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MIZK) SRR &G Lz 2 A, 7 7-A Lk LT, L& R MARZEREFRGORBUHE
FABERO 2B MASFBO BTV D P, Fe, AFIEZGTRIEAT oA FEEREK - $UFFICIX, 51
MR O G &R AT L7 R AR AR E R RIHLO U R REETE RN ENLREL
77

) ARIOAGR S -k - ARiE, UTOEEY Tho,

< BEEIY U~F : 100~200mg % 1 A 2 [l O&59 5,

- BIPERIEE, WAE, R RIEIRER, SRR, M - B - 100mg & 1 H 2 EREO&R G35,

- At SMEB%, Ptk - MRl 400mg, 2 A H LAREIE 1171 200mg & LC 1 H 2 BEA#KET 5, ok, &5
MR 6 KFMILL L1 5 Z &, TEAOEHAIE, FIRIOI 400meg, MBI U CLAREE 200mg % 6 BERILL i)
TROBET S, 72720, 1 A2EETET D,

ML axv T [ 77 A% —) 3R Z 5 L TR 2o, BRI 2 5ed 3 e R E
DAL B a—T 3 —LBBHLT,
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3. ERERAUAE
B IR PRI R R O R 2 FRdl L7,

(1) BERT—5 /8y r—o
B L

(2) ERERZNE
D EWNTHEED v~F, ZBEBIEVE, BRE. JABEEAIRR, SURBAEGHRE, M - Mk, Tl
e IMETR K OBt T2 FBE 2 R R FEHE & T2 ST IR D ERIRFRBRIZ I 1 © AL D BBk
BT TDO LB Thole 7Y,

Bafi U v~ T, ZOUVEREEIE, MURAE, J5 B, SHRBMEGRE, Bk - BEFRR

IR REEY v~T I B FiE
. oy e g 1 o HEAH e et e = b5 PO
B4 B AR “Amp10 B T FERABR o IAHRAER
W Ylaxy 7 | klaxy T | klaxy s 4 2=E 4 4 2=E 4
T, 7R 100mg 200mg 200mg 7R 100mg 75 R 100mg
- 1H2[H 1A 2[H 1 [ 20 1H2[E 1H 2[H]
Be 5 H1m 438 1234 438 438
HENERENT
74 72 79 318 90 84 151 295
SE B
B OFETRRHIE (VAS) | 3.4 -7.4 -11.4 -9.4 -19.8 -26. 4 16" | —30.6"
AL B (mm) +17.39 +20.09 +19.01 +21.15 +21.23 +24.77 ) )
BE O BIEE) M
T (VAS) 2.5 -7.5 -9.3 -9.3 -20. 1 -25. 1 20, 0" 97 3D
: +19.82 +17.03 +18.07 +20. 26 +20. 69 +24.07 ) )
SEEIZEA L B (mm)
% Bifi D 95 BB Bl
E@E@;ﬁgﬁ (ﬁfﬂ) -2.3 -8.8 -11.9 -9.6 -18.5 -24.9 99 9D _a0. 20
" +14. 60 +15.81 +16.17 +19.85 +19.32 +21.66 ) )
S & (mm)
ACR(EIE)ITL D 5/67 12/72 19/79 68/318
Y (7.5%) | (16.7%) | (24.1%) | (21.4%)
ok e ycEREHE | 17/73 23/72 25/79 84/318 45/90 57/84 74/151 200/286
e = (23.3%) | (31.9%) (31.6%) | (26.4%) | (50.0%) | (67.9%) | (49.0%) | (69.9%)
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B4 TS FREEEEE | SRR R T - M2
R4 S LFH AR — i i R R B 1520
#wHl vlLaxy 7 tvlraxy 7
AL - A& 100mg,” 1 H2[A] 100mg,” 1 H2[A]
e 51 ] 431 431 43 23
BN RE Bl %5® 414 74 80 79
B OFETR A (VAS) Coa AD - B B
R B (nm) 29. 4 33.2420. 57 34.3+21.28 31.5+19. 80
B O (VAS) Cor D) o a4 op 0t g 14
R () 25.0 32.4+23.56 36.0+21. 77 28. 1+20. 41
% Fili O A% E AT (VAS) Com 1D g o4 Car PV
R B () 27.1 39.9+22. 72 37.3+17.38 33.5+19.75
_ 36/74 43/80 41/79
2 AE S 225
A OURERF i (48.6%) (53.8%) (51.9%)
RDQV S ZE( L (2 =2 T) -3.6"

Rt R B ENC £
itk

261/401(65. 1%)

48/74(64. 9%)

56/80(70. 0%)

53/79(67.1%)

a)PPS (Per Protocol Set) : JEBRENFTEE I A L 7= x5 4EM
b) A BAEIE Cld, HBEE OSMEEMN
o) BIEHEBIEE CIx. EAT O 2% FEAn
d) ACRE AL HE (BVE) IZ K A8 ER UL T OO K VQZH 7= 356 [t & 7 5, OB & OMEIRBIEIE A W T 1 $20%
Pl bt @FBF OEERME (Visual Analogue Scale : VAS) ., B3 OFEBIEEMWESMETEAM (VAS) . FERT O 7 BIE B 2T
fili (VAS) . SB35 O By (RBEREREAM (mHAQ) D4IEH @ 5 H 3T H BL RIZBWT20% L, Fik#)

e) O E ) E O I KM RFIZ 33U B S s ST e
£) IAHWTIC & BB O EEMECThH D720, BEEER IOV TR
g)FAS (Full Analysis Set) : 3EAIZ 1EILL EARF L, #&E5Z A PERHGE B 235300 S LTV D354

h) & OUELRHGAS TR RoT) BLEOEIS

i)RDQ(Roland-Morris Disability Questionnaire) : AJE{THEYDFEE

W2 B84 % 2438 B DR

SRR IR BT DEER ( ThEEEE] DEoFRE)

V. RREICBT 5 IEE
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Ttk SMEE I ON Pt

?( l%\%‘

PREBL TRt PSR IMER TR
B4 AR — % B R AR B
FEH) e N N
+ R + N d) + N e)
PRk - B WAV AN Lraxvr Lraxv s
A ] 2H 8H
HEWEMENT
e e 124 248 80
BEOHIRIZLD 79/124 189/248 70/80
HRhERY (63.7%) (76.2%) (87.5%)
P B 7
(VAS) 34.82+29. 318 45.51424. 781 52.6+15. 2
(mm) c)
B4 Pt % % R TR
o 5 AR AR 55 T AHRBR
A B [ 45 5.2 BN LD
. raxs 7 .
T j_ﬁgﬁ - 75 R 25mg 50mg 100mg 200mg 400mg 75 BR t V;O: -7
b Hi[] ] Hi[] B[] B[] ¢
e 51 R 1 H (HE) 1H (2[A])
NIRRT
r—— 58 54 54 53 58 58 64
G EAIEIE 13/53 28/58 27/54 39/54 39/53 47/58 15/58 41/64
W2 X A HERERY (24.5%) | (48.3%) | (50.0%) | (72.2%) | (73.6%) | (81.0%) (25.9%) (64.1%)
P B 7
(VAS) 12.3+19.5 33.4+24.2
(mm) c)

a)FAS (Full Analysis Set) XIXITT (Intention To Treat) : #FIZ 1[EILL EARMA L. 5% AMEFEAMIE B 357 S T A R 4E M

b) BEDHIGIC L A3 ( o) aF TE<Hniz) &

o) FEIR IR 72 (VAS) (BEIZ L DR, ~N— A T A IF— R A&FEA )
WA L a7 400mgk 5%, RAICELaxv720mgz &5 L, BHEEL a3 x> 7200mg% 1 H2[0EE LT

e) FIElE L 3% o7 400mg#t 54, RHICE L 3% 7200mg a5 L, BHLRETEL 2% 7200mg% 1 H2EIEE L
L ax7400mg 5410, FICHRERE LB L U BE 2R GUTBINE G 21TV, BN 5 OG0 % 51 L7

M L7 B OEIA

V. RREICBT 5 IEE
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2) ALK 5 A

O RERMOENERRR  (BF)

BEE Y v~TBE (RGHIH - 1238M) | ZRIEREEERSE (R G5HIR  4 8 25 s 955K
KIPEGERER 2 SREROWERE T — ¥ A EFH LA R, HLEREE GER) A TORWERRBIRIIEL o
F 7 100~200mgl H 2 EH# 5T 11.3% (86/759) . %fHRIE (COX-2 1Zx%f L CBIRMEDIRWIER T 1
A RPEW - $5EH) T 11.7% (90/769) Th-o7= ¥, EYRIERE (FGHIR 4 M) 2%l
9% RHHIREAER 2 SBROWBRE T — & 4 LR Tl & REE GER) SR TORIER %
BRI E L a7 100~200mgl H 2 [A#5T 17. 2% (144/835) . xfHESK (COX-2 (25t L TR m:
DIRWIERT 1A RPEEZ - 880741 T 19.3% (160/831) Th-o7-, FiligHEE (RS5MM 2 H
M) Zxtge b3 5 IR OWERE 7 — & 285 LR R Tl HEEREE GER) 2 ToH|
VERZEBIRITE L a0 70T 0. 4% (1/248) . RHBHE FER T 1A FIENSZS - 85554) T 1. 6% (4/244)

Thol- |
AR vEE L 2% 7 400mg B5%. FHICELI%2 7 200mg 2851, BHITEL %27 200mg % 1
H2EE Lz,

) ARNOAGRS N - AEE, TEBMEBIEE, BWE  @8%. RAIKEEL a7 & LT 1 [8 100mg %
LH2[E, # - YREBZIROEET D, | ThoH.

@RI OE N & IR e £ B AR (Tt RER )
RN (B GHIR - 2 W) Zxig 3 2 IS REBRORER, H - + BB OEERIE (W
SEATR) 1T L% 7 100mgl H 2 [EH%ET1.4% (1,774) . SRS (C0X-2 125 L CERMEDAR
WIEZT A FHEZR - $80RAD T27.6% (21,776) . FIEBART2.7% (1,/737) Th-o722
KNIREET — 2 =4 ) VI BRESIZE DHE

3) DA RIS KT DR

D2 FE 2 36,5 o0 [F] PN il AR 3R BR
ENTHEM LB Y v~FHRE GRG0 1280) | SREEEERE (REHIR 480 %
R L3 B SR RERER 2 RBROMERE T — ¥ A LR, EEOME FRORTRIL, L
%27 100~200mgl H 2 [EF5-T 0% (0/759) . XHEEE (COX-2 1Tkt L CGRIRMEDIRWIEA T 1 A
RPEE S - 80 AD) T0.3% (2/769) THot-, F7-, BV v~FHRE GRE5HR : 480 kO
EIPEBIEE R (RGHIR - 4 ) xR e+ 2 77 BRI EE G 3 Rk 5
HERLDEFROBHARITI L L 2% 7 100~200mgl H 2 [BF 5T 0% (0/675) . 77 EARTO0.2%
(1/412) Th o7, 728, 2007 FFOEGEIRF £ CIIIEM SN iE 1| £ F TORGHIR et 27
il L7z [ EN2EEARER 12 38R (BIETY v~F, ZRMERREE, MymiE, JHBEfEMK, SURKERE
HEN OVIEE - iR B At Ge & LT RIRERER) Ofdig 7 — 2 1Z61) 2 B 70 D S FR ORBIRIL,
Tl axi 7 25~400mgl H 2[5 T0.1% (2/2,398) THY . 2D HH, L aFxF 7 100~200mgl
H 2[5 TIE 0. 1% (2/1,992) Th-o7= 2, S5, BYRIE. JBEEEHL, SEEBIEERE (O
T OEGHIM 4 HEH) KO - kB G5HH 2 8H) x5 Lok 8 SUBRo i
FT =X OEH TR, BEELROMEFGZOBIRIIEL X7 100~200mgl H 2 FEET 0%
(0/1,304) . FFEART 0.2% (1/411) . xHEEE (COX-2 1T L CTIEFWEDIRNIERA T v oA R
K« BUFEA) TO.1% (1/831) Tholo, Fifitk BGHIM 2 HH) | sMEH# EGHIM -8 HIF) |
Pethite (BeGHAME 1 BT 2 B) OFBFZRGE L3 4 RBcid, BEEROME FROREBUX
tlraxs T, FTRRKROMEIE GEAT a4 RHEEE - #E4) OWThoHRG%IZHED L
otz

QERERLOEY T G55 2 0 GEAT—)

SMENZIBWT, BELax s T OREBR Y =BT (RAIORRE - 2R TIEw) OfEtZ B &
T5 2 REBRAEMSI, ZDHH APC iRER (HESMERIGIME R TH2hRRER) ik, 3 FEHOIRE
HFRIZ 7 7R et L, B ax o 7RG TOEGTHMIEE (LMEFGITL DL, DAFEZE
SUFAMZEF)  OFBIHRIZ AR 72BN AR b iz, HETHEEE O 78R3 5E L ax
T O Y A7 1T 400mgl H 2 [B[&%5-T 3.4 (95%CI : 1.4-8.5) . 200mgl H 2 [E[#&%5T 2.8 (95%
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C1:1.1-7.2) Tholz, 3SEROEATHMER ORBERIERTIE, 77 BARTIL0.9% (6/679) . &
L a7 400mgl H 2 [FIHEEH-T 3.0% (20/671) . 200mgl H 2 [F[¢5-T 2.5% (17/685) T -7z,
—J7. PreSAP &R (CRKIGMUEMAR U — 7 BHRETHIRRAR) Tix, BEHMIEBIZOWTT 7R E
Fedgs U= A% 2 27 1% 400mgl H 1 B 5-T 1.2 (95%CI : 0.6-2.4) THE/RD A7 OHKITZED 5
Nrghnotz, 3SEMOEATHMIER OBRBERILTIL, 78R TIL1.9% (12/628) . FLaxy 7
400mgl A 1 [E#5-T2.3% (21/933) Th-o7-,

) AEIOAGEI N HE - A&, TBEE Y v~ @5, BAZIZTEL 2% 7 & LC1IE 100~200mg % 1 H
2El, - SRBICROEET 5, LREREEE, BwWE, FRIMEFESK, SRR, - BEEK  mE,
AT EL a7 LC LI 100mg 2 1 B 28, §] - YBBICKROEET25, Pk, SMEH, Thkitk
W AT E L3y 7 L LTHIEIOZA 400mg, 2 [B1H LAKEE 1 [[] 200mg & LC 1 H 2 [EEA#EE59 5, 72
B, EH5HFRL 6 R EdHIT 5 2 &, THADOYEEE, FIEIOAH 400mg, MEIZIG U TLARIL 200mg % 6 IFH
PEHFTROFEET S, 72720, 1H2EETETD, | THD,
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(3) BRIRFEIEFER

1) H[E#F 556 (AKi2) °V
TEFERR A 5 22 36 B (51 18 51, 2ot 18 f51)) (2 AA (50mg, 100mg, 200mg, 400mg % Z DJEIZAS 1 [H])
ZZef FHIBRR OB L, Z2etEa Ml Uiz, T OFER, BIVERIZ 6 1] 15 14 (50mg $& 555 2 4511 9 4,
100mg #5505 1451 1 {4, 200mg #5515 2 f31] 2 {4, 400mg 45 5-IR5 2 3] 3 ) FEBL L7223, FEBUBIE L O
BUCHERISYEITRRO b h o 7o, AL OB NTEE T X 2O ERARRA ML A BT 200mg
BehRED 1 4] 1 ARZERO Bz, BER RRIE & 72 2 BFEEE Tl oz, BLEORERNG, K
#l| 50~400mg & HARFE 05 L7= & & OIS0 &k Sz,

) AR OEREINTHE - HEZ, LTk Th s,

- BAf Y 7~ F 1 100~200mg & 1 H 2 ER O# 5T 5,

- EIPEBIEE. ERAE, JEBIIEBRZS. SUSBIEMERE, i - BEESR  100mg 2 1 H 2 [EROFBET 5,

- Tk, sMEL. htkith  FIEID & 400mg, 2 [B1H LABEIX 1 B 200mg & LT 1 H 2 [\ O 595, 72k,
B 5T 6 FEFILL Ed it 2 2 & WHAOBEAIL, WIEIOH 400mg, HEIZNS U TR 200mg % 6 IRFfH]
PUbkdiFcRnigsds, 2720, 1H2EETETS,

2) MiEFE R (AKi4) *
AR RN A 36 BIIlZAA 100mg IE 200mg 2 BZHEREO#& G- L, 7 HELL BRI, 2 B 2 FE)
DY 1 AF—/S—{EIZ XD AAK100mg 2 1 H 2[A1 1% 200mg 2 1 H 17,7 HEBEKERORS L,
BEMEMER LT, TOME., BEIEERAEFRIBO N o7z, £12, BELLTEAE
TR () ZBRODCT R TRETH Y, HRIIAA L OREENTESN TS ZE, A
EELITT RN CHEMHER SN2 5, AK 100mg 1 H 2 [F130% 200mg 1 H 1[04 SER D&
H L7z & & 0ZMEICBEIZ A0 &l S iz,

) AR OEREINTHE - HEZ, LTk Th s,

- BAf Y 7~ F 1 100~200mg & 1 H 2 ER O# 5T 5,

- EIPEBIEE . ERAE, JEBIEIEBRZS . SUSBIEMERE, i - BEESR  100mg 2 1 H 2 [EROFET 5,

- Tk, sMEL. htkith  FIEID A& 400mg, 2 [B1H LABEIE 1 [ 200mg & LT 1 H 2 [\ AO#59 5, 72k,
B 5N 6 FERILL EdiT 2 2 &0 WHAOBEEL, WIEIO A 400mg, HEIZNS U TR 200mg % 6 IRFfH]
PUbkdiFciRnigsds, 2720, 1H2EETETS,
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(4) RFREEER

1) PEER Y v~ F 418155 T FEEEPRSABR (RPi1)
BEIFI Y < B3EIC, AKI 3 H&EGOmg 1 H 218, 100mg 1 H 2 [BIZ N 200mg 1 H 2 [8]) % 6 FHFRE
At L7zl Z A, 200mg | H 2 [EETORHET, BEFEO NSAID & FFRELL EOFIMENEIFE <4,

Flo, RPN EE BN,

REB T YA | BRI EERAER

*f % | B Y v~ F 5401

H B | B Y v~ FICT 5k L o T OB Ve oM

F e YU Y | EREOTREIMES IR S e B

AOBR 5 1k | AKISHIE (50mg 1A 2[E], 100mg 1H2[A], 200mg 1 H2[ml) 261 it A &5
+ R H B | R eRSGEEIC BT D dER

(B AL
OFHFHmE A
FOERUGEE I T HUGES
Eiacn it R
50mg 1 H 2[al#E 3/11(27.3%)
100mg 1 H 2[BI#E 3/14(21. 4%)
200mg 1 H 28 3/11(27.3%)

e 2 P AT B (B )
% DU 1D TEEL) OTEMCIME L L X0 [ERME+ hEEiE) oRls

@IEH B Ol AR AR A i 5 5 28 )

B RITEH Wt A R A 1 5 )
50mg 1 H 2[al#f 3/18(16.7%) 1/18 (5. 6%)
100mg 1 H 2[AIFF 1/17( 5.9%) 1/17(5.9%)
200mg 1 H 2[A1%f 3/15(20. 0%) 1/15(6.7%)

FEHGIEL/ TR R G Bi% (e BL=R)

) ARKFNOAB SN A - AEIZEHSY v~F : 100~200mg % 1 H 2 BEAHRGTH 5,
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2) EIEVERSEE AT S T ARG PR 3B (OPi1)
EIVEREEREZIC, AF 3 HE@mg 1 H 2[E], 50mg 1 H 2 [ &N 100mg 1 H 2 [5]) & 4 R
A L7 2 A, 256~100mg 1 H 2 BIOFFHO A& TH RSB S v, M RIEIZ 20

LEZ BT,

R T A > | IR, IEERAR

it G | BIRMEBIEIE 6 141

H M | EEMEBEESEICKHT 58 L 2> T oA R M OB

Tl BRIRALUE | —ERYER TR

S B W AFI3H & (25mg 1H2E], 50mg 1H2E], 100mg 1H2[ED IZDWT, BF T LT EET
WRS B A R 0 & 5

FHEFGE E | REERUCEE ISR DR

(R R
OE LRI H
8 ey, L G A O TP AT G
R g
25mg 1 H 2[R 8/16(50. 0%)
50mg 1 H 2[mI 10/17 (58. 8%)
100mg 1 2[alf 10/15 (66. 7%)

A/ T o R B (35 75)
M1 TS 2D [EHEL OTERMECIMTLE & X0 [ERE+PSHERE O8ls

@IEH K Ol AR AR A i 5 28 )

it AIlEH Fifh A e AT i L 5 A )
25mg 1 H 2[AIFE 3/18(16. 7%) 1/16 ( 6.3%)**
50mg 1 H 2[A1RE 2/19(10. 5%) 3/19(15. 8%)**
100mg 1 H 2[AlfE 6/18(33.3%) 1/17( 5.9%) %

FEHBIE/ AT R S5 (FEBLR)
MFEHR= [RBFIE] / [HHE ORGFIROMENH 2 615] X100

1) ARANOAGR = HiE - HEITETEEBEE : 100mg 2 1 A 2 EROKETH D,
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(5) IREERIEAER

1) |EALEITHEREGER
OBIfT U v~ F %I T FEERRRER (RDS1) ¥
RAEI YU v~ F B, A3 HE@5mg 1 H 2[E, 100mg 1 B 2 [F &N 200mg 1 H 2 [E]) Xix7
TS RE 4 BEMRAREG L-E 2 A, 100~200mg 1 H 2 B OS50 & S ANMECENL, AR
PEICRIED 72 WL - HETH D &Il L7,

ggﬁg *;f | TR, SRR, RS
it g | BEEI Y U~ T BRI 3T4AH
H M| BE Y o~FIcktd a5 L a7 OHERIGEDOHER K OB S B O TE
< ACROBUFIEAREIZ L W BET Y v ~F LB S B
- MR A3 H UL o B3
« TRCOOASPAR ., ¥ BIE S (L0 UM ENEENE DR D S5 D) ML Lo B
(At 52 B &R (BIER) ]
PARAEN (2) . MosHBIET (2) . R (EHBE 251 (2), MBIEI (2) . TRAE (TARB 425
F 7B AR AL % Te) (2), MBAEN(2). WEBAET(2), EBIEN(2) . RMREH (2) . T ODIPREAI 2R <) (20), &
BE (LR BRI A2 & T1E 3 5) (10)
- FROFAE SR X 0 R 2 BR 46 BT, R & 1k 9 EARRIEI RS LA Lo
- BB AR (B2 IR BRAAET1 » A LAN) OFRIL Westergreni®) @ 30mm/hr P4t (1HFREE)
- FRBR B AR 8 (B 2 IRIBR 446801 » H BAN) OCRP : 1mg/dLLL E
%
- SRERBAAARIIC TREOIEHRZ 2T TV D EBE
ORBRBALEHTS » B LAIZ, BT Y v~ FH - Sy iz, s s Hl o iR 2 Biss L7 B,
ik U772 B8 X3 ERRIRE DS HERFEIEICEE L TR W B
QBB AARTAE B AN IS B BB R VB VAR 5 2 BRAA L= B, Ik L7/, ik -
=+ 72 B4 IE HEZEE L2 BE TR RERLVE A CLENREE LT L K=Y R
U Emg B B 2 D hE RSO RS
@R B AEHT4E R LA BAE 2230, BEE & D VIR B A LT A, BSOS R A
OBEEITEANE Z T - B TR oo OREEZVLE L T2 L Bbh b B
s
AOB 7 k| AKISHE(25mg 1H2[E, 100mg 1H2[E, 200mg 1H2[E), X7 7 &R 24RO &5
T EF M E B | R ERSGEE IR AR

(R AL

(B ZIMEfEAT RS 4E T PPS)

i) A E B

IR BREGEREIZ BT D Ui R

B 55 St
7T AREE 17/73% (23.3%)
AH| 25mg 1H2[EIEE 15/78  (19.2%)
AFI100mg 1 H 2[=1#E 23/72  (31.9%)
AFI200mg 1 H 2% 25/79  (31.6%)

SGE G/ AT B 15K (SGEESR)

X1 [HEWUGE) 00 [HWEML) O 7R Tl L7z & & o IENSEE+ T HESE] oflE
K2 B MBS N HEARRE & Sz 1 & BR <

. IRRRICBT 5 IE A
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i ) BIEFH e ONEg A b A f1E 5% 5 28

B A Bl R 7 2
77 ek 5/95 (5. 3%) 9/89 (10. 1%) **
AFH| 25mg 1F2E#E 8/98(8. 2%) 12/93(12. 9%) *?
AFI100mg 1 H 2[RIFE 8/89(9. 0%) 9/88(10. 2%) *?
AH1200mg 1 A 2[=1# 3/92(3.3%) 11/89(12. 4%)*°

FEBLGIEL/ BRAT R R B1EK GEBLR)
MBFEBIRE= [RBBFE] / [(FHE OB OME?H 5 FIE] X100

) AHIOAER S - HE - AEIZEE Y 7 ~F £ 100~200mg # 1 A 2 BREAKRETH D,

QZE N B EiE £ B 55 T ARG A3k (0DS1) 1
LB EE B I, K3 & (25mg 1 H 28], 50mg 1 H 2 [A& TN 100mg 1 H 2 [B]) T 77
tTARE 4 BEEROEE LA, 100mg 1 H 2 [F23 5 b AIMEICEI ., BAEMEICRI-ED 720
AL - HETHD Lz,

%ﬁ ) 7 : . NN — — A L =) Eas
&gﬁg z;)ﬁ% 77w ARRR, CEEREER R, SO

*f % | IRV R 4994

H B | ZBMEREEIC ST 5 L aX o T o AR&RIGHEOHER K OE#ER 5 RORE

< B & IR AR B ORIESE IR & T 5 A

- ABRBALETT6 5 H LINOXERAT A Th7e < & b BTERK. Bilbd 5\ ITREE O B AR
DR/ N B B BE

- NSAID (S A % & TeikBR3E 2 8 5-Bas a2 I LIS L T il

- FlB L0 L B o B

T 7 AR L Y

SEROBEITEE T, FIROBWERE L 6D BE

- Wofig, PRRORVEBIERIE, MRRRAE, MEMEERE (BRERIEZ R AMEEREZ S
JFL T2 B

* B 5 D370 TIRMED ZE TN BAIIE 0 [

-V U~ TFHREE SO D EE

CRIERE AT v A NA BEEREREAOIAARBEL SN BE, UIRBRIEER S
BHAARTT LB [ LA 22 - Dtz 92t L 7= /8

A

i

E 7R bR A A vE

OB Ik | AFISHE(5mg 1A2[A], 50mg 1H2[H, 100mg 1H2[E) ., XX 7T bR E4EBERAOES

R A | e BRI B B B

V. RREICBT 5 IEE 21



GRERAE R (D IEMREAT R S4EH : PPS)
1) R H
B MU ISR D iER

B G R
77 AR 45/90 (50. 0%)
AF 25mg 1 H 2[ATHE 64/98 (65. 3%)
AFI_50mg 1 H 2[ATHE 59/95 (62. 1%)
AFI100mg 1 H 2[AFE 57/84(67. 9%)

S B AT R G ()
X1 CERSE) D TEREL) OTEMCIHI L & &0 TERSE+SIERE ofle

it ) R OB PR R 1 5 3 258

BHRE RIEH R R A1 5% 3 22 B
77 bR 13/125(10. 4%) 9/125( 7.9%)**
AFI 25mg 1 H 2[mIRE 13/128(10. 2%) 8/128 ( 6. 7%) *2
AFl 50mg 1 H 2[alf 16/125(12. 8%) 12/125(10. 4%) *?
AA100mg 1 H 2[E1EE 8/117( 6.8%) 12/117 (11. 1%) ™

SEHBIEL/ FRAT R S 1% (FEBL=R)
XFEHR= [RIWIE] / (A OREGRIROMEH 5 F1%] X100

TE) AR OGRS i ik - MEITZEAERBEE : 100mg 2 1 A 2 HREAKRE5TH 5,

V. RREICBT 5 IEE 22



Ot 4 7 o T AH B [E] 3 - PR3k (DDS1) )

TEAHMR R it A BT . KN 5 & (25mg, 50mg. 100mg. 200mg. 400mg) XI%x~7' 7 k&R
OWTNEHEBIEL L& 2 A, FOMEIIHERIGHENTRD Hiv, 400mg 23 b A MMEICHE
. AEMEICHEN2WAE - AETH D & LTz,

Eﬁgﬂ;{% SRR, BRI, RS HERER

at G | T e I B 332

¥ B | L a ko IR BB B ARG O TR & Sl 5RO
PO NI R (T 5 BB D 5 b TRl DA% B & 35 Bk O A B
L7-B%

T BPROILAE | - 205 L 65T O B
- Ptk OBRITE HIBR K O BT 2 © BH
- RIS BVERIE 2 DRV

- ELY R ONCSERRE TR 21T - T2 B

& 72 BRI e o

s om p o | IS (5ng, Somg, 100mg, 200mg, 400mg) . X7 T LRV A UL OB ()
e E2 M )5 RFH])

— BHEOHGOFIHE

& iRy Ay FE O s

- KB SR IE O AR F T O

I A DRRE DOHEB DAUC

 ARFAD> B R A DT 2 & T O] (45 2 2 R )
cTRADIEIA, A O R F T ORER (R R )

&l R F A 2

(RIS IR OV PERRAT X BEH « PO)
i) FEAFHE A
BEOHIROA R EN

e e GEES
75w AR 11/49 (22. 4%)
AHK| 25mglE 28/56 (50. 0%)
AFH 50mehE 26/51(51. 0%)
AFN100mgHE 36/51(70. 6%)
AFI200mg it 36/49(73.5%)
AHI400mgHE 46/56 (82. 1%)

F NI/ AT 5t B 15 (20 =R)
X1 TELS =) D T edhoTz) OABETIMEI L7z & &2 TL Wi +2hniz) oFElE
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e e pr==s
7T REE 12/49 (24. 5%)
A 25mgh 31/56(55. 4%)
AFH 50mehE 27/51(52.9%)
AFN100mgHE 31/51(60. 8%)
AFI200mg e 36/49(73.5%)
AF1400mgTE 47/56(83. 9%)

SIS/ AT R R 18K (S R)
X2 [FEWUEE] 6 NEfL] OB TRMEI L7z L &0 IERSEE+ THESE] OFG

i ) BIEHIE B

ReBhEgm LD = TORERH], S A DORREDOHER O AUC, ARMI 2> B JR A DIk F T ORERH (B
BIFERR) . T A DO REL, R A ORI E TORRH (EFEHERFF) 2BV Th, HEOHEME &
HIZAHERE RS DA HFED Hiv, AFH 400mg 2 b @mWAMIEL R LT,

i) AI1EH
57 BIVE
75w AREE 1/53(1.9%)
AFH| 25mght 2/58(3. 4%)
AFH| 50mghE 5/55(9. 1%)
AF100mg 3/54 (5. 6%)
AF200mgiE 1/53(1.9%)
AFN400mghE 1/58(1. 7%)

FEHBIE/ FRAT R S5 (FEBLR)

AFN O GREAT BT D RIEMFEERRICH RSB ST,

) AFN OGRS -k - AR, kiE%  WIEOZ 400mg, 2 B H LA 1A 200mg & LT 1 H 2 ERAO#%
545, 2B, &ERFEL 6 U EHITS 2 L, HHADOEAEIL, FlEIOA 400mg, MBI U CTLAKIL
200mg % 6 BELI LS CTROBEG 92, 72720, 1 H2RIETLET 3,
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@t #5085 AR B NI G-FE AR ER (1200) 2

TSR e P TR I B A T TR A 2 B LT R IS L. ARH 400mg & HLRIBE L |
Z D 5 R LA ISR S 2 3 b U7 BB 1T, AR 200mg X7 7 B ROWTF BNk
HL7zEZ A, ARMEICEI., BRMEICRIEN <, AH) 200mg :BI#E5-0F AER#HERE S

7.

REgRT A
o X MW

7T AR, T EH G R R

*f E S

FARF SRR B i i TSRO A H25WIE TREDOFA] OFlickv L ax
7 400mg & MR G- L, 2 O%ERE R LIRS I SR 3K & 0B & L7 A 12245

H i8]

7T R At IR I I BRERR A M P B IR AR )b A L 3 0 7 200mg BN 5 O %N
MR OV &I OV T ORGET

£ 7o RO v

- 207 LA H64FE LA T DB

< EEAAS, RN B Pk I A O PSR EE AR OINSAID T T 9 2 & ASAIRE &Il L 7= B
< Ao BB R OV TR G0 T & £ 5 T BRI ok AT & 52 1 T R

- WIETRBRSEAR F 4 SRR LA 1 2R5 ] £ CloEm 2 A L, IBINoSmEs2 v L+ 5 8%
£

F 7 bR AN K vE

s OPENICIRIE 2 BT 2 2 ERIEFT R a5 B

- BTN B BRI T R I QN EEME TIT b D TEDHRE

< PRI 123 B> DITE B £ CORICM O DEEAR R 2 & 0ARN FRiT e Z 72838, D
WIETED S S5 B

« N R OV A ORI 5B B R IF T RTRENE Y & B MR L O A PR A R ERALIC A 5 &
H

£

OB 5 Ik

PIEIPE G & U CHiiee LR DA 2B I LLANIC E L 2 % o 7 400mg R O 5 L. #lEI#E 5445
EE LA B R 12 LN B L 2 %3 77200mg, XU 7T R 2Bk 5

£ % AF fif A

BN 515 205 2 U - BB ORI L A AER

R O RF Al ZH H

- IR AR (PT) (VAS, 4EXPEFTAM)

MKUBMEGHIEE R U, BINEGE2LELET, HEREOATKT LEBE LSO YSRARICBIT RS
e i325501TH 5,

V. RREICBT 5 IEE
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GRERAE R (A RWPEARNT X SR EEH] « FAS)
i) A E B
BINF G- 2 WFfE 408 U 72 A ORI & 5 A )0
17

Ak
By IECacR i

©36.2

(n=64)

(n=58) ,‘ |
Laxi7s i 1 :

200mg / i
e/ Ity R 18. .

t

0 10 20 30 40 5 60 70 8 90  100(%)
W X<Fwe Elshe: AL b kdror BAXM
() : AR
*: p<0.0001 (t BE. vs 7R B Mm% 5-8)
X2 TEL< W) D T iedvotz) OABRBETIHMLIEEZ0 TLWiE+2hnwi=) oFElE
3 KAMEITFELER & U CTHTICE O T2

i) EIKEHE B
BN 5-1% 2 IEfE] (BOCF) 12331 2 ¥ R (PT) (VAS) 1%, 77 & AR BINEEG-HEIZ L ~AH] 200mg
BN HEE CHEIIRW 2 & 23588 41 (p=0. 0003, t RE., vs 77 BB GH) . Bk
FE (PT) (4 BERBEFEAN) (1238 T h ., AH| 200mg BN GRET 7 T R BIMRGEEC S Rl 72
W TBREORA ] OEIENEN->T,

il B VE ) (B R IR A i 5 B AL Bh & B )

57 BIEH W, PR i A S AR B
AFHI400mg #[EI 5 5- D 7 21/133(15. 8%) 17/133(12.8%)
77w RBINE SR 16/ 58(27.6%) 15/ 58(25.9%)
AF200mg B N4 51 11/ 64(17.2%) 10/ 64(15.6%)

FEBLGIEL/ FRAT R G5k (FEBLR)

EVARFIOAR SN HE - HEE, Btk - PRl & 400mg, 2 [\ H LIEEIE 1 (8] 200mg & LC1 H 2[H]
BOE54 5, ok, RSMEMRIZ 6 BRI ED TS Z L, HAOEAZ., WEOH 400mg, ST
U CLIBRIT 200mg % 6 BREILL BT TR 595, 7272 L, 1 B2EIETET D,
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2) HeBSELER
OB Y v~ FH AR ERSR (RCT1) 2
BEEI U v~ TFHEIC, AFI(Q0mg 1 H2E) ROrxyYFa 7+ Y oA (60mg 1 H 3[AE])
Z 12 MR AEE L-E A KK 200mg 1 H 2 B HIX K FAHATHH Z LR ENT,

KRBT A _ _ .
F2 5 1 B = AT ik
% O & FEHGIIR, B BT R LR
I % | BEY v~ FRETTI
q - nxy a7y F ) ULsEFRIC, BEEY) veFIdT AL a sy T OREGMER LR LD
et
< ACROBEEMEIC L V) v~F LTS BE
- SRR A 12, Eo BE
I - PRIF RIS ELL oo R

< PR & FE O TEIRBIEITELAS S LL Lo
« CRP : Img/dLLL E
%

- BRI BRLEHTIC TRV T OB E2 21T TV 5 B
OBIEHFEBRLARTI2ERTEIC, LY v~ F A EFAERL, ZEBHR ORE 2 Fis, Ik
Ak - ABZEELEBE(ZZL, A B LY — NIBIEIRIBIAART8E i)
QBRI BA AA RT238 A 1 B R A V& R G (BIEEALIAN) 2Bk, Wik, Tk - A
BEEETE LI-BE
QRIBERERNLEIHAREE LTT L Ry o o WbisngZ B 2 5 &2k b5hoiE
@B EZ T BA LA AT 238 AT L RIS 28 PR . BIEIR B (R A S O BIfIE A 22 728 (72 L,
BB B R VE L 0 B AT DU T I8 22 14 R BR AA B4 S i)
- BlEZHIM BRLERT2 A LA E FIBCE A (NSAID, $EmAI 2 &R OG- 25 - ¥

Yiring

e

T A B AL AL v

OB 7 iE | AFI200mg 1H2BIXFn XY a7 = U v A60mg 1 H 3E A 1238 B 0% 5

= AV il L H | ACREKEELYE (Z815) (2 & iR

- ACREZ HHEHEIC K 5 ok
CACR2 T E v b ORI
G T Y T
%

FlI R/ (TR WE!
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GRERAE ) CHRWEMRMT 524 ] : PPS)
1) FEFHIEE
ACR S JEYE (V) 1T K Dl

©%)
S —
ol I i

20.3

QO -

& 158

# 15F--------- ---

1‘?;3‘;
O e S S :
SJ
LT T 8% 20 A

(n=313) (n=291) (n=276) (n=261) (n=318)

*ACR S HHE (BIR) I K D U8EER - LT OO VO dHE T8E LT 5,
O PO OCREIRBIFIED V3 S 20% 8L Lt
@BH OFEIFER M (Visual Analogue Scale : VAS), HH DI ETEBEIMEMRETAM (VAS) | AN 0O BIE &)

PEAREEN (VAS) . B O & (REEREETAN (mHAQ) D 4 THE D 5 5 3IHH LL LITH W T 20% 2L LdcE

i) BRI H
ACR BB RLHEIC K D E=R
(n=318)
ST R #5218 % P54 % 58 % 5 121% S RE R RE
W EOE 8. 7% 16. 9% 21. 4% 24.1% 21. 4%

(=4

R ) (27/312) (49/290) (59/2176) (63/261) (68/318)
718195 Yo {5 HE X ] 5.37-11.93 12.41-21. 38 16. 36-26. 39 18.75-29. 52 16. 72-26. 05
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ACR =17 v b DAL E
E & A L ORI T, B REIG % & 13~ C ORI 51 CEE &R LIAS, CRP
ICOWTIHE, B AIERD s oz,

) 5208 % e 5.4 % ¥ 5.8 % B 51238 % B A& R IRE
(n=314) (n=291) (n=276) (n=318)
P A Sk -2.1 -2.7 -3.2 -3.2
(&) +3.86 +4.35 +4.60 +5.03
JERR B Fik -1.2 -1.7 -1.9 -2.0
(#) +2.50 +3.20 +3.26 +3.72
%%szf%{ﬂﬂ -8.31 -8.99 9. 82 9. 41
+15.078 +16.621 +19.616 . 432 +21. 147
(mm)
‘%‘%i@%%ﬁ@% -7.86 -8.51 -9.75 -9.25
REA (VAS) +14. 993 +16. 486 +18. 401 448 +20. 258
(o) +14. +16. +18. ) +20.
Eii;iﬁi%ﬁ -6. 43 -8.77 -9. 84 -9. 62
() +12.151 +16. 186 +18.485 . 069 +19. 845
B REEREFTAT o8 0.9 11 0.8
(mHiAQ) +2.03 +9.37 +2.72 +2.95
() . +2. +2. +2.
CRP 0. 675 0. 684 0. 558 0. 844
(mg/dL) -+1.4937 +1.4762 +1.6875 +2.0369 +1.9914
CEH B ES.D.)
PRRUGEREIC LD GER
(n=318)
FTAM e B2 % HAE% 58 % 5 120% & REAM KR
o o#E R 13.1% 18.9% 26. 4% 26. 4%
(SEFIE/
R D (41/314) (55/291) (73/276) (84/318)
A195 % 15 HE X[ 9.17-16. 94 14. 23-23. 57 21.06-31. 83 22.69-34. 01 21. 41-31. 42

iii ) Bl 1 P K OV PR A A2 i 5 A2 )

BIVER - FR R 2 A )
BIl/EH 40/382(10.5%)
Hide A o A i 2 25 T 57/376 (15. 2%)

7k, HAETEDS - i tEoRIERIZ, 1 HICE

BRSO b,

FEHGIEL/ TR R G Bi% (e BLR)

. IRRRICBT 5 IE A
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QZE o B e 55 AR be i sk B (216) 1
EIRVEREEEREIC, A (100mg 1 H2E), vy 7=+ MY vh(60mg 1 H 3 E) &
N7 RE 4 BERAOKELZEZ A, KA 100mg 1 H 2 [F&51T, R EFHTHLZ L

LYY dW e

RBRT A | o e e I, -

% OO & M EHELE VT 7R3, EERII TR iRk

pS) G | AL BIETE B 94941

q ” nXxyY7u7zrFb N UL TTEREMRIC, BREBESEICHT L EL kTR
it M OV A D FR

 BBE DR AT (VAS) K ONERT O 34t (VAS) 2340mmPL [ oD B
TR AL | - RBRBALART6 » A LINOXBEEIZRB W CEIR, Bk H 5 WIXBEH RO IMEo W31
M1 ERD b b BRE

- RAEVERIEI R E B L 2T S TR XTSI C AME R IETE T S B

< RERHAM T, TR IS T AT B 2O AR HTE X XE OMORENLEEZITS 2 L&
FELTWDHEE

- WG BRIARTABE AP EIB R E AR o0, AN, BRSO N 5 2 5%
F 7p B A AL U Fr=BEHL NI T a UBROBENE S A= T R

« R— 2T A AGERIFHT B 0 72 < & B BEITAR Y 3B BRI LLNIS AT 5 2> DNSATDs X
SRR OB & 520 TR, BRI ZFECEXRWIEAIT, X— AT 1 UBIERRI48
BRI CANIC B 5% 52 ) 7= R

5
. | AANOOmg 1H2EI T %Y 772 U w7 A60mg 1H3E S LLIE7 T &R 248 Rk
ROBOF B L

B B | R REGEE B 5 SR R SRR

- BB OYETR A (VAS)
- B O (VAS)
Bl RFEMTE B | - EAO MM (VAS)
« WOMAC OA Index (&, ZbiE v, HEITEIOREEE, HEHEK

GRERFERL) (AP EMEAT X 5245 ]« PPS)
) FZERHIE A
AR BB S BT B S E K O SR

TR
(n=151)

tlLaxy 7R
(n=286)

80 100(%)

WEWYGE R EEYGE MEELGE A% BB () @ hEEGGED L
*: p<0.05[Cochran-Mantel-Haenszel #5 (45 &K EMH 5%) . vs 77K E]
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i )RR EHAL T H

FBE DR FEFTE (VAS) WOMACHE #
2 408)
q?_
_____________________________________ b
%
e i SO
* i q

WOMACZ HifV)

—&- 7 7 LK (n=151)
—- L ax ¥ 7R (n=295)

* 1 p<0.001 G5, vs 7T KBF)
P2 ht

i ) ' B O il AR AR A 52 2

WOMACH#E &1

BehBE EIlEH i PR i A i B AR By
75N 61/192(31.8%) 32/191(16. 8%)
ARHNHE 134/377(35.5%) 64/367 (17. 4%)

FEHBIEL/ TR R GBI (FEBL=R)

V. {BRICEET 5 HE
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OEEES I ERS: (217)

JEJRE BT, ARAI(100mg 1 H2E) KOy a7 U oA (60mg 1 H 3E) % 45
MREO#G Lz 2 A, A4 100mg 1 H 2 BIEGIX, BREFHTHD Z LV RENT,
fﬁg z;) o | g, b R
pS) G | MERE AR 84645
q i ;%yfu71y+bvﬁA%ﬁ%K\%ﬁﬁmﬁ#é%v:%vimﬁ@%&wﬁéﬁ®@
- HBE DR A (VAS) 2340mmb) o> BB
L e | ARl O O FEE I 25 25 DL oo
ERBIIR | e o w2 L 0 b FIAET B
%
CHERREYED S D, B D WIEMIR RO IR (P RRAR IR . MR D BEAT) I BT 2
EA T HEE., AFMRIR-CHRRAR T 23 R A B HEE A OMEIAR ~ v =T 72 &
< D ORI E OREMEEOBAE X IT 2y b a— L REEOB MR B OB D 7= DIRBRE T
(5348) BERTIZ & W NSAIDERIE DS WY Tl &I S /- g
c ARBETICTPIRAEE TEL TV D EE
« 3R FEAE R LA IR 1B D 7= O - FHIEI & 5 1= R
< BHEREET Y v~ T IS SEEME OB MBI EIE CREMEF MR, fotEREIR) . B R Lo
R, =Ty M. SHERRAE . R SUTHERIAR OBEE U TRYE ., 5 D VTR EE
ERBRAEYE | ROFREE 2D EOMOEROPIEA T L HBE
- FREREERAI6 5 A LINOIME (FHEE T, SMEMEFHERIEIE . O) I X 2R A2 A7 5 BHE
- PR B (A RRAEEE 72 ) ICER T2 B2 o ERE AT HEE
- B G BRAAETABE E LIS BRI R E A LE > OO, RN, BRSNS TR A B~ D 5. &
T T2 R (A R OV J& ¥ BT k3 2 RPT B 513 7))
c R— 2T A BIEREERTNC R O 72 < & B 5FITHR Y 3 5 HARI LLPN ISR & A>DONSAID X 13 84
FAlOR G 2% TR, BEHAZRE TERWGAIL. N— R T A BIERFRI48RE R LL
WICH 5252 1) - B
%
OB | AFI100mg 1H2EIIn XY Fe 7 =rF b U 7 A60mg 1 H 3B 458 R 0% 5
FEFIIE H | SR ESREE IR HER
« BT DR M (VAS)
- « BB O AR (VAS)
R N T T
- RDQ(Roland-Morris Disability Question : JEY 4 ZLHIQOL N FE)

V. RREICBT 5 IEE
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(RIS ) (A RhMERRAT XH B2  FAS)
i) EEEAE
Bt AR |- & 5 i

Laxy 7 |

|

i ‘. i
0] 20 40 60 80 100 (%)
W K
¢ TEHWE] o THE ) OB THliLZE &0 FHSES PEENRE] OBE

i) @R A E B
HBEE OEIRFL  (VAS) B ORRHE (VAS)

(mm) 2 4(4) (mm) ¢ 2 4(H)

BTN

-& tlLa¥xy 7 (n=414) & tLax 7 (n=414)
= Rl D fXEEAN  (VAS) RDQ
(mm)oo 2 4(#) £Lax 7B (n=414)
05-----------1 . - - - - - - - - - - -
R s R
o5 N
zzw ————————————————————————
A et e
L 30—
35 ------------
o -36

- tLax 7R (n=414)

i) AIVEH
AR AE R A E 2 S eRITEA  163/425(38. 4%)
LG/ T R S5 B =R)
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@ TR0 & L FA belgsakBR (cL102) 2V

FITREIR BT, AA FIENZ 400mg, KT 200mg, FHIL200mg 2 1 H 28], 7R K
N h FZ7 27 (200mg 1 H2[E)%A 2 AEROHKE LzE 2 A, RABGIXT 78 RICHT 5 E
HER O b R 71232 IELMHEDRRBO L, R EFHTH D Z Enani,

KRBT A

i

FHROT T AR, ZHE I TR Hoi R

xF

Ko ot

T e B A 6166

H

£
i)

T RKRZ7, 7T REXNBIC, FIRRERBEICHT 22V ax 7R (77 B RITK
THEBIER O N KT 71269 2L &, BeEMEOmE

*f
K

S
S 4

o =

FIRZICH G RIEARHBL L, £ OEREHEDE ONSAID CTHRIEE &l S v 5 B

[xi5 & 72 B Fifi L ORE OB ]

WETIN, BHEAMT. S BT, BAMIST T A AUIBRIT, BIENSE 7 A B ailr, e, B
PSR AT (T 7 U Ao, B, 7T a—LA, Zof) . FREEGERE. B ERERE.
AN, BE~V=T ., TEEIRE, = oft

SR/ /NP R

- [EATDY, #&AINSAIDIZ X 2 Folik &R & BAN I 6e &l L 7= B

« P24 R LN OFERRIREFIM L LT, LU F 0200 MR- T H M2 R LI BE
C ABBERH T THREE OS] XL TEE O A
* VASFEAM C45. OmmPA 1

Yiring

e

E Ao R AL AL v

- FROH A MO FHE AT SN B, T, FROR TR~ RACBLERFIC 0> T
DFER b B B

AR O DA B RIE T ATRENEDS b 2 M O 2B 2 417 (T98) BRI 475
% Bk

* RIEMESEIR AN K 25 70 B A B0 JB

- TSR IREEE T TITON S TEOBE, T, Foni i

Yiron

e

wOBR S Ik

FIBIEIMBE I, AFNZ20)ENZ400mg, KONT200mg, 3 H13200mg %1 F 20 (RE#KE) . XX
7I®R, =k KT 27200mg 1H2[E %2 H ERKRAOES

S

¥ fi

P 5 &8 U COBE OB L D HRE

il Ik

#F fili T H

« VIR IREE (PT) (VAS)
c BRI & Dk
£

V. RREICBT 5 IEE
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GRERAE IR CH RN e 546 H] : FAS)

) B
B G 208 U COBRE DRI L HHDFRH
(95%Cl : 0.32—15.98)
b C(95%Cl:257-2236) _ (95%CLi-588-1447)
[ 1T |

637 68.0

eLaky TR - : TSR :
(n=248) (n=124) (n=244)

Mantel-Haenszel#5E

¥ TN 2B Tiledniot-) O 4BBETHM L 2D TXL W=+ DEE
i) B EEALE B
A ERE SO RE (PT) (VAS)

P EE L L ks ' s
WA WRAE RS TR
WM AWEM  GHR
| 1HH | 2HH |

=0 tLaFd 78 (n=248) —O— 75t (n=124) —O— TIN5 (n=244)

%: p<0.05 *3%: p<0.001 (t M5t vs 77HREE)

(1 HHBLEE R DR L T
NRERTFZ KD FIEFIOEEIL, 77 2AREE 19. 4%, AAEE 10.9%, = N7 78 14. 3%
ThHY, 7T7BREE, = F N7 78, AFBEDIEICE > T2y DIRA I I D BEFIERD
KB L AMEDOR R, KFIEEE 7T AR OMICITRHNRAEELNRD LN

(Log—rank &7 : p=0. 0231, —f%{k Wilcoxon ¥i/E : p=0. 0273) 3, = ~ KT VRt L 7T &R,
WRNCAKIFEE = F FT 7L OMICIIABEITR O LN -T2,
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DEFE DL B IEE A <y b & L BRI

B 5f kR 95% {3 T X [H]
7T AR 24/124(19. 4%) 12.81-27. 42
A B 27/248(10. 9%) 7.30-15. 44

T R RTI7RE 35/244 (14. 3%) 10. 20-19. 38

iii ) @R AT (R R i A S W A B & & L)

Be5RE EITEH W, BRI A E A )
7T R 30/124(24. 2%) 25/124(20. 2%)
AFRE 45/248(18. 1%) 41/248(16. 5%)
= N 53/244(21. 7%) 48/244(19. 7%)

FEHBI/ FRAT R GBI (FEBL=R)

3) REMHAR
BV v~ F M OEBHREEIERE 2R L LT AHZ R G Lz & & ORa M OA M
ERETT 22 AR E LT, IEMIEERIC L 2 R 55U 2 sl 2 520 L 7z,

© BAFIY v~ F R GRER (RLN3) 3
BT v~ FHBEIC, AAI200mg 1 H 210 (300mg 1 H 2 [A], 400mg 1 H 2 [ANZHE £ Al HE) KW
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FEBUFI B/ 7T S5 (R BLER)
YRR Y D)
AE ] 18/151(11. 9%) *
ol 5 8200mg 1 A 2[E] 8 9/111( 8.1%)*
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H B | BEMEBEEEICKT 52 L ax v T ORMEE BT AR VZEMORG
- BB R IER SIS RIESEIR 2 5 BE
T BRI ALYE | - ORI LIRT O XRRR AT 1 C A T I B B ISR 2 A L CE R, Bl b, BRSO
oMb 5 H1OLL E) BFHMIEICRD b b BE
- 0IEBIZERF1 20 AN (83 H LA ICARKI O 5% 51 1o B
< AR I SO ETEE 2 AP L TV A B, XiE, 0BT A (13 B LLN)
ICHS B RSEUA, e bR TBRER, e AR T VAl R T T r— b
O G EZ T BE
b | ?ﬁ%ﬁ%ﬁﬁaﬁqﬂﬁ:\ %Wﬁﬁﬂ%&:iq‘fféi?ﬁﬁi‘%ﬁénfb\é,%%‘
CEHMIRRIZY U~ T, SME (Rt a2 &) . IR, AR EE R E L7-BETR AR L. S5R
BT K A BN & KB T & 2B
< OTHBIE IR AE (13 B AP ICEIE BB ARV RO, EHF, BE) o5 2857
\ZBRMA LT- B
&
. L | AFI100mg 1 H 2% F b2 MR 0 & 5 (2GR S, IRA+r7e8556200mg 1 H 2[RI F
E RS o
THE R
- B O AT (VAS)
2o m OB | %%‘@fﬁif{ﬂﬁ (VAS)
(B ) » [RAN O AR EEAf (VAS) \ )
- IR ERR (ZeE e . R, B EE) . SOERER (R B BTG AR SO B kS, S
FrEVER) . B e ATRENERE QI L EA D BIfE, LonteEifE)

V. RREICBT 5 IEE

38




RRERHSR) (RTS8« FAS)
1) RHiiEE E b
BHOFHGA (VAS) BH LM (VAS) PE MO SRR (VAS)

(mn(\)7 0 4 8121620 24283236 4044 48 52(:4) (l"lg) 0 4 81216202428 32 36 40 44 48 52(34) (mlg' 0 4 81216202428 3236 40 44 48 52(;4)

10
?ézo
Rl
a0k
(n=65)
AL RESD

ETRAEIR CLCoF P . R . MBhEBR) . JOEAEIR (B B ET AT AR S 3 258 BB, JRp
) . HEAEEERES GLH LAV EiE, Lo 0aifE) | T, &5k 4 B85S
M ~DOZALAFTBO B AL, 52 WIF E TUEEDFkE L 72,

i) BIEFH B ONEgR A i e 5% 5 22 By

mIEH
En il 11/65(16. 9%)
100mg 1 H2[al# 9/65 (13.8%)
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EIEE L Lz,

i ) 24tk
HEFELIT, AH 100mg 1 B 2 FHEERET 68/240 5, AFA| 200mg 1 H 2 [#5-8 T 63/235
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[E1 5 G- 0D SHJE BEAE AL 2 683 2 A 2 Je OV 23

T,

B e A IV
ko o W

FERTIR, FEE AR

) %

SHF e e ;R 82451 (R TENMESHMENE . SEHEHERIAUE, Mol 1R

H g

SHIEEEREBRE IC kT A L 2 %2 7100mg 1 H 2[E1#% 5O F 0 K N2 MOME

SR/ /N R

s N T A R TEHIENLIZ 3 D A FRAEIR (LEF R, B EEBYE, ) O
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&0, BIRIE - HRIER AR T EBEZ BN D,

L axo T oEREST
7 5% PV
|
| I
COX-1 COX-2
() (53R
JERIRYCOX =S ERMWCOX-2
S mwd | e
<:|[][| NSAID |][||:i) <jﬂﬂ oy ¥
TARYT STV TORIT 5TV
WAL © REBR SERBAE © A - A |
MK« et
Bl PREEMERE

COX-1 & COX-2 D7 X 7 BRELA L ONLARREIE 1T — I 72 5, COX-2 D FEHKE A HALIX COX-1 12
EE_TIRL, 523 BADT I JBROEW(COX-1 1A YA v, COX-2 18U ») /b CoX-1
DIBERESTILE TR VT A RAR Ty FEMFENLFREA 2 EEZFE LTS, BEFEOD
NSAID D B LR % 3V FRE COX-1 TN COX-2 12D 120 F B DO T AX = ZHftE 2~ L,
COX-1 J2 TN COX-2 # FERIRMICIHLE S 5,

—J, aXTTRIER - HEFEATH LB L XTI, SLEREERICE SR T2 COX-2 ([T
FEERE B AL OB COX-1ITHEA LHEES VAR U IVEEZF S 202 L 2v b CoX-1 12x9 %
ZOFFAPEIZIR Y, COX-2 12/ LTI, BLa s TDORLKRLT I RERY A RRZ v b
AN . OFBBHDOELAF T S5I3FBHDOTIAX =V KRS8 FEHD T == LT T = L KFERE
BT, 856ICBLaxy7OL IR TDOAF VT = = )LEE COX-2 D BKMED FLE A5 A AL
BRI Z R T 2 & CHROWHEIEEZ T B2 0TS, 2oLt ax o7, X
MG A SRR IC L0 Z OMEABFE RN OIS TN D 7,

VI. R B9 2 A o2



L ax 7O COX-2HEA =X A

AFNT = VDS
BUKEF v A &
74 v b \\\

e A AR

523fr.D
Avaf >

TIF KU :

\\\ 4 ]‘ ‘:
1200 * I
TAEZY \

\ \

. ANKYTIFE COX-1&D 1200

T/ JAw TVE=

/

J

(2) EhEEFTDHEBRE
1) COX FHEMEM
OfAHLz v F COX (in vitro ) %39
FHLZ B R COXIZEL 27 0.001~100 u M T A > K AKX 22 0.001~100 2 M & FN
L. 77% FUBRIRINC X 5 PGE, EEA A HEIE & LT, & HHI D COX-1, COX-2 1ZxF4 2
EILE (1C5 ) Z7Fl L7z, TOFEER, B L a2 71E CoX-1 KT COX-2 % R EKTFRIIC
FLEL., 2D 1C D b (COX-1/C0X-2) L Y COX-2 & BINMICFLET 5 = & R
ST, —H. AV RAX UL COX-2 ([T Z IR S 2o T2,

L axl T RO,V RAXZ Oz e b COX-1 KO COX-2 (2% 5 FLESEH

| COXPHZETEM: (I1C50. M) COXPH. 2= S R M
I % B FCOX-1 MLz B FCOX-2 (COX-1/C0X-2) *
traxyrs 15+2.4 0.042+0. 0066 360
AL RAZY 0.82+0. 14 1.8+0. 43 0. 46

% COX-21Z 81T B ICsfEIZ 54 5 COX-1IT BT B ICs D b % 7”4,
ICofE : 7 % RUma B L LTz & & OPGEEA NI dhf 2s & B H

ARl D R G R 0O F-2) il £ SE
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@t FHEMN (in vitro ) "
COX-1 ZPEH A H BT % & b BERERHI K (U-937 i) K OV TL-1 B BIPIC LV COX-2 %
BB Lz b RSB SRR (CCD-27SK M) (12 L =2 % 27 0. 03~100 u M & O BETF
D NSAID¥ZEHl &8, 77 F% NUBMEBINC L% PGE, FEAZFRIZ L LT, COX-1, COX-2
2%t B BTG 2 Rl L7z, ZOFER., B L a7 PGE, FEA 2 R IR A Bl
L. U-937 fifld, CCD-27SK Mf@IZ351F D 1Cs flIXZ AL E 4L 2800 K TN 91nM T, Z Dbk
31 Th-oiz,
KAV RAZ T 0.0001~0.3uM, Y2717 =} 2 Na 0.00003~0. 1M,
oY 717 = -SRSP0.01~10uM, £ 77127 x> 0.1~300uM,
F7a 3t 0.03~100u M

Tl afx 7 ROEFEBELED NSAID @
b kMO COX-1 KT COX-2 (2% 2 PHEEH

COXPHAE TR (1052 . M)

Al COX-1 COX-2 é?ﬁg%ﬁ§2§i%2§E
(U-937#m i) (CCD-27SKH pa)

tLraxss 2.8%+0. 44 0.091+0.012 31

AV RAZ YV 0.0026+0. 00041 0.023+0.0016 0.11

YPru7 xS I Na 0. 00066 0. 00012 0.0011=0. 00012 0. 60
n¥Y a7 - -SRSY 0.021+0.0038 1.5+0.41 0.014

A TTa T 7.3+1.8 11+2.1 0. 66

FruXxt 0.44+0. 050 3.5+0. 39 0.13

58] DB AL F D F ) = SE
arXxY a7 xrF U LAORBTEEY
b) 7 TF% NUigz R & Uiz & & OPGE,FEAINHI dhfR 2 & 5H
¢) COX-21Z 81T B ICsfH 1T %14~ 2 COX-11T 1T B ICso D e 2 7= 3,
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@7y I I F=vFRERIETT LY
NG =N L ARIEFERD 2 FERRNICE L 2% 27 0. 1~10mg/kg & HEHR O£ 5 L.
PRIEFHH D 3 KefEl 1% COX-2 (T I3k 2 RAE ST D PCE, & & KL O COX-1 12 HI k3 2 H R
O PGE, B BEZHE Lz, TOME, BLaxo 7T RIEFRE 2 R aTIc EER Q&5
HZ Iz E b, ERFENB IR PCE, & & %2 H BARFHN I S EDg i 0. 72mg/kg
Thotz, —J, HHMHT PGE, & &K L CIE 10mg/kg F THBEZRMGIIERZ 7R X220
STl b, B a7 CoX-2 Z@INICILET 5 Z 2 RB I LT,

Ty NI =B EREETT LD
KENLONE RS PCE, Ikt T AL a7 OER

7
40 . 400 .
(225 28 ) (H HHE)D
30 i 300 l
o =)
= =)
B %
& 2041 £ 200
g b |
N N
[ea] m
= =
10 100
o
Hk
0 0
I 0.1 1 3 10 bay 2 0.1 1 3 10
L a¥ 7 (mg/kg po) L 2% 7 (ng/kg po)

% n=6, FHJEESE #% : p<0.01 (Dunnett O ZEILIHIRE, vs FEBEXHREE)
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2) BIRIEMEH

O7 v VI T F = FREREET LY
T L 3% 27 R OBESFE D NSATD¥0. 3~30mg/kg & BRI L # 5 L7z 2 BifilfkIC, 177 =
VICK O BEICREEZERL LT, 20 1 %O REEE &R VS % PGE, & & % I
E LT, TORR, WThoOER G B 757 = IRERE S 2 REFATOHERE O G2 XY
BMERIE CTH D S TFIE 2 F BRSNSl U, FFIEE BT O PCE, & &% A B IS
Xt
XAV KAy, Va7 =zF 7 Na, axY7m 7= Na

Ty NATZ = UFEREFEE T VICHT D
L aXx o7 ROBER O NSAID O /& V5 E K& OF PGE, i A= # il /£ H

b —10 - # —10
1.2 ) ! 2 g =
3 4 % Ol L 3 4 Ll ki O
S T B WeeE, | g < 1A . Wrce, | g
2 # i
ke 0.8 i T MY T [ g8
<~ 0.8 <~ 0.8 <
P 1 RS T i -6 &
= hil % | =] H= | * * | =)
%06 x & 0.6 ¥ * X &
= il 4 o y ¥ * —4 &
= 0.4 L= S04 * 5
= 4 i 4
wh —2 Hh
052 %2 0.2+
) i i - 1 | i
0 - 0 4
EH WEE 03 1 3 10 30 EH W 03 1 3 10 30
t L a¥ 7 (ng/kg po) 4~ F A% (ng/kg po)
1.9- # —10 1.2 . —10
3 ] & Ol | a4 mEaT
. 1- WrGE, | g .1 i, WPGE, | g
E # B £ E o
2 0. # T2 2 0.8 T s
R ; s & & %] . L6 &
tE il * E = aE — * - :7%
g 05 * T & %] * e Lz 5
I Pt E o, x| s . ¥ &
= 0.4 " L ;\% 7] * * -
= -1 * = "
5 0.2 = |12 5M—'
i; | * | o
0 _.If._ L0 0 -
E4 ¥ 03 1 3 10 30 4 W 03 1 3 10 30
Y7 a7z 2 Nalmg/kg po) oy 77 x ~Na(ng/kg po)

% n=8, FIHH +SE

## : p<0.01(Student ® t FiE. vs [E7EE)

* 1 p<0.05, k% : p<0.01(Dunnett DL EEARTE. vs I L)
RRMEEE W7 =&AL &5 3RR%BOREMO =

PGE, & & : BB MK O PCEIREZMIE L, BlfkdH 720 0 &ICHE
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@F v b7V any NEfiRET L B
TVaNy ML RERLE 15 BEDEL X T 0. 1~3mg/keg/ B L OBEAF D
NSAID*% 1 H 2\ 10 HEER N#FE L, EARKEGRAOT 2 MERERED
EARREZWE L, ZORE, Wb A ERFICBEIE RIEIC KX 5 R 2 #l L7z,
¥axyY7rm 7= Na 0.12~3.Tmg/kg/H, A > RA X 0.01~1mg/kg/H

Ty N7 Vany NEFRET MBI D
YL ax o7 K OBESFE NSAID O EAEINHI/EH
(mL)

##
=l=
3_
* *
*k
Booq ?%Z?
o
Fit
1 -
0
IEH w01 03 1 3 012 037 12 37 001 0.1 1
tLaxss o¥y 7071 Na AVRRAE T
(mg/kg/day) (mg/kg/day) (mg/kg/day)
tlLaxy s oY 7nu 7 = Na AV RAET Y
84% 63% 83%
HEE R F il =2
! (3mg/ke/H) (3. Tng/ke/ B) (1mg/ke/R)
EDsofi & 0. 42mg/kg/ H 2. 1mg/kg/ H 0. 18mg/kg/ H

EDsofi : TEARHDHISR X v B

£&n=10, FHIfE+SE

## : p<0.01(StudentDtfE. vsiEH )

% : p<0.05, %% : p<<0.01(Dunnett® %% E LA E . vsIALEcHBARE)

3) SEEEM
Q7 v b 77 =vFRmREAaEET L
HNTT =KD BRI RIERR Lz 4 FERRICE L a7 ROBERF D NSAID®0. 3~
30mg/kg ZHEE AL L, & 51T 2 K#ZICRIE 2 ITRBVR ERIK 2 5 2 CTEJFBIE %
PE LT, ZORER . WT oA &G 2 KHZICB W THEERGFNRENEERZ R L,
Fo. F—80 545 6 17z R AR R & Ok i o PGE, & & 4 b S E 7,
KAV KAV VruaT=zF I Na, e Y77 Na, T 7adtr
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UK BE) R EVMR FRI 2 5 2 Tos bkl SOR 2 s % TORe (7)) & &

(%)
75

25

Ty M TFZUERFREREETVICBIT 2L X 7 R OEEFED NSAID OfEH

T

otlLaxy7
*=AA XTIV
OJ7u7xF7Na

m *~0¥%Y 707 xNa
m.” s Fr7TuFxt s
&2 . #n=10
o A
0.1 1 10 100(mg/kg po)

HE 72 y& 05 B A

EDsofi 1T oA

(mg/kg) | RO OLNIZHE

(mg/kg)

ElLraxyr 0. 81 1-30
A RAET 2.1 1-30
vsu7xFNa 1.3 3-30
n¥Y7r 7 xNa 1.6 3-30
PR =R 2.8 3-30

WG p<0. 05 (vs B BREE)
Dunnett® %% & Ll ki &

Ui R POE, &) S AELRRIB I D O POE, JEEE 2 M L. Je ik 7= 0 iz s

' T R AL i
PGE, & B OO 78

P B A& (mg/kg)

otLaxy7s
=AY FRXET Y
Y70 7xF7Na
+0FxY 707z Na
¥F7uxtr

#n=10

RRSIIER

100 (mg/kg po)

traxyr

AV RRAE
vr7ua7 =} 7Na
%Y a7z Na
FraxtEr

3 -30
0.3-30
1 =30
0.3-30
0.3-30

WP B p<0. 05 (vsya It B AE)
Dunnett® % & Ll i €

(I B i PGE, & 1) A B E P O PGE, i £ 2 I 7E

(%)

[Bll ettt
N
1 100 0----
il
i
i | L AN A8/ A
PGE, ° otlLaxy7
& LU RAY Y
=) oY 7u7x}7Na
?Ill 1] 0%V 707 x> Na
X ¥F7axtr
IE'U #n=10
. s + SE

_50 77777777777777777777777

0.1 1 10 100(mg/kg po)

B N R
PGE, & & DD
B b HE (mg/ke)

traxyr

A RAZ
/a7 =) 7Na
u¥%yY e 7 xNa
Fraxt

1-30
3-30
1-30
10-30
3-30

WY p<0. 05 (vs BRI IREE)

Steel KR TE

VI. BEEhE B9 2 IH B

58




@F v b7 Yany FEfikET LD
TVanNy MCXDHEERFEZ IGHENPDEL XU T 0. 1~3mg/kg/H, v Y 71
7 x> Na 0.12~3.Tmg/kg/H, £ > KAHX > 0.01~1Img/kg/H%Z 1 A 28] 10 HMXE
ROBE L, REEGERIC, MREBESEDORBIEE LTT ¥ a Ny MERG RO EIRE
i 5 FJRMIC L 2WESAEE 2 HE Lz, TOREE, ELraxo 7 1 K 3mg/kg/H., v
XY a7z Nald. Tmg/kg/ B ONA > KA X2 Img/kg/ BIZEBWT, W & H B0
DFREEICED ST,
WESE: 7 ¥ 2 N FIER G RO BRI Z 5 BRI S5 2 LIk 0 BT DRiEH A
R~

Ty T Vany NEBIRETVICBIT AL %27 K OBELED NSAID o #5557 /E H

*¥

l R

I *k

## ok
[ ]
51 e @ @» © AN N N AN SEE- K
4 . o A I > < X
Wi 34 . m om A X X X
s
B 2 ° e s ) ## : p<0.01
11 ° o ao oo A x (WilcoxonDNELLFNFE TE . vsIE 5 #E)
0- i e .
IE9 @4 01 03 1 3 012 037 12 37 001 01 1 * 1 p<0. 05
tLaxy7s o¥y707:x/Na  AVFAZIY *% ; p<0. 01
(mg/kg/day) (mg/kg/day) (mg/kg/day) (Steel M. vsEALE L REL)

X O IZ A AR 80T 5 5 B0 B O JE iz k3 5 RS . ERIT 10 Fl o gl &2 R,
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<BE > FEER

Z v b LPS FREEEFETALEZHNT, ELaxs 7 0.3~30mg/kg & OBELED NSAID*
DFRENE & )M L 7=,

LPS 2 X R B 5 RE A IS BRI 2 & U CIRIE B 2 itk . & 365 2 BElfk 0 5
L, &5 2 KB OBERBERZHE L, TORE, Wb LPSIZX > TEF LEKIRE
MEEKFIET S, EVER 2R LT,

KBl axy 7 0.3~30mg/kg, A > KAZ 2 1~30mg/kg.

vrZm 7 xF27 Na 0.1~3mg/kg., £ 7717 x> 1~30mg/kg

F v M LPSFERKE FHEFTAICBITAEL 33X 27 L OBEAED NSAID O fREVEH

(1:;)())— HEZEBR LA
MHIATED Tz
A IRA O H &
) | S s~ 5 (57 | e i (mg/kg)
E " traxys 1-30
i LY RAZ Y 10-30
1L Yrnm 7 xF 7 Na 1- 3
= W |47 FaT=y 1-30
3 if L VAU S p< 0. 05 (vsTABEXT FREF)
20 VOl e i Dunnett® % & IR E
# + 47707
0 ﬁ?ﬁ;ﬁhjislg
0.01 0.1 1 10 l()IO(mg/kg po)

4) AL RIS x3 2 1R H
OV
Ty MIkELaFs 7 1~200mg/kg K OBEAED NSAID* 2 HEEHR O8¢5 L, B OR:EEE
REOFMEABE UT-, /2. £IT COX-1 [THKT 2 FMikH PCE,IBEZHE Lz, <
DFEFR, Bl ax 7 CREMEGEEIIRO AT, BT PGE, IBE L HERE/IIZ
B ORI Te i, EOMOIEFTITVT b H BT RS EFR BRI L
B AR PGE, R & 2 i S w7,
AL RAHZT L 0.5~16mg/kg., 2% Y 7127 x> Na 0.3~100mg/kg.
a7 =7 7 Na 0.3~100mg/kg, 772 %¥ > 0.3~100mg/kg
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Tl ax s 7 ROBEFED NSAID O BRIz 3+ 2 /EH
(H RIS )
AN 5. 5 BRI, BAREKEIEIC A B 2 HIEE, VS A DO f 42 #1532

(%)

100
g otlLaxy7s
¥ VAT
] <~-Vruz7xz}7Na
’1% 60 0%y 707 xNa
% >+ F7aFtkr
i
‘I'E»“ * #%n=10
K fliZ108 72 ) @

20 RIS = s BB

HEERT
0 Ll o270 v e vl
0.1 1 10 100 1000
(mg/kg po)

('H #H5% & PGE, 2 %)
HFI G 5 Wi, BT O POE,IEE A FEIAEICEVHIEL., BHBEEHT-V OEIC

N
0,
(16)(; 7 72 Bk FPGE,
90l - TEE OB PRD 5
N KA O H &
80 (mg/kg)
70 A RAZ V> 0.5- 16
60 Yru7xF2Na 0.3-100
B 7] P L . SO v 5 B¥xY 7 u7xNa 0.3-100
il ol g Fra R 0.3-100
% 40f---- TR—— L P ¥ _ 19
=R Y2074 2 Na WAL B p<0. 05 (v It BEEE)
30 X T wu%vs/uzzvNa Dunnett? % B HLHHRE
20 e VR o LSRR
,,,,,, #n=10
18 ‘ P+ SE
TN TR A A T AW A A T T T |
0.1 1 10 100
(mg/kg po)
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@7 v /NG REREE 1©
7 v ML a ¥ 7 1~200mg/kg & OBEAF O NSAID® & BAEIFE 185 L /N (- 45 1.
2205 M ONEIIG) OREAEER O EABIE Lz, TOE, B L 23X 7 T/ MR
SEILRD SR 5 T8, F OMOIEF]TIIWT b H BRI RE S F 3 B R
MBHEIN L 7=,
XA RAHXT L 0.5~16mg/kg, 2% Y 7127 = Na 0.3~100mg/kg.
Y/ u7=xF2 Na 0.3~100mg/kg, -7 %&> 0.3~100mg/kg

L a7 KEOBELED NSAID O /R L %4 A 1EH
HHFNBEG- 3 HigIZ, 8B, MO 2L, B, HiiEONE AR, BE OFE K OIEKOA

o RS
(%)
100
- tlLaxy7
e S e s EromnnmdOk A PR FTY
N A OFV 707z rNa
g - Yru7xFsNa
Hi 60~ B A=
gt
fi %n=10
L /Y ft1X1061 72 )
Bl PR 5 S BLEY )
£ HEERY
L e o e
0_ LA R LR | lz=atrat=liabbip; WAL L2 | LR L |
0.1 1 10 100 1000 (mg/kg po)
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5) I/ NERELZ %95 TEH
OF v rliE (ex vivo ) @
Ty MZELaFT7 (1, 10, 100mg/kg) XA > KA K T2 (Img/kg) & HilEfE O &5 L
ToRFOD M/ ARBERB I RT3 D B 2 it L 7c, B EEAIR G- 3 &I, 7> PRV ERL:
KM Z N T DAF ) 75T TREL, PEAEIND TXB, mAHRIE LTz, £ ORER,
L ax 7L IXB, OEAICEELZRIZTI T, A FAZ T U0E TXB, DFEAZH ZICH
il L7z,

Zy MILRIZEBIT AL axFo T ROA » KA X 2O TXB, EAMFIER

(ng/mL)
300+

+
-

250

200
TXBg
150

BEm HE: RS

£n=6

100+ sk St £ SE

50

W 1 1 10 100 (mg/kg po)
AVREAYYYy kLaFyT
ANVYIEALX ) THT

#% 1 p<0.01(Student ® t FRE. vs IV T AA L ) T 4 7 WLERER I FREE)
## : p<0.01(Student ® t FE. vs WL T LA X ) 7 7 IEAVER I HEFE)
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@t FERMIMm /R (in vitro ) 47

fEERE AR N D 2 i/ MR AE (3 X 10° i/ n L) Z AW T, B axs 7 0.3~30u M K OBEFD
NSATD* O ffi /MR EEEE\Z 39~ 2 B2 MEt Lo, S if/IMRILEY o 7V & 3851 &2 IRn L
THoMEE%, 7 7% RV 10 L 2300 L Tl /MRESE 2355 U, Z i/ i 5 o 3
WY O M/ MREEERLZ RN Lz, ZOfR, ELaxo 7L, BRARICKT 5 mEFR
IREE3. 1uM TT 7% N BEahds M/ IROEEEE 2 30 L7e o 7o 2 OO FEHNL, IR
FA B oD 1 HE v R A5 TR FE P C AU AV FE AR AT M /N RCEREE A P L7 10,

KAV RAZ T 0.3~30uM, ¥7a~7xF 27 Na 0.1~10 M,
0%y 7 a7 = -SRSY 0.3~30uM, £ 777 2 3~300uM

b M MREEEREICK T A E L 2% 7 R OBEFEO NSAID O fERH 4

M —raemr s
O tlLaxys
i wAVRRAY Y
5 80 O Yru7sFNa
3; -4 0¥V 707:x2-SRSY = 75 ML/ RIS
% oo G S O R
% ?Ehw RS
%m _________________________________________ DI
/]\ (//M)
% AV RAZT 0.3-30
%m 777777777777777777777777777777777777 Yru7 =+ Na 0.3-10
kS o¥Y 717 x L -SRSY 0.3-30
" : x . A7 7uTx 10 =300
001 01 1 10 100 1000 (z:M) WL S p<0. 05 (vs WX REEE)
S| e g Dunnett % B LR E
I R R B 1) B i g B I R EE D
S 128 - g
® A B K 25 5 (mg) B ) ETolD N mE
rraxy s 200 3.1 —
f Y RAB Y 25 2.8 0.3-30
Yru7xF INa 25 1.3 0.3-10
¥y a7xNa 60 3.4 0.3-30 "
£ TTFaT 200 80 10 -300

arXy a7z rF N o AORBEEY
heXxY a7z -SRSY L LCojEaE
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6) ®WEMHICH T H1ER (in vitro ) *®
LR E R E RO I L a7 0.1, 1, 10u MAZHWIE 7T HA > F =2
N— gL, ENRBHCHT 2 HELZ MM Lz, TORE, B L axy 7 3iE iy <
b7 TH TV DEREREL, aREIHT LI LIk T T F Y D
wEA RIS E,

ZE T I B B FRE F R O BRE RN D EH (dn vitro )

TOFFTIHDER HILLARINAETOTAITVH DD IR
(mmolh/g) (%)
15 - 12 -
_ 7
10
* * 9 4::;-
SO%; 104 Er[J .
) @ i
HK( * 7 6 —
D) =P Y
ks ¥ h
}i“ 2] # v 47
it
M 2+
:
0 T T T T 0 T T T T
avho—L 01 1 10 (M) avha—r 0l 1 10 (M)
tLaxsy7s traxy7s
WTOTFFTIA DR R BIOr4JUn - 0EFR
(%) (mg/g)
8 50 —
7 7
D D)
or | a 40 I i
i T |G g
J J 30 .
7 4= 7 1
1 3 *
) g —
> > #
g 9 2
7%" =)
0 T T T T 0 T T T T
avba—L 01 1 10 (M) avba—L 01 1 10 (xM)
Laxi7s traxs7s
—O— WA (n=6)  Mean+SEM Wilcoxon #5E
—A— BT (0=1)  Mann-Whitney Bt *: p<0.05(vs I RI—LEE)
—{J— EHkT (n=4) #: p<0.05(vs IEH#AT)
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) =a—FarRHEEKEOH Y
<~ AL a%s T 500mg/kg K OBEFED NSAID* & = =2 —F / oV RPUEHI* 2 0 B
BRI G U, FARPERAE, REMRE OB R U T OF EAE K G1% 8 Wi £ THEliii
B LT, SOICHREG% 24 FFMICH T 2T 2 MERE L. MACHERCRE | 50 B R g
OETICHONT, ZNENFERFEH 20 OFRBIE A RDT-, ZOFR, ELrax 7k
WTNO=a—F /nrREEEOFAROBEICBONTHOREFEEMZ ST, 5
THlb Ao T2, BEfFO NSAID¥ Tl =a2—F% / v U RHTEHE & O D &5
L0 REEEFEREMN, LR AL,
¥ Tz T 7 200mg/kg, A R A XL 500mg/kg, F 7 1 Xt 500mg/ke.
oY 71m 7 x> Na 500mg/kg, ¥7 @ 7 =27 Na 500mg/kg
K )P 500mg/kg, @ A 7 FY T 1,000mg/kg, e 7 a0 1, 000mg/ ke,
LARZ a1, 000mg/ke

YL a7 ROBEFED NSAID & =2 —F 7 0 U RPUE K & OPFHIC X 5 R85 5 18 H

VARSI E
% T/ FYvr (axvedHrr|vTrTaxth | LRTaR v

500mg/kg 1, 000mg/kg 1, 000mg/kg 1, 000mg/kg
CL TN L CL TN L CL TN L CL TN L
TLraxy s 500mg/kg 0 0 0 0 0 0 0 0 0 0 0 0
Tz T T 200mg/kg 6 5 6 6 6 6 6 3 6 1 1 1
A RAET 500mg/kg 6 4 5 5 5 5 5 1 5 0 0 0
A= 500mg/kg 6 6 6 6 6 6 5 2 5 5 2 5
oY 71m 7 xNa 500mg/kg 0 0 0 2 1 1 0 0 0 0 0 0
vrma7 =z} 7Na 500mg/kg 0 0 1 0 0 1 0 0 0 0 0 0

66 & 7= D OIEBIEL CL : [EfUMEER S, TN : SRE MRS, L: 3B

(3) YFFASTRBSRT - FEAERE
AR L
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EVSEICET 51EHE

1. MAREOHR - BIEX

() AE LG D RE
M PERL L

(2) &= IR R EE K
[(3) i PR ERBR CRERE S A7z ifn o e 2

,nm
W
=

Q) BB CTHRBASA-OPRE
1) RN IZ T D 3 E) e
OLAEE R S
fatHE RN 5B 236461 (20~367%) 12 . ASHI50, 100, 200, 400mgZ 22 FHER O#H G L= & x|
Conx X AUCHTmHETHEEK L VIEWEERTER LT,

R AR LICE v afe 72 E THRER ARG LzL &0
i B R AL AR BE Je O SR Bh R N T A — F

(ng/mL)
2000

-4 50mg(n=3

s (n=36)

11 --0-100mg(n=34)

25 1000 —A—200mg(n=34)

M ——400mg (n=34)

1»’11\ T3 iti+SD

it

3

500
0
0 4 8 12 24 36 48(h)
e - kg
& o Tax Coax ty: AUC AUC,, ¢
H W’J%( 1/2 t f
(mg) (h) (ng/mL) (h) (ng * h/mL) (ng * h/mL)
50 36 2.1%x1.3 286.89+100. 39 5.3*+2.4 1537.60+% 534. 39 1631. 44+ 540. 19
100 34 2.2+t1.4 552.59+212. 15 6.7%+3.2 3329.88*1147. 26 3428.9211149. 84
200 34 2.1+0.9 814.81*x303. 04 7.8+£3.5 5666. 04=*=1701. 05 5832.32*t1674. 54
400 34 2.0+0.9 1296. 491+457. 68 9.2%t4.1 10430. 72 +3600. 74 10788. 73+3793. 44
AUC, : FeA&HBL I I i & ~C oD I fE R 28 (L AR BE — R R b R 1 SEFIE = SD
AUC ¢ = MERRIRE [ CTHME U 72 S P AR 2R IR B — IRy [ il B F o F
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) AR OERBENIZ AL - AEZ, UTOoEBY THD,
BV v~F : 100~200mg & 1 H2EREAHK 535,
- BTCMERIEE ., MUWAE, JEPIEIEPRSE . SUSKIEMRE, ME - MEEIZE © 100mg & 1 H 2[RI A 53 5,
- Fhifrtk, SMEH%. ikt : #IEID £400mg, 200 H LAREIE1EI200mg & L CLH2EIR OG5, vk, &E
MM IX6HREILL B ) 2 Z &, EHAOEA L, FIE074400mg, MBS U C LA IE200mg % 615 LL &
RO ET S5, 2L, 1H2[EIETET D,

QB # 5B

fa FEpl A 3143541 (20~4078%) 12, A1 100mg X 1X200mg 2 &% M EIFE O£ 5 L, 7THRELL LR
g, 2R D 7 1 A A — X —TEIZ X AFAI100mg Z 1 H 2[8] 3 13200mg 2 1 H 18], 7H Al &
BIEROEE L, mEFEET, WThoRE: ARICBWTHLEEGTAH TICER
WREICHIE L, $72 KERSICE2EBEERO N2 o7, EFIRIEIZE VT, 100mg
DO1H2ERE O BS L 200mgD 1 H AR O£ 5O B2 N 4T XA F Y T 4 13TEMFEN
WCRIZETh - T,

RERABEICE L XL 72 EBEOKRG L XD
M3 R AR B R O ERE R T A — &

i 3 15
- UL 1)
1500
Lm
fﬁ 1000
* —B-100mgHL %5 (n=17)
VA —O—200mgHL 1% - (n=18)
1t T2 ti+SD
& 500
ke
&
oh—L—L A
0 4 8 12 24 36 48(h)
5 B
(P 5-7THH)
(ng/mL)
1500
il
#1000
* —8-100mgl H2[m#%5-7HH (n=35)
% —O—200mg1 H1 4% 5-7HH (n=35)
1t FA9H+SD
& 500
i
i

i,
0 4 8 12 24 36 48(h)
B B Y
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Ak - HE, el Thax Crax ti/e AUC 3y AUCy4, AUC; ¢

R H e (h) (ng/mL) (h) (ng * h/mL) (ng * h/mL) (ng * h/mL)
100mgH.[E#% 5 | 17 [1.9%+0.8 573.92%t121.21(4.1=%1.1]2353.19% 562.70| 2702.62=*x741.05|2739.05%t 797.11
100mg 1 F 2[A1 35 [1.8%0.8 607.35%=122. 06 — 2651. 84+ 781.35| 5032. 83+1407. 54 —
KiE# 4570 H
200mgEAE ¥ 5 | 18 |1.9%1.2] 1182.24+295.62|3.8%1.0|4735.96+1392. 67| 5332. 01 £1748. 39| 5392. 60+ 1820. 69
200mg 1 H 11 35 |1.9%0.8| 1107. 75%258. 13|5.5*2. 4| 4663.37%1431. 75| 5142. 67£1670. 91| 5305.81+=1767. 90
KiEHETHH

AUC; ¢ = JEPRESF[A) & THME U 72 il 48 R 2 AL A I BE — e ] ot o T 1 7

V) AHI OGRS A= K + IRKE, BUFO L3 Th A,

BV v~F : 100~200mg & 1 H2EEAFK 55,

- BTPEBIEIAE . MW, JEBIEIEPRSE . SHEMIEMRE. NE - BERZ - 100mg A 1 H 2B N 5T 5,

- B, SMETLE. Btk HIRl0>Ax400mg, 2081 H LAKRIZ1EI200mg & L CLH2EREAZRET 5, B, &5
MFRIZ6RERICL B id 5 2 &, THOHA L, PIEIDH400mg, M U TLAKEIZ200mg & 6 LA |- &
FCRAKST S, LEL, 1H2EIETET S,

PHfE+ESD, — BT
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2) MoFE UMEAT—%)

it i v 6 B A 244 (B PE1248] . ZeME 1241, 66~837%) K ONHE i iih 5B 4 2448 (B PET 1), ZehE13
B, 19~485%) 12, AAI200mg % L H2[EI KGR O # G (10 B « ZE FHE®R S, 20 B @ REK,
3~9HH : 1H2ER#%KE ., 10HH : 2= FHE®RS) Lz & & Rl ioxth3 2 fEE
15 B 20 D Co T OAUC 1y 1T W T 00 b i - B THRILT0% & mifi 2 R L=, £7-. e B i
K3 B B FE R 2L D C S ORAUC 1 E . B TENE R EE E THI120% K U9 130%
THETHT I HHI220% & @iz s L, Il O E8II M CHEICR D bivi,

fa B = e BB A b D W IR FEE R B A (O EL) 1T
TlLaxs 7 200mg 2 1 B 2EIRERAOFESEL-ZLEXD
10 H H O fAEH RECHRIRE K OEEY) T A —HF

S e EERs R (n=24)

REN R ERE

188

16 20
Eas AT
. " Thax Crax T AUC 5,
15 [ (h) (ng/nL) (h) (ng - h/nl)
HE T 24 2.72+0.97 973.21+ 445,28 11.25+3.71 5870. 92+ 2028.51
Tt e v fhin 45 2 24 2.41%1.03 1808. 04+1872. 48 12.43+2. 569 11851. 88+13360. 06
FEmn 55 1 11 2.93+0. 88 1088.91+ 526. 84 10. 74+2.97 6440. 27+ 2138.10
Ik thn 2 13 2.54+1.03 875.31=% 355.07 12.02*4. 60 5389. 15+ 1878. 47
RS v fhin 55 2 12 2.62%1.09 1254. 17+ 306. 10 11.49+2.59 8238. 00+ 2644. 83
it e v i 2 12 2.21+0.96 2361. 92 +2562. 83 17.77+7. 43 15465. 76 =18377. 13
a)n=23 ST £ SD

B AFOARBENIZ AL - HEEZ, UTOEBY THD,
B Y v~F : 100~200mg % 1 H2EEAFK 55,
- BTPERIEAE . MUmAE, JEBIEIEPRSE . SHEMIEMRE. NE - BEREZE © 100mg A 1 H 2Bk N 5T 5,
- itk sME. Rt : #1010 FA400mg, 2[8] B LAREIX1[A1200mg & LCLH2EIR NG54 5, 26, 5
MRRIZ6REFILL BT 2 Z &, HAOEHA L, HIEIDH400mg, LEITIG U CLAREIX200mg & 6FEH 2L E &
JFTRAKST A, £EL, 1H2EIETET S,
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3) WEEFEBREICB T 2IEMERE UEAT—%)
% 3 PR 2 R % 1248 (Child-Pugh Class A, 40~617%) . %% 8 JT [ 5 B 114 (Child-Pugh
Class B, 40~63m%) & OV FE R A 2341 (32~615%) (2. AH100mgZ 1 H 2R KEHR 05 (1H
H:ZEfi FHRIE S, 2~3HH k¥, 4~7HH : 1A2BI&%&E S, SHH : ZZF FHR#E5)
L7z & 2 A, BERFIEEBE OAUCITERE R A R TR I TRI130%, %8 B TR
BETIIR2T0% L EEE R L, FEEOREITKF L THINL 7,

JEREE B E & D U @R A (PR E ) 12
L afxy 7 100mg & 1 H2RINERAKELZLEEOD
8 H H DI AT AREACIRIR FE K O Y ENRE N T X — X
(ng/mL)
| A0, i e e e e e Ltk et e G E G e e e e L e e
—— BRI (n=12)

it e .l |11,
1000 —O feHER A (BEE TR A E) (n=12)

800 it
* —O— fEHERE N (P2 BE T B 2 52 0E) (n=11)
%E 600 . < -
&
s 400 l
K 200med
\- _____________________________________________________
0 1 1 i //_&
0 4 8 12 16 20 24 36 48 60 72(h)
v il
Mz, Tmax Cma){ t AUC
xt % 1% N
(h) (ng/mL) (h) (ng * h/mL)
PR A 12 2.08+0. 900 421.75+133. 550 10. 35+2. 722¢ 2574.82+ 840. 665
IR JIF I o R 12 1.92+0. 900 627.92+293. 100 11.03+3. 498 3518. 25+ 1869. 173
TR R ALY 11 1.91+0. 701 424, 82+ 142. 890 10. 65+=3. 0869 2287.66* 761.837
RS TR S AR 11 2.00=+1. 095 951. 55+349. 566 13.56+5.513 6458. 10=2679. 646
a) BRI TR 2 £ 2 OO Xk BR b) HAE L JIT B B 2 OO xf PR c)n=11 d)n=10 L5 i £ SD

E) AR OEGE SN HE - AR, LT Thb.

< B Y U= F : 100~200mgZ 1 H 2[EF% O #5145,

- BIUPEBAEAE . MUmAE, JERIRIE RS, SHIEMUEMRE. ME - BE¥AZE © 100mg & 1 H2[REIR N 53 5,

- Bk, SMEL. e WIEI0OA400mg, 28] H LAKEIE1EI200mg & L CLH2EEAHR G T 5, ¥, &5
RIMRIZ6RFREILL Ednid 5 = &, TEHDOBAIT. HIEIOH400mg, HEEITG U T LK IZ200mg 2 681 DL L &
RS TS, AL, TR2EETET D,
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4) BEEBHEICBT2EDEE GEAT—F) =9
8 P R B R 22451 R ERIRTIEE 35 ~60mL/ 43 . 43~T85%) (2, AAI200mgZz 1 H2[E, 7H# &

BREROKBRSES (THBORZEE THRE®RE) Lz & & D0, L OAUCE iR TE & -
BMANDT —2 Lt Lzl 2 A, ZRENEERKADO0. 4~0. TE KR T0. 4~1.3(FTHH . »

FTHHRERETRP T,

BrEBEERE GMEAN)ICE L2 X7 200mg 2 1 H 2 [H]
AERAERLG Ll &0 7 R OMEHRECARRE K R EE T A —X

1000
—a— B REE R (n=22)
T ii+SD

P G-
S, Tmax Cmax t1/2 AUC72h
PSS %%
(h) (ng/mL) (h) (ng * h/mL)
8 M R P R 22 5.40+4. 65 702.8+301.9 13.10+6. 79 12654 +5033
S5l £ SD

TE) AFIOER S L - R, UTOLEY Tho,
< BAE Y U~ F 1 100~200mg%& 1 H2EIR A% ET 5,
- RTMERAEE, MOREE. HBEEEK, SURBUEGRE, B - K  100mgZ 1 H2RIR NG5 5,
- Btk SR, Bl - IO Z400mg, 2061 H PRI 1EI200mg & L CLH2ER AR G955, 2k, &5
fbRIZers A L1 5 Z &, WHOLEIT, MIEOAH400mg, LEIZIS U TLIREIE200mg 2 6 K7 LA L &>

JTRARET S, 2L, 1H2EETET 5,
(4)
BRI L
72
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(5) BE - FREOEE
1) BFEORE

B BRE A 5 30 511 (20~30 %) (2 AH 200mg &2 7 10 A A — /8 —{EIC K 0 22T RO R% ()
500kcal, NEMI& A B4 20 ICHERE ARG Lz & &, BRERGRO (T 1.5 FIC AL

723, AUC IR ZZ T 2o Tz,

PERERR AN B EICE L a7 200mg 222 T L IFRRICHREIR ARG Lz &0
(3 ARG A B Je O SR B RE N T A — &

(ng/mL)
1500~
— ZHES (n=30)
—O— %I F - (n=30)
i FHft+SD
%1000 ——————————————————————————————————————————————————————————————————————
H1
722
1t
%
7,%: 500] B - -\ oo
ol & -
0 4 8 12 24 36 48(h
- BRI
. T Coax t AUC AUC;,
St R N ) !
(h) (ng/mL) (h) (ng * h/mL) (ng * h/mL)
=TS 30 2.6+1.2 | 767.79%+257.03 | 9.5+4.8 | 5228.69+1782.88 5423.51+1789. 17
BEEE 30 2.240.7 | 1142.00+300.55 | 4.5+1.4 | 5838.58+1853.45 | 5926.59+1866.93
BE%EL/ B — 1.53 — 1.12 —
ze i 5. — 1.39-1. 69 — 1.08-1.17 —
a) BRI, FEEIE90% 15 #E X [H] — R -2IfE = SD

AUC, : H BLAIIE AL T o0 i B P R AR (AR E — B ] b B 1 B
AUC ¢+ SEFRISF[H] & CAMT L 72 i 47 i AR ZE (L (R L — IR ) b R 1 1 A

) AFOARBE NI AL - AEZ, UTOoEBY THD,
< BERY v~ F : 100~200mg% 1 H2EIFR A #5325,
- BIMEBAEAE . MERAE. JH BORE BRAE

SFURBUAEMRRE, T - BE¥AZE © 100mg 2 1 H 2t MG+ 5,

- Btk SMER. Bl - FIEIOZ400mg, 2[E]H LRI 1EI200mg & L CLAZEREARGT 5, 2k, &5
IRIR6IFRILL B 2 2 L WHOSEE, FIElDZ400mg, £EIZIE U TLAKEI3200me 2 685 [H] LL &

FTRAKRGT 5, 72EL, 1A2EETET D,

2) PFHIEORE
[VI. 7. fH EAEH ) DIESR

MKl ax 78 1774 —) ITBEERRBRZFEH L TWRW=, BRRRERAREICEE T 2 5E#ITk

RIEFLDA A a— T+ —L05B ALK,
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(6) BEH (REaL—Y3y) BWICKYHBALE-EMENSELSHER
BIET U v~ T BE K OB B ETE B E B 1) 5 K dhne °
BIET Y o~ FHBE R OV TRV B EE B 609 1 (B VE 116 i), Pk 493 i, 23~94 7%) (A
#l 256~300mg & 1 H 2 [0 BH%KEES Lz & &0 REM 1, 160 522 HW 7= BHEM Y
BHAEARNT OFE R EFIRBICB T 28027 U T 7 > & (CL/F) LR T O34 25545 (Vd/F) O£k
P (AR 8 1, 2 21 2L/h (59 42%) K OV 335L () 77%) L HEE STz, £ 7=,
el MR HEIX CL/F O, 3T V7 X VREIX VAd/F OEEBHER TH L LR,

B Y o~TFHBEH D WVIXEEERESEESE ICE L 2% 7 25~300mg %
lH 2 RIKEROKE L XDEE 2~12 B BI2HB T 5 M4E PR K E

4 300mg1 H 211
10000+
¢ 200mg1 H 21]
0 100mg1 H 2[1]
A 50mgl H2[m
. o 25mgl H2a]
10001 3 N
< . *
i)
£ N
Py o
' .
X 1 -
i_—é 100 & o R
)
o *
10 T * Z o,
1 v v v t v v - t
0 24 48

) AR OAGE SN HE - HEE, LT LB Tho,

< B Y U= F : 100~200mgZ 1 H 2[EFR O #5145,

- BIUPERAEAE . MUmAE, JEPIRIE RS, SHIEMUEMRE. ME - BE¥RZE © 100mg & 1 H2[REIR N 53 5,

- Bk, SME%. B WIEI0OA400mg, 28] H LAKEIZ1EI200mg & L CLH2EEAHR G T 5, ¥, &5
MM IX6RFRILL LT 5 = &, WEHAOBEEIL, RO H400mg, SHEITG U TLLKEIZ200mg 2 68F ] DL L &
JgTROKE5T S, 2L, 1H2RIETET S,

2. RMEERB/NZ A —F

(1) RHF%
B U &~ 5 A R OV T MR B A8 600 (112, A 25~300mg % 1 F 2 [, A fd 4
Ui & o iU 1, 160 RAIIE L7z, EHARIER BUE LT | ROIBE A &1 1-
2 YRR A REFAEMM L, AT LT

XelLaXxo TR [ 77 A4 — ) I3ERRBRZ EHE L Wiy, ERARREBREEICE T 250803k
WEMEDA VA a—T+—L0n53H LT,
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W) AR OARBE NI AL - AEZ, UTOEBY THhD,
< BEEHY U~ F : 100~200mg% 1 H2EIFR A #5345,
- BIMEBAEAE . MERAE. RRAMIE PR . SHSBUEWERE. M - BEEEZS  100mg 2 1 A2 N 5T 5,

(2) WRUR I FE TE 2
1.62+0. 275 /IR (CFAME+SE) - BAET U v~ F BF R OETEMEEBIEE B . EH ke >

Q) "AATFRLFEYT«
M EE L
<BE> (T b, A4X) 0
BT o by HEMEA XKL, B L a xSy T OGN T T _RATE T LIIRDOEBY TH

27,
Lok T EER NAFTSAFEY T ¢
HEMEZ > b 2~10mg/kg 83.6~108. 3%
EMBE 50. 9~ 69.0%
T - 1~10mg/k
Rt A X PVEE" mg/ke 59. 7~ 85.0%

a) MAEFREBAVAR DV J D B MEE (extensive metabolizer)
b) Ifi 3% 1 R ZEAVAR D 1 P D WE R (poor metabolizer)

(4) HEEEEYR
0. 088~0. 192/WERT + BEFERE A, ML 1145 105 01 025050

b)) 2P R
21.2+0. 551L/FF[ CE5fiE £SE)
BAE U v~ F BE L OB EE RS, ERIRE, o &G

(6) HHEHE
335+33. 5L CEHME £SE) : B U v~ F B K OERIBESIERE . ke, ROk

() ZEEHE
FEEANT— 4 )™
In vitro XX ex vivolZEBT HRFTOR R, KA O MBFEEAKERITHIT% THY, FL LT
TNAT I, WNTal-BEEEAEICHKET 22 ERENT,

KL axv T 17749 — ) IR EZ S L Wi, BRRBAGEICE T 2 ik
REEKGOAL A a—T 53— 58[H LT,
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3. %A
(1) JIE NNEAT—%) ¥

(2)

L ad e T ORNRITIAATH 505, RELE L L TRILS 2R IZATIE T O ARG 2317
PP SN AP ITT X TENT 2 LTSN b D THD EIRET 5 & EFRAAT
PEIZ M- Lk 7 300mg & AR O &G Lz & & DR K OERRFDIMRNS & MIE
DL ERIT T3%FRE LHEE SN D,

R AR R 452

MR L

<BES (A R)0

M XD+ ZF5M . R OREBICEZEE L 3% > 7 10ng/kg 25 L= & & 0 51% 24 B
F T O MR — KA EE AR T AR (AUCy) (X, WL bR A& 5 S IZIZRIFRE O 2 7R L,
W OIMALIC G L2356 b RBRE ORI G TR S vz,

A Xk L a7 10mg/kg 2k A&KEG UTHELERNKR G L&D
LAk TORYERE T A —F

P Chax Thax AUCyyy,
. (wg/mL) (h) («g-h/mL)
#oEN 1.62%+0. 36 0.688+0. 277 10.3%2.0
+ =¥ 1.46+0. 20 1.13+0. 63 9.69+1.57
7= 1.06+0. 21 2.25%1.92 9.37%£0.97
i 0.789=+0.118 8.50£2. 02 10.0%0.9

(3) KT TEIR

#n=4, “FHJfE£SE

MEERR L

<BE>(T v )W

HeZ v Mz MC—t L axs 7 2mg/keg ZHERER O G Lz S IEGEONTZHHAZROBET ~ O
T THBRNICE S Lz & & 1% 48 IR £ TO R (20. 9%) K OR 1 (2. 3%) ~DHEitE =R 0
Mone, D &b LT OMSEED 23 1% BN HRILEND Z LR SN, — .,
HEZ > M2 M-kl axy 7 2HEROKEL Lz L EOHFICREERITRE S22 o7z
e REMMELE LTEBHER LRV D EEZ BRI,

XelLaXx TR [ 77 A4 —) I3EKRRBRZEHE L Wiy, ERRREBREEICEE T 250803k
WEMEDA A a—T+—L0n58H LT,
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4. o

(1) % — i B P @i
R L
<BE>(T7 v M)¥
HEZ v M-t L a X7 2mg/kg Z HERE ARG Lo & &, MBI RER B I3H&K 51% 1 K
R e 2R Uy SO s iR & R Th - 72,

(2) Mm%—RRAEAME AN
YU ER e L
<BE>(7 v MW
TR 14ABBEDOT v M-t axv 7 2mg/keg HEIRAO®KRG Lz & x| BRI 6EIRE
35 1% 8 R il 2o L, FERIAE IR E O 2 (5 Th o 7o, FHAO 2L ORI
BT, BH% 24 K O BT REIR B 1T S E D 30~40% 1238 L 7-.

5

R IABEDT vy Mo M-k L axs 7 2mg/kg ZHEIROEG L XD
REAHE R K OGN O e IR

W HLREN R RBIRE (v g eq. /g)
1IRF#] 8IRE ] 241K¢ [#]

i 0.410=0. 080 0.223%+0. 038 0.195=0. 036
oo 1.525+0. 487 2.400%0. 098 0.8437+0. 275
T o= 0.806=+0.178 1.041+0. 066 0.401=0. 094
op 3 1.677%0.525 2.479+0. 084 0.877=+0.272
e A 0.939£0. 291 1.140%0. 168 0.480=0. 145
E K 0.018=+0. 003 0.024=£0. 005 0.007=£0. 002
[ 0.376+0. 096 0.485+0. 066 0. 187=+0. 061

#n=3, J-HJfE £SD

KL axv 78 177 AP — ] IFHRERREZ E L TR, BRREBRAGIZ B 2 itk
FIEEGLDA L FE2—T =L B5I LT,
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(3) i~ iTH
GrENT— %)
BT OZEIZELaFT 7 100mg 2 1 H 20, GFt4EKEOFLGLZE X, HtPickLra
X TR & T (ke G- 4. 75 REREI#E O I IR EE © 101~133ng/mL, AUC)-«. : 1445~1751
weg/L s h),
Flo. BHFOLE2HICELaXF T T 200mg HHERROKL L& Atttk raxy
TR S 72 (AUCy ¢ 2~ & B H L 7= 8 BERI D Fyt i s« S84 66ng/mL) *

E)ARROERBEINT-HE - HEIZ, LTl TH 5D,

< B Y v~ F : 100~200mg & 1 B 2 @R AOKE5T5,

- B AE . MERRE . B BHEN B PH S . SR MO AR, M - RIS S : loomg A2 1 A 2 IR OLT 5,
- Pk, SMER, Ttk - HIEIO A 400mg, 2 [B H LRI 1 [\ 200mg & LT 1 H 2 ERAOKEET S,
e, B E5HREIL 6 R EdHiT D 2 L, HAOEA L, FIEID A 400mg, &4 FIZJE U C LR IE 200mg
ZORRL EH T TROZLEET D, 72720, 1H2EETET S,

(4) BB~ DBATHE
G L

(5) ZDHDMEB~DEITHE
R L
<BE>(T7 v )P
M7 M M-t L aFxs 7 2mg/kg Z MBI ORE Ui & & KEH QMKW Tl ae
BRI HRG% 1~3 RIS R Z R Lic, 2 < OMBRIZ I D i RER B 13 4 i B L 0
< RS B NBEOILE . TR, B R OVE BE S L R BE OO U RE 0 A1 3R D
bz, WTNOMBKICE W THHRIZHELNTH Y . K 5H% 72 B IIXTHLE K ORI
DT DRI RENFAET 2 DA T, BHEETRD bR ol

XelLax TR [ 77 A4 —) I3EKRRBRZ EHE L Wi neo, ERARREBREEICEE T 250803k
WEMHLDA A a—T+—L0n58H LT,
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5. R
(1) RBEEPLL R R BIRER
In vitro \ZBWT, B MFIZ vy —2AIC L0 RE I, HEER A F VAN KERL Z 172X
VUV KEEBAR D SC-60613, & B ITHEL STz VR U EEKD SC-62807 Z ARE L 7= 99,

GrEANT — %)

BEFERR AN BRI MC-E L a k7 300mg ZHEIREAKEG Lz &, Mg, IR MO IR
ML LT SC-60613, SC-62807, M T SC-62807 D 1-o—2 /L7 v U BEAEN B Shiz, A8
T IAEE, JREOFEHF DO NT IV TH SC-62807 Th o 7c,

EMZBITAEL X TOHTERIHRE

CF'; CF’{ CF%
B B B
N = N = N
H;C HOCH, HOOC
SO,NH, SO,NH, SO,NH,
tLaxy7s SC-60613 SC-62807
CF;
}\
N
HOOC
I a rgius SO,NH,

E)ARFOARINTZHE - HEIZ, LTOELBY THD,
B8 Y U~ F 1 100~200mg & 1 A 2[EBEOHE G55,
- EIVERIEAE . MR E . TR BN PE 2% . SR BaAE R, T - SR 100mg A2 1 H 2 [N EE T 5,
- Bk, SME%. Bl - FIEI DA 400mg, 2 [ H LA 1 [E] 200mg & LT 1 H 2 EREHKEET S,
e, 5 HREIL 6 R EdiT 5 Z & HAOEA L, FIEIO A 400mg, 4 ZIZE U CLARRIL 200mg
Z 6 BRIl EdH T TR 535, 72720, LH2RIETET S,

KL axe 7 [ 77 AP —) ZERERRZ FHi L TWianize . BRRRBAGRIC BT 55t
FIEHEGLDA L FE2—T = LB 5I LT,
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(2) RBICEAET 2BFKR (CYPAS0 %) D& FiE
1) RS 50
ERFSOFI 70— K ONCYP RILR & W= invitro N in vivo fREFRBR D5 R
traxs7oR#icEE LTHEETHE b CYP 45 FHEIX CYP209 THhDHZ LRSI,
F 72, CYP2C9 LV H G 1T/ EWH DD CYP3AM ORI 5 AlEEME bR S vz,

2) FEFRLEER ©
JFI 7wy =LK CYP BEBLRZHWT, FE e 5 ot b CYP 7rFFE (CYP1A2, CYP2C9,
CYP2C19, CYP2D6, CYP3A4) IZHF AR IEE OMRBIEMEIZ KT T L ax v T OB L et
L7z, CYP2D6 {253 2 AT D Ki % 4.19u M TH Y . ooy FFhIZ k9 5 fE (CYP1A2 |2
DUNTIE ICs i) (X 17. 8 u M(CYP2C19) ~134 u M(CYP1A2) T o7=, L7=728-> T, CYP2D6 @
RENEMEICH T 2B L a7 OMEEMITHEMHE < . CYPLA2, CYP2C9, CYP2C19 KN
CYP3A4 DTGP 2 BLEMERIL W 2 & R S 7,

3) fRUHEESE OB In A O F R

tlafdxy 7o MBI 2 ERBEEETHD CYP29 IZIXBEZMNFIEL, 11—
Leu™ D7 I ) MBEHICE D EANC X > UIRHEENME T T 255085 5,

HAN 218 fil & x5 & L7z CYP2C9 DOWFFETIE, 11le*—Leu™ DR EHA A (CYP2C9*3/*3) I

FFEAE L7y o 7273  Leu™ D~ 1 #2445 (CYP2C9*1/*3) 1 218 41 1 9 5] (4. 1%) 1#4E L 7= %9,

CYP2C9 DERZLM (CYP2CO*3) DL LT, kL axy 72 HRINIIREREG L L X,

CYP2C9 D ~F 4K (11e*—Leu®™, CYP209*1/*3) Z A 5 fHERL A 15 150> AUC (X BF A7
(CYP2C9*1/*1) DR A 137 BHZ LR TR 1.6 5 & mfEZ R L7z ™,

GrEAT —%)

R AICE L 2% o7 100mg & HEIB G Lz & X CYP2C9"1/*1(4 ) & i L,
CYP2C9*3/*3 (3 i) ® AUC 1349 3 fsmfEz r L ™, 72, B AICE L 2% 7 200mg % 1
H 1MW 7 HERERS L& &, CYP2C9 1/*1(7 ) & Fige L. CYP2C9*3/*3 (3 f5il) O C, 13HY
45, AUC 1T 7 15 s &2 R L7z ™,

) AFIOARB I NPk - AfkiX, UTFT0LBY Tho,

cBEY v~ F 1 100~200mg & 1 A 2 mHREOHG5T 5,

- TR BAERE . MR E . T8 BAEHE P2 . SUR MAE AR, ME - RS2 0 100mg 2 1 A 2 IR HRET 5,
- Bk, SME%. Bl - FIEI DO A 400mg, 2 [ H LA 1 [E] 200mg & LT 1 H 2 EREHKEET S,
ek, BEMMIT 6 R L&D Z &, THADEFE L, FIEID I 400mg, HEZITIE CTLEIX 200mg
6 REHMU LT TR ET D, 7272L. 1H2EIETET S,

ML aXx 7 [ 774V — ) 3R Z L L Wiz, BRI B 2 5d#it st
RERE DA A a— T+ —A05B ALK,
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) HMEEBHNROEERVZTOEE
GEANT — %)
t MZEBT D HEEE RO BIIARI TH D03, @R ANBHEIC "C-—E L axT 7 300mg &
HEREARE Lz L & 5% 0.5 REIZ I 1T 2 i Hr AR 28 b AR BE o i 5 v O R i P2 L2kt
THHITK 84% TH Y, PElEESHREEZTHELTHLZOEE TSV EHEEINT,

V) AHI O KRS N - I, UTFO LB Th b,
B Y U=F : 100~200mg & 1 H 2 @R AHKE5T 5,
- EIPERIEAE . MR E . TR BB PE 2% . SEE AR, T - SR - 100mg A2 1 H 2[R N T 5,
- T, A%, B BB O 400mg. 2 [B1 B LKL 18] 200mg & LC 1 B 2 [EREO#ET 5,
7k, BERMFIE 6 B LS5 2 &, WHOBAIR. HIEO A 400mg, S4BT U TLFEIL 200mg

Z 6L Lo T TR NG9 %, 272l 1R2EETET 2,

(4) REMOFHEDEERVLLE
FHHLZ b R COX-1 HRCOX-2 12k LT, Bl axs 7o 2 EORHEY SC-60613 K& TR SC-62807

WL DT 1002M O G COX 1% LT 50% LA EDFRLE %2 7R & 7205 72 (1C5,>1002M) ™,

(5) EHERHMOEERMN/ ST A—5
MR L

KL axv 78 177 AP — ] FHRERREZ E L TWhRnWed, BRIREBRAGIZ R 2 itk
FEHEGLDA L F 2 =T+ —LB5I LT,
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6. HEM

(1) BEA AR B UMHE R
PR B OV EE

(2) ez
GrEANT —4)"
RN BMEICE L axy 7T 2H b L & & OREILED R K O e R 1TEK< (~3%) .
tLax 7oV T T URAFELELTREZ VT I RITLD EHEEINT,
R A B -k L a Xk v 7 300mg & ZEME FHEIER G L7 & & iE R &K OFEHZ COX-1
O COX-2 BRFTEME & 7R S 22 U 23 3 BB IR E S v, A ICIE 3 & U CRERIK A ETE
LCWe, 7, BHRORT K OFEPPERIT, TR ENEG5EOK 27% K TH 58% Th

27,

HE)ARBOEKRBINT-HE - HEIZ, UToLBYThHoH,
B Y U~ F 0 100~200mg & 1 H 2\ AR5 T 5,
- TRk BRI AE . MR E . 8 BA A PE 2. SR MOAE R AR, M - S Z% : 100mg 2 1 A 2 IR NIRE-T 5,
- Fifitk, SME%. Bl - WIEI O A 400mg, 2 [B1H LA 1[5 200mg & LT 1 H 2 ERENKEET 5,
ok, BEMBIT 6 RELL EH T2 Z L, EHOLEIE. FIEIOH 400mg, SHEIZTIS U TLARIZ
200mg & 6 BffILL EH T CROBET 5, 272, 1H2RIFETET S,

(3) et
AR L

1. PSS URR—EF—IZET 21ER
mMEE L

8. BHEICLIREE

EE R L

ML aXx T [ 774V — ) 3R Z £ L TV Rnizd, BB B 2 5d#ik st
RERE DA A a—T+—A5B AL,
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VITI. 21 (FALDOIESF) ICEIHIEHE

[

EAB L ZTDER

[

T

=

SENCBWT, 7 ad %27 —8 (00X) -2 BINAIILER S OF G2 L0 . LIEEZE, Mo
HE CHAIZ X » OB 2 0 E Rl FERMEFTFSRO ) 27 2 KI5 REERH Y 21 b
DU AT IIMERHMM E & BITHERTHIREERH D EREINTWD, [ THIE - HEICEET 5
AlodE) . ME&EES) . [EEREARER . [ERZEER) | TEKRAE omESR]

(Figa)

SMECENE S KGR Y — 7 UIBREE T OFERE T (R TOARKIOBEE « ZhE TRV 2K
U2 EARRBRIC BV T, AK200mg 1 H 2 [830% 400mg 1 B 2 [M 2K 3EME ARG LZL 25
7T R Ll U CL O A R AR ZE AR S O B BB 2 N (7 T e Rkt A U 2o
b o AHI 200mg $ G-RE 2. 6. AH 400mg FEG-FE 3. 4) DIRD HITWD P, F7-. o> COX-2 HEINEY
PLEA (2 7 = a2 7)) OANEICBWTER SN RBR Y — 7R TR GRBRERE LY, BEE
72D ME RIMAR TR FE R RO Y A7 N T TR LB L TNt Z RSN TNE ™, &
BIZA 77 a7 2ot 7 ad U EOAA LY B COX-2 BHRMEDRWIEAT o4 MM - 8%
Kl EVET — 2 \ZBT D AMETOMFIEHRE %I B8 0T b O A R AR ZERRPEERREH Y 2 7
DOEIMNAH LN TS, ZDO X HIT, COX-2 BHRAYBLEAIC COX-2 BIRMEDIRNIEZ T v A RPEH
% BURAOEEIC L0 | B R O GEICEKE L0 R AR ZER IR0 U 2 7 23
BETERNI EMNLRELT,

¥, BRI KT 5 E N R RER ORF] 25~400mg Z 1 H 2 [, F 52 @#%5) 1281F 5 B
72D A R AR ZERRPE R O RRE R, 0.1% (2/2,398 i, i & FE 2 K& OIS (GE)) Tdh - 7=
(18. (1) @EERLIE RAEFELORER] OEBM), £7-. AMEREBICKT 5 ENERRR
TiL, EE LM R MARZERMEFLOBTULE O T DB E L OB M 35RO o Tz,

2. ¥RARLEZOER (RAFEZZEZET)

(£ B CROBHEICEERELGEWVWIE) ]

AANDRLGY XAZA VR T 2 RISk LIEBUE OB ERE O & 2 B3

TAEY Uil GEAT B A RYEHZR - BURAIEIC X D BIREIEOF ) T2 OBERERD H 5
B [HEmEREZFET BTN RH D, ]

HILMERG O & 2 8% D MEGZ B b2 8enrdb 5, [ MHEEKRS ] OEEMR) ]
HELRIEEOH L EE TEELELSEIBTIY DD, ]

HELRBEEOLHLEE [BEELELIEIBTIAL DD, ]
HEQRODEERNEOHLBE [TuR2 7T D aMEEERICES ST MY UL KT
B2 D 572D e Bl ST BTN R H D, |

FREENR A /S 2T O AT R [SMENZ I T BT O AR ZE M OVIM AR T D FEER D3 N
TLLOWERDHD, ]

8. WEMRAI DM ( Tidhw, PEfm, RILImF~OEKEL ] ODEHEM)

o — W

IS S

=

KL a7 177 A% —) I FEHRRBZ T L CWienWe o, BRREBRAGREICB 2 50du e s =
DA L F a2 —T =L baI LT,

VIII. Z4itt (A LorEES) (B4 5EA 83



(fifE=5)

1. ENERRRBRICB WD TARAI DRSS KT AR 7 2 RIS UIBEUE DBEERE D & % B ~DAFH|
DEGREFRITI2 VA — R, HOEAORMNIT LV BBIEL A L BEFEICF—HMr 25 /8T 5
AP FRGSNTGE, T UVAF—ERE 2T LR Em<, Y a vy 7 FEOREEREWEH %
ELDBENDRDDZ LD, KEIORZR LIRBUEDOBEREN H 2 BE 2R E LTREL
oo Flo. ABRNTERIZALKR T I RER-S0,NH,) 2 L CWA72, ALK T 2 RICHL
TIMBUEDBE O H 2B bR L L TERE LT,

FERANKLT I RERIRT,
FRANVK T IR (4)

Y7 7 A&l ST Al

YIS AT YD AT A REYY = FU X RFU L

FIREEFIRE L DELAH

TEHVVTIIR, TYVEIR, AVFNXRIK, FTZ7EIFR, MIZaAAFTYR, PURIR, BERueszens
TR, 7akI RN XUFreRersanF TR AFIT ATV RUFe KesaadF T YR .
LEALE Y s IR T a A

FIRHE L ARB OEIEHI

AP LS e KU ZUAAFT YR AT IAL Y vLFEFA L RnsanF T PR FAIPFLL L -
EkosoaFr YR SPASY e RryaaFT YR o sy YA RrsaRF T YR

SU I /SUAI & DELEAl CBERRIAEE)

TEIFYIFN, FJUVIIVR, V7 ETIR, IRV IIR, FJUAEY R, 77BN R,
VA7V SRR - VUV AU R

RIERSHERIE

ANT 7 OTO ANTrIOT R

2. TAEY UK BRI, T aRE T UV ARMEEREET AT ALY VR OFERT 1A RIETH
K FRANZLVFRINOIRJEIME TH D, ENEKRRICBWNT, 728D Uk EIEZE
DEEIED & 2 BEF ~DEAN DTGRP, RAISIEAT v A FHEEER - EFHTHY 7
QAT T EREERZE T 23AATH L0, 7TAE Y Ui EX X2 OBEEREDO & 5
BETIE, MEREEZFERTIBENNS D EMbEEZE L TRELTE,

&%l?@%ﬁ%@”m&w$W%®fé¢Fﬁ?ﬁk@ﬁﬁ HfL & OVZEFLS A S Qv g, THIEME
WEOGH 5 BE S LIcE, HEHEEREZ B (LS BENWNH D Z b L TRE LT,

4. EWNEERRBRIZBWT, E%@ﬁﬁm®%6$%m®$ﬁ®&5uﬁi&w#\m@#XTD4
RPEVEZE « BURAI CIXEERTEEDH 2 BT IR G LEHEG, HEELEBLSELB8E11NH
HIDBEBICRESNTWD, AAILIEAT oA RIEHEZE - ERAICTHY . FEoBETLRH 5
TR E LTHRELL,

5. AT v A RIEHZ - $08AI T, T uA X 7T D0 OAGEEERC L > TR T LD
Ko TR T LAOEIFEERZ L, BEEZECUIFRIES Z ML W5, EWNEERRERIC
kmf FERBREEDH D BE~OARKN O GREBRILIRNDS, LOIERT a1 RUEHZ - $0RAIC
ITEERBEEDOH HBFICKE LGS, BEELELIELIBENDNH HT2DEERICRE ST
b%uﬁﬂ%#X?m4%ﬁﬁ&ﬁ%ﬁﬁ%m\ﬁ%@%%hﬁ%é:&ﬂ%%@&LT RE LTz,

KL axdv 78 774V —] TR RBRZEH L TW WD, BERBREGEIC T 20 TR E
HWEDOA L ZCa—Tr—0B8|H LT,

VIII.
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6. ENERARRBRICIBN T, EERUMEEREZED® 5 BE~OERFOF GRERIT 2, thodEAT
oA NP - SRR CIIEEIMEREREDH D BEICERG LIERA., Turg s 008
B EERICE ST R UL« KOIFRBIZE Y DMERER 22 B I BENRH 72D E
ICRRESN TS, AFBIEAT B A REHEE - ERAITHY | FEROBZENRH D Z L bR
=2ELTERELR,

7. AMECOERKRRBRIC IV T, fthod COX-2 BRI FA] (LT 2% 7)) i@k S A /S 2 B
O AR BE ~ 5 LA, DFFEZE R OYMZER ORBLR NN 5 2 L nmESh T D
ARG COX-2 B ERTH Y, AEOBENRH DL Z b L LTRE L,

8. IR ARIAD~ 7 2 O F e Y AR ARG LB ERICBW T, TaRE 7T D AR
EIZLD EBZONHREOBIREINFELSRE SN TEBY, thoTm 22 7T o2 o GRkER L
FAERIZHR T OBIRE RIS 2 5| S Z T rREEN G E TE LW e L L TRIE LT,

3. BRERITHRICEET SEALDIE L TDEA
LR

4 AEZERUVHAEICEEY 2EALOIE L ZTNER
VRRICBET2HE ] 22452 L,

5. RERSANB L ZDEH

EEHRES CROBFICIFEZIZHRET S L)

(1) DMIAE SRR B TZ OB OB 5 g [ THEEREARNER] OEBHR]

Q) DHEREREED H B3 K. T MY T LAORFENEZ A AEEERH VD | OIEREEE 2B ¥ 5
BENWRH B, ]

Q) EIMEIED B 5 HBE K, T R T AOIFENEZ 2 FEMERH V| E%E EH SE 2580
H5, ]

(4) MALERRBEOBER O H 5 BE RS2 HRIE2B8ZhRH 5, |

B)IFEAT u A NEHEZE - ERAIOFERR 5 L 2RO H 5 EF T, AFOEHKR G R 03
THY, OI VT BRI LBEEMTONTWAEE [ YT R N—/VIFEATr A
RS « SR AN L0 4 Ui brEEsm 206 - R E LT DA, 2 V7 X h—ickd
IR IR 2 R T EEESE © H 2 O T, AFI AR 53 256121, Hofkl s 8igg L,
BEHEIEGTHZ L, ]

B)REXMEDOH HEE [MERIEEZFRETIBEINND D, ]

(1) IFREEXIIZOBEROH 58 [ZNOOEBRE TIHMFRERENEL D EORERH LD T,
FARZEO TR CEEICKRG TS, [ [HYERe] OESR) ]

®)BEEEIFOMEREOH 5 B3 [BMEIN T EOK, T M) U AOIFENE Z 2 AlgetERn H
D, BEEZENMIIERIEIBEZARL D, ]

) mlnE [ TEEE~0#E ] OESH]

KL a7 177 A% —) KRB Z T L CWinWew, BRREBRAGRE ICB 2 50du e s =
MDA 2a—T =L baI LT,
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(Figa)

(1) #METHEHME S N7 KIFR Y — 7 UIBRERE TZ OFRE T (KB TORKIOIIEE « ZhE T
et L7 BRARRRERIZ I\ T A 200mg 1 H 2[RI 400mg 1 H 2 [A1 &4 3 4EMEH ¢ 5- L7
&2 A DEZE < IMIE RS © 9 o MRS FROEDBERED & 5 BE TOLME R FGHD
FEHRIT, AFIEERET 8.8%., 77 BAREET 3. 0%, BEED 2B TIIARFIFR 58T 2. 1%,
TITRRBETO0. 7% Th-o72 2, LLEX Y LiERIREIEOBAERO & 5 BE A 28
Te COX-2 NP FANIFE L &G LI D 2E L O AR th S O BB THA I & - TE B
72 R AR AR VE F SO RO AREMENE T I2BEZNRHD 2 ELRE LT,

Q) IEAT A RYEWHE - $RAITIL, TuRAX 7T OEASKILEERICL > TK, 7RI
LADTEZBZ L, DEREREE LB UIHRIEL 2 RN TS, KAlIBFHFEAT A R
MEER - ERAITHY ., Z20OBENRHDHZ ENLHRTE LT,

B) AT v A FHEE « $RAITIX, T 0RZ 750 D0 DERRBERIICE >TK, U
LD ERBZ L, ME%E LR ST NN TW5, AFILIEAT 1A RPHEWHE - SRA
ThHO, ZOBENRHDHZ ENORRE LT, 7o, BIEEERITKH 2 ENER KRR (KA 256~
400mg & 1 H 2 [l 5) I2BW\W T, SMEEEZ G L T HEE L A0FL TWRWnEE TomEI
R OV L DAL DR EFRIEBLRIT, 241 0. 9% (5/533 #i) TV 0. 4% (7/1, 865 f4i) T
-7,

(4) EWNERRBR I BT HILEREORIWER (BI85, + 5. Wit BiEw) 283388 L T
BO., Fo, MRS OBEAEIEO S 5 BE TIIHEHERE 2 HRIEL2 BTN H D2 LD
RIE LT, 72k, BMEREIT T 5 ENERRUER (A4 26~400mg & 1 H 2 [El#5) 1238\ T, 1
{EPEIEE K OISR B OB O & 5 B & 7 WBE OMELERED A EEFGRBIRIT, Th
ZH 24. 0% (30/125 i) K O 20. 7% (471/2, 273 f5i]) T - 7=,

(5) Fpk 10 42 2 A 3 AT OJREAE (Bl JEAETHEE) IEIZ 2R 2 Ao R R EAs I LD FEAT |
A RYEWR - BREAIOWRA CEICAEBZ LT 2 X0 BrR-Rlbo7c/od, ZOFEBFEKITHES
ZFE L,

(6) RE I BBFIIIAR THLERLE LTREL TWDT ALY Ui B AEENEBENICE EN T
WD ATREMEN B D 72| KUE SN BABFIZIERAT v A FHEEER - 8RR 2 & 5T 25/ ICbIEER
DELEZOND, ARBIEAT B A REEEK - BIRAITHY , ZOBENDLH D Z L HEK
E LT,

(7) HME T DRI I T ITFREE B M OBERRR I A 100mg 2 1 H 2 [A1 &% 5 HHRER
G HBEHEGOR) LicE 24, BEFREEE (Child-Pugh Class A) 12 fi]0> AUC (X AdFERL
N 12 BNZHA~THY 13 51T, PEEEEITIEE B3 (Child-Pugh Class B) 11 # TiTAY 2. 7 512 B 5-
L7z V2 EMNBRRE LTz, AFIE IFHRERE ERE (EREZBR IS T ABE, LEITET
THEZBOT R OHEEICEGE T L,

() AT v A RHEHEZA - EIRAITIX, TuAX 7T D OABKILEERIC L » TR T
KUK, TR LD EZRZ L, BEEZESUIFRSEL 2L/ MeN TN D,

T MR BRI 63 2 [E N G PR ek BR (A1 25~400mg % 1 H 2 [A4&5) I2BW T, AERERFEHREL,

KL axy 78 (7749 — R RBRZEH L TWRWED, BRRBREGEIC T 2 08I R E
HWEDOA L HZ a2 —T+—0BBH LT,
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BIREZ GO L TV 5 B3 T 46. 8% (145/310 ) \ &0F L TV Wl T 41. 2% (861/2, 088 i)
Thy, BREEGHOAEIZEZLZEF LWVIEWTRD DR o7, RAGIERAT 2 A FPEH
K HEFAITHY, BREELZELIELIBENNHDL I ENOLRELE,

(9) FE Tl ﬁ% . BEHSRESE O EFBEENME T LTS Z E &L F R AK % I aERE
ERFIRG LTS EIITEYBIRE T A — X ZEEPRBEO LN TND Z ENLEE LR,

6. EELGEXMNIBLTOEARVAESE

BELGEARWEER

(DARFNOBEHIZ I LIHEZE, AT SO EE CTHAIC X o T EM B 7220 M4 R i Fe ZE 42 $$
GNRBATHEBZENNH DD T, BEEHSITITV., 2D OBER OYEROFBUZIL 451
BEdszE, [ TEWEH) omESME]

(2) AFN IR T DER R 7200 T, DiEREETHOBERNTT AU ORI E LT
R L2 & PUi/IMIRIEZ 1T > TV D EBEIZOW T, AFIFRG IR, ZoiEE a2 H k-
LTiE e b0,

(3) EN CHF A X2 I F5 0 L 7= Ea R 3Bk Tl COX-2 1Z%F L CTRRMED B WASH & BHRME DR IE
TuA RYEER - BURANC X 2T LS ORIWERBBLRIZEIIRO b o7z, FFlC, HLERE
EREDYRAY 757 7 X —D@EWBESORGIZE L CXEWER ORI+ 07285832175 2
Lo [ TERREGRE) . T3E23E8E ) DIES ]

W) AFNOPe Iz L0 iR EARIE (Toxic Epidermal Necrolysis : TEN) . J7Z &Kk IR JE {5
#f (Stevens—Johnson JEMERE) D EE THAIC L o CIEMM R ZEEIRNEEH T 2800 H
. 2 OHE. TNLOFERIIEGRME 1 W HALRICHEILL TWDOT, IBREMIITIZRIC
FETsZE, [ TERWEH) oEBR]

G) 18R E (BAET Y v~ BIEBIEIESS) (o3t LAAIZ W 2548121, ROFEHEEEETDH 2

&o

DE%%%%V@%%LWUT% @Eﬁﬁﬁﬁ m%@ﬁ\gﬁﬁﬁﬁ\ﬁﬁﬁﬁﬁ\bﬁﬂﬁ
A OB AR A ) 21TV, BB B IV AT, IREEHB G IR DT Y) 72 ALE 21T
5z &,

2)1HR - BURANC X DIREITRREE Tlde <, SHEFIETHL Z LITHETLHZ L, 0. &Y
FVELANOFE L BB T 5 2 L,

(6) MR (PR, AMERZRIE NPt 8 DIEZE « $88) 12X LAKI 2 W 2855121, ROFEE
BETHZ L&,

DEMERIER R OREEZZE L, 5752 &,

)JFAIE L CRMBEGZRETH 2 &,

N FINEIENHIUXZNEATV, RAIEEBREEH L2 b,

(T DK - A (LI E REB THOBMTHERT 27 ALY 2R EOPFHITRET 5 Z &
NEE LU,

) AHNTHE SN TWDLEIEMIC KLY, BYEEZ RBEMH LT 2B8ZN0H 5D T, BEIEDFHLL
WA DICER LEREICRS T2 L,

() FFEMED U, FEEMED W, HIRGENEZ S5 Z L 0NH DD T, BHEIEOERSERZ LS (¥
ICHERERTLEAICIERESED L,

XL axo T [ 77 AP —) TR Z I L T vz, BRARRERARE B 4 % sediu 3 e s 1=
DA FEa2a—T =L baI LT,
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(Figa)

(D AMENZ I T, AHIEETe COX-2 BIRAIBLEAFEDOE G LV | DAFEZE, AP O HE T8
BT K > TEHmpy 72 DI E RMARZERIEFERDBERTL2B8EZNNH L EHESNLTND
2N = LN ERTE LT, AFI B G3 2 BICITBE 2 0 12TV, 23 D OF5E & OYER O %
BT HoicaE+ sz b,

@7 AV UEIZLOHETDIEAT v A FHEER - EIRANTIE, M/ MREEEEIHIER 243 2 A
N5, L, SE TR & %t 512 340 S U7 R BRI I\ T A 800mg % Hi[a] £ 5-
2 RN 600mg A 1 H 210 8 HRIRKERE (7272 L 8 H BTG 0Z) Liz & 2 A, f/MiEiE
DL T K O i B R O FE B 13588 S AL AN 1/ MREEEMHIERA S 220N 2 E N B2 E 72
oz, L7edo T, AFNXLIMEREBTHO B THERIND 7 ALY ORBFEICITR 672
WO TP IMIEIE Z 1T > TV DA 1T AR OE G AN EOIERZ R IE LN & 72k,
KHET AU > (1 H 326mg LAF) Z#0FH L7356, RRIOZZIRA LTz & ST TE bR
BEORERNEL 2D 2 ERFEIN TN D,

(3) AME T H N S 7= BB I B TEMEBIETE B IS AGA (100 I 200mg % 1 H 2 [A]) X
SR (r7m72F 7 F R UL S0mg 2 1 B 2 EXTFF et 500mg 2 1 H 2[E) % 12
WEERG Lic e Z A, SHRREEIZH A RAIONREEZ W 72FHIIC I 1T 2 EETERETESS - Hin
DFEBLERD D72 CRFIF 57 2/8, 800 1], et BRI B 7/4, 394 i, A > XEL: 7. 02, P=0. 008)
ZEBBHOLNTNDE W, —J B E SIS L7 E N RS CIINREE A TR
SR L TR 6T, IHE RS GER) 2IERORIERRBIRIT, AFERGHE & oo IR G- ORA|
F Vb COX-2 BIWEDIRWIER T 1 A FPEHR - $RAD & OMICEITRO RN T2Z & h
HRxE LT, EN TN L2 U ¥~ F BE K OVEIEREEBE x5 & U7 L3 " E
BRI EGERER 2 5B (AR 100~200mg % 1 H 2 [\] 4 X% 12 @& 5 WA ) 07— 4 %
SR LSS R, R IEE CER) IR ORNWERI R BRI, ARFIHEGHE T 11. 3% (86/759 i) . *f
HREER 51 C 11. 7% (90/769 f51]) To - 7= ( [8. (4) 1) OWibEREE (iEdk) OREIWEH ] DA
Z M), THLE Ol - 195 GESR) ORIVEHRBLEIE, ARAIFG#ET 0. 1% (1/759 1) . i fRs
H#ET 1.0% (8/769 #il) Th o7z, £z, BHHI ) v~ FBEROEMEBEEIERE 255 L L
77 R AR IR T B R AR 3 3R (A 100~200mg & 1 H 2 [A] 4 B E, NSRS
BT DIEILEREE GER) 2RO FHERBBLIRIT, AAIFR 5T 18.2% (123/675 4) . 77 &
REEHET 16. 0% (66/412 f) . VLA O L - 57 GEIR) OF FEFLRBIRIL, RARGHT
0% (0/675 ) , 77 ERELHEET 0. 2% (1/412 ) ThH > 7=, ML G-I 4 8H) %
KPR & F B FEHT IR 2 SRR OPEBRE T — & BB LA T, R B GER) 2R To
RIE TS BLERIIAFAI R 5-8E T 17. 2% (144/835) | %FIRIE (COX-2 (Txf L CERMEDIRWIER T 1 A
RPEETE 2% - SR A £ 58ET 19. 3% (160/831) TH V. LB O HIfL « 1EE GER) ORBLTFR
B o7 (18 (4) 1) OWHbE TR (GELR) OEWEHFELSR] OB M) , Pk B 55
2 B 2G5 RRBROWRE 7 — ¥ 45 LRI, HEEREE GER) 20K
TORWERFRBLRIIAFEGHET0.4% (1/248), =~ RT 7 HET 1.6% (4/244), 77 BAREET
3.2% (4/124) TH Y | {HALE D HM - 15 GER) OFBLUIEER® Hhvie o 72 (18, (4) 1) Q1 LE
R () ORIWER B OESM), SMHEEZ XIS L 32 ENEER 4 384 RS L7oRER

KL axo 7 177 49— TR Z 0 L T e, BRRRBREGRICBE T 2 osu e sz
DA 2 2a—T =B LT,
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T, IEEREE GER) 2 TORIERFEHRRIIAFIR GHE T 0.2%(2/861) TH Y . JHLED
I+ {8555 CER) OFEBUIFRD b7z,

(4) ENERIRRER I T, REMER R SEREIE (Toxic Epidermal Necrolysis : TEN), B¢J&kkHEE
ARJEMERE (Stevens—Johnson SEMERE) DMLV, BIEG Y ¥ ~ FEE K OB NEBIHIE BH &
KB L LTe 7 7 2R B B M GEABR 3 3R (4] 100~200mg % 1 H 2 [E1# 5) 12388\ T
BT - RS R AR EORIERARBRIZT 7R L L CEd - 72 (KRG 1 6.5%, 7T
TAREEEE 0 2.2%), E£72. 200546 H 20~23 HIZBE{E 7= CHMP (Commi ttee for Medicinal
Products for Human Use : BRMIEEFEFZ B 2) IV T, AAIZ & 3BT COX-2 HEAIE 512
L EEREIERNE 2D L AR SN, 2 b OEE 2 R EER (SCAR: Severe Cutaneous
Adverse Drug Reactions) (X FICEH-5A4EH% | » ALAPIZHELL TW5 Z L BERE Lz, B2,
IR EE DR O DN HEIITEBICAF OB G 2L L, BEURLEZITY Z &,

G)DAF DL X0 | WLE, O, & I MKOREEERBEET L2 R0, AAl%E X

0 LR D 72O E Lz, EHE TS EIDE U THEREZITV., BENED LI
7o B IIARA 2 5 G- 1 U TRFE S 2 70 S O b 2 LiE 2475 Z &,

2) AFNIH R - BIRAITHY . RIEZMZ D E L HITERESLDO LT D20 OXHEREE LCH
WHID A, IR, RIEDJRIA & 722 2H0E - BRI, RIS ORI T L A 1E T
DRIBFIE TR, Lo T, B\ Ko TIEBEAEST Y © ~ 7 3K (DMARD) > (B8
iV U~ FOEGE) K OSEYRIELUSN OIVEHNRESCH PFRIEEO LM b BET 2 2 &,

(6) B BIFRIEORE ST L o THRA RRBRIEOERMPHE SN D, £z, AMEmRIL, BRI E%
D BRENE <, TOREBAEHIF CHET 2 2 L 288 E LTS, 2O &btk
JICIE, RIS R A EOfFCE D HEAZRIRL, DBIMEHE CTORSG 2% 52 L2
TSN TNDEE Y, SMERE (P, IMBERITONC Ttk Ok - 89%) ICA A 2 V555
B BMERIE R OV ORI X 0 SER G, A%, k- AEZ23E L, BRG 28T 5,
F 7o AAN O GITIRRFE Tlde < | BPERIER DR 2 YGET 2 xHERIETH 2 Z L ICHE
T56Z &,

(DADIEAT v A FYEEZR - B A2 O L7236, mAIOERRSFIAICE E . BIFEH OB
EAANREBEZONDZ ENLRE LR,

) AFNIDHIIEAERT L0 | JERYEIZ K D52, I, RIEF ORARIER 2 RBHE LT s 2R
D LINGRE LTz, BIYEDFKBIIT IR L, AAlxEEICEREGTD 2L,

(9) MR RN 03 2 E N RF IR ERER (A1 26~400mg % 1 H 2 B 5) 128V TUAH & OBEN TR E
TERWIFEIMED F DY 0. 4% (9/2, 398 ) | [BIHAME®D F A3 0. 1% (2/2, 398 ) . HHRAS 0. 9%
(22/2,398 B FH LTz, AFIOHEGIZEIY ZNOORIWERANEET 2B 2NN HL T E0b,
BEIEOFH A B EITRE LT,

KL axy 78 (7749 — R RBRZE L TWRWED, KRR IC T 2 08I R E
HWEDOA L HZ a2 —T+—L0BBH LT,
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1. #HE%EHA

ARAFNZ, F & U TEMREESE CYP2C9 TREF S5, F72 AHIE CYP2D6 D FE Tid 7z A3, CYP2D6
DOIEEHZAT 5, [[HEpEhiE) OESER]

(figsn)
Invitrd™ B X in vivo BRBR D OFE RS . AFNTE L U TEMIHEESE CYP209 241 L T & v
HZENRHGMNE STV D, £7- . CYP2D6 DI TIL /AW VA3, CYP2D6 DFRENEM A A LT\ 5 %,

(1) HtREZ L ETDER

AL

(2) HAFELEDEH

HATE BRISEET S L)

EHLE

BRIRIER - HE A

#r - BIREF

ACE PHFE A
TF T TV~ LA R

FEAT v A FYEEE - $URAI(NSAID) 1X7 v VAT
LS L TR A (ACE) B 7 DV FE 20 5 W33 5

o> NSAID TiE. B
SBUBTRRAE ST

A X TV N HDHRMEMENDH D EORENH D, AFE ACE [H | P AkAEICLD
TN T VG EEER I T AT v N ZFEERAE O | EEZLRTND
Z | EERIEBH SN TRV, ST 2568 13 A
TrOFT v NZREE | (ERORZ A2 BEIs2 L, (BB, Vv
E1%al J U NVEGA UZEBRRRBR T, B e
BTN E LT | AUITRRD b o T E OWERH D)
NP LA
=R SN VDRV
==
VAR AN B2 X o TiEftho NSAID BT vt I REOTFT
F7 Y RRFIRA VRFRFRAOF U v APEERHZIRT EE 5
M) Za L AFT7TYR ZEDIRENTWS, AFlE, 7urtI FXIEF
tRezoaFror 7Y RRFRAIE O EAEHITH S22 TiE e
E B, FHT2EAIIHEEROR Z 2 FTEEME 25
EIHZ L,
TAEY v AREARHET AU (1 H32mg L) ZGFHL | 7AE D UL D
7256 AANOHRERK Lz & T~ THEEME | NSAID O LIRS - T
@F HIEEHEMEORERNELS LD ERHR | LEHLEZE S®
HEINTWs HEEZBNTND
i MR AR EPri/ MWERE O L2386, ARIOAZR | Zi 6 OIRANL /MK
V=20 % ALz e TR THE I oOREEN G e | BEMGIERZET 5
F | b ERHESNTND, 728 NSAID D/ H

mEzPEIELLEERX
b TWVWD,
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RH4F

BREREER - HEEAE

Hr - BIREF

VF A

UVF U LOmETREN EF U [ EBEYEIRE] OE
Z] . VT U LOERNERT D8N0 H 5,
U F 0 L2l 5 o BE AR O G & Blis %
FIkT 2 L XIFHRICEBEEE=4—F2 &,

KERF 1T B T2
N, B EEET S
—HeEEBZLHNTW
}_:)O

TNaF— )

AFl O MAEFREN EF L [ THRYBERE] OES
] | ABIOERNERT 2BZRNH D,

T F =B OBEIIIAK O E %
KHENSHETHZ &,

CYP2C9 12 X BARHF D
WERETLEEZD
NTWA,

TIVINAHKF

KRNERTNANRZAZF o OMIEPEREN FH L
[ TEYERE ] OESM] | AAIKL VTN Z
F U OEANERT DBENNH D,

CYP2C9 2 & D ARAID
WEHETH-D,. F2
AFI LR T CYP2C9 T
HEhplznEEZL
nTnbd,

7= U R GUEELA

Tu bu B UORRINERT OB TR S S,

CYP2C9 %43 2 o

onzy s A CRICEERF IZBWT, EETHAICL T | BIAMHEICL D EE X
B imAmE shTnsd, [ IFERyEE) | bhTnd,
DHEBM] VLT 7 Va2 BE IR O
552t 5 WIIHEEEET A8 Hon
BELTHETLZ L,
A=t e AFIOMBETEENMET L, SuvF oo | CYP2D6 DOFREMEMIC &

RIS ER- Lz, [ TEEpEhE) omESM] K
FIOMERNBE L, /S XtvF o OER RS
LB H D,

FEXEAIB AT 7

FXRA B A RLT 7 OmIEREEN FH L
[ TRWEhie) oEBR] | TFA bR LT
7 VOERANRERT D BENND D,

HEBZBITVD,

Il F 5 AR OMBEFIRENET L [ T3EYERE ] OIES | FITH LTl
ToLI = LHE| B | AFIOERNEET28EhnH 5,
~ 7 %7 KB
%
(fiF#0)

[ACE BHEHA

TP FT v MRS
ACE BHEANZOWTCIE, DFEART o4 RS - 8 A & OF L7235 41T,

BIRICBIT S 7 A

BT T Y U ERAEIC L o CRIERVEDEE T2 EERR O TE Y AHTH RO A
YER % KT AEMER S E CTE RN ENLRE LT,

T IOHAT v WRRERESANC OV TIL, L5 ACE FRES & Rk OMFIC L A BEER NG E
TERWI EMBREL,

[7ekI K F7Y RZBHRA]

fDIEAT v A RN - EFAIT, 7uk I FUIT T ¥ RRARAZ O L2581, B
BIFs7mx2 75 DUoEKRAEICLSTH N U ABEMIERANME T T A AEERNEB ST
B O AREITH RO EAEMZ K- T REEERTE TE NI L HEE Lz,

[72v V] GEAT—4)

SENC BT B ERRRERIC BT, AHK 400mg 2 1 H 2 [E E{KFAET A Y > (1 B 326mg L F) 2 #

KL axy 78 (7749 — R RRZEl L TWRWED, KRR IC T 2 08I R E
HWEDOA L HZ a2 —T+—LBBH LT,
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FE6r AP LIZE ZA, EEEILEBEOAEFSIIO LI BF TIX0.7% (6/833 #) . {FH
L TCWZRWEE TIL0.2% (5/3, 154 B) FBL L JFH L 72 BFE ORBLRN & < 72 D (FHxFY A7 4.5,
P=0.01) Z L NG I TND OV Z L bRE L,

723 B MR BT T A E N ES R SBR (K% 25~400mg % 1 H 2 [Bl#%5.) I BT A {bEEED HE
FELRBERIT, MR THE2EME LEEAET A Y »(100mg/ HLULF) 2 0FH L7 #EF Tk
24. 4% (10/41 f) . OFFH L TR0 B TIE 20. 8% (491/2, 357 f3i)) ThH - 7=,

CTMIAN TS|

HREZ B THUMIMRER & ARHK & OB AEAERIC L 2 & B OEFNER SN Z b
#HL.

[VFoLa] GMEAT—%)

TR 24 FICAH] 200mg & U F 7 A 450mg 2 1 H 28], &% 7 HREOFH L7 & 2 A, miEf Y
FULARBEITHBRHMZE T F U L20R2E LR TH S 1. 5mEq/mL 2B 20>zt DD, Y
F 7 ID Coa VI 116 fi5, AUCIEHI L 17 fEIC EH L2 2 L BEE L, HF T 50 Tldk
WS, AFINY F o AOBPEREZE LD EBEZ LN TWD, UF U LEHTOERE AR %
BG5BT IET 2 5A 1R, U F U LORWEHREBLUIE 2 THAICEELZBIET L2 L,
[(Zrary—in] GAEAT—%)

fatEERR A 17 il 7 v+ — 1 200mg & 1 B 1A, &% 7 AM&ES L-%I10. A% 200mg % Z2iE
THREGHHEG Lz L ZA, BFID Cp 239 1. 7512, AUC 2559 2. 3 512 Lﬁbf% EMBRRIE
L7ce ZAUXT a3 F Y —)LH CYP2CO IZ KA AKNOR#MAHE LicledtEZEZ TS, 7v
aF =LA OREIAA A EAENSRGT S L,

[ZR"zBF)] GREANT—%)

fatgERk A 15 A 200mg & 7 AR AZF L 20mg & 1 H 2[E, B% 7 HEEHEE LI-& 2 A,
AFND Coe OV AUC 1XWNTHHHI 1.3 I EF- LT, 70, BEEERLA 13 FIICAH] 200mg & 7 /L3
AHF L 20mg & 1 H 208, &% 7T HREFHERG L 2 A, TANRAETF D Cpu i3 1.2 fi512
R LN, AUCIERIZETH ST %, 2B 7 A NRZF A CYP209 12 K DAKIOH A FHLE
L7272, £EAAIEFT CYP2C9 TR SN DD EEZLNTWD, LLEOKRI Y, FHD
BIZIIARKI L R T NV ANSZAZF o OVERERICERENLE TS H LB E LT,

[7 <V o RprEEmAI (T L7570 )] GHEAT—%)

RN 12 BIC T V7 7 U &SRR G L7242, AAI200mg 2 1 H 2 E T 7 U 2 1~bmg
Z1H1E, 7T HREEHAKRS L X, AFNTULT7 7V o OMIEFEER N T ko R
ICHBE RIES ol L LS, FFX7ae Y —2% MWz in vitro B EA/ERRBRIZE
WT, AANTRERFNC STV T 7 U U OMEEFELZZE Y, ERAKEILT 7Y U %
P LT % Sl i3 C CYP2C9 2T 2R OB APLEFIC L 5 L& 2 b2 Ml OIER A3
HEEINTWD P ENHRE L, 7~ U URbuEnAl (T L7 7V 0) 2 EHPOBRE A%
GBI D VITHEEF T HEAICE,. FOICEBE L CTREZBETZ L,

[extFr] GMEAT—%)

R N 18 iz Nt 20mg 2 1 H 1 [, % 7 HEHR G L7212, AHI 200mg 2 Z2F T H
ARG L& 2 A, BHID Cp i34 0. TIEITIE T L7223, AUC IZFS%ETH o729,

F 7o, BERERCN 18 BIlICAA 200mg A 1 H 2 [\, &% 7 HREG LI, \eF¥ T 20mg &%
MTFHEIJFHZ S LI 2 A, NeXeF O C,, L ONAUC IZZEIR 1.5 5K O 1. 8 512 |
U, ZHEARIN e 2 F o OREEEETH D CYP6 ZfHE L7720 EE2 LR TWD,

Kbl axo 7§ 177 49— [ TBRRBRZ 0 L T e o, BRRRBREGRICBE T 2 5osiud e s =
DA o ZE2a—T =BG LT
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*t
%

PLEOFER L0 O OBICIIAFOERE T RO N X F o OERERICEENLETH D Z
EMBRERE LT,

[F¥A b rA M7 7] GMNEANT—%)

fEBERE N 14 BIZ AR 200mg T F A b A ML 77 30mg &2 1 H 20, &% 7 HEPEAKRS L
LA, AFNOEYFNREIZTT F A b A L7 7 UPFRIC L BB Z T o208, TF A b
A RIVT 7 2D Coy KOVAUCIEZ NIV 2. 4 5 RO 2.6 f51C EF- L7 %, ZHUIARFIDT F 2
e X M7 7 o ORBEEELETH D CYP2D6 ZHE LD EEZ LN TWD, LLEDOFERID
PEHOBIZIZT A br A M7 7 COERERICEBR R MLETH DL Z ENLRE LT,
[HIEeAll OMEANT—#)

e N 24 BIZAK] 200mg & HilERAl 2 258 T HEIR G- Lz L 2 A, DFRIZ &L D ARH D AUC 13228
BT T, Con 13K 0. 6 (FITIR T L7, LLEDOFER IV | PEHOBRIZIIARA O ERIEIIC
BENLETHDLZEMHERE LY,

B, TN =0 LA RO TRy DB LS OO SIEEA] (REE A VS T BE)IZOWT, K
FlEOMEAEREZRT LT — 2137200, ZRHICOWTHIEBMEZX 5720, [HIEEH . 7
N =y MKl v IRy AREIE] LR LT,

Laxs 78 177 A% —] 13EERRBRLZ FEH L TWARWD, BRRBREEICR T AT eRE
FHDA B 2a—T F—IN58| LT,

8. BIEA

R 1E I8 BUBRE 13 e 8 = HE A D R & Rl L 72,

(1) BEMERDHME

OM&T ) o< F R UE R BEETAE

EINERARER CTix, BIETY U~ F K OEEMEBIEIEEE O BMRHIES] 1, 734 FlF . ERARRAE
B A a e RIWE S BUEGNE 426 61 (24. 6%) TH o712, (Ll 2w 7 AFEOKGREF 1 2007 41 )
OlgEiE. FEETREX. FRBAEZEER VR - B

E N ERR RS Cld, EmAE. 8 BIENJE PR . SR e i M OV - Rt 2% B3 D 22 MR EAT I 451
1,304 il ERARMRAE ST & & RIVE RS BUERIL 451 51 (34. 6%) Th o7z,

(Bl =ay 7 ZEEDOLNHE - 2B © 2009 46 H)
OF ik, sMEBRLUICIRERDEL - $EE

EIN R ER ClE, PTREE . IMEREE RO % EE O MEFHIER] 861 Fld, AR
TEEE 2 E0RIWERARBUEFIE 113 41 (13. 1%) Thoiz, (B a3 v 7 AEEORNHE - FBIMEs :
2011 /212 A)
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(2) EXGEIER & DHER

() EXLZEIER

DYavi,. 7H7453F0—(WIThBEERRY) : v av s, 774 7% — FERREE, M
EIRE, MR, K[E SR EDOEEIEBUE DOBBNHRE SN TWVDEDOT, ZO XD 2R
D ONSEEITHREG AR L, EYARLEERITY 2 &,

2) SEIEMES (0. 2%) . SEIEEHM (0. 19%kH) . JHILEZRFL GEEREAY) : M brEEE., MBS Hi,
HLERALORBNRE SN TNDHOT, i, T (X L) FEORERMFRD bz H&ITk b %
kL, @URE AT Z L,

NIDFHEE, NED(WTHLBEEFRED) | LDAHFEE, MEhEOEE THAIC X - UIEMAR L
M8 R MARESREFESNRE SN TVWEDT, ZD0LX I RIERPRD b5 aITEEL2 ik L,
WEIRAE Z1TH 2 &,

DIDFE, S 2MHELFE (WTFTHEBEFRED)  DAE, ) ML AREOFEANRE SN TND
DT, ZOX)IRIERDFBO NG 2R L, @URLELZITH Z &,

SIFFAE. R (WThEEETREY) ., FFHEAEREST 0. 1%KH) . &EGEEFRBEY) : fFre. k.
AST(GOT), ALT(GPT), B U /LB D L& BHORBLRWME I TWDH DT, EHANCIFREGER
BHEITH Ip EBIE A 0TV, RENRBOONH/IT G A2 TIET 57 8 @R EZ21TH
Z L,

6) BEFBMEM, RMBGEAE. BEEMKE (WTHELBEEFRED) - HARBMEEIMm, i Bk
JiE, MEEDRIERAE . A MERBUE, M/ MRIBAE D RBRPRE SN TWVWDLIDOT, 20X ) RRENE
D OENT BTG L2 P IE L, WERRERITY &,

NEANZES., MEUEBX(WThLEERED)  AMBEE, MEEBASEOREERBEEDRR
DRE SN TNDOT, EMINCBEREMRAEZIT O 2 CBEE 01 TV, BEDBO LG h
TG AR IET Al WUIRLEERITY Z L,

Q) hE MR K IEFE AL (Toxic Epidermal Necrolysis : TEN) . FZ & #h5 AR fE 1% B (Stevens—Johnson
fEIREY) . BMAIK. AtEARMRSHEAE. FREREX (WIThLEERED)  hirk LR s
FERMARIE, FREREIRIRAE BERE, ZTEALEE, VRN YER S HERIEE, RIS R FE O EE THE
2 K o TR EM M 72 B EIER ORBBIN R E SN TWD DT, BIELZ 01TV, B, KEREREE L
L < 13O BUE IZ BE T A IEA R O NG IXE BICE G 2R IE L, U@ 2175 2 &,

9) BB MR GEEREAY)  WEMEMERD LD Z ENHDHOT, Nk, PR IREE, RE it
D FH (FRE2F) 0GR b HAITIR, oM HIE X BR. s CT, i~ — I —SDmE 4 3
gDz &, BEMEMRANEDNTZSGEIITES 2 FIE L, BIEEERLVE RO S5ZEOmY) 72
WEZATH Z &,

1 AME OB AGE XX ENA O k% O B RIS S RO 7 DRI & Lz,
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(Figa)

D) EWNERRRERIC BN T, K[UESTREN 1 flfE SN TWD, va vy KOTF7 4 7% —ITkf
L CHIMIBERE T T 272018, G OBIRZ 0012470 KA S0t PRV IREE, i 2 v s
LEOYHIRERTRD bNTEHEIITEBICHR G EZ R IE L, OO R AE 21T 2 &,

2) EWNERRBBRIC T BIEE 3 6. + RIS 2 4, MBI 1 pIaEHE S Tun b,
INBIHEEN 2B T 258D 2 00, BEOWREICHICER L, FroFifm, i
ENRD NG E T E G 2RI L, kO LEEZ{TH 2 L,
¥, miE, TAEY AL TWSERE UTEE., IEE I 2 WITRIES OTE M
OMHLERBEHT D0, TOPAENH 5 BE TITHLEZL, EEXIHLO Y 27 8@ 2
EMEBILTWND,

3) ENEARRBRIZ BN T, DIFEZE, AR ITHE SN TR0 A, AAETERINTZRBRY —
THIBREE TE OB T (R TORKOREE « ZhER TITRW) ZE L 72 BRI W T,
AF|200mg 1 H 2 [FI XX 400mg 1 A 2 [E &K 3SEMEATG- LA, TR EHEKL T,
DAL S e ZE AR ME S5 D R BAH B 2 N AYER D BT D 12 i R AR TR M
LUIIBMPRRRE T ED 2B H DT, BIEEL+HITATV., ZNOBREONTEHGEITITED
AR O EZHIE L, BRZEEORE LT O & IRTEU R LE AT O Z &,

4) EWNERRBRICB W T, DAL, 9 s MPELARITHE S TWRWnS, DAREITRENSEND
EBMRIRE T ED I ERD LT, DAEOEE(FT ) —8, RN 3 6 i
Lok, OEX, W X BREORELZE LTI L L bic, AFloREEZTIEL, FEMiREL
U LT MU RNELZITH Z L,

5) EWNEERRBRICB VT, A%, L, BEITREINR TV RVRS, INLOHERZLOBIEL 25
£ 0 g BRI, BIRIREDIER D BN 55<°, AST(GOT), ALT(GPT), B U /L E DI
N5 DEFAREMER T 28 & b ON T HE IR, RAIOR GO IR OW TEEICHRET 5 2
Lo

6) [ENEGRREBRIZ BT, FAERRMEAM, PLiBRBAE, MERERE TS S Tneng, &
BRI IIE A 21T 9 72 &, BB OWRREIC 2R L, ek, s o BE 23380 S5z
BAIZix, ARloEG A2 IR L, EURAERIT) Z &,

7) ENERRRBRIC BT, AR RES, BEEBRITRE SN TR0, —RIZIEAT A1 R
B - BEURANIL, BMICBT2 7022750 DUARMBEICL Y, BEEICET A ERLEN
2N LG BRI, RREZAT O R B A HITATV, BUN, G2 LT F = fli%ED
BEPRD DN AITIE, RO R HIC O W THEEICHRFT5 2 &,

8) BN R RERIC I T, PR AT (Toxic Epidermal Necrolysis : TEN) . FZERLIEAR
JEWERE (Stevens—Johnson SEMERE) . ZIEALEE, RIBLIER B ITHE STV R0 23, 2005 4= 6 H
20~23 H (2B S 4172 CHMP (Committee for Medicinal Products for Human Use : BKJNES LT B
EDTBWTAAIZ G T COX-2 BRMIPLEARE G2 L 0 EEARREERNE Z 5 L ARESRE2Y,
FE 7o, BNTIRZ IS W T TRPERIS R EREAE | ORBUEFINER I TWD, L2 - T,
B2 T431TATV, 395, MR E G L < 13 OB BEUE 12 BIE - 5 MR b - S AITE BIC
ez L, MURRLEEITO 2 &,

9) EWHARZIZINT TRVEMEMIZR] ORBUEFINEBINTZZ LENORIE LT,

VIII. Z2tt (EH EoEES) 13 5EE 95



(3)

Z DD EI1ER
5%LIE | 1~b%XiE | 0.1~1%KiH 0. 1% K SEREHY
ey BRI, O\, K |EIE SHRE E| A7 o PERIER
Y P v e ?\@fo\mﬁﬁ
I
TR R fEAR AR . TREMMED F | BB, (RAPES F | RIRE, MEARREESE, $EELIR
VY, BRI VN, EGERRR, Bk | HE. R, DR, MERIEIT
L~ULDIETF i, MR
RRIEREEA ALT(GPT)  ## | AST (GOT) # /.
pilll »—GTP B4/, Al-P
i, mfeyn
BB, Run
vy =k
R - e BUN #8701 CK(CPK) #8/m, A& |HEIRIA A A Y o a8, i
ARASE. LDH #80, kU A HEHD
SRAE RS
HibER MEJ . 0L, g, | BEREE, SR, 0| hoOBE,. DEENEE, b
g TR, | R, R, B2, | FENE, BiER,. 0| TS, HamEuitkiE A,
TEs ifn. B AN, FEE, | ORI, 77 & |k, s, W EeE
WM, OAOS A, | EONZE, DPSREIE | B, i, PE(E R
JERRIE . LIS | AT, LA
. B AR Pk, BB
AR AR Lo<A 7 |NAG HEN, JR | RE A BE 2R, R, SR, |BREARE, RYERIZIRIER
nZua7y | B R e JiE. BIZARIE. PSA HEAN,
“HEM ML 27 V7 F= 80
TEER R I, R, B | iR JEERAE | NEER, SR, JRPEARIR,
7 i BlMiE, NEEPE, K
FIRF A A AE, EEIK
EALAE, DM, GEE
WRIMARIE, I fE
IRET MHgEZE, SHif, & | K&k, ik, &K, Bl
BRI/ %%%\wwm%\%%@
& F5 ZOFEAE, BRmTE | AU I, BRI BB | BRI L, YRR RO
JE, RLBEMERZE, | WREB, R, | WEAE, AEMRE R
WE, FWE, 3| FEIHES . 20T,
% &9, HLBE
B Hig, WMo F | B, Z0. IRE O | IREiEy, fEEH .,
VY FEIE TEIMET
£ D1t WEE, E, B | &m, ~~ s27 U v MM,
i, VUER. RIE|~EZ m e i, EE
TR, B ARRREE | Y, MR, U 3y
AV AREY e MR | 2 e, R, ER
MRS, FRERTE THEYE, B, #E2
FHE. BMEREGE, th E G,
WK, 7 LIV,
MR RS hEEHE, A
Wi, B 704, B
i, FLEER. JPEZEh,
PHRCHIESR, I & k&
TurEd, ERER, R
Z, B, B

T A E O IRRER G X E NSO TR 0 B R D < LD 72 BRI & LT,
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(4) HERBIEREREERUVERREERE -8

1) BfERRREE

@ BEBEAORKREEEEZECEEFRARTERE
) BAET Y DX FRUEMIEREETE (KE8RF - 20074 1 A)

rlraxr T2 HE

25~400mg 1H2[A]

Bl 1E A EF Al kF 5 1 4 1,734
I E A 28 BLRE B 5 (%) 426 (24. 6)

BRSO R TR BRSO R

JRYLIE S K OVEAE dUE 1(0.1) H PN Bz 8(0.5)
LA R 1(0.1) + IEREE 2(0.1)
Rtk KOk E 7(0.4) HERE 10(0. 6)
BHRAIR 4(0.2) EAOfE 1(0. 1)
BEIR I 1(0.1) BIRE 3(0.2)
AREOR 2(0.1) H A 1(0. 1)
R 26( 1.5) EPS 6(0.3)
FEIED E W 8(0.5) U5 AMEE R 3(0.2)
R 1(0.1) H i E 3(0.2)
SHYR 9(0.5) =R 5(0.3)
TR 9(0.5) GBI 16(0.9)
R PR E 3(0.2) BESE/S 1(0.1)
IR R e 2(0.1) e A PRI 2(0.1)
R E 5 P 1(0. 1) (ERNGI 38(2.2)
HB L OSkKEE 4(0.2) (RPN 23(1.3)
g 3(0.2) HEE 3(0.2)
[Al#RE oD F 1(0. 1) AR 2(0.1)
DR 1(0.1) JFNRE R R 1(0.1)
ElEs 1(0. 1) SRR 1(0.1)
A5 R 3(0.2) FREF J O Rk 60( 3.5)
i IfLE 3(0.2) SHEHEES 1(0.1)
MR g, MOERFS X OMERR 4(0.2) A=E/S 1(0.1)
I ] 35 1(0.1) B 9(0.5)
S 1(0.1) il AL 1(0.1)
NIEI M S AR 1(0.1) T2 3(0.2)
Wi A F EE AR 1(0.1) FLBE 8(0.5)
H ke 163( 9.4) SR HA ifn 1(0.1)
JEERAS PR 4(0.2) AR e SO 1(0.1)
P N 9(0.5) % 9 FERE 10(0. 6)
{209 4(0.2) FIB 27(1.6)
T RE IR 1(0. 1) HLBENE R 95 2(0.1)
ARG 33(1.9) BEIR BB IR 5 1(0. 1)
77 20Nk 1(0.1) IS 10.1)
Mg % 4(0.2) eI 2(0. 1)
(G 5(0.3) BRI L OV ALk E 1(0.1)
T 14(0.8) A5 A L 1(0. 1)

a) BRI S B 0 iz id, AR S - BN &G SNTHEM b &N D,

b) MedDRAIZ THEE,

<BE>PMSLETIE, LA EHREm S G830 THBL L 72 EIEH 2 WHO-ART 2 IV THFF L T 5,
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B S o R TR RIS o R e
Bk L OUR KK REE 3(0.2) M7 V7 F= 880 3(0.2)
BEIR 1(0. 1) i H LR K S B S 12(0.7)
ETIS 1(0.1) e U 7 S8 2(0.1)
HERR [E1E0R 1(0. 1) £ k5 1(0. 1)
EHEER X OS5 RFTREE 8( 0.5) 1. R SEEE N 36(2.1)
i 1(0.1) IR ER SR> 1(0. 1)
Pilied 0 2(0.1) %ﬁﬁﬂﬁlwh7/X7l7_t 17(1.0)
PR 1(0.1) R R o B 8(0.5)
T B R 1(0. 1) ~~< k7 Uy bED 2(0.1)
RAYPE IR IE 3(0.2) SR I BSE 21(1.2)
ik R R A 223(12.9) ~NE S v e U 2(0.1)
TI7=V T3 NTUAT 2T =TI 23(1.3) U RERERE D 1(0. 1)
TNT e a7 N 1(0.1) B ERER D 1(0.1)
TARGEVEET I ) bT VAT 25 —EHE 24(1. 4) AT EREEE N 1(0. 1)
e SRR N 2(0. 1) i R 4(0.2)
Lor~A 7077 74(4.3) AR Bk H > 3(0.2)
NAGHE N 43(2.5) M i ERE ek 3(0.2)
JiT R ) W = ) 2(0.1) M L ERBEE N 8(0.5)
LB v v KE 2(0.1) SRR B 1 9(0.5)
7 L7 F ok ARFF—EHM 14 (0. 8) R a el 4(0.2)
1M7L ) RAT 72— 17(1.0)
T B 50(2.9)

a) BIEHFHIXI SR B O FIcix, AR INTHE - A8 25 SnNENLEEND,

b) MedDRAIZ THEZE],

<BE>  RASCETIE. RERIET R IV TEER U= BRI 2 WHO-ART & JH W CTEEEF L T 5,
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SHEEEF - 2009 £ 6 A)

i) BiEiE. FREAMEAEKX. TREBEEFERORE - BH#X Ghie -
£ L

a) BIEHEHE R Bl oIz, AR S ik - s e ShidEf b & En s,

b)MedDRA/J ver9. 012 THEdt,

aXx s S EE 100~200mg 1 H2[H]
IR IR X RS 1,304
I VE A 28 BLRE B 5 (%) 451 (34. 6)

B 58 > K %fﬁ(if?@ B 155 > K g"éﬁ(iffw
JRYLRER L O A4 RiE 5( 0.4) RS 38(2.9)
H K 2(0.2) 1PN 26(2.0)
A RS 2(0.2) o 3(0.2)
e S 1(0.1) Mg I 2(0.2)
R LUk E 3(0.2) AEOOVER 1(0.1)
BHRARIR 2(0.2) N RN 3(0. 2)
RARIHEE 1(0. 1) I O JEHE SRR 1(0.1)
PR R 34( 2.6) H OEERLTE 1(0.1)
EFEMED F 5(0. 4) TH L B E 1(0.1)
IRALMESD F 2(0.2) JFNRIE R 1(0.1)
i L 3(0.2) PR RE R 1(0.1)
BIEEE 4(0.3) R &R L O MRk 43( 3.3)
A BIRR 1(0.1) g% 1(0.1)
TR 20(1.5) 3z 7(0.5)
R PR E 3(0.2) Bz s 1(0.1)
IS Hi v il 1(0.1) Ty 6(0.5)
T 1(0.1) HLBE 1(0.1)
MEZ 5 FEfE 1(0.1) BT 1(0.1)
HE X Ok KEE 4(0.3) % 9 FEIE 8(0. 6)
Hig 1(0.1) HIB 15(1.2)
[El#RME D F 2(0.2) AR 1(0.1)
H A& 1(0. 1) E- 732 2(0.2)
LR 3(0.2) R RIS & O B iR 4(0.3)
B 3(0.2) R 1(0. 1)
Ifn A B 2(0.2) IR A 1(0.1)
EN U] 2(0.2) R 1(0.1)
BIGEE 192(14.7) VU i 10. 1)
PR AR R 1(0. 1) BB L ORI REE 2(0.2)
iR AT 10(0.8) BHIR 1(0.1)
i:0 1(0.1) R RE bR 1(0. 1)
IEE R 40(3. 1) AR R X O ERE 3(0.2)
77 ZEOREk 1(0.1) A iRiEE 2(0.2)
AER 1(0.1) P HH 1. 2(0.2)
g 7(0.5) A RfEER L O S R 18( 1.4)
T 33(2.5) PR T T i 3(0.2)
N HZIS: 5(0. 4) FLH K 1(0.1)
LR R 13(1.0) TR i 1(0.1)
5 3(0.2) SR 6(0.5)
BHE(E [ N 1(0.1) TR 2(0.2)
B/R 10(0. 8) E L eRe 2(0.2)
R 2(0.2) 178 4(0.3)

i 1(0.1)

B 16(1.2)

MR I A T K 1(0.1)

<BE> IASCETIEL LREORWEMRHERSIERIL, 3046100 5 B A 100mg Z 1 H 2[ml#e-5- U 7= ERAE , T8 B = PR 2% |

SR I it K OV« TR 48 R 6640112 38\ T B L 72 BIMEF] 2 WHO-ARTIZ THEFH LTV 5,
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AR D AR %%gﬁﬁ B 55 0 RS %%fﬁﬁ
R R AR A 241(18.5) PR H I B 27(2.1)
ALT(GPT)H4H1 14(1.1) ~ESu U 4(0.3)
AST(GOT)¥4 9(0.7) I BRSO 1(0.1)
po-~A 7y aT ) N 98(7.5) M R 1(0.1)
NAGH N 42(3.2) AR EREOR A 4(0.3)
Mg e v e #8 8(0.6) REEEM 1(0.1)
ML= 25 o — L 3(0.2) P . R HR D 8(0.6)
1A CKIEAN 19(1.5) 3 ifn BREHE N 2(0.2)
i LDHEE N 3(0.2) iR % 2(0.2)
M U o A8 4(0.3) JiIRSSRANS: Y| 3(0.2)
I F - 2(0.2) R 7 VT F =N 4(0.3)
i R AN 11(0.8) B BEER B N 1(0.1)
CKigi» 2(0.2) PR HEE B 8(0.6)
Il BREHE N 2(0.2) R v ey ok 11(0.8)
y-GTPH 1(0.1) 1 HFAL-PIE 1(0.1)
y-GTPHEEN 6(0.5) 1 H AL-PHE N 1(0.1)
JRE T R o BERG 12(0.9) & 1. Bt 50(3.8)
~< k7 U b 3(0.2) U L ERIERE L 2(0.2)

QRIERRFm SE O Picid, AR SNk - RS E ShiEfl b & En 5,

b)MedDRA/J ver9.0iZ THEE,
<BE>

WA SCE T, RREORIE AT SRAERT 11,3046 D 5 5 AKI100mg 2 1 H 2[4 5 U= MR AE ., T BE&iJE I

9. SR MATEAETE B OV « s 28 R 66415112 35U TR EBL L 7= BIWE 2 WHO-ARTIZ CHEF LTV 5,

i) FMR, MERAECITIRERDER - 858 (BhAe -

SEEMEF - 2011 £ 12 A)

tlLadxr IR ERE W[El D F400mg, 2[A]H LAFE200mg, 1H2[EIE T
HR G IEXIBSE X IR 861
Bl VE 8 BLRE B 5% (%) 113(13.1)
I 15 AR i B 15 O R i
Pt L O 100.1) | HEmA 90 (10. 5)
EARRIR 1(0.1) R g, 7 a7 a7 ) N 36 (4.2)
PR SRR E 15( 1.7) (BT . B P 26(3.0)
fEHAR 12(1. 4) LNTEFADT L at I =2 —F 17(2.0)
EEBLLOET 2(0.2) ey e t#hn 12(1. 4)
AR 1(0.1) SR I BRI 6(0.7)
ik 1C0.1) R Taey ) —4 HEm 5(0. 6)
(LErAl 1(0. 1) SRAVEE B 4(0.5)
H RkEE 2(0.2) ML 27 L7 F o Ak - —E Hn 4(0.5)
T 2(0.2) TANRGRUEET I ) VTV AT 27— 3(0.3)
JHFRATE SRR 2(0.2) T T3 ) NIRRT =T — PN 3(0.3)
JFHE AR SR 2(0.2) Ay B 2(0.2)
FRGF J OV TRk b 6(0.7) ) 2(0.2)
a2 3(0.3) i HR R SR HE N 2(0.2)
35 2(0.2) i A FLER R A SR T & BE 0 2(0.2)
ZITE 1(0.1) MR T A Y RAT 7 &2 —E 1(0.1)
B L ORI R 2(0.2) RN R e % 1(0. 1)
s REREE 2(0.2) JRH TN 0 BERG 1(0.1)
Lz L7 F =80 1(0.1)

a)MedDRA/J ver. 13. 1IZ THEET

b) Hh B 1% P Hilml P 3R Tl R EVERHIEE H & U CRRRMRA I 30 L 72 o 7o,
o) TRV MR A 1 X FIT 4 R BR O 4 T MR H & LT L 7=,
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@ HILEREE (ER) ORMERARRE
i) BAETY O FEE, ERMHEMESRE
[EI P9 R AR 2 3Bk I 51 2 TR EREE CiER) ORIMEHFEELE

FEBULE B 5/ 2AEFIEK FEELR
traxs P 8645 / 75914 11. 3%
S HE 90451l / 769151 11.7%

a) BRI U v~ T8 (G« 128 ) . ZSTEPERIRVE B (B G-I« 4l ) M5 —HE MG

b) 100~200mg 1 H 2[A[#5-
) COX-21Z5xf LTI DR HRSE (FEARA T 1 4 FPEYEZ - S A

i) BRESRE
[EI PN FEH e IR 2 3R 212 g6 10 2 TR IR (ER) ORIEA B

SEHUE 5/ 2B FEBR
traxs o 144451 /835431 17. 2%
SRR 160451 /8314 19.3%

a) JERAE B E (% 5-111 - 4 RD) RZ oo —EH B KRR
b) 100~200mg 1A 2[E#5-
) COX-21Z5xt L B DR BREE GEA T 1 4 P2 - SR A)

i) Fgss
EIP SRR 12 3510 2 WL B G O BIMEF BB

FEEUE G5/ 2 515K FEHR
traxyo o 14511 /248451 0.4%
T hRF 29 4451 / 244451 1.6%

a) IR B (B G-I« 2 A1) %40 — BH S Hisaks
b) #1[EZ400mg, YRV NT200mg. % H1%200mgZ% 1 H 2[A[# 5-
¢)200mg 1M 2[A[#& 5

E)ARNOERINTHE - HEIX, LT Th s,

< BHEIY v~F 1 100~200mg &= 1 H 2 [EfREA&H 545,

- BIUPEBAEAE . MURAE, HBIEIEPALK . SEEBOEGREE, ME - MEFRZ - 100mg & 1 H 2 BIRRAHET 5,

- Fiivte., sMEL ., kT : WIEIO 2 400mg, 2 [BIH PAREIX 1 B 200mg & LT 1 H 2 BIRAKET 2, 723,
BEMRIT 6 Bl LT D 2 &, TADOHEIE, HIEIDI 400mg, HEITR U TLIEIL 200mg 2 6 IRFfH
DEbiFcRoiE42%, 2720, 1H2EETET D,
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@ ERLLNEREEEROREE

i) BAETY O FEE, ERMEMESRE Y

EIN AR RBRIC BT 2 HE 2 L R RO FEE R

;—'—»a-'zJ_‘ Egg & I =p I b) 70‘? _E ﬂfﬂﬁﬁ%ﬁ%ﬁd
A, SRR 23K AR I BR2BAUR 33
—HF
e R = . N e N e e
De > e) N e) Lo B SE D) N e) R
=534 (g B TlLaxi 7 kLraxiy XPHREED | L a7 75 R
PIERIEK 2,398 1, 992 759 769 675 412
FEBUE IR 2 2 0 2 0 1
FBLR 0.1% 0.1% — 0.3% — 0.2%

a) 20074E D A ERM £ Tl T & 7= 384,

BOmE, JRBIREIE DS, SURBEGRE, B - R EH Rz 5T

b) B U » = F B (G-I - 1238 H) . ZRPERIEAE B (B G-I« 4o D) ki G 0> F2Hoks HREAR
o) B U U~ F B (G - 4lF) . ZIRMEREVE R G : 4D RO T T AR IR EH

ISt
d) 25~400mg 1H2[E[# 5.
e) 100~200mg 1 [ 2[A# 5

£) COX-21Z %t U CEARMEDAR W IRIE GEAR T 1 4 RPETESE - 88584

i) BRE. FRESEAREX. ERBERERUERE - BEXEE
[E N RFRBRIC 6 1 2 IS 0 Ll B R G D FEBL=R

P 53R F Tlraxy 7 75 R % HR R
RREFIEL 1, 304 411 831
FEBULE Bk 0 1 1
FEBLR — 0.2% 0.1%

a) IR KB E et G2 o0 B AR bR, TR BRI JE DR 2 SHURIBAR T (V9™ D 0T - Al | e - e 0B (B 5
HITH] « 238 M) k5RO IR AR
b) 100~200mg 1 FI 2[a#%5-

¢) COX-202%f L TEERME DRV IRIE GEA T 1 A NS¢ « BUmAD)

i) FME, MERAVICHRERES
Fhfrtk (B G-I 2 AR . AMERR (B GIUIR  8 A . otk (BG40 - 1 |13 2 [A))
DB G E L ENBRARER 4 3BT, EEROILE RFRORBEIITZRD b

277,

E)ARNOERINTHE - HEIX, LTk Ths,

< BHEIY v~F 1 100~200mg &= 1 H 2 B A&HE5T 5,

- BIUPEBAENAE . MURAE, EBIEIEPALK . SEEBOEGEE. M - MEFR - 100mg & 1 H 2 BIREAHET 5,

- Fiivte., sMEL ., kT : WIEIOD 2 400mg, 2 [BIH PAREIX 1 B 200mg & LT 1 H 2 BIRAKET 2, 723,
B EMRIT 6 Bl LT D 2 &, TAOHEIE, HIEIDI 400mg, HEITR U TLIEIL 200mg 2 6 IRFfH
DEbiFcRoE+2%, 2720, 1H2RBETET S,
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<BE>EWTHERGHRICE T 2 LNERAEFLEHRGNEANT —F) 12910

WHMNZEB T D KGR Y — T UIREE TEOFBE TR (K TOREE « IR TIERW) Otz B &5
% 2 B A& S L7=, APC #BR ¥ (R 34EM o B % 5) Tl EELLMERAEEFR (DMERFR
WX DI, DHAEZE, 2T O BRI A BB 72 MATRD Hiv, 77 BRI D% A
7 13AA] 400mg 1 B 2 B 5T 3. 4(95%CI: 1. 4-8.5)  AH 200mg 1 B 2 [A1#%5-T 2. 8(95%CI: 1. 1-7. 2)
THolz, —J7, PreSAP #BR Y (K 3 EM O H &% 5) Tk, AAl400mg 1 H 1[5 X 2 EEZRDL
MEREEFRLMERFLRICL D, LAFEZE, M) BBUZBIT 2 7 7 8 RIxtd 2 Hx%t Y
AT71E1.2(95%CI1 : 0.6-2.4) TH Y, VAT OHEKITFRD LIL/eh o7,

APC FABR, PreSAP ABRICH 1T 2 Ll R A EHROFEILRIL

APCE R PreSAPEERY
N s VAVAN 200mg 400mg 7T iR 400mg
DIEFRAEER A 1A 20A] 1H2/H] 1A 1]
(n=679) (n=685) (n=671) (n=628) (n=933)
< . FEBLGI L 6 17 20 12 21
CREAREL ST e | eow | @ew | Gow | 0ew | esw
e FAXFY 2 2% - 2.8 3.4 _ 1.2
(95%CI) (1.1-7.2) | (1.4-8.5) (0.6-2.4)
DMILE RBERIZL DT FEHLBIEL 7 18 23 12 23
N E (FEHIER) (1.0%) (2.6%) (3. 4%) (1. 9%) (2.5%)
bz e %S U 2 27 % B 2.6 3.4 _ 1.3
R4 (95%CT) (1.1-6.1) | (1.5-7.9) (0.6-2.6)
a) TR FENME R AR 5% 7 B 2h B ek B w56t 77 R

b) KIGIRIEME R U — 7 58 T B 20 R ER

W) AR OERBE NI AL - AEIL, LF0 LBV THD,

B Y v~F 1 100~200mg Z 1 A 2 MR AHKS5T 5,

- BIUPEBAENAE . MEwWAE. EBIENEPAS . SR BEEGEEE. M - EFRZC : 100mg & 1 H 2 BIRAHEET 5,

- ik, SMEL ., kT : WIEIO 2 400mg, 2 [BIH PAREIX 151 200mg & LT 1 H 2 BIRNFEET D, 723,
B G-HMRIL 6 RELL LT D 2 &, THADOEHEIE, HIEIDF 400mg, HEITSR UTLIEIE 200mg 2 6 REfH
PUltdbTRn&E42, 720, 1A2EETET D,

(5) BRESE. BHHE. BEERUFROARELRAOREARTUAE
LR L

(6) EMT7 LILF—IInT 2TERUVHEE
2. A NRF L ZoHE (FRIZEZETe) (1) ] KO () ERZREIVER & PIHER 1) | OESH

KL axv T8 1774V —] HEERBRZE L Wz, BERBREEICET 2R T e RE
HWEDOA L ZCa—Tr—0B8H L,
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A CIEE ORREAZ B LN S, EEICRET5 2 &, [ RICEEE CIIAEBEBENMET L
T3, ]

(fi#30)

— I Bl E TIIATRERE . BRERES D AFRENME T L TCWA Z e bEE LT,

[E N B A AR (AT 25~400mg % 1 H 2 [ 5) 1281 2 A EFGRERIL, 65 mAlm T 42.0%
(638/1, 520 f51]) . 65 kLA b 75 AT T 42. 1% (278/660 ) . 75 Ll T 41. 3% (90/218 #) TH
V. 65 kLl O E A & IEEInE CIIAEFROBBLRITETRO b ho Tz,

S E TR s lin i (66~83 55%) 24 1] Je OMRERRIE mrflin (19~48 7%) 24 FIZAHA] 200mg 2 1 H 2 [A] 7
AMKERG Lz A, EFEREIZEIT D ZEE TR GREOEERERED Cuy KO AUCy 9, (Cpay
1, 808ng/mL, AUCq g, : 11, 852ng * h/mL) IXFE R HE (Cpax + 973ng/mL, AUCy 1, @ 5, 871ng + h/mL) (2
ERCEMEER L,

10. 334R. ER. BIBF~OEE

() 1ms

DIERAEIICITE G Loz &, ERERH O~ T 2 OO Y ¥V~ 5280 T, BEO
BARE NG HE ST D, ]

2) ik GREIRRIILIAL) SOTIEIRE L TV D AREMED & 5 ActElcid. 1B EORFISMEI G2 EAl S
R SN DG EICOREETH T L, WHET AR, BER/NRICE E, EEFEKEE
BT LR OHEBEICRGT L2 L, WRFOEGIZET 2 LZEMETMNL L TV, 7 adF%s
Fr—ERER ROAl LAD EEmIcER L, RIROBHRERE K YR &R, FUCHED
FEKMENR X 72 L ORERD D,  [HEEMEZ AW RaRRERRICK VT, MlagiEn
D B D PR E CYL RO EH B E (NG IHERE OHEIN) 23, ARG A FEME B CRAIRB L 15
FEEEDOHIN, KRB~V =7 RIEEEHDEDNRBD LN TND, £72T v MIBWTAERAIN
JRVICBATS 5 Z L s Sh T 5, ]

(2) =ELow

AR OB G T 25 EICIIRA LRI IS L, (B N ~OBITRHRE ST
2 64, 65)o ]

(fiFEz)

(1)

D7 a2z 7502 oA RAEWER 283 2 AL B IROBIRE 2 IEdH 2 VIEAE IS 2 &
DEHNTNG 2 F7= 0 Ty FTlE, B L axy 7H5C & 5 HAIROBIRE I R
ENRDoTN, v~ T A OROe Y Y VIEEEAWEERICBWT, B axr IR BIEOH)
RS 2 i S5 Z ERME SN TS, [FREOFTRNAE S THIRO SN D NFIRHLER, o
TR T T Y AR EA L RIS BIIRE RHIPASE A 5] & 2 9 RIREMEN G E T E 2Rz
B, WEHRR O LM IIARI E RS TRETRVWE L, L HBERNEL 20 (FRRIZRE S
Tp) | OEFOARIHIZZD G HFLHE LT,

ML ax v TG (77 A% — ) IFRIE - BRRRBRZ JHE L TRz, JERK - Bk i
T HRBITEHERGOA VF Ea—T +—hh BB LT,
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@??4:~XAAx§~W%WW«HN%%%PT REREEHRELRECELax T O
BmEtEERa Lz & 24 19 st R0 SN 5 B E TN OISR i,
T, T v N TOUMIIREAE~ORBIZET 238 "B W COEREBIECE oA, HAER
T O AE S OFAN NS RHMROREREICBE+ 2 38Rk IR W CHEERK ORI EBO bz, 2
oML, CoX FHEIC i@7mx&77//x BRAILE S D AR, E IR L QMR DO HERF
B LTELO L LTIHERAT A FEER - #EEAICHaLNTEY, ELrax 7oV Tl
f“?&“ﬁﬁgg(élOOmg/day)@%ﬂ%ﬂS 415,10 6 [FEDIRFRICB W THALNTTETH T, Tz,
7 v MZBT DR - BBIERAEICET 2R O&5:E 9K 0T v MEEICE T R~ L =7
AT D BE 91 kWT R 6 ~17 HDO T v MIARAIZEE LBRIC, BRRHERE &
(mmymW@96H®ﬁ% X0 BRIV =7 OISR OBIINN I bz, S 612, vH
FIZHIT DI BRI AR 58 0 #5588 7 2B\ CHERARHESE & (400mg/day) @ 4. 9 f5D
ﬁm&@%@%®ﬁ%&0EMM@WE%mi_ﬁéﬂmwgnko
IS OF — 2 I TEREHELE & (400mg/day) D70 < L b 4.9 (FOIRFEIC L B b BTN,
AHFNLZ v MTBW TR %ﬁTé:&ﬁ%éhf%D“&EFVﬁwTiﬂ%$®&5’
B 2 BN STV W, BAEX Y | B SUTEEIR L TO A ATRENED & 5 P TR IR
LoBHHRENERMEE ERD ST SN DHEAICORMEATRE EEZRE L,
¥, AT A RYEER - BUEHICHR LD HPEIN~DRE ITRIIFIERE , SifpfRaidt L =
X T OEREIZB N TS b no T,
it\#x?u4F@#*r£(mmm)@Fmﬁii@ vrutF s —t 2 [EERIC
L2 EEZ LN DMBEOBHAEREE LK OIREIK T, ZAUTLED EKEDIED U 27 PEESND
7=, %ﬁ(%%%%%@<)Xiﬂ%bfwéTwﬁmééﬁ [ R Y A e VA28 5 NI
LD, WHFEKEEZERT AR CEBEICRGTAREERHEL, EERET S L E LR,
(%%I»kwf BT oL 1 plicELra%xs 7 100mg 2 1 H 2@ GH4ED &G LiZE 25,
BH OB 4. 75 FEf% O P EE 1T 133ng/mL (2) & O 101ng/mL (4) . AUCy—wlZ 1, 751 1
g/Lh(ZE) R 1,445 ug/L + h(F) ThoT- L OWENRH S %, F-, HEICBWVWTEATOL
PESFlZE L X7 200mg # HEISUIEA G L2 2 A, AUCs LV HEH L&D 8 I
W72 2 R FLH PR 1L 66ng/mL & OHENH B ),

1. IMNEE~ADES

IRHARER, #rAER, AR IR, DRSS DL eI L TRy, (BB 20, )

(figa)
ﬁmémﬁ CEAER. IR SR, NREMGE L-RBIIER SN TE ST, RHAEKER
AR, LR, ShiE GANSY féﬁﬁ@ﬁ@ﬁ&@ﬂéi@@diﬁofwﬁmtbaibto

BRRRERRICRIEIZE
RH R L

\

ML axr T [ 77 A% —) 13ERR - BRRERZ I L T2, JEERER - BRI 1B
T HRMILERERMOA V¥ Ea—T +—Anb3I AL,
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13. BERS
DR L

14 BRLOIE

ERIZZATEE : PTP l2EOFANL PTP > — MOV H L CTIRAT 2 X 5 fE9 52 &, [PTP > — |k
DORAIC LV | BOWELAT A EEREA~RIA L, BRI EE 2 U CHERIN K% o EE 2R A OHE
PORTLZENHEIN TV, ]

(fiia5)

— PRI & LT, B EKER SR 240 5 CERk 8 4F 3 A 27 HAD) KOV 304 5 Rk 8 45 4 H 18
H) TPTP REBKKIRIZOWT IZREWVERTE LT,

PTP ¥ — M OFAEKIZ LV | FEVERA IR IERE A~ L, BICIEEALAE Z L CHERRIAR SO E
BRAIHEEDET 5 Z ERHE SN TSm0, AR, PTP — b2y HHD H L TR
MAT2L5B8F52 L,

15. ZOfDEE

AEICBIT D7 v 24— " — THEMIBGARIC W T AFBERG-RH A~ TRAE G-RE I HER
[EEOEIGHVHEMULIZ L ORERH D, £lo, MOEAT v A FHEHE - SURAIZ REIR&ZR G S0
TWLRMEICBNT, —RRRRENBO DN L OWMERDH D,

(fi#z5)

SMENZ RN T, 7 8 AF— N— " H B RERGERBROAE R, ARH O IEL G-REIZ g U CARAIE G-I
VEHEIRREE OEIA SN L 72 & O STk 23 8 5 109

F7o, FERAT A REEEE - SERFIOBREICBWNT, vty A —ElEICLIY e Ax S
T UV DERERD SE, KHEO R ARIEEO NS R 0 5D & O NG 5, Rk 13

tF 4 H 25 BT ORATEE EERR R AR FHEAIZL Y . FERAT a4 R RS A OWRAT
TNCARTEH Z i & O RICiEV, RIS G2 EIC BT 5 —FHR 72 REEIC OV CRE#k L 72,

16. Z itk
HEERR L

KL axv T8 1774V —] EERRBRZE L Wiz, BERBREEICET 2R T e RE
DAL EE2a—TF— 5B AL,
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IX. FFEREREAERICRE T SIRE

1. EEHER

(1) EHREHER (TVI. EEBICEHI SRR &8)

(2) BIRMFEHER
MR L

(3) REMEEHER

— R ER DO RS AR P,

. B e PRI R OF e e
ABRIE B By - 5 & - NN
Phase I Phase T .
20mg/ke Phase I \ — R L
(W2 ) T - ZWJ/Ei Phase Il B ‘
Sk % Phase Il e 2/ | B 51 H&:%@E%@@J%ﬁi
—HRRER S O 1.5. 5. 20mg/ke/ Phasell : ay b —REICx LT,
H 3 E R E‘, (‘1 q ‘1@4 B 1 6f1/8E | 20mg/kg/ A TT5. 8%, Hcfs
S8 ) W 65/ RE | B E522-24RERENC HED IR
F17320mg/kg/ H CT17. 4% 1K T
~ ®&n 50, 150, 500mg/kg f’iﬂ?gﬁg [ % 730
Sk % 1.5, 5. 20mg/kg/ | M : 651/F¢ PTZ(45mg/kg, ip) 1T X BREMRMEE
H(4HMBE®RS) | HE: ofl/ft HEIEIE & HE5mg/kg/ H "C5/6/F1
PTZ (75mg/kg, ip) 12 X A M
. FAFEIE 2 HEBOOmg kg T11/12451)
. . Bt - B M RS B FE E & 150 K T
fi D vV #H 50, 150, 500me/ke | o 1 4t e | 500ma/ke C8/11 K 09,/ 12U
% B (50mA) [T & 2 BRI MR S
iy i % 150 J2 U8500mg/kg "C6/11 431
a KON/ 124540
M 2o o — L2645 126 L
- . 1.5, 5. 20mg/kg/ | HE : 6f5/# T 5&ngfg/kg/awcl6&
7y b R ) | el/RE VIO
ANF YV SULE ' HE - = he— LRE10353 Tk L
& — AR RS T, 20mg/kg/ B T62531ZEHE
i - v he— V48 647t L
<% & 50, 150, 500mg/kg 10‘_12@1]/% T . 150 % U500mg/kg C85. 2% I°
94. 95MTIE R
Wt © 2> b —/LEELT. 1
BERAWr i thinglk e [ zxt LT, 50, 150 & O¢
K O’Tail pinch | =7 A& o 50, 150, 500mg/kg 10.—12%/% 500mg/kg CWrithing[R|$ % 7. 5.
ik 1.9, 0. 9[ENZ I,
Tail pinchiBEIRICHE L
1RIR 7 b &N 50, 150, 500mg/kg | M : THI/#E | BERL

a) BEICHr 0 322 W R D B 5
PTZ : X T T —)b
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o e PRI K& b b
AR BRIE o - R P
AR IH H @k Eraon B AR AR
EUlER)iiE 7N
HWhti= 77
AT VA,
e RIS = KHE
WK M E P E 1. 2mg/kg/1553"
W | BRI (0. 0141mg/kg/%>) AT R R T R
©| LR, . i 16mmHg |- 5- (6mmHg 157, 21
IR S et B e i 3BU/BE | A
B | A - BRSER, " (0. 0465mg/kg/43) SEHIIE A AR ] TmmHg
e | IR A EAE H (TamHg L5 2143 E)
% | DU 12mg/kg/15%%
PEREI I E (0. 141mg/kg/43)
S I
D3k,
% LEN
KHE
. 0. 6mg/kg/15%5"
7 S HE BT o |
Je S AR W E qj‘;ﬁ‘ﬁz@/ ke/1)% 1 L Lk n
dp/dt . F¥fL | A X -, lﬁik“y\ — o B DA B O/ SR LR I %
L Dk, O | OREET) | T (0. Toame/kar15sy) | GPI/EE | HELS(2/480)
MR, % %_ﬁé%g 87 Zoof -
i \El‘\% 5 A . Ny
fE ML 4mg/kg/15%y “hl/B
o (0. 311mg/kg/15%))
A M, D%k,
| RS, R, | A X + 5 ) v | 200mg/kg C AR A AR . i 214 0
DR, KBRE) | GRERT) | gy | 00 100v 200melke R SBURE | g o~ 6296. 45~905318)
JUR ifn 37 2
T FLEE A O TR ) \ .
i R 2 P RUYY e < 51/ | B L
HERGF ¥ /L % | HEK293 in . "
AT BKER | vitro | 104M abl/EE | IR L
’Egjéf;é g;}gi 100mg/ke/ H "CHREEDTRYE (HE: 1/5
fé%a@rﬁé g i, i : 2/500), MmpLAF 0
N — X i = .
WA, BHEHC | o |y | 5. 20, loomeske/ B | im0 O W IR IT CHE G
svrF=ry |77 = (4 A IRCHE £ 5) HESTU/BE | e e a0 g0 G i -
Bl yrso2 ® (M - 379. 39—199. 6mEq/Lj ﬁk& :
N [prepen ﬁﬁ{tggoj 303. 09—129. 9mEq/L) . ClHHH&
w | 5 AT (I : 469. 47 —289. OmEq/L)
s 15mg/kglh b THeH54£0-3IRFfRI DR
5a 528, 3-40. 0%, #5406/
EQ = - i CIRIZIEIE16. 7-36. 4% L H.,
§§‘§¢§? Sk 0 5. 16, 50, 150, | &:7-9%1/ | 50mg/kelh B TR GH£0-6IFHIDIR
R ™ 500mg/kg i 519, 5-31. 8%, JRHNa® 21.8-35. 1
= %, ClHEME19. 2-34. 3%} UNa™
/KT 1029, 6-35. 9 % i, P 5%
6-24FF DR B 7 L
- - . 1.5, 5, 20mg/kg/F | HE: 661/BF | o gy
ji 7h B GRmscms) | e epym | Rl
| PEEARIREHE T -
z <R e 50, 150, 500mg/kg 11-13%1/ | &L
ZIN ﬁ-;é
a) BHCHED 220D WE G ) BEE SR TREERE ) IBNMMERERS o s hr— i
HERG : & hether—a—go—goBdi#i{s7-  HEK293#HAE : & MR R
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. 5 PERI K Y n
RBRIH = o SRR AR
ABRIE H ik g ®5& P KR Rl
4 ML E T AZ I VRO R
TEFLY k= I 7. 5% & TR8. 2%
BRI e | 0.0k nisiec | g | T AT ET Y
g|v Emb= 7 lnmroéw ARISBEL R T AR 253y, ku k=K UBaCl,
- >\ BaCl, Ui IS 2 45. 4%, 53.6%. 68.3%.
4 83. 0% 1l
! - 4 4 MT A BhiE &) & O'BaCl, I
% Efh, 7 .
g‘ i?i;ﬁj/ . %32, 2% K% U4, 8%, 40 1M
8 o) . He - 5-94/ | CHENES), TEFLaY
AHI v ta | FAEY N | invitro| 0.04, 0.4, 4, 40 «M - EA¥ SRR ke B
}\ = :/\ Baclz Gitr o o
W BaCl, X ##E % 75. 4% . 78.4%.
62. 4%, 90.6%. 87. 6%l
a) @ BRI D SRR Y ARG
4) ZothoEBEAER
M ER L
2. EMHER
(1) BEERESHHER
iy P 506 B OV Be 5.5 (ng/ke/ H) HEWS O B HE &
Z o 1 o, HmE 0. 1000, 2000 2000mg/kgit8
A R (fE) 1Y B, HmE 0. 1000, 2000 2000mg/kgiR
(2) RIERESMHHER
. BhEE EEPRHESE SRl C 1T B
‘X S ﬂﬁ\jz‘ =
B P G M O (mg/ke/ ) MEFE M AUCIERE T2 e
‘o, 1 A # : 600mg/kg/ H M 2 5. AfELL
0. 20, 80. 400, 600 o
(+1% HEEMHE) 1 : 400mg/kg/ H HE - 14, TRELL B
= #o, 3y A HE - 5. HELLE
v RO 0. 20, 80. 400 i 400mg/k o
7>k (+1% AEEM) ke & HA00me/ke/ R e g ey 1
wEo, 64 H B 2 2. 5(EFLL I
Vi
(+1 Ay | O 20 80 400 MRS B 20me/ke/ R e ) ok
‘o, 1 A -
(100mg/kgA Lix | 0, 25, 50, 100, 250 | MR & b 25mg/ke/ A ﬁi: 2'221Eij2
238 + 23 [ 1) T
1 CISNERY 0 HERE & b35me/ke/ | HE 3 405U
(+1% A E1EM) 15C 7.581D) (17. 5mg/kg BID) W - 3. 66501
25(12. 5BID)
®o, 124 A 25( QD ) WERE & % 35mg/ke/ H HE ;3. 8F%LL E
(+1» AEIENE) 35(17. 5BID) (17. 5mg/kg BID) I - 3. 1f5LL b

BID : 1 A2E D4y EIFeE.. QD : 1A 1[E#E
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(3) &TEHR4EMHER

YA : 100mg/kg/ H

Bh5& _
e Be 5 . BERHELEH BlC BT 5
FRBRIR . k I e &
H EaILY)| O (mi./) g/ EER L AUCIE R 5
. e D — % B K ONVEBE
N 4 600mg/ke/ i
_ . THE - A EC R4 = e 8748
Z IR O ﬁ‘gﬁ%%ﬁ%a 0. 60, 300, | > —fEHENE « 60mg/ke/ | KE : 5. 452 E
HIAIRRS A= i - S5 A O 600 £ e BEMT— 2L
) FHHETH % ¢ It D 52 FEHE Mo O A%
4 60mg/kg/ H AT
- . 7y b 0, 15, 30 — MR Y T — 2
ZHREER O 56 éoozi —fE M« 300mg/ke/ H L ’
PR i« 7L o ZIAE R CHIIRTE A | ‘
U B " 00, 2.5, %Sgﬁmmgé 2 W B KO8 39 I %6
N 5. 10 A5 9fELLE
TR = I
R W - SR, 238 | 0. 60, 300 ?jiﬁzb{@aﬂmmi BT 7 L
(PRFEZNEL) A U CAghid
BEi (—EtE, A5
G g u| 0. 10, 30, A . .
B - BV o7 " f) : 100mg/ke/ o5 L
JBIR - 100mg/kg/ H
B RREE | | B 0, 10, 30, ?J%ngﬁﬁ‘ A S - 0. el
A5 i R6~ = /%8 IR
(R I IR6~17H 100 I« Tomg/ke/ H MEUE - 4. 4fED
e - B R , 0. 30, 100 . s
(I~ =7 T govco, | e BRI g
& DORH) 200, 400 = ARl
%}:D 0. 60, 150, @J#@ (*ﬁ&%’@\ Eﬁlﬁ
e s ITHRT~18 A 300 HE) : 60mg/kg/ H
M58 - 60mg/kg/ H REEN) (— Rk, A%
W s | TR ) 150mg/kg/ H LA E T | #8) @ 2. 12k
(0 v 4 =H 0.150. 300 | TRRKIEAET IR | BRI : 2. 15 L
L o> s FEIRT~19H HoNR, Wb
=T — A OFPHN
@ (— i3z o | BB () 4.4
Hi B B 1% D %% ., 10mg/kg/ H (Y
éE N [% = 105) ;ﬁjx:‘:l 0‘ 10‘ 30‘ ~ N N
KO EEE | 7> b FTUEG H ~429L21 B 100 @& (4 FEGE) | BE (EHERE) 9.6
hE - 30mg/kg/ H EIS

WAAR 10, 61500 F
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(4) ZDMO%HHkEN
1) R
ElLax T ofE%EEELE Y MBI D2REMERGMEYT 77 1 7% 2 —3R (Active
Systemic Anaphylaxis Test : ASA)"'® K Oz B R &7 F 7 4 7 % 2 — kB (Passive Cutaneous
Anaphylaxis Test : PCA)!' | <~ 7 & IgE PUARPEAZIFIE L 95T v k PCARER 2, £LE v b
ZH\\ % maximization VEIZ £ 2 B REEEMERBR “DIC L W it L7z & 2 A BURMITR® b
Mmool

2) EfaEtt
LAk T OREEEEZMEZ O IR R P FEOSEMEE AV o8 s
FIEIRAE TR 2 A ORI E I D Y R B B 1Y T > NI D/ MERRER Y
XV BRI L& 2 A, Bismthidsdo ohehoi,

3) BRI
UYXFOMREEICE L a X o T ROREIREE Lz & A, BRI RO b7z 2s, WiRIC K
D EIE MR S 7 Y, — 05, BRICIRRZRIE LT L 2 A, ARIEIEERD SR o7 Y,

4) NARM
TLax s TORAUENET v B =R I THREILTZE ZA, WTRICBWTH 2 AENE
IR Z 7o 7,

KL axv 7 1774V — 3FEERABRZ T L Tz, FERER ARG IZES 4 2 iid#id it
REHEDOA LA a—T 4+ —L05BBH LT,
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X. EENERICAT SHE

1. REX5
Al BLax TEE100mg (77 AW —, BL X765 200mg [ 7 7 A H—)
BISE, ARG (R - ERMEOLGEICLVERTHZ L)
By kv axs 7
BASE, AL RIS (ER — BRSO G ZEICLVERTHZ L)

2. AR ILEAHR
IR - o — 2 EICFoR (&% 3 )

3. Rk - RERH
EiR R

4. RFBRFONLEDTESR

(1) ERTOWMYHFEWNLEDZBESRIZDINT
M LR

(2) ZERIRMAFOMYFZWNIIONT (BEFICBEITARNETVWESLES)
(VI 14. 3 EOvER ] KO0 VL 6. HEEZRIRRER & OBH R OWETTIE )] DEZMR

BAETIERS S A R 4D
<FODOLEY AV

(3) FFIFEDBEEAIZDONT
BARMANA

5, RBEHSH
BARMANA

6. @
Tl axT 78 100mg [7 7 A H—)
100 £ (10 #£X10) . 140 #& (14 £ X 10) . 700 £z (14 & X 50) (PTP) . 500 && (/XF)
Tl axT7EE200mg [ 77 A ¥ —)
100 £ (10 $£ X 10) . 140 &£ (14 & X 10) (PTP)
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1. BEROME
(PTP £13&)
Tl axT T8 100mg [ 7 7 A %—]
PIP>—h:F—FRYFur’Ly, H—F)LI=7L
L ax o TEE200mg [ 7 7 A H—]
PTP v — b : X—R V=1, E-TLI=0U A
(AR L ALEE)
Frov TR, R RVZFLy, RyFr  RKIzF L
8. E—H5 - EhE
Rl—pksr « L2y 7 AEE 100mg + 200mg
GRS R Ara=0r s ol NI By NN/ A= B 400 ob/4 il NU) By SVARIE o) P Nl = B JE= i il N N
g Aaxoh A, a )b A, Fuky AT a7
9. EHREERAH
L
10. &ERFARPEAHRUVRBES
11, EBMEALNSHEFEAH
W 58 4 SR SE AR H B AR E S SAMFEYEEAFEA B
L a7 100mg [ 7 7 A P—] 202082 H 17 H 30200AMX00230 202046 H 19 H
L ax TEE200mg [ 7 7 A4 P —] 202042 A 17 H 30200AMX00231 202046 A 19 H
12. $hEEXIEHREM. AERVAEEFENZEOERBRUZTORNE
ARV
13. BEEHRERE. BIMERZRELARFABRUVUZDOAR
RZM L7
14. BEEYM
RZE L7
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15, REHMFIRERRICET H1FH
[ LRI R ORI R QNS SR RSB Z D S JRAE B R B3 E 0 £ Pl F IS | (BT @E 7R
55107 5 2 PR 18 4F 3 A 6 HA) & &0 —EfekE (EA S5 B 5785 97 75 ¢ Ak 20 4 3 1 19 HAY)
(&0 THRERBIEIC ERRASERIT ST SRR | (ZIEEEY Levy,

16. &#FEa—F
) R A B4 A L )
R 7 4 HOT (9 #7) 2 5 o ; Lt NEEa— R
" IR E A = — R =
L a7 E 100mg [ 774 P 127993102 1149037F1186 622799301
L ax 7 200mg [ 7 74 H—) 127994802 1149037F2182 622799401

17. RIFfEFLDERE
AANL, PREG2IR E OB FEIEMITH LT 5,
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XI. 3Z#k

1.

51 RAXHEk

1)

2)

36)

MEFZRE . (T RSN 2= R—Y LT 742 oS (1) —BHEA,
Ay IR, 2= NPT YA CEERO A GO — ] 8 35 BUEREITI AR YT A
TR SCEE ¢ 25, 2009

FHEH fh o T T RSN = NPT A T > FOBAFE (2) — KT
RECORMPIMED bl — | @ 2 35 BIURTEARAT > AN ¥ 0 LGEHGR SCHE © 29, 2009

WA 52l T=eF R ZESNW T2 == LT A 7 FORFE 3) —K=> b
Z A MIRRECTOFHMED bhig — |+ & 35 [FUEEARAT > AR ¥ 0 A5k SCHE © 33, 2009
HNEE: L3y 7 Z8E 100mg KON 200mg D22 EMRBREE R GrEsRA5R)

HNEE: Bl oy 7 A8 100mg K O 200mg D ZEE MRS R (B ke

FNEE : B L3y 7 AEE 100mg EOELIRBO L EMERER (SRS WEE

FENEE : B L3y 7 ZAEE 200mg MEOPLRE DL EMERER (FIRESME) WwiEH

FENER 'L 3w 7 AEE 200mg P EI% OLENREBRHEE L ENE 1000Lux)
FENERE . L3y 7 AEE 100mg -0 Elt Oz EERBREE OLZ et 1000Lux)

HNEE B L2y 7 28 200mg 0 E#% DL TEMRER)

HWER . & Loy 7 ZBE 100mg 581 O 22 EVERER)

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

2% b : Prog. Med. 26(Suppl.3) : 2788-2819, 2006.

2% M : Prog. Med. 26(Suppl.3) : 2820-2845, 2006.

HAR JEH M : Prog. Med. 26(Suppl.3) : 2869-2910, 2006

R S=F- : Prog. Med. 26(Suppl.3) : 2911-2931, 2006.

FgHh Fi— fih : Prog. Med. 29(Suppl.2) : 2853-2872, 2009

EjE BTt Prog. Med. 29(Suppl.2) : 2893-2917, 2009.
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2. BOYIEIT BERRIEFER

(1) ERICBET 5iB5MEHR (FDA, A—X S U 75 $E)
AT DEH LR s, Ewm, RILESE~oRE ) OEOFEHIZILLTO LY THY | ik
FEEIILONK FDA, A—A T U THE LIRS,

[ gl Tdim, Ehw, RILmE~0&K 5]
(1) 1E87 %

D) ERARINCITEE LienwZ &, UEERMO~ 7 AR Y D~OFE 52BN T, RIEOBEHR
BIAENHRE SN TWD, ]

2) TG GEAR AR LIAR) SUTIENR LT 5 ATRENMED & 2 ot id, 1R LB EIES fakRdE 2 b a
LR SNDEAICOREE T2 L, 5T, MER/NRICE &, MEEKE
TR T A PEEICEEG TS L, HIRTO®REICET AL eMIIMSL L TWRY, v ra
Fx U7 F—BIER (ROAL LA ZEEICHER L. JRIEOBERERE K DR BRI, <
AUSHE D SFKAENEE T ORERH D,  FEEMEEZ Ao R af 2 ERHERIC VT,
AR FEME DS FE 8 B AL 5 IR EE CY RO E) B (NS IR OB A3, A5 AL et ¢
BERBIE T ED N, R~ =7 IBIBERERDVENRBDO LN TS, T v b
WCBWTAKIBKBIRICEBITT 2 Z EnmEsnTtnsg, |

BRITOLMREGT HHE IR L RS2 2 &, [ FRAT~OBITR®RE SN TND, ]

SRS
FDA : Pregnancy Category C
D from 30 weeks of gestation onward
(201945 H)
A=A Z VT O B3
(An Australian categorisation of risk of drug use in pregnancy) (2021 £ 7 H)

2% SO

FDA : Pregnancy Category

C : Animal reproduction studies have shown an adverse effect on the fetus and there are no
adequate and well-controlled studies in humans, but potential benefits may warrant use
of the drug in pregnant women despite potential risks

D : There is positive evidence of human fetal risk based on adverse reaction data from
investigational or marketing experience or studies in humans, but potential benefits may
warrant use of the drug in pregnant women despite potential risks

A —ANZ Y T7D45¥E . (An Australian categorisation of risk of drug use in pregnancy)

B3 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing
age, without an increase in the frequency of malformation or other direct or indirect harmful
effects on the human fetus having been observed. Studies in animals have shown evidence of an
increased occurrence of fetal damage, the significance of which is considered uncertain in humans.
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(LM EorrE]

PN EANGE TN

IRHAERER, AR, 7R, SR, DNRISHT 2R EMETML LTy, (EHRER 20, )

High

RLAHC A

oK ] S % = 3 i
DU IE
(2021 424 A)

1. INDICATIONS AND USAGE

CELEBREX is indicated

1.3 Juvenile Rheumatoid Arthritis (JRA)

For the management of the signs and symptoms of JRA in patients 2 years and older

2. DOSAGE AND ADMINISTRATION

2.4 Juvenile Rheumatoid Arthritis

For JRA, the dosage for pediatric patients (age 2 years and older) is based on weight.
For patients >10 kg to <25 kg the recommended dose is 50 mg twice daily. For patients
>25 kg the recommended dose is 100 mg twice daily

For patients who have difficulty swallowing capsules, the contents of a CELEBREX capsule
can be added to applesauce. The entire capsule contents are carefully emptied onto a
level teaspoon of cool or room temperature applesauce and ingested immediately with
water. The sprinkled capsule contents on applesauce are stable for up to 6 hours under
refrigerated conditions (2° C to 8° C/35° F to 45° F)

8. USE IN SPECIFIC POPULATIONS 8.4 Pediatric Use

CELEBREX is approved for relief of the signs and symptoms of Juvenile Rheumatoid Arthritis
in patients 2 years and older. Safety and efficacy have not been studied beyond six months
in children. The long—term cardiovascular toxicity in children exposed to CELEBREX has
not been evaluated and it is unknown if long—term risks may be similar to that seen in
adults exposed to CELEBREX or other COX-2 selective and non—selective NSAIDs

The use of celecoxib in patients 2 years to 17 years of age with pauciarticular,
polyarticular course JRA or in patients with systemic onset JRA was studied in a 12-week,
double-blind, active controlled, pharmacokinetic, safety and efficacy study, with a
12-week open—label extension. Celecoxib has not been studied in patients under the age
of 2 years, in patients with body weight less than 10kg (22 lbs), and in patients with
active systemic features. Patients with systemic onset JRA (without active systemic
features) appear to be at risk for the development of abnormal coagulation laboratory
tests. In some patients with systemic onset JRA, both celecoxib and naproxen were
associated with mild prolongation of activated partial thromboplastin time (APTT) but
not prothrombin time (PT). When NSAIDs including celecoxib are used in patients with
systemic onset JRA, monitor patients for signs and symptoms of abnormal clotting or
bleeding, due to the risk of disseminated intravascular coagulation. Patients with
systemic onset JRA should be monitored for the development of abnormal coagulation tests

Alternative therapies for treatment of JRA should be considered in pediatric patients
identified to be CYP2C9 poor metabolizers

12. CLINICAL PHARMACOLOGY

12. 3 Pharmacokinetics

Celecoxib exhibits dose—proportional increase in exposure after oral administration up
to 200 mg twice daily and less than proportional increase at higher doses. It has extensive
distribution and high protein binding. It is primarily metabolized by CYP2C9 with a
half-1ife of approximately 11 hours

Specific Populations
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Pediatric

The steady state pharmacokinetics of celecoxib administered as an investigational oral
suspension was evaluated in 152 JRA patients 2 years to 17 years of age weighing >10kg
with pauciarticular or polyarticular course JRA and in patients with systemic onset JRA.
Population pharmacokinetic analysis indicated that the oral clearance (unadjusted for
body weight) of celecoxib increases less than proportionally to increasing weight, with
10kg and 25kg patients predicted to have 40% and 24% lower clearance, respectively
compared with a 70kg adult RA patient. Twice—daily administration of 50mg capsules to
JRA patients weighing >12 to <25kg and 100mg capsules to JRA patients weighing >25kg
should achieve plasma concentrations similar to those observed in a clinical trial that
demonstrated the non—inferiority of celecoxib to naproxen 7.5mg/kg twice daily.
Celecoxib has not been studied in JRA patients under the age of 2 years, in patients
with body weight less than 10kg (22 1bs), or beyond 24 weeks

H[E D SPC
(2021 -4 H)

Paediatric population : Celecoxib is not indicated for use in children.
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RIEOFERICETHAEE  REICITARZZIT TR WEEICETAERNEG TN 5, RERFIEEN
L TWRVWHELEENTEY, H<ETHLRBIN TV AIRBFIETHE O REEFFZLE L
TR LTWD, EREEEDHIEEN 2 BT 5 L ToSEFRTHY . MTEDORHZTRTEHD
NG EAAN

(B AR - [ =R OMGEE RIBMEEENCE T2 1 KT A4 BT 25 Q&A 122V T (D
3)) BFITE9 H 6 HAEAEE EE « ATEEA RSEARFRE « BRI S5 ERE)

(1) B8

PAURIZ e g 3R O 1 2 5ok L 7=,

MR OREERER
Tl a3y 7 AEE 100mg £721% 200mg Z ek THIZICIHIL L, B4 RFLTIZE 2 A, MBI OVE &
EIZZALITER O B o7,

PRAFZRM © D5°C 59%RH
@25°C 75%RH
@30°C 92%RH
@®25°C 1000Lx

RAFHARE - 30 BH

L3y 7 A8E 100mg By O 22 E MERRBRRT R CRAENEED

PRATSA: 5°C 59% RH 25°C 75% RH
BRI H BHIARE| 3 H 7TH | 14H | 30 H 3 H 7H 14 H 30 A
4%) H Hf | Bf | A& H B, =R} =R} B,

S EHE (%) | 98.6 | 98.8 | 98.8 | 99.0 | 98.7 98. 8 98.9 | 98.8 98.9
5| BEE (%) 100 100.2 [100.2| 100.4 | 100.1 | 100.2 | 100.3 | 100.2 | 100.3

PRAFERA1E 30°C 92% RH 25°C 1000Lx
RERTEH BHLGEE| 3 H 7TH | 14H | 30 H 3 H 7H 14 A 30 H
S SFE) Hf | Bf | A& Hf H, At =R} B,

G EHME (%) | 98.6 | 98.7 | 98.8 | 98.8 | 98.6 98.5 99.0 98.8 98.6
2| BEE (%) 100 | 100.1 |100.2| 100.2 | 100.0 | 99.9 100.4 | 100.2 | 100.0

1E) AHN OB TOREIIHELE L Thzan
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L3y 7 ZEE 200mg FoteiRy O 22 E M RERRE R CRAENEEL

PRAFESRAT 5C 59% RH 25°C 75% RH
ABRIE H BRlslks | 3 H 7H 14H | 30H 3H 7H 14H | 30H
) H & =FE) =k =R & B B B
AN WA | bR | R | B WA | bR | bR | XK
EIEE (%) | 99.3 99. 6 99.9 98.8 98.9 99.5 99. 9 99. 0 99. 2
2| EAE (%) 100 100.3 | 100.6 | 99.5 99.6 | 100.2 | 100.6 | 99.7 99.9
RAFSRA: 30°C 92% RH 25°C 1000Lx
ABRIE H BALGRE | 3 H 7H 14H | 30H 3H 7H 14H | 30H
a1 & H =FE) B SR =R H B B
MR | R AN MR | bR | bR | XK AN AN
& EME (%) | 99.3 99. 3 99.7 98.9 99. 3 99. 2 99. 5 98. 1 98.9
& | AR (%) 100 100 100.4 | 66.6 100 99.9 | 100.2 | 98.8 99.6
) AREIOMHETORGITHESE L T 720

(2) Htk - BEBEAMRVUEERSTF1—J DBEBEM
IRGRESL ORE T = — 7 Wi CRHENE R
Tl ay 7 Z6E 100mg £721F 200mg 1 FEAT 4 A Y —NICALL, HHACH 55CITHME L7z
20mL DARIEKZWEI LT, b oy MRE L7412, 7 ¢ A — % F7C 90 16 [EEARER L | ARl -
RRB ORI A BIEE U, I L 722hr o T2 7e D & BIT 5 4y kit | RO BRIEA AT UMBIEE L 723,
100mg $& 8 Y 200mg $E & HITT 4 A —WNTRE L 2o 77,
FREE L7 no7c 2 h, RET = — 7 Ml MR RBRIT I L T,

< By OEIE MR ER > CRAENE R

1 SEF S ek D2 B —H — (30mL) 1T& Y, A 10ml ZMZ T, VU ks L=, b
5o ZOEEE 5 [ERY K LT,

VIV ma =TT TN T =T 4 T Fa—7 8Fr AP, 3~5F (10mL) O TIEA
L. @EMEAHER L, %O —h—I2K 100l M2 T, HABO Y o Icks| L=,
9%, ZOEEL 2 BV L%, REF 22— 712 10nl & 3~5 O S THEAL,
BIHERA#BOE— T —IZK 10 mL 1% T, FEROBAEEZIT o128, BET 2 — 7 ~OIEF O}
ERIUZ DN TR LT,

Loy AEORER
L 2w 7 XEE 100mg
BRET 2 — T ~OWEEEIIRFTH - 7=,

Tl ay 7 ZAEE 200mg
BET 2—T~OBBMEIEFTHY, FERET 2 —T ~OfE LD LN - T,

1) AFI RS O 5 L TOREGITHEDE L T,
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