 V>
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18.5 —a1—%/ O RAEEEDHA
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7299,

19. BRI SICEY 2B EERIAER
— BT - L 3% 2 7 (Celecoxib)
{b%% : 4-[5- (4-Methylphenyl) -3- (trifluoromethyl) -1 H-
pyrazol-1-yl]lbenzenesulfonamide
BFR - CrrHiF3N302S
SF= - 381.37
LEEER

HsC

MR ARIACORE IR EORETH S,
KilE A5 7 —=VIZHETR T, =7 7 —)1(99.5)12
RREBEITRT L, KIZIEFEAEE TRV,
ENTIES e SN ONSY (W98

B = 161~164T

22. A%k
(ELax 78100mgl 4 —/1\5])
(PTP)100%¢ (103 x 10)
140%¢ (145% x 10)
500%% (108 x 50)
(/N7)3008¢
(EL % 7§200mg[#—/17F])
(PTP)100%¢ (108 x 10)
140%¢ (144 x 10)
(/35)300%¢

23. 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) BEHFEC 1B : Prog. Med. 2006 ; 26 (Suppl. 3) : 2960-2969

6) ¥ iR Al Prog. Med. 2006 ; 26 (Suppl. 3) : 2970-2976

7) BAR i B Prog. Med. 2006 ; 26 (Suppl. 3) : 2977-2987

8) B v~ F L OB R E R - B (k L3y
7 A$E  20074E1 H 26 HZKFE. WA ERME22.7.2.3.8)

9) KIGUHE G T2EMRaN At (LB - AW 200 ) 5 3l

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) A MERER N - AR R S EAEH (2L 3y 7 AgE -
20074E1 H 26 H K28, WIS & RHE22.7.2.2.3.1.1)

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

14) RN - R (L oy 7 28¢ : 20074E1 H26 H KGR, i3
GEEE2.7.2.3.2.6)

15) Kirchheiner, J. et al. : Pharmacogenetics. 2003 ; 13(8) :
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) :

308-314

NS B T B AR W BIRE (L L 3 v 7 X6 1 2007

E1H26HARGE. HEEERI%EE2.7.2.3.2)

WAL E RS B - WY ERE (L L 3 v 2 A%E  20074E1 H26H

TR, WIS ERRE2.7.6.17)

WFREd g - SEYBIRE (L L oy 7 Z5E : 20074FE1 26 H &

. HEEEREE2.7.2.2.2.2)

21) WFEEBEICBIT 2 W EREAB (L L3 v 7 A5 20074F1
H26 HKGE, WA ErEEZ2.7.6.16)

22) HRAMERER A - HEWBRE (L L a v 7 A§E 1 2007451 H 26 H A&
. HEEEREEE2.7.6.15)

18)
19)

20)

23) MEAMEREREA - SEMAREER (£ L a v 2 Z8E 1 20074E1 H 26
HKZE, RS EREE2.7.6.20)

24) EAMVERERCN - ST (£ L a3y 7 Z8E 2007451 H 26
HZ&KFE. HaEERHE%2.7.6.27)

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

26) EAMERE RN - WM IR (L a3y 7 Z8E 0 20074126
HAKZE, HaEF%%82.7.6.30,2.7.2.5.3)

27) MAMERERLA - SEMAREER (2L a v 2 Z8E 1 20074E1 H 26
HKRE, S RES2.7.6.31,2.7.2.5.3)

28) HEAMERE AN - SEWM EAEH (L a vy 7 Z§E 0 20074E1H 26
H&R. HaEr52.7.6.28,2.7.2.5.3)

29) EAMERERLA - WA EER (2L a v 2 Z8E 1 2007451 H 26

HAKGE, W ar%E2.7.6.25)
30) %M 3% Ml : Prog. Med. 2006 ; 26 (Suppl. 3)
31) Zf% 3 AW : Prog. Med. 2006 : 26 (Suppl. 3) : 2820-2845
32) FHAHE i : Prog. Med. 2006 ; 26(Suppl. 3) : 2869-2910
33) HEET : Prog. Med. 2006 ; 26(Suppl. 3) : 2911-2931
34) FjHFi— fi : Prog. Med. 2009 ; 29(Suppl. 2) : 2853-2872

L e

- 2788-2819

35) Ei AR W : Prog. Med. 2009 : 29(Suppl. 2) : 2893-2917
36) HF#E T B - Prog. Med. 2009 : 29(Suppl. 2) : 2918-2940

37) KEFFE Ml Prog. Med. 2009 ; 29 (Suppl. 2) : 2941-2963

38) FMIBIEAE (L L3y 7 248 20114E12 5 22 H K., %
)

39) KM 1 : Prog. Med. 2010 : 30(12) : 3117-3130

40) RHER Ml - BRHEW#R: 2001 ; 20(3) @ 154-172

41) P B 53R (L L a v 2 24¢ : 2011412221
TR, HEEWEE)

42) RAICHHT 2B AR (2L 3 v 2 25 20074E1 H 26 H %
. HETERMEZE2.7.6.34)

43) QAT A MAHRE (L oy 7 A%E : 20074E1 H 26 H K
B HREEFMEE2.7.6.36)

44) DIMERICHET A A EFG (L ay 7 A 20074E1 H26H
JRFE, RS RIEE2.7.4.2.1.5.5)

45) LIEREEEZIZOWT (L Ty 7 A 200946 H17H
TR, HEAEMEE)

46) MBIk RER (L L a v 2 A5E 1 20114E12 1 22 H KA.,
)

47) BB HER R (L L 3 v 7 A5 0 20204630 18H ., %
)

48) Bertagnolli, M.M. et al. : N. Engl. J. Med. 2006 : 355
(9) : 873-884

£



49) Arber, N. et al. : N. Engl. J. Med. 2006 : 355(9) : 885-
895

50) Solomon, S.D. et al. : Circulation. 2006 : 114(10) : 1028-
1035

51) Penning, T.D. et al. : J. Med. Chem. 1997 : 40(9) :
1347-1365

52) Yoshino, T. et al. : Arzneimittel-Forschung/Drug Res.
2005 ; 55(7) : 394-402

53) fEfMER (L L a2y 7 Z§E 1 200741 H 26 H 7AKGE.  HIGE &R
%2.6.2.6.1)

54) Noguchi, M. et al. : Eur. J. Pharmacol. 2005 ; 513(3) :
229-235

55) PLRIEVE (L a v 7 2§ 2007461 H26 H KGR, HEEE R
WH2.6.2.2.2.2)

56) SEUEEH (2L 3 v 7 A% 20074E1 H 26 H KGR, HIGH & RHYK
%2.6.2.2.3.2)

57) IFM[:EMH% X AER (L 3y 7 A% 200741 H 26 H 7k
A, HIEEEEEE2.6.2.2.5)

58) IEAAHEER ¢ BEHEMFEEHE#HRN0.98,1939

59) Yoshino, T. et al. : Eur. J. Pharmacol. 2005 : 507 (1-3) :
69-76

24. XWFEKERVBEOEDHESE
TN7 Ly 77—kt B EHER
T540-8575 RBLHi AT T H29 %
TEL 06-6941-0306 FAX 06-6943-8212

BEIRGTEESE
26 1 &R T
Q kﬁ%‘%nnl%ﬁf’“ﬁ:
BERE BHERE 121-15
26.2 BRESIE

alfresa

PIILvY J7—IHAEH
RRFHREEN =T E2&E9S



