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BHY. INSDYRIIIEREEE EHITEKRT STHEMED
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2.2 7ZAEY VR GERXT O REHERK - SHRAIZFICL 2L
HBIEOFEH) NIZOMFROH ZHEE [EEWESFEIEEZBR
TEBENNH D] [9. 1. 62H]

2.3 HIEMEEOH 2 BH HEMHBE 2Bt BETNNDH
%,] [9.1.45MH]

2.4 EERHEEDD DHEH [9.3. 121E]

2.5 BEABEEDHDHEE [9.2. 153H]

2.6 HEBUDEREAZODZEH [TORYTI D HKkEE
ERICE D F MU DL« R RBIEE DS 5 72 0 O HERE 2 3
LI 2BTNNH5.] [9.1. 28]

2.7 SEBIRNA N AFRWOHRHBRE IHEICHNT, FET
DR KA OFBENEMT 5 EOREND S, ]

[9.1. 18]
2.8 IREKEMD M [9.5. 1ZH]]

3. fERE - MR
3.1 #R
W7t 44 L aF27510mg [h—") |1 aF 75200mg [h—"7)
o |(HR kL aFs T HRE &l aFxy 7
BEERGY | oo 100ME|  oeeerrrmmreeerrrrs 200mg
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PR - AE| BHEOEREAD ORfE  |HAOERRA D OREME O H#iE
Ktk * 100 =L a% 200 Lo
=7 | m 100 £LaF 7 Tl aFs T 200

r—1 r—1
% (2N HIES
| e QE} qﬁlip
i — —

E % (mm) 8.0 13.06.5 (BER/ER
JE X (mm) 2.7 5.2
B (mg) 180 360
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OFffith. IMERUNICIREERDHX - B
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7.
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8.2 AFDHEIZLD,
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RERUAE

W, RAIEEL 3% 7 &L TLRIL100~200mg &1 H2[E, & - 4
BRICRO#KET 5,

(ERIEBAEHEE. FR/SAE. TRRBENAER. TRRUEREL. B - BEE)

WHE, RAICIZEL aF 27 &L TLREI100mgZ1H2[E, & - 4 BH%IC
HORGET 2,
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WH. RAIKZEL3FS T E U THIEIDA400mg. 2[EH LAREIE1[E
200mg& U CLH2[ERE O 59 %, /adb, HEHRBIIoRFM LS TS
&

EHDOHEE, FIEOA400mg, HEITH U TLAKEIZ200mg Z 61RFH L
EHFTRAKET D, L, 1H2EETET 2,

RERUVHAECEEST R

1TEMEE BIETY U~ T, ARAEEES) (OdT D EHICE
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RO SNIBNHEIL, MOBREOEFUIONTEE TS &,

.2 AFNOIEZBZ SRR GROZEETHIENTH 5T, 4t

EICBNWT, AAOEMZEICID, LAEE MEPS0EE
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KT ALY YORBELLTHERALEW I & Hul/MMifisz
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13725730,
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TR EEREITDO T &, [17. 1.2, 18. 32R]
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5 Z &, [11. 1. 55H]

MEEBEAZEOEERBERFORINBE TN TN

50T, EHMICEREREZITOREBRE FHITITS T &,
[11. 1. 78]
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BAIE ROBHEZEE TS L,
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9. BENDERZETHEEICHT I EE

9.1 A - BERESEDHDEE

9.1.1 LMERKERIIZDEREEDH 2EE (BEIR/NA/NIABE
MoAMAEE £R<)

(1., 2.7. 8.28MH]

9.1.2 DSEEREDH 2E8E EEMIMEER2DHSEEER)
Ko FRUTLOEENEZSAHEEND 0. DHRERE 2 Bl X
BEBITNNH D, [2.65H]

9.1.3 BIEIEDHZEE
Ke TRUDTLAOIEENEZ B EEENH D, MEE ERIESB
FNNH 5,

9.1.4 HMEBOBREREOHZEE
HEERZERESE2 BTN 5, [2.381]

9.1.5 IERTHOA REER - BRAIDORIHESICLSHEELEEEDDH
BEET. FEORPERSHVLETHY., MOIVTFARI—ILIC
KB BENITONTINSES
AH =M 5T 55513, ToREE#RL. HEICRET2
Z&, IVTOAM=IVIIERTOA RIEBEA - #EmANCEL AT
IS 2R IR EL TS, IV FOX h—hick
DB IE 2 R LIRS & 5.

9.1.6 [REXHEDHZEE (FREU VIHERIIZDEREEDH S
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T EFEEE BT T 2 BTN DH D,

.2 BHEEERE

2.1 BEELRBREREOHDESE
B’ELRBRNWZE, BEEZELIELZBETNNH S, [2.55H]
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BEEZENIIEREI LI BETNNH S,

.3 FFiEEREE RS

3.1 BEERHEEDHSEE
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BELRRWZ &, HIRRMOR T2V KUY DDANDHELFIZTBN
T. BREBROBIREIRENREIN TS, [2. 8]

5.2 1R (EIRREAZRR<) RITERL TWSATEEM D &H 2 it
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LD oLk | 9T UYL R R S
Sk EBZENRINTND, KA
) & O RNRFTYRE
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16. ZEYENEE

16.1 MAEE

16. 1.1 BEREA LT 2 EYENRE
R EERE N B 36412 L O F 2 T50~400mgih) % 228 FH[E#E 5 L
7= & E ORI 52K MZ I RE M EE (Cmax) 12
FELU =%, KI5~IRFRI D F W (ti2) THEL. CmaxK Ui
RE - MR T AUC) BEHAECHERIDEWLERTE

AU
fEFERANICE L aF S T2 BERROHRG Uz & E O FE/N T A—5

& Tmax Cmax t1/2 AUCinf
(F1%0) (h) (ng/mL) (h) (ng-h/mL)
(53%7;% 2+1.3 287+100. 4 5+2.4 1631+540. 2
%ggg}ﬁ 2+1.4 5534212, 2 743.2 3429+1149. 8
200mg 2+0.9 815303, 0 8+3.5 5832+1674. 5
(3441) - - - - ’
400mg 240.9 12964457, 7 9+4.1 1078943793, 4
(34451)) - - - - ’

S + A

Fm, ERASBMESICEL IF T 7200mgE EETH L IZE
BICHEHRE L2 & &, ABERERFOCmaxidl. 512 EF L7208
AUCRREEZZ T o, BERANBESFICELIFTT
100mgZ1H2E., ABTHMKERSGLZEE, EWIRE THH)
@D Cmaxi3#1607ng/mL. AUCo-12n13592652ng « h/mLTdh 0. HFEME:
BERENEN- .00

16.1.2 BEICHIT DEYEAE

BAET Y < F B K OB e R E 60961 L aF > 7256~
300mg™ Z1H2M, A%KERS L/ EEOMmiEhEEE]L 16055%
N7 REE S B REMRAT OFSR. ERIREBICB U B ROZ U T 5
A (CL/F) KRUHNMTOHMEME (VA/F) ORHEREE (@R
MAE) 3TN Th2l. 2L/h (8942%) KUB35L (K77%) EHEE S
Nz, Tz, EfmEAREIIZCL/FO. ME7IVT I 2 EEIEVA/F
DOEFHERTH 2 L=

16. 1. 3 EYFHIR S ER

(BLaF>7§100mg [~—71)

L aFTJ8I00mg Th—") &L av 7 Z§EL00mgZE, ~ O
AF—=N—{EIZL0ENTNLE (ELaF2 T &L TI00mg) f#EE
AR FICHERERO%S L TR RELREEZRIEL. &
SN BENEE)NT A —4 (AUC. Cmax) 12DV TI0%E HHE X HliE
I THEGHENT 21T 5 72453, W Hlog (0. 80) ~log (1. 25) D #fiH
NTH O, WHIDEYEN RSB SN

(ng/mL)
1000
—o— kL aF T JE100mg [h—17)
—— L Ov 7 ZHE100mg
800 4 I+ R R AR, 374
i 600
e
F?é
{fg 400
200 ¢

0 6 12 18 24 30 36 42 48
FHHORER (h)
EYBREINT A—5

(ZLa*>78200mg [b—"71)
YL aF78200mg (b—") &L av 7 Z$E200mgZ. 7 O
AF—=N—fFickvEnzhnlgE (L aF27& 1L T200mg) f#EE
RABFICHRREEROKRS L TR RE(LAEEZHEL, &
SN ERE)NS X —% (AUC, Cmax) DU T0%E #E X [#%
W CHEEHRIT 27 o 72K R W3 1B log (0. 80) ~log (1. 25) D i
NTH 0. WEIOEDFHRSEETHEE S N7z, 10
(ng/mL)
1600+
—o— &L aF > TEH200mg [h—7]
—— L Oy 7 Z§HE200mg
Y fiti + U 2. 6641

1400+

1200+

1000+

800+

EEESRE

600+

400+

0 6 12 18 24 30 36
FEH O (h)

SEYERE/IN T A—5

HIEINT A—F BEINT A—F
AUCo-36n Cmax Tmax ti/e
(ng * h/mL) (ng/mL) (h) (h)
L aFs I
200mg [ h—17 88102680 1298 £405 2.25%0.95 7.5£3.8
YL 3w 7 Z§200mg| 8236+2581 1144 +440 2.33+1.18 7.7+3.2

HIEINT A—5 BHEINT A—F
AUCo-48n Cmax Tmax ti/2
(ng + h/mL) (ng/mL) (h) (h)
L aFs T
100mg [ h—17] 42301068 | 622.2+206.7 | 2.49+0.94 8.42+6.95
YL av 7 2§100mg|  4270+855 691.5+200. 8 | 2.22£0.98 6.70+2.28

Sl + RS, 37H
IMEEFFIENE N AUC, Cmax®E D)X T A—F13, #5E OFER, (RIROTRERIEEL - Rk
EDRBGMIT & > TRISD RN B B,

ST + Bl 22, 660
MAEF RN ONCAUC, CmaxZED/N T A—4 13, #iBaE OIR, AIROESRIEEL - R
LD & o TR D WREND D 5.
16.3 9
16.3.1 EHFEAE
In vitro ik Uex vivo X X DT OFER, 1L I+ T OIMREERMH
BRIIKITCTHD, TELTTINTIVIC, DWTa-BEEER
BIWEART B EMRE N
16. 4 138
In vitro &xQin vivo iR OFEEN S, L IF2 T13FE L TEYAH
BEFECYP2CO9Z T L TREESND ZENHSMERS>TND, 121D
CYP2COUCITB L IIMNEE L, Ne3¥—Leu® D7 I JBEEHIT I D EE
FNC X > TIIHMHENME T T 58560355, HARAN218H &K EL
72CYP2CODIZE Tld. Ne3¥—Lewd*DREHESIA (CYP2C9*3/*3) 1%
FIELIRN S0, Led®™DATOfEAE (CYP2C9*1/*3) 132184119
Bl (4.1%) FHELIZEDHREND 5,9
CYP2CODE LA (CYP2C9*3) D BL LT, L aF> 72 HE
NidE#HEGL-EE, CYP2CODAT OHEAEK (1le359—Leud®d,
CYP2C9*1/*3) %A 2R ALH DAUCIEE A #! (CYP2C9*1/*1)
DIEFERRAL3THN LR THRIL. 6% &l 2R Uiz, 19
R A L OF 3 7100mg 2 B E#H 5P Lz & &, CYP2C9*1/*1
(4p) bz, CYP2C9*3/*3 (3f) DAUCITKI3fGHEEERL (b
EAT—%). @ERAICEL I+ 7200mgZz 1 H1EMD7H K ERS
L7z& &, CYP2C9*1/*1 (7f1) &lk#zL., CYP2C9*3/*3 (3fl) @
Cmaxi3f4fs. AUCKRNTEREMEERT ZEMmEINTHS GrEA
F—4),10.10 [10. L]
16.5 HEt
ERERABEICEL aF S TEHE U EZORBIROR K #EF
PRI (~3%) ., L IFT T 752 R EEL TRH Y
U7 I 2ARED EMRIN, BERABEICUC-ELaF2 T
300mg™ ZZ¢f FHE G Lz & E2 o, REOEDIZCOX-1K U
COX-2BH &G M 2R S AW 3R S ., i3 E &L
TREMAENEEL Tz, £z, BREOR K OC#EF PRI ZN
FNHEBOR2T L KIS TH o7 GEAT—4),18.19
16.6 HEDEREZHTHEE
16.6.1 BEEESE
1B ERE CRERKRIRIER34~60mL/43/1. 73m?) 22¢1ict 1 3
F7200mgZE1H2ME. 7THRIKERE L7z & Z DOAUC-ranld AL
NZBIT Bl ERERN> T2 GREANT—5),20



16.6.2 FEESRE
R 3 T DM ERR A 2 L %S 7 100mg &1 H 2., A5 H
KEHRG Uz & &, BEFEERYE (Child-Pugh Class A : 1241)
DAUCo-1ont S IEEERR A (1261]) ITHRTHIL 3EIC, TR E &
# (Child-Pugh Class B : 11#1) Tl f@#gEm A Q14 THXTH
2.MEC LR L GHEATF—4).2Y [9.3. 28]

16.6.3 S
fRER B (66~835%) 246Kk O IEm M B (19~48i%) 2441
YL aF>7200mgE1H2ME, 8HREIKERSG L& &, EHIRIEIC
B 2L TGRS S 2 ®Cmax & FAUCo-12n (Cmax :
1808ng/mL. AUCo-12n : 11852ng * h/mL) 12EE ¥ % (Cmax :
973ng/mL. AUCo-12n : 5871ng - h/mL) &ML TEEZRL 2.
E72, Bt DO Cmax & FAUC)-12n (Cmax : 2362ng/mL.
AUCo-12n : 15466ng - h/mL) 13&E# B (Cmax : 1254ng/mL,
AUCo-12h - 8238ng - h/mL) LD EfEZER L7z GHEAF—%), 2

16. 7 EYHEEER

16.7.1 UF I A
fEEERE AN 24F11I2 2L 3F 3 7200mg & U F 7 4450mgZ1H2E, &
BIHBPER L& &, EHIREBIZBIT 2D F 7 L OCmax & FAUC
WHHIZE D WIFNBHL 2FIC LR LE GHEAT—%).2 [10.2
S ]

16.7.2 Z)baAFV—Jb
R AL7HIC 7))L aF —)L200mgZ1H 1M, 7THR&ZESL =%
2. L OF T J200mgE 2 FREIFAR G L, 2L OF
2 7 OCmax & CAUCKEHEIC & 0 N F L. 765 K U2 3512 1
FLE GMEAT—%).19 [10. 25:1#]

16.7.3 ZIVINRZF >
R ALSEICE L aF 3 7200mg e 7IVNA Y F > 20mgE1H2
|, BRTHEMALZEE. L 3% 7 OCmax &k FAUCIEBEH
WEDWTNDBRLMEIC EF U, £, @ERALBFAICEL IF
2 7200mgE 7 IV NA L F > 20mgA LH2E, £rie? HREPR L7 &
&, TIUNAEIF > OCmaxid AT K DAL 2651 L FH L 722,
AUCIIEEZZ s>z GHEAF—%).29 [10. 2]

16.7.4 )77V
fERERAL2BNZT )V T 7V > & RRi#R G Lkic, LaFs T
200mgZ&1H2[EET)V 7 7 > 1~bmgZ1H1E., 7THMHEHLZ&
&, LaFTRUINT U omEERRERT OO E S
MRERIC B Z RIEI oz, LA LARNS. M TRICEERHFIC
BWT, vLaFsJEUNTy U EMFHAL TWREFIC, JO
N0 E R OMEE 2 S EE THAITE > TEE@ 7 i
WHEINTND GHEAT—%),2-20.20 [10. 25:1#]

16.7.5 /xAFE&F >
R A18FIZ/NOFtF 2 20mgE1H1E., BHTHBKES L%
2. B aF>7200mgE ZEE FHEIHAKS LzEE L aF
2 7 OCmaxid HFHIC L D0, THEICE R U745, AUCIIS 82 21T
ol T EERALSFICEL IF2 7200mgZ1H2E, &
BTAMES Lz, NaFF > 20mgz 2 FEEAHHES L
ZEE. NOFF > OCmax Kk VAUCIEPEHIC L D 221 5
RO MBI LR L GHEAF—%).2-29 [10. 28]

16.7.6 TFRAMAAMILT 7>
fEFERALI4FNICE L IF 2 T7200mgsTF A MO A ML T 7 > 30mg
Z1H2E, B%THMMEALZEE, SFAMOARMLVTZ Yy >
Cmax & CAUCIZHHIC & 0 Z N2, 405 R U2, 66512 EH- L 7=
GEAT—%),.30 [10. 28]

16.7.7 HIBLH|
fERERE A 2422 L aF > 7200mg EHIEEHK] (P20 L - T
FTULBHEMA) 2R THEREFRARSLZEE, RLaFL T
D CmaxiIPEAIZE D 0. 6FITK T L7220, AUCIREEZZT
Mol GHEAT—%).30 [10. 2]

1) ARANOKR SN AEIRCHEIZBEE) U< F 0 100~200mgz 1 H2[E, 24
BRI, MEWAE. JHBOEIE PSS, SHIE MOEGERE, M - BERSZS 0 100mg &1 H 2[A],
Flith, SMGHE. REZOWA - 8% @ ¥IEIDA400mg. 2[E H LAFFIZ1EI200mg
EUTIH2ERE OGS %, /ab, HGHRIIORFHL Ed T2 2 &, HADYE
B3, FIEDH400mg. HEIZIS U TLARIZ200mg 2 6/ 2L E & 1 TR O % 5
T 5, 7z7ZL. 1H2[EETET S,

17. ERPRARIE

17.1 BIERVREMEICET SR

17.1.1 BHOETELHE (EREKRIRER)
EWNTHEE Y U~ F. ZRIEREETE. e, FEETEPEL. SRk
FEMERE, M - BEFHZS. TR, SMER RO EZEER & MRICEHES
NEERRBRICBT D EMEOEERREIUTOEBD TH > /=,

BT . ZEIGAEREE, M. R REE L. SR OG- BRI

BB BEETY U~ F AT RA EE

iR TR I15S T AR ERS? FIEEY | RS THGRAE | S5 IAHAAER
sl waT | Waed | thakyd wyaxyd 2y
Fi: - i 751K | 100mg | 200mg | 200mg | 75t | 100mg | 75%H | 100mg
= HE LA2E | 1H2E | 1A2E 1H2m 1A20E
TNl 458 1238 458 4

ﬁg;i*@jﬁ 74 72 79 318 90 84 151 295

EHEOIHVAY | 3.4 —74 | 114 | —94 | -198 | %64 | o p | a6
TR m) | £17.39 | £20.09 | £19.01 | £21.15 | £21.23 | £24.77 : :

BHEOBIBIEHIE _ _ _ _ -
2.5 7.5 9.3 9.3 | =202 | =251 | 400 | o a

=y, b - . .
%ﬁg@gﬁn) +19.82 | £17.03 | £18.07 | £20.26 | £20.69 | £24.07

T TV ER L
PHOREEDE | 55 | 88 | ~119 | 9.6 | —18.6 | 249

LT, )
%%g{ﬁtﬁgﬁ;) +14.60 | £15.81 | £16.17 | £19.85 | £19.32 | +21.66

—22.20 | —30.20

ACRZEH)IC | 5/67 | 12/72 | 19/79 | 68/318
L pgERd | (7.5%) | 16.7%) | (24.1%) | 2L 4%

R MEERH | 17/73 | 23/72 | 25/79 | 84/318 | 45/90 | 57/84 | 74/151 | 200/286
EICLBUERY | (23.3%) | (BL 9% | (BL.6%) | (26.4%) | (50.0%) | (67.9%) | (49.0%) | (69.9%)

35 e JRBHEE S | SURBOEGTE | R - R
iR SRR RGP AR EReD- 39). 39
571 tlLaFs 7 tlLaFs 7
o F e 100mg 100mg
ik - H&E 1R 2 LA
Eeen il 418 458 458 28
ANEFRATIE % 414 74 80 79
HBE O (VAS) ) —33.2 —34.3 —3L5
SEHZ b (mm) . +20.57 +21.28 +19. 80
BHEO LR (VAS) o500 —32.4 —36.0 —28.1
SR8 (mm) - +23.56 +21.77 +20. 41
[ fili D 2 E il (VAS) ) —39.9 —37.3 —33.5
SEZ b (mm) . +22.72 +17.38 +19.75
BEOUCEE R 36/74 43/80 41/79
[rez (48. 6%) (53. 8%) (51. 9%)
RDQ) 428t (R 7) —3.60
B MR UGERE 261/401 48/74 56/80 53/79
HEIZ L B ikER (65. 1%) (64. 9% (70. 0%) (67.1%)

a) PPS (Per Protocol Set) : M&BRIZhts i & U 7zt A

b) ZMERIAE Tl BE O

O ZIMEBIAIE T3, AR D 2R

d) ACRIKFEHAE (E) ITLH%ER CLFOD KU 2485 [%E &9 5.
1) $ 0 BE B 8 % OSIEAE BE Ei 5k A5\ N H20% DA Bk, 2) BRF Os ARl (Visual
Analogue Scale : VAS), E#& OHEEIEBITERMEEML (VAS). EER OB EIE B2
il (VAS). BEOS AR (mHAQ O4IEH DS B3EH LA EIZH W T20%EA
L)

©) RMUGEREHIE O RAHHEIRC BT 2 BRI MUGE T T BT D usR

(MpEEEYGE ) LA EOEIE)

D WO X DTEHFEAPIETH B0, EHERZAEIC DOV TIREHET

g FAS (Full Analysis Set) : 35 % 1ELA LARM U, 5 %I SIEREAGE B ATl S
NTNBHREM

h) BEOUGEEEN TR<7/2->7) MEo#EE

i) RDQ (Roland-Morris Disability Questionnaire) : ZEi%{TH) DRI S % 2476 H O

FHith, IMERI NIk s B

BREA TR SMEHIER
AR SEIARR R — AR RA R
)ﬂ&%ﬁgﬁ% 7R Tl aFs 7o Tl aFr 7o
Eitdea il 2H 8H
AR BT 124 248 80
BHEOHRICL DG | 79/124(63.7%) 189/248(76. 2%) 70/80(87. 5%)
FERTRIE 7 (VAS) (mm)© 52.6+15.2




3 E PRk n R R
5 55 AR 5 I FIRAERS
i W S0
SEH et tlaky7
E N — N e
mi - i | 770 25mg | 5omg | 100mg | 200mg | 400mg | 77 LR 2()()m/g
Hila] | BiE] | BiE] | BE | HEE
P51 1H (Hi[m) 1H (2[A))
HaEE | 53 58 54 54 53 58 58 64
BEOMGIED | 13/53 | 28/58 | 27/54 | 39/54 | 39/53 | 47/58 | 15/58 | 41/64
B | 459 | (48,39 | G0.0) | (7229 | 7369 | GLOY | (25.99 | 64.1%
PRI 12.3 33.4
(VAS) (mm)© +19.5 | +£24.2

a) FAS (Full Analysis Set) XIZITT (Intention To Treat) : |21, LKA L., %5
PRI A PR ATE 2SR S T B R GAER

b) BHEOHGICEIZEHE (Fhnf) UE TR <) Ll 7= BE0EE)

O RIS (VAS) (BEFICKDIM. N— & 51 B — )

d WL aFS T400mgi 5%, MAICtEL 3% 7200mga 5L, BAdEL
3 7200mgZ 1 A2 5 L 7=

o WEtL IF 7400mgi 5. ML 3F> 7200mgz 25 L. 3 A MM+
L %3 7200me %1 H2EHE G L=

D L% T400meRG%IC, FICHURERE RIS L BE AR SIS 21T,
SN ORI Z S L 7=

17.1.2 HEE ICHT 2828 (EMNERRER)

BT o~ FBE (REHR 12 . SRIEEEESRE (%54
M 4GERD Exf e T 5 REN BB OWEBRE T — 5 2 HEH L
TAER, HEERE (ERREERELHZ2E5T) 2R TORERS
B3t L 3% 7100~200mgl H2[E#%5T12. 6% (96/759). %Ki
H(COX-21Zxf U TRERIREDRWIER T O RIEHAK - 8 AD T
13.4% (103/769) THho iz, MHFERE (R5HIH : 4ARK) 25
T HEE B O R TIX, HLERE ERRREMRELE %
&) SETORERFEERRIIEL 2+ 7100~200mgl H2[HE# 5
T21. 4% (91/425), *HEEE (COX-212%t U TR DEWIEZ F O A
REERZ « S50 T24.5% (103/421) TH oz, 44940 [8 4%
&)

17.1.3 LMBERICHT 288 (EBREKIER

ENTHEME L 28T U~ FEHE (500 128) . 2R
FERRE (BEGHAR © 4R 2R E T B EFHIGRBRRBROWHRE
T EHEF LR BEERLMEESRORIERIT. L aFs T
100~200mg1 H2[E#¢ 5 T0% (0/759). xBE#K (COX-2izxf L CER
PEDORWIER T O REEHEZ - $89F]) TO.3% (2/769) THo iz,
/. BEEY O~ FEE (RG5HM  GER) KO BIEREEE RS
R 5HART - 48R Z2RRETZ T T RMR_EE RGBS
BICBT 2 EEROMEEROFEHRITE L 3F 2 7100~200mgl H
2[E#%5-T0% (0/675). 7S5 ERTO.2% (1/412) THol=. 725,
20074 E DARRERFE TICE SN R EIFE TORGHMTRetz
ML - EAN 2R R BRI BEET) o~ T, BB IEREETE.
JiE. JHRAERE A, SIS WOE R R O - IR R A MR & L
KRB OWBRET — & ICBI S EERLIEERORERERIL. &1L
%3 725~400mgl H2[E# 5.5 T0. 1% (2/2,398) THH. DD
5, L 3% 7100~200mgl H 2[EH 5-TiZ0. 1% (2/1,992) TH-
Too I 5IT. NEFEAE. JHBAETEPHS. SURBEMRE (WIhb5H
AR T O - VSRS (R GHIR - 2R) xR E L
BSRBR OB E T — & OEF TR, BEROMERESZORERIIL
L 3% 3 7100~200mgl H2[E4#%5-T0% (0/1,304). 75t R T0.2%
(1/411), *HEEE (COX-2iTHk U TREIRMEDIKNWIEZX T 01 RHETH
2% - SEEAD TO.1% (1/831) TdHor=. Filits (G : 2HR).
SME GRGHIR - HR. thithts (SR : 1mSOE2E) DBEE
=R & UidBdaidBTid, EEAOMESFROFERII L aF
T T RBOHEE GERATO1 RIENE - #EAD) onTho
BE5BICHRD 5NN T2, 9,40, 48). 49

17.2 BSIRERFES

17.2.1 ENEEIRGERERER (BEBRADLIECEHECRET
HEBOKRED

TR A (G HIM 2R 25 &3 5 REERR DR E.
B - IR OEEERR (WEEFR) 3t 3% 7100mg 1H
20E#%5-TL. 4% (1/74). *REE (COX-212%f U TREIRMEDEWIEZ 7
O REETEZ - 889D T27.6% (21/76). 751 HRT2.7% (1/37)
TH-o7=

YL aAFT THOE - +IBE OB LS T2HILL EORIER O IR
KL, 5 AMEE210.5% (8/76), AR, 6% (2/76). _LREER
JH2. 6% (2/76). B2.6% (2/76). HN%2.6% (2/76) TH—>7z.50

17.3 ZDfh

17.3.1 REIFHIRSHR (75 2REBEKBRY —TBRTFHHR)
AENZBNWT, 2L aF TOKRBRY — THBETHY (KFIORH4E
IIBETIERW) OBt EHMET 22BN ESN. D55
APCitBr (WUFETERIBIREEFE THA8) Tid. EMoBERpIC
T RELB L, L aF I THETOEGEMEE (DMEES
IZE DI, DI SOIRNZ ) OFIRICH BB 2GR
oz, EAFMMERO /IR d 2L aFs JoMxy X

7713400mgl H2[E#%5.T3. 4 (95%CI : 1. 4-8.5), 200mgl H2[E[#¢ 5 T
2.8 (95%CL: 1.1-7.2) THholz. SEMOELTHEIEE O REFHE
Tid. 7R TIX0.9% (6/679). L 2F 7400mgl H2[E%E T
3.0% (20/671). 200mgl H2[al#%5-T2.5% (17/685) THo/z. —7.
PreSAPiER (KIGIREMER Y — THFE PR TiE. B4 EEE
WOWTT T REELZMMY 2 2713400mgl H1[E[#% 5 T1. 2
(95%CIL: 0.6-2.4) THERY X7 OERIIZFRD SNRMNho Iz, JERM
OEAMIEE ORERFELRTIE, 7R TIEL 9% (12/628), &L
O3 7400mgl H1[E#5-T2. 3% (21/933) TH-o/= WEAT—
9)0 51),52), 53) [1. ;/%qﬁ}

1E) AR OKRS N E R ORI ) 7 < F £ 100~200mgZ 1 H2[E., AT

BERAE, MEORAE. TR BEETE PSS, SEME R, M - BEEEZC 0 100mg & 1H 20,
Filit. SMEE. HEEOMA - $UE  F)EOH400mg. 2[A H BFEIZ1E200mg
ELUTIH2EE NG 2. ab, HGMMEIMHFLU LS TZ L, EHHOHE
A3 #EOAH400mg, HFITH U TLAREIZ200mg 2 6K RLL & 1 TRe D4 5
%, 272, 1H2METET S,

18. EELHEIB
18.1 {E Rtk

tlaFi T3, vroFFo b —E (COX) 1T 2 BHEFEM
EMET 2720 Db MR TR BEE Z M W2 EBR K TCOX-1,
COX-2z2NTNFEB L 2t biskifidz HWAERITB W T,
COX-2iTx U TNl EEM 2 /R_ L7z (Un vitro B0 . 11
F T3 RIERTNICHEESINZCOX-22 FRWICHEL. COX-2
HRDOTORY 752D VHOGRENMHTH I LIT& D, Hk -
SUEIEZRT EE A 5N 5,555

18.2 RAERVEBIER

Tl aFe 7, BREREETNTHD Ty hOT V2N N
RETIVICBWT, OFV 0T o RUOA > RAZ T > LR
DYLIIE S OB VE %R L 72,50 58).59)

18. 3 JHILEICH T 2R

YL aFT TR Ty MIRHLU TH KON EEER 2 RS 7T
Mol —H. 41> RX%> >, oFy oy, Yraryzr
I ROF T OFt NI BRENICE KONGRS 2 El L
Tz 99.60 [8 4%:Hd]

18. 4 M/MREEEICH T B4ER

YL aFT T b hERMIMM/MRIZBNTY 5F R U EBER I/
WEEZNHI L sho/, —F, OFV o7z, 1> RAFY
. ¥ra7 R ROA 7707 o T EERER IR
ZMHIL 7= Un vitro #5%) . 5

18.5 —a—F/OYRABRELOHA

—HOZa2—F 0 RVEEKIT. HHEOIEAT O RIEWHL -
PRAIZOEH T A LT, FNICEEEZFBHTHZENHM5N TN
5, LLAFITETL)FHI0EOa—F /0 RNEEET
ARG LT, REIIARE I NN o 72,0062

19. BYHSICEAT3EZHMA

& Q0
HsC S~
/©/ NH2

N

]\

~N

F

B

—i%4% L aF 7 (Celecoxib)

{b%44 © 4~ [5- (4-Methylphenyl) -3- (trifluoromethyl) -1 H -pyrazol-
1-yl] benzenesulfonamide

53 F 3 ¢ CirH14F3N302S

sy Fi& - 381.37

TR HEOBRERIFERIEOMETH D, AY / —IVITET®
I<, IF =) (99.5) IZRRREFRTL. KiTiFEA
EVETIR N, #REENED 5N S,

B 0 161~164C

22. A%

(L o+ 7ég100mg Thk—71)
1004z [104£X10 : PTP
5008 [10%¢ <50 : PTP
1408 [148£X10 : PTP
7008 [14% <50 : PTP
3008 [/NF]

(L a2 78200mg Tk—71)
1004 (10810 : PTP]

14082 [148¢X10 : PTP]

3008 [/NF]
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Takahashi, Y. et al. : Am. J. Physiol. Regul. Integr. Comp. Physiol.

2000 ; 278(6) : R1496-R1505
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Hale, T. W. et al. : J. Hum. Lact. 2004 : 20(4) : 397-403

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

KA ¥ M1 : Prog. Med. 2006 ; 26 (Suppl. 3) : 2970-2976

AR 35 fth : Prog. Med. 2006 ; 26 (Suppl. 3) : 2977-2987

BT o F R OB RE R - EYERE (Rl a7 g

200741 H26 HARGR. HIFEERHES2. 7. 2. 3)

tENEE - A RS (BE100mge)

tENER ARSI ($E200me)

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

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

HEIMERERR A - AR R DS EAER (L Oy 7 g 20074E1H

26H7RGE, HWREERMETE2.7.2.2, 2.7.2.5)

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

TERRREA « fR3 (Z L 7 Z 8¢ © 20074E1 H 26 H ARG,

2.7.2.3)

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

RANT D ARB (BL 3w 7 A 20074E1 H 26 H KR, HIEE &Rl

WEE2.7.1. 2)

WV E R EEE - EYERE (L Oy 7 X8 200741 A 26 H &R,

S ERIEE2.7.2.2, 2.7.2.3, 2.7.6.17)

PRz 8 - SEYBRE (L O 7 A& 20074E1H 26 HREFR. WiES

EEHYE2.7.2.2)

WESMERERR N - EWEhRe (B L O w7 R8E © 2007451 26 HARGE,

HEEHETE2. 7. 6. 15)

HEIMERERR A - SEWHEIER (Bl a7 28 : 200741 A 26 H &R,

HEE ERME 2. 7. 6. 20)

HEIMERERR A - WM EER (L aw 7 28 : 200741 H 26 H &G,

BRI E2. 7. 2.5, 2.7.6.27)

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

WEMERRRRA - BUMEIER (BL 3w 7 A8 200741 A 26 H &GS,

HEEERME 2. 5. 3. 10)

Chung, L. et al. : J. Clin. Pharm. Ther. 2005 : 30(5) : 471-477

WM - SEMAEIER (BL 3w 7 Z8E : 20074E1 H 26 H KGR
FHERIYEE2. 7. 2.5, 2.7.6.30)

IIMERERRA - MM AR (B 3w 7 28 : 2007451 A 26 H K.

HEEE R SE2.7. 2.5, 2.7.6.31)

HEIMERRRA - EWMEIER (B L 3w 7 A8 : 20074E1 H 26 A A&GE.

FHEE R SE2.7. 2.5, 2.7.6.28)

HEIMERERRA - WM EIER (B L 3w 7 A8 © 20074E1 A 26 HA&GE.

HEEERMEE2.7. 2.2, 2.7.6.25)

7% ¥ i : Prog. Med. 2006 ; 26 (Suppl. 3) : 2788-2819

Zf% 3% i : Prog. Med. 2006 ; 26 (Suppl. 3) : 2820-2845

HAREE i : Prog. Med. 2006 : 26 (Suppl. 3) : 2869-2910

EIE T Prog. Med. 2006 ; 26 (Suppl. 3) : 2911-2931

G — i : Prog. Med. 2009 ; 29 (Suppl. 2) : 2853-2872

R Prog. Med. 2009 ; 29 (Suppl. 2) : 2893-2917

FREE T fth : Prog. Med. 2009 ; 29 (Suppl. 2) : 2918-2940
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