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DOWTENOEAER T D IELMEERIE L, 72, eI W TERER L 45 = &%E%kbf\
FER FRAEE A B BRI TRERI B K 0 B L7, PRSI, ENICB W ISR Uﬁv% RIS
BRI ZIED ST S, THILEREN D2 NE EN5 7 e K7 v 7 THY ., NSAID HiFick T2 A%
bEWRFY TR T2 Y U A 60mgl H 3 [EIARR L7, ARBRTIE 1~2 BEOBIZEMR 0%, #
B A 12 Bl Lic, ARBRICHAAN OGN BFILBIHITH Y, 5 BEEERIEN 1 [l EE Sz
JEBNL 773 B T - 7=,

Db, BEEIY v~F OEFRTH DK OMERICK T 25HMEE B 2 & 102 < OG0 EZIZ RSV T
AFKNE 100mgl B 2 [ 5 LT 200mgl H 2 [A# 50 FA&THMMEEZ R L, 100mgl B 2 B 5(CH L TX
D EWAZMENTR® BT 200mgl H 2 [FHRGICBW T, RIS T D HINEOIELTERREIES D
EHic, e LEREEKLFERETHL ZEIRENTZI ENE, AAIORE Y 7~ FIT6T 5 iEEHELE
HENKR O &% 100~200mgl H 2 [E#% 5L 56 Z &Y ThH D &L,

BEfI U v~ Tkt 3 2 B 538k [RLN3] 1, AFI(200mg~400mgl H 2 Aty 2 E#E G- Lz & 2D
RMEROEIMEZREF T2 2 L2 BE LT, FERBIEEMR CHEM L7z, AR TIT 200mgl B 2 BIF
& —EMREE Lok, AotE, Bzl LN olE R T A v & Lz, ARBRIC

AN S, PR | Ll BB G SN BEIZ 156 Bl Th 7=, ARBROFER, B v ~Fioxt
T HARANO I E 1 TR ORI 58O L2 K O M L S vz,

RSB ETE ¥
EINEBAEE 2 k5 & UT-ERRERER T, I 7B A2 O 72 B IERER [OPil] (FEXHHR/SA = > K
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BRICEY 5EE

3)

4)

BRI MT@@W@ﬁﬁ%ﬁ%»_ﬁi%ﬁELk%\$%@ﬂﬂmmﬁ®%ﬁwk%%%M%ﬁﬁ
[ODS1] (77 ARl ERISRER), HHHERER [216] (EHEK VT 7 &R IR LEERER) & OR H#5-
B [OLN2] (FExIIREER) % FE N CHEiE L 7=,

TEMERIEEI 6T 5 R WIS IFAEER [ODS1] Tid, ZMERIEIEI T 2 &K O H ESHEOHER K OE
HHEORELZ HRE LT, 77 2R RICAH 3 HEQR5mg 1 B 2[E#E, 50mg 1 B 2 [E&F5 KO
100mg 1 H 2 BIfEH)E2 HWT, BEAEAL ZEHEMRICITRER LRI K 0 Mat Lo, 2Pk H2RHmE E 1%
B MR UGERE & L, NSAID Zi55RBAMAR1Q B LL )5 STV e nWBE 2341, R34 4 1
BehH U, ARBRICHAANONT-BFILSI8HITH Y . H LIRS 1 [BILL BG5BT 501 41
Th-oT,

ISFENEBIEIE (269~ 2 SBIIAHRRBR [216] 1%, AKI 100mgl H 2 [B1#5 O 2RI EVE IS 6 3 5 A 2R IC 20
T, 77 BRICxT 2 EME 2 PR Uiz E CENOERER ST 2IEBEEREEL, 72, Z“ettico
WTCHEAER N N7 TR LT 5 2 L2 AR E LT, EREOT T v R BEEL (L EEHRIITRER
Pl X0 MRET Uc, sePHREEIE, BIET Y v~ F L REERIZ, EWNIZI W TEIPEBIEE 1Sk 2 B IR 72 7
it EnTnduxyra 7 crF b A 60mgl H 3 [EHEG 28N Lz, AR Cld NSAID #74
BREAAARTICEE G STV W 251500, B A2 4 ARG Lz, ARBRICHEA AN Sz B 1 959
BITH Y. 5 BRI 1 [BILL B G ST AERNL 958 Bl Tdh o 7=, DL b, AAIDOLETEIEEIEEI S 5 A
Shikid, ZEHPEBIEIE C %3 2 W TIHAERRER [ODS1] TRt L7- FH &P T 100mg 1 H 2 [F4% 5-23 5k &
NTEY, ZOMHEE MO THEMRE LI ZRAMAEEEE I 2 B IFERER [216] 288\ T, 77 BRICKH
HAERME e ORI C )3 A IEL DAL S D & BT, AFOLREMEBIEER L FRETHH Z LR
SN e, BRMHEBIETE ﬁ#é%“%&&@%;@umwlHz@&@k#é:kﬁ%%@%é
o |

EFVEBIEIEIC T 5 R 5308k [OLN2] 1%, AAI(100mg~200mg 1 H 2 G )2 BH#E G Lz L&D
LREROFINEEZRFT 52 2 BRNE LT, FERIRIEEM CIM L7z, ARBRTIX 100mg 1 H 2 [F1#
G — B8R E Uitg, Aok, R4 LN OMERRERT A & Uiz, ARBRIC

DA B, WEBREEA 1 BILL R G SN BB 65 FI Th o7z, ARBROFE TR, Z M RIEEIT 63
HAFN DR 1 EM ORI G 0220 Kk OEWWEN R ST,

A
AORBEI AT 5 A + SAAEERIT B0, [217) RO [174) ORBIMALEERR 2 S5t 2 0

[217] I%, $ﬁumwlaz@&5®@rr ZXFT A IMEIZ DOV T EN ORI RT 5 IEL M & BT
L, RO OWTERER L W92 2 L2 E LT, R - EERILERRT A > CTHlE L7,
KTREKIZRIEN Y ¥~ F R OETIEBEIE & AR, ENIZI W TR 2 BRIRA 72 RFl A3 N2 S
TWprXxY7u7xrF MY A 60mgl A 3EFEGA2EIRL, RBRERGHMIT4EBE L,

[1174] 1%, A4 200mgl H 2 [5G OMBYRAEIZ KT 5 B DN T T T B RITx3 2 B E O MEEL O
EPN OFEAES (T4 D ISP A MFE L, ZaVEIC O W THEHERE L N T TR ik 5 2 L 2 A E LT,
FIRL VT T AR EEREEGEBR TV A o CEM L7, MREIex Yy a7 2 F U U A 60mg
1 H 3[R G258R L, 1GR3 48 & U, YakBRICIEE 1,234 B AN B, 9 BA
#200mg 1 H 2 [BIEHREIZ 411 BINE D T Bz,

LUk, MERE 22 b 5 & U 72 E NS RBBRAGE 22 & . AFIBEO A FHIE B I 1T 2B %, e LT
BRELTERER (e Y 77 2 MU A 60mgl H 3 EEEGEH) S IFIFFRBEETHY . AAI 100mg 1 H 2
[FIfE 5} OV 200mg 1 H 2 FI G- OB 603 G2 S vz, Fio, ZatEZB WV Tix, A4 100mg1 H
2[EF 5L 200mg 1 H 2 [EIEG CTHEFROFBINE ., BEXOBEWTI SR OZRITGRO bhiehro
Too 2O MDD, BIRIEIZSTT D ARMOHELE HVE K O &1, @ﬁf@ﬁMﬁﬁf%ﬁ%@ﬁﬁi%ﬁ
i THE - HEICEET 4 LoER) (OWARAZHEHT 25613, A&/ a2z rrae/eiR v BEHIH& 5
THZ LIS, RYNCOTEDEREEG Lenw &) ZE X, 100mg1 H2FE#F5 2227,

EREETEFEX. GEBUEEEE. B - B D

ARAFN D I B JE BHAE . SHIE BoJE e M OV - BE¥S R ot T2 F 3 - B e mitd o720, &4
[POP1] U [CL201]. [COP1] }&TF® [CL202]. [TOP1] KX [CL203] O —f%EGIE ﬁ%6ﬁ%%lmf
i L7,



V. AEICBET 5EE

5)

JA PSR PH I . SR BE R R M OV - PSR (o3 2 — AR ERIREBR [POP1] [COP1] [TOP1] 1. AHl
100mg % 1 H 2 BIEE L7-dEERABRCH V. JFEIFIEHS, SURBHEMRICR U Cix 4 B, B - s
Rzt LTIk 2 HEEE Lz & S OFIMER LR G Uiz, HEIEEBESR ., SHE e & O -
T2 (o 2 — kBRI BR [CL201] [CL202] [CL203] i, AHI200mg % 1 H 2 [m3%5 U= IS Mk
THY ., JERIEEIAS ., SURBEGRECR LT 4 B, B - BRI LR 2 BERG Li & 0h
itk K OV e R U, Lk, TR, SR BB R O - SR 235 & LN ERRR
BRESAE D S 1%, AH] 100mg 1 B 2 [ 5K 200mg 1 H 2 F#EGIZBWTHRMENRTRD S, Z24erhici
LTHAA 100mg 1 H 2[F#5-£ 200mg 1 H 2 Bl CRERETHO NPT, ZTOZEnb, 4
7% 3 BRI D ARKI O HERE VL R OVH Bk, T BIENJE FA 28 % o0 18 I05E s A RR AT O VR SCERE T(H
% - HEICEET 2 LoEE) (OWAAIZHERT 254603, Ao/ &2 TR R mik 53425 2
CIZED, EMIChi0EREBEE LRV ) 2B5FE %, 100mg 1 H 2[EEE- L5 %7,

Fifitk. SMEBRIETITREROHERX - BF Y

B BRI F5 1T B St FANCEER O IEFHI I 1T B 50 2 OANFBH T 2 26 S - 1572 ISR 2 3Bl L 7= &
F. T LUCHBER, BT, MR, WG, ANEE OIMEZ R ITIETR M ORIE &2 F8BL L 7o BB A kG b
U CHRARAREBR 2 520 U7, 2RI ISR 2 ARFI O B 5 3 1) 2 A BSOS & Bl i 580
TEZ B L U Pl te & Biln % 5588 [DDS1] 128\ T, Mt L7z 25~400mg D #iFH CAHID H &K
JETEDSTRD B, AHK 400mg #E1XZ < OFNMEFHMEE B ICB W TR bEmWARMEEZ R L, o2 tEiciH
BBRD DD oTz, REOKRE ST L o THRA 2 RRE QKRN EE S5 2MER I3 LTI, FIEE
IREPH CR O AIMENHIFRF CELHEETIRT D N Y L EXT, 2O 0D, AMEROZ 2N
ZREt L7z 25~400mg OHiFH CThe b mWADIMERHIGF TE . 2 0ZRMEICHIED 720 400mg & HLE % 5-RF
OEWELGEET D ENZY EE 2T, BINEGOHFRAMEERE Lo k% &miB & 58 [1200]
TiX, %L Halk 5308 [DDS1] T 400mg FEIZIRWTREWWAINERGRD B L7z 200mg Z BI04 5-
OHEEL L, ZORIECONWTT TEAR L O EZITV, BINEGOHEOZLMEEZ G O T MER D
RN ERT Lo, ZORSR, A& 400mg ZHEIRES L, TO%REICEREZ ML LZBF I3 54
# 200mg OEBMPEGIXA S0 G2 EA L, ZREICHEO RN L3RSz, el 2aME
T 2B EL OBIMAEOZLMAHRE IS & Lo, AR T 28 AERHE S,

2 HHUBEOHEIZOWTIE, BN Go &L Rk, 3L bE & FEERD 400mg T D LT/
EEZ LN b SRR A 5B [DDS1] (28 CTARAI 200mg BEITAA] 400mg FEZ RV TR
WEMEE R LI &, ENICBIT A8 v~ T B g L LR RERICH VT, 200mg 1 B 2 [BlOF
HRBTHoREUEIRDRBOONTWDL Z &, FEhE 2, 2 HHLKBEOMHEIL 200mg % 1 H 2 Bl
ETAHZETHYMERERNATREE B X T2, 2O Z LB H ITHIE 400mg, KU T 200mg % 4% 5L,
FHLIFRIE 200mg 1 H 2 BI#EE &3 2 AEL OHENSPELRICHT 28U HELOHEESZ X, 20
RiER O E T, EBROBKRBIGICE T 252 O FHrC/MEIT X G & 5T 7- FIF %R R [CL102] &
OMEZ LR [1357] 29 L7z, ZOREE, FIEERE=ER [CL102] B8\ THZMEICE L <
7B AR D ERE & O SRS R 2 IELERRGES AL, ZRMEICRIBEO W2 LRI, £
7oy RIEFEIR b EMR G & U7 AMER IR RABR [1357] (28T, AN O SE % 51388598 20 3 % OV E
R EF L, BEMICHEO RN R SN, RREORGMRIL, 5l %R BIN&E 5 ER
[1200] Ti% 5 FFELL B, FIREEERER [CL102] RUSMESZE AR [1357] Tid 6 FF#LLEE LT
TR LT 2B E 2, BERRIZ 6L EE T N RY L EZT,

AR OARBINTAELCHEIZ, UTDELBY THbH,

BV v~F 1 100~200mg & 1 H 2 [ERE A543,

- BIRPEBAEAE . MUmAE, HBIEIE PR, SEEBIEGEEE, M - EFEZE - 100mg & 1 A 2B AHET 5,

- Bk, SMEL. B PIEIO A 400mg, 2 [BIHBAREIE 1[0 200mg & LT 1 H 2 ERO#KET 5, 2k, &5
Mk IE 6 BEREILL BT 5 2 &, TEHOBEAIE, FIED A 400mg, 4EI2E U TLAEIL 200mg % 6 B UL Ed 13T
BO®ET5, 72770, 1H2BFETET A,
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V. AEICEET 5EE

A, RERUVAEICEET SR
1. AZERUVEEICEET 535
1.1V BMERBEEE Y v~ F, BRMEEEES)ICRT 2T, REIOERG-BtA% 2~4 [ 21
L CHIRFERICUEN RO SN WAL, OIRFREDORERIRICOVWTEET L Z &,

1.2 KK D | FEZ B2 HEMHEGROZEMEIIHML SN TE LT, AAEICBW T, AFIORMEEGIC X
0. DAFEZE, IMAE O EE THAIT X o B A 720 M SR AR ZEAR M FR OB 2 N S &
LHEDHEND D, [1.B8]

1.3 DTEK - EFFRAICOINE REB OB TEAT 27 A Y U &2BR) EDOPFHITRET 5 Z &R
EE LU,

(L)

7.1 B PR B 2 ENEERRBR Tk, &5 2~4 BEOFHME CHRERNRD S 1070, &5
BRLAETE 2~4 R CEGEDNRO LNRWEGEEITIE, AANCKHT 2 RISEFIThH L ARMEREZE X biLd 2
EMMDOERE LTz, SRR+ BB ICEIREEAB G 2RI D5 L1, VAT « XX 7 4 v hOBLEN
HHFELWIZ ETIEHARVOT, 20X RGEICIIMLOIEERIEDORIUZ OV TRFNT D 2 &,

7.2 EWNEFRRR TIL. ARG KR 52 801 F)TH Y. ZThE82 5 ToRerE0FHE -
MRt E4T > T, SMETHEM S N7 RIGR Y — 7R EE T OFFRE T BRI TOARF OIEE 1
I TIX V) 2 /e L7 BARRERIZ IV T, ARKI 200mg 1 H 2 71X 13 400mg 1 H 2 [A1 %5 3 4=fE]E H &%
L2 Ah, 7oA LU T, LIMLERMEFERMESR ORI HEARBEA 22BN 5T
Wa W FEm ARIEEGLIEAT B A RN - $FAI I, £ 5 & OG- RIRTE L 72 O R
MIRFEREREZIEILDOY A7 PBETERNWI ENLEE LT,

1.3 LDIEART v A FHEVER - $EEAIZ OFH L7254, mAIOERD M@ . BITEH ORBLE
MEZOLND I ENBRERE LT,

EAFIOAB I NT-HIELOHEIZ, LTy Thob,

- Y v~F : 100~200mg & 1 A 2 [ O&%53 5,

- ETEMERARE, BYRAE. B BRI, SRR, B - fEEK - 100mg & 1 H 2 BIRROEEGT 2,

- BiTth, SMER%. Btk : WIE DA 400mg, 2 B HLFEIX 1B 200mg & LT 1 H 2EIROELET 5, 725, &
HRRRIL 6 RELL BT 2 2 &, BHHOEEIEL. #IEDH 400mg, SEITIE U TR 200mg % 6 UL 1
HIFTRAKET S, 2720, 1H2EETET S,
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V. AEICBET 5EE

5. ERERAE
() BRT—2/1\vH5—o
AT L
INK R P~ = =
g ek ” NE R =
s b g T AR S S [400] [401]
- 6 | EEER AT 1 R K OSSR Bh e R [AKil] [AK) [AK3] [AKi4]
B R B L o Lt o EIN B % 4 B2 D PK OEEHT
BEANGRIBECRE = L2 2 PK) ( [RDSI, ODSI, RLN3, OLN2] )
P- 1 RO PP S e Bk foot] [003] [032] [006] [037]
BE(PK) o | B HRBREURYBERR [018] [044] [084] [019]
S 3 | FERIZR4ER] PKEUER [o16] [036] [015]
[072] [038] [040] [050] [039]
14 | ZEWFREMERFBR los1] [017] [095] [109] [114]
(116] [117] [135] [171]
WA TARFRBR( 31 = » FRER) [RPil]
BIEG Y & F . BE TARRER(T 7 2 A R EROCHEER) | [RDS1]
PRl 4| IR BRI BRBR) E B 538 | [RCT1]
[RLN3]
WIS TARFRBR( 31 = » MlER) [OPil]
I \ B THRBR(T 7 £ AR IR A BRSRER) | [oDS1]
RIAEBIEE | AA | 4| st eR R 07 5 R ) | [216]
EWB R [OLN2]
. PR (GRS R RGAER, EEL T T | [217]
W IE AR 2| g ol B LE e 3R [1174]
JB BEEJE 2 BAR | 2 | —WESRER [POP1] [CL201]
SR B e ek AA | 2 | —HRESRRER [copP1] [CL202]
e - A AA | 2 | —fEEERER [TOP1] [CL203]
TR BA | 1 | SIHERBREER NS T £ R R EEE) | [CL102]
SMEL TSR HA | 1 | —fREEERER [1357]
U 5 T AHRBR (T 7 2 R 6t IR B EUGRER) [DDS1]
AR IR 2 | s k(7 5 & R R 53k [1200]
BT U v~F R OEEEMEEEICHT 2
1 778 . : - fi
FEge G222 | S E 1 1 5 5 BRI G 0 82 ) [024 : Long-term Safety Study]
SE Gk
oy Hrdek N RS

Y v~

KE - BT H

P B (LR D)

[022]

—12




V. AEICBET 5EE

(2) ERERZNE
FEINTBIET Y v~ LIBMBIEE. BYWE. HBIEIEDEI, SURBEERTE, B - IRk, FINEK. SR KL
OMR M4 FB 3 % e U I3 S N T BRIARRRBRIC I 1 D A AMED FZ R MAHILL F D LY Th o7z 77,

M) o~ 7. EREEEE. BEE. RREMEELX. RRBERE. B - Bk

HHEAL BAf Y v ~F BB EE
= V. St =5 5 MHI A 44 Srp e Spe =
R, N T AR O R | wmmumss | gmists
s A Z=E i b=l A = i 4Z2=E i 4Z2=E
\ 7Z7EH | 100mg | 200mg | 200mg | FT7EAR | 100mg | 77 ER | 100mg
AL - R 1H2@E | 1A26 | 1H20E 1 H 2 1 H 2d
Easn il 43 1238 43 438
2 AT i 5 B 74 72 79 318 90 84 151 295
BE OEIRFAT(VAS) 3.4 7.4 -11.4 94 -19.8 -26.4 216D 30,6
SY5)25 b 5 (mm) +17.39 | +20.09 | *19.01 +21.15 | +2123 | +24.77 - e
EB 2 D ERIE T
‘”‘%Ofﬁ‘”@@] E 25 7.5 93 93 -20.1 25.1
BAEEHA(VAS)” +19.82 +17.03 +18.07 +2026 | +20.69 | +24.07 -20.07 -27.37
42 Ba(mm) T T T T T T
'ﬁ?ﬁﬁﬁ\ﬁ?% 23 -8.8 -11.9 9.6 -18.5 249 I 30,20
n +14.60 | *+15.81 +16.17 | *=19.85 | =*=1932 | =*21.66 e e
SR B (mm)
ACR(EHE)NZ LB 5/67 12/72 19/79 68/318
g9 (7.5%) | (16.7%) | (24.1%) | (21.4%)
B A A O P 17/73 23/72 25/79 84/318 45/90 57/84 74/151 200/286
IZ L DER (23.3%) | (31.9%) | (31.6%) | (26.4%) | (50.0%) | (67.9%) | (49.0%) | (69.9%)
B4 WS i AEEEES | SURBOREGERE | B - A
BNz S TIAR AR 20 — R AR AR 21
FEF traxyr traxy7
ik - i 100mgl H 2 [&] 100mgl H 2 [A]
e 51 | 438 438 23
B SIVEREAT RE G2 @ 414 74 80 79
) @’gﬁﬁi fli(VAS) 29 4D 33242057 34342128 31.5+19.80
SR AR B (mm)
AN PLETE
) @iﬁxﬂi fli(VAS) 250D 32.4+23.56 36.0+21.77 22812041
S ZEA Y B (mm)
AN LS
PRI (VAS) 271 139.9+22.72 373+17.38 33.5+19.75
SEYEIZEAY B (mm)
N 36/74 43/80 41/79
(48.6%) (53.8%) (51.9%)
RDQVEMZEALE(A 2 T) -3.69
Fofs MR UGEEHIEIC L AUEE Y | 261/401(65.1%) 48/74(64.9%) | 56/80(70.0%) | 53/79(67.1%)

a)PPS(Per Protocol Set) : /AR EFF I E I A L 72 5L M

b)ZTEALBIFIE Tl BE O 2Rl
VB THEBIEE Tid. BRI

dACR BHEEEZEIR)IC L HUFERUTOOK POz 35 [8#E) L2, OFRMEEEN OCIRMEER VIS 20%
DLk, @B OFmEHMG(Visual Analogue Scale : VAS), 37 OB BIEEIMESMGEM(VAS), RO BISEMESALGHG(VAS),
B O RBERERE(mHAQ)D 4 THH » 5 % 3THH LL LITH T 20% L FikiE)

) A B ) TE D B ASREARBR IS 35 1) 2 e s Ui B B BRI IS R T B sk ( T &gk UL EDEIR)

DIL W L 2 FEEE S IECTh B 72 FERZEIZ OV CERi#EE T

@FAS(Full Analysis Set) : J5 2 1IEILLEARA U 858 ICA SPERHITE H 235 S 40T 5 R SR

h)BE DUCELFM A TR 2oTz) U EoBE

))RDQ(Roland-Morris Disability Questionnaire) : AETEfTENOREFIZEE 3% 24 THEH OB/

—13




V. AEICBET 5EE

Fiifk. MERIVICIRE®RES

HHAL FANZIETR SME IR
ez 5 MAE SR 29 — R A AR 2
HRHA e ) = k K77 200mg e
i - R 7Tk R rlrax 7 L H 2] traxv o
510 2 [ 8 H
A EhPERRAT
rl— 124 248 244 80
BEDOHIG: 79/124 189/248 166/244 70/80
I ¥ S R (63.7%) (76.2%) (68.0%) (87.5%)
P TR 7
(VAS) 34.82+29.318 45.51+24.781 37.01£27.24 52.6+15.2
(mm)?
HHAL R IR R IR
- 55 1L FHAER 55 1L FHRBR
A Hi[A] 5. 20 ENIIE A
e tlraxy 7 tlaxy 7 |wlLaxyr
s - TR TR | 25mg 50mg 100mg | 200mg | 400mg |400mg+~'7 | 400mg+
L[] L[] H[A] L[] L[] e 200mg
e 5-HIM 1 H(H[E) 1 B I[E)
A ERRAT
ri— 53 58 54 54 53 58 58 64
BE DR 13/53 28/58 27/54 39/54 39/53 47/58 15/58 41/64
CEDAHEY | 245%) | (483%) | (50.0%) | (72.2%) | (73.6%) | (81.0%) (25.9%) (64.1%)
PRI TR 7
(VAS) 123+19.5 | 33.4+242
(mm)?

a)FAS(Full Analysis Set) X /% ITT(Intention To Treat) : 3E#41% 1 [01LL EIRA L, H5%ICHIMERHGE B 235384 ATV x5 4EM
b)EBRHEDOHIGIC L HAMR( T8 2] T TEL Bz LEFl L7 BE OBIE)

CYETRIREE ZE(VAS)(RF T L D5, ~— R T A VI — Ff&aTIling)
DPIEE L ax 7 400mg 5%, FHICEL %> 7 200mg 2845 L,
eWllElt L 2 X7 400mg 5%, FIAICE L 2% 27 200mg 5 L.

FHITELaFT T 200mg % 1 H2EEE L
BHLIEIZIEL 2% 7 200mg 2 1 H 2 @G Lz

DL aFk 7 400mg R G%IC, BICHEREE LI & L BF 2 QUITEINEEG 21TV, B 5 O M4 5l L 72

—14

(&% 2 fih -
(% 2 fih -
(BEAR JBH fh
(B &7
(G FE— fth -
(FifE E
(B B

(GKEF FZ i

Prog.
Prog.
Prog.
Prog.
Prog.
Prog.
Prog.
Prog.

Med. 26(Suppl.3) :
Med. 26(Suppl.3) :
Med. 26(Suppl.3) :
Med. 26(Suppl.3) :
Med. 29(Suppl.2) :
Med. 29(Suppl.2) :
Med. 29(Suppl.2) :
Med. 29(Suppl.2) :

CKH 1437 i : Prog. Med. 30(12) :
(fYH 2R fth . HREZEYIEE 203) @ 154-172, 2001)

2788-2819, 2006)
2820-2845, 2006)
2869-2910, 2006)
2911-2931, 2006)
2853-2872,2009)
2893-2917, 2009)
2918-2940, 2009)

2941-2963, 2009)
(FEPH S )
3117-3130, 2010)

(Saito K. : Clin. Ther. 34(2) : 314-328,2012)



V. AEICBET 5EE

(3) ERPRZEIEEABR
1) HEEEERE (AKi2) ®
e R N B 2 36 BICEME 18 i, &M 18 FNTAHI(50mg, 100mg. 200mg. 400mg % Z DNEICA 1 [])E %2
JETHERE ARG L, Zetaiid Lz, oRE. BIERIL 6 1 15 £1(50mg #5-Ff 2 5l 9 #, 100mg #x5-
IR 1B 1R, 200mg $5e5-Ikf 2 1] 2 1, 400mg $5¢ 5-F 2 5] 3 )R8 L7223, SEBUFIE L O FH S AOG 1
IFFR O BV o To, AHE OBIEMENGE C & 22 W ERAR MR A H 281X 200mg £ 5-0¢D 1451 1 {127
OO, BIR EREE 70 2 BE A TIE R0 o7z, LLEOFERI G AH| 50~400mg % Hial#% 1 # 5
L7z & & OREMEICRBEIT 20 &l Sz,
(#EH HeC. fth : Prog. Med. 26(Suppl.3) : 2960-2969, 2006)

BARFIOERSNI-AE - A&, LTtk ThHo,
< B Y U ~F 1 100~200mg & 1 A 2 [ O#59 5,
- BIPEBIEE. MURAE, BRASIER. SUEBIEGERE, - S 100mg & 1 B 2 BERARST 5,
- Fifith. SME%. % - #IEIDO 7 400mg, 2 [EIBLREIX 1 200mg & LC 1 H2ERAKET 2, b, &5
M 6 BEILL LS5 Z &, HADOHAIL, FIEIOA 400mg, LIS U CLIEIE 200mg % 6 BERHEILL EH 1
TROEET2, 220, 1A2EETETS,

2) REEHREHREE (AKid) »

fatFE Rl N B 36 B AH] 100mg 1% 200mg 2 B HERE OG- L, 7 HREILL EIRER . 2B 2 el -
0 A — R —¥EIZ X 0 AHA] 100mg &2 1 H 2 [H X% 200mg Z2 1 H 1[5, 7 HEEHKEROKS L, 48
MAEMHER LT, TOME., BEETIEERAEFRRIRBDO N1, F-, BAL-AEFFRI3H
FPEE)EZRNTTI R TRETHY ., WRIIAA L OBFBERATES N TS Z L, AEFRIT T
THERDPHER I N Z &0 b AAI100mg 1 H 2[RI 200mg 1 H 1 [FIZKEROEG Lz 2 OLE
PEICRIBEIX 720 & STz,

(WARE 75 1 : Prog. Med. 26(Suppl.3) : 2977-2987, 2006)

EARFIOARB SN HE - HEIZ, LT LBV THD,
Y U~F : 100~200mg & 1 A 2 [ AFET 5,
- BIOMERAEIAE ., MR AE. ERIEIEPR . SURBIEMERE. M - RS  100mg & 1 A 2B O#EET 5,
- Bk, SMER, RER - IRl A 400mg, 2 [0 HLAKEIE 181 200mg & LC 1 H 2[BIENEST 2, ok, &5
MIfEIE 6 RefILL Edid 2 2 &, WHHOEAIX, HIEIDO A 400mg, MEEITIG U TLAREIX 200mg % 6 i LL L d (T
RO, 72720, 1H2EETET D,

(4) RFREGHER
1) BAEY) < FHHAE DHEERRHER RPi1) ¥

BT U v~ FBEIC, AH 3 HEGOmg 1 H 2E, 100mg 1 H 2 B KX 200mg 1 H 2 [)% 6 @ FERE0#% 5
L7z& A, 200mgl H 2B TOMET, BEFO NSAID & RIFREM EOFIMERIIFFS N, £, &7
YRR RN EE Z BT,

AR T Y A | IR JEE R

*F G| BER Y v~ FBE 5441
H | B Y = FIoktT 5B L a X T OFENMERR VLMD RE

& 7 B R | - EEEOTREME S R S N RE
OB F W AHI3HEGOmg 1 B 20E, 100mg 1 B 2@, 200mg 1 B 2 [)% 6 #HRERE O#% 5
T B BEAN I B | R OBRUGERE TR D YER
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V. AEICBET 5EE

(RS 5L
OF M H
RRERBEEICHITIHEE
B 5 B H
50mg 1 H 2 [AI#% 3/11(27.3%)
100mg 1 H 2 [al#f 3/14(21.4%)
200mg 1 H 2 [Bl#f 3/11(27.3%)

R )
X TEWLE) D EREL O 7 BBCIE L & &0 FERGGE -+ SR ol

@RIEM K& OB R A (i 52 25 B

B 55 BIVEH R AR AR A1 5 25 D
50mg 1 H 2 [FIfE 3/18(16.7%) 1/18(5.6%)
100mg 1 H 2 [EIF#f 1/17(5.9%) 1/17(5.9%)
200mg 1 H 2 [AI#E 3/15(20.0%) 1/15(6.7%)

P )
(%f # fit : Prog. Med. 26(Suppl.3) : 2788-2819, 2006)
FEVAFHI DGR S 7= fEE « AIROEBIET ) v~ F © 100~200mg % 1 A 2 & N5 Th 5,

2) ZEREBEEAEXAASE O ABEREREAER (OPi1) '
IEIMERAEE BE I, AR 3 FAEQSmg 1 H 21, 50mg1 H 2 [E &N 100mg 1 H 2 [B) % 4 8R4
L7z& 2 A, 25~100mg 1 H 2 [EOFFHO HETHZMEN IR S, ZetEICfEITRnw e B2 b,

RIBRT A | R JEE MG

*F 5 | B EBIEESRS 61 41
A W | ZIEEETEICRTT 5 U 2% o7 OF R OO KR

TARRPEE | T

BT A3 i BQSmg 1 A 20, Somg 1 F 2151, 100mg 1 F 2E)IZW T, M 2L (TR AT
7R3 B 4 R 0 G

TEF I | R ORI B 5

(RS 5L
OFZFHEH
RRERBEEICHITIHEE
B 51 e RS
25mg 1 H 2 [FIEE 8/16(50.0%)
50mg 1 H 2 [ 10/17(58.8%)
100mg 1 H 2 [B]# 10/15(66.7%)

B B AT R R ()
K1 TEWYGE) b TEUEML) O 7B Caii L7c & & o TSGR+ hEEses) oFs

@RIEM K& OB R A (i 52 25 B

5B AIEH BRI AR A i S AR )
25mg 1 A 2 [I#E 3/18(16.7%) 1/16(6.3%)*2
50mg 1 H 2 [FIf 2/19(10.5%) 3/19(15.8%)*2
100mg 1 H 2 [FIRE 6/18(33.3%) 1/17(5.9%)*2

FEBUFIEUMEATH GE (FE B
X2 BBIR= [BHAGE] / [HTHH OREGATER DML H 2 61%] X100

(BAR JE& fth : Prog. Med. 26(Suppl.3) : 2869-2910, 2006)

EARAIOAGE S I ik - EIZZEIEBIEIE © 100mg 2 1 B 2 [FEAH5TH 5,
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V. AEICBET 5EE

(5) HRILRIEAER
1) \EBILEITRERIGHER
OBAET ) v~ Fik % T HEERRKEX (RDS1) ™
Bf Y v~FBEIC, AKI3 HAERSmg 1 H 20, 100mgl H 2 [E & 200mg 1 H 2[E) XX 7 TR % 4
W OG- L& 2 A, 100~200mg 1 H 2 [Alf O&% 525 b AMEICEN ., ERMEICREN 2 WA
B HETHD LW LT,

g“%ﬁg ﬁ; o | TR, E R, RS
*F | Y v~ FHEE 374 0
H W | Y o~ kT 5L a7 OHERGMEOHR L OEREZE S BEORT
+ ACR OREIEHEIZ LV BAf Y v~ F LB S B
- FEIRHARI AN 3 o A DL BB
« TEROD 48 BAHIP ., I BIEI S (LI U EBREEF OFRO HIL D b D) 6 fHEL Lo B
(R skt 2 BA G (BIHi9R) ]
ZHBAEI(2). MgHREEN(2). HBIEN(E BRI 2 & T0)(2). FTBIENQ). TRIEN(TARBHE S T0)(Q2).
A UL i MxBARI(2). KEBIHEI(2), RBAHI(2). RAREHEN2). FHE(DIP BAf 4 Rk <)(20). ERE(1 ERE4E

HizEHnT1 LT 5)10)
- BRLoFEA G EIEN X 0 IR A BRI 46 BIEI . A1 O IEIRBIEIELAY 3 ELL Lo
- FRERBA AR R (2RI BALAET 1 » A LI O IR IE(Westergren 1) : 30mm/hr LA (1 IRFRA )
- ARERBH AR 22 AR BALERT 1 » A LLN)® CRP : Img/dL UL 1

- BRBAAGRTIC FREOIGIRE T TV D B

ORBRBALAAT 3 » HLINIS, BLY U~ TF Al - oAl Sl oinmz Bin Lo,
ik U7 8 03 LRRIRRSHERPRIZ I L TRV

@RRBRBHAGRHT 4 W LANIC RIS B E AR VE RIS 2 BMG Lo B, ik Lo, ik -

A e Ak B uE MEZZEE L BE IR BE AV i AEI T ANREE LT L F=Ym
VHE Smg A2 D EE RS OBRE

@FRBRBH AR 4 W B LA BIEI 2201 HEE D 2\ TR B A VE A BIECE RS
SEQBFIEANEZT T BE TR I 2 S OMR &2 L &35 &b b B

e
i \ 13 . . . "7 AR 4B

% B 5 ﬁﬁJSﬁH;@_QSmgIHZE 100mg 1 A 2[E], 200mg 1 A 2[A), XII7 T vAR% 4 @R A K
F E A E B | R ERYGEE T D iR

(RRUBRTE ) (2MEMRAT X REE] « PPS)
i) E R H
BREBHEEICEITIREE

G e
75 AR 17/73%2(23.3%)
AF) 25mg 1 H 2 [A#E 15/78  (19.2%)
AFI 100mg 1 H 2 [A]# 23/72 (31.9%)
AH 200mg 1 B 2 [AIFE 25/79  (31.6%)

BB IR R 1R (EEER)
X1 TFEWHYEE »o [FERE L) o 7B CRMli L7 & & o REERGE+ PEELE) OFle
K2 AR ERYCGEEAVHERRE & Shi 162 Bk <
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V. AEICBET 5EE

i) P K Ol R A A f 32 5 2

ERgER it BIEH RR PR I A S A )y
77 e AR 5/95(5.3%) 9/89(10.1%)3
A 25mg 1 H 2 [IEE 8/98(8.2%) 12/93(12.9%)*3
AH 100mg 1 A 2 [ETRE 8/89(9.0%) 9/88(10.2%)*
AR 200mg 1 H 2 TR 3/92(3.3%) 11/89(12.4%)

FE R RAT R G ER (F )
W3 RBR= (RG] / [(FEB OB GRIBOESH 5 61%] X100
(Z2fi% ¥E fh : Prog. Med. 26(Suppl.3) : 2788-2819, 2006)
EARFNOAR S - - AEIZBEE Y 7~ : 100~200mg % 1 H 2 [ER N5 TH 5.

QZERERAEE % B T tHERREAER (ODST) '
LRI EERE I, ARl 3 FHEQSmg 1 H 2[E], 50mg 1 H 2E&LON100mg 1 H 2ENX X7 7 R % 4
HEEEOEEG Li2E 2 A, 100mg 1 H 2 [FI23 5 S AMEICENL, AEMEICREORVWHE - HETH D

LRI LT,
gﬁg‘;f% 75 R, AR, R
st % | T PEBIEIE B 499
E H | B EE AT 5L L 2% o7 O RO RER R OB 5 DR E
W B AT R OS5 B
 SBRBIAAHT 6 5 BAN O X BFTR TR < & b BRI, BRILH 5 U o B
DN TR B B
N 4
ERBREI | SAIDOMAD & 2 Eo B A 5 5 BART 2 SR LLA T L CUR i
- T 40 Ll Lo BE
TERORELRET. TIROBENEZ DD EE
R, RGBSR (AR (LRI A R < ). AMEPEE A A L
TWHHEE
\ W s O BB D B
LB s A Y
CRIBHEAT 04 FAL BEECE AI O DR L SN B B . LR B G
AT 1B RSP 2] - Bt & S LT R
-
BB 7 vk | AKI3 AEQSmgl A 2B, 50mgl H 2[E, 100mgl B 2[0), X7 TR E 4 BERERORS
TEFMAD | RSB b b

(BRERIH R (FWMEARNT X REE : PPS)
1) 2Rl E H
BREBUEECHTIRER

58 e RSl
A i 45/90(50.0%)
AF 25mg 1 H 2 [al#E 64/98(65.3%)
AFH 50mg 1 H 2 [FIFE 59/95(62.1%)
AF| 100mg 1 A 2 [B]#E 57/84(67.9%)

L )
1 TEVIEE) o CERIEL) 07 BBECTE L & %0 CEHKE -+ SR OB
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V. AEICBET 5EE

i) P K Ol R A e f 32 5 2

e it BIVEM Bl PR i B A
75 R 13/125(10.4%) 9/125( 7.9%)*?
AFK| 25mg 1 A 2 [Al#E 13/128(10.2%) 8/128( 6.7%)*?

AHl 50mg1 H 2 [AIFE

16/125(12.8%)

12/125(10.4%)*2

AFI100mg 1 H 2 [FIRE

8/117( 6.8%)

12/117(11.1%)*2

FEBGVERAT X GBI (GEHR)
K2 FEBLR= [RBFE] / [FHH OREHIE O H 5 F1%] X100

(FA 25 fth : Prog. Med. 26(Suppl.3) : 2869-2910, 2006)
AR OER I N Ak - ARITAEHREEE : 100mg% | H2ERHOKRETH D,

Otk ERE I HEEIR SRR (DDS1)
TERHRIR B P TR B 1T AR 5 FHE(25mg, 50mg, 100mg, 200mg, 400mg)iEX7 T EARD
T EHERE L& 25, AT ERIGHERTRD Hiv, 400mg 23 b AECEN, BAEMEIC
MR WAL - HETH D Ll LT,

gﬁgﬁgf% PR, BRI, RS R

it 5 | TR I B 332 b1

I Wy | e L= s T Rl 5 B0 B T RGO & Ea T 5 ROTE
FO TR Bk & 1T 5 R 0 5 B Wil A E LB L T B DM 5 5B LT
e

FEARBEINEAE | - 20500 E 65 MR O B

- Yot OB E HIBR & O i B & £ © B
- PR AMERIE & fE b W R

- BB BRI ONC SRR TRt 21T o T2 /B

Yiron

S

B K AF| 5 FHE(Q25mg, 50mg, 100mg, 200mg, 400mg). XX 7T ROV NiE BEER &L
(B2 5 e

BE DR DA

AR D YR

- RO SR IE DR E T OREH

< A DORREDOHERE D AUC

- ARA 7> B A D TH 2% & C o0 IRE ) (i B 22 R D)

- A DK%, TR A DO FFE E T O R (R RHp )

TR BRAN AR

= ZEEF A ZH H

Rl K Tl T H
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. REICEY 5ER

GRERAE IR (A PR R 46 ] - PC)
i) R TE E

BEOHNRDOEERX
EitalR itc GRS
7T v RRE 11/49(22.4%)
A 25mg BE 28/56(50.0%)
AFH 50mg 26/51(51.0%)
AF 100mg £ 36/51(70.6%)
AF 200mg #E 36/49(73.5%)
AF 400mg B 46/56(82.1%)

v TG EEIES)
K1 TE<BNT2) 2o T ahrole) O AR CHli L7 L &0 TEIZhWiz+3hniz) oflE

ERWEEORERY
B8 BB
77w AR 12/49(24.5%)
AHl 25mg B 31/56(55.4%)
AFH| 50mg #E 27/51(52.9%)
AFl 100mg #f 31/51(60.8%)
AF) 200mg B 36/49(73.5%)
AF 400mg #E 47/56(83.9%)

Sl 51 /AT o BB (B3 %)
X2 TENUGE) 2o UML) O 5B TRt L7z & & o [EWE+ PEEWE) OFlS

i )Rl KR AT ZE H
R EREE O E TORH, JRAOREDOHEE O AUC, BRMH>BIF A DK E TORHEERE
W), JRADIHRE, O E TORHEEREFRR IV TS, HEOEINE & bich
IMEDERS DA 235880 B v, Al 400mg 23k b WA RIMEZ R LTz,

il )@
58 AIEH

7T v RRE 1/53(1.9%)
AFH 25mg 2/58(3.4%)
AHl 50mg B 5/55(9.1%)
AF 100mg #E 3/54(5.6%)
AF) 200mg £ 1/53(1.9%)
AF) 400mg B 1/58(1.7%)

FEBGIE/RAT X S BIE(FEBLR)

AFN ORI D ENWERFBRICHEROCHETRRD bR o T2,
(fRH R fh : RERYERE 203) @ 154-172, 2001)

AFIOERB SN - ARIZ, hltg : Mo 400mg, 2 B HLEE 18] 200mg & LT 1 A 2 [BfE0#E5

T5, k., WEFEFET 6 L EdH 1T 5 2 &, EADHAIE, FIEOA 400mg, SEEITR U TLRIE 200mg
Z ORI EH T CRAZ LTS, 727F L, 1H2EIETET S,
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V. AEICBET 5EE

@Rk ERS 1B SRR (1200) 7
TEESRORAE B PR IR S B E AN T IR A 2 L LT ISR L A 400mg & BRI G L, £ D% 5
P DA SR R 2 4 B & LTS, AFI200mg T 7 T B ROV BIE Lz 2A f
BPEIC R, RAEPEICRTED 22 <O A 200mg BN G- O A7 PEAHERR S Tz,

ET T
E G s M

*f S

77 R, R R

F TR I 2 s THEE OS] HH VT [REORHA] OHBlIcEhELax
+7 400mg ZHIEH 5 L, E %% 5 W LA B IS SR S A LB & L7 JB 122 1%

77 R AR, P SRRt R T R ISR A L a7 200mg sENE G-
HEWER Q2 2z >V T O/

< 207 LA L 64 LU O B

< [ERIDS, FEHERE th Pt A% O TR BB A8 1 NSAID TY{T 9 Z & 23 AIHE &HIT L7 BB
T AR | - ARIOBEIER L O LSl & 0 5 TR ek R il 2 52 O T B

- MIENEERFEAR % 5 BRI DI 12 BT & ClOEm A2 A L, BNMOEREEZ LB LT85

H i)

< AENIZIRIR & 9 5 2ESIERT R & £k 5 B

- PRHHT AN By RIS B R A QN BEEME TIT b LD TEDHRE

< P 12 BRI M P £ TOMICMO OSBRI FIR 2 S LA FR 2% - RE. b

ERBRAEE] DETEOHDLEHR

- FEME R OV ORI B % KA T ATRENEDS & 2 MBI O A 0F & SR Ic A 5 B

H

L3

% o @E&ﬁ&bfﬁﬁﬁ%1ﬁ%u%z%%umgﬁv:%vfmmgéﬁu&§L\@E&

5% 5 BRI LI R 12 BRRILINIC E L a %27 200mg,. XUE 7 T R &5

Al OB | RN G% 2 B Al U7 RE OFIRIC L D ARE

Bl Y FEAMIH B | - JRIRE(PI(VAS, 4 BPEEEAM)

MBI GHR AT Ui, SBMBE G2 0EE L, WA GOL TR T L BE a0 RIS 2 % 5050 255
BTH D,

(GRERFE R (A MEMRAT X555 - FAS)

1)FEFHHEA
BMEE% 2EBZEC-EEOMRIC L Z2HEHMFTXDS
1.7:
TG K T
A5 B , 36.2
(n=58) : : 1
tLaxy7s : ; : :, : Q
Wl m || | m
(n=64) : : : —

0 10 20 30 40 50 60 70 80 90 100 (%)

W5 R A LEh7: s b7 BRRH
() HHFE
% p<0.0001 (t #R5E ., vs 7FLFENMTEGHE)

X2 TELHhW o) S ol OABBETHMLIZE ZD TEKWio+hnic) oFlE
3 MBI IRYGER & L CRRTICE O T
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V. AEICBET 5EE

i ) B EFAm I B
BN 5% 2 BiRE(BOCF)Z3 1) 2 E (PI(VAS) X, 7 7 AR IBINEGEEIZ L ~AFH] 200mg 1B
bu&%}ﬁfﬁﬁ (i &7)) 8 H1(p=0.0003, tFE. vs 77 LARBEMNFEGEE), JLREHRE P4
BYPEATAMIC BV T h . AH 200mg B IMNEEGRET T T 2R BN GREICHA EL 20 TERED
I OEIGNE NPT,

i )& VB (B AR R A 52 5 2 8 & & o)

B 51 RIEH N7 S g )
A 400mg # Bl 5D 7 21/133(15.8%) 17/133(12.8%)
A =) I o3 3 16/ 58(27.6%) 15/ 58(25.9%)
A 200mg B MN$ G-AE 11/ 64(17.2%) 10/ 64(15.6%)

FE BUIIE AT R S A (FE B
(Saito K. : Clin. Ther. 34(2) : 314-328,2012)

HARFOAR SN AL - AEE, ik : gIEO R 400mg 2 (A1 H LAREIE 18] 200mg & LT 1 H 2 [EfRO#YS
5, 2B, HEMET 6 MU EH T 5 2 L, HAHOEAIX, FIRIOAH 400mg, LEIZE T TLKET 200mg
oW EH ROk 535, 72720, 1H 2@&?&#50

2) LEEGEAER
OBAgT ) v~ FE MAALLEELER (RCTT) 1
BEf Y ~FHEIC, AAIR00mg 1 H2ENE e XY a7 xrF b U w7 A60mg 1 H 3[E)% 12 8 [k
A%GL7cE 2 A, A#I200mg 1 H 2[E#E1X, R EAHTHL Z RIS,

gﬂjﬁg i;’ o | T, RO RS

it 4 | B v~F8E 771 41

- W | BFTTET =T R Y Y BRI, B ) O F AT Bk L% ST DR R OR S
PO RRET
- ACR OB L OB U O~ F L BB S s
- PR HARAS 12 LA oo B3

e | - PR 6 S ook

< W A O MEARPIEI%S 3 2L Eo B
« CRP : Img/dL LAk

- BLEHIHIBRLARTIC TRtV TR DOIRR A T TV D B
OB EHMBRLART 12 BRI, 1Y v~ F A QUEFREiR. iR omgz s, §
IESUTHE - AREZEFE LZAEGE L, A R Lt — MNIBERIBAAART 8 3 )
QB RIBAAERT 2 BRI AR R A VT ARG (EEE AL &2 BsG, ik, SUTAE -
N 5 HEEZEE LI-HBE
ERERA LR QRIBREFRNLE 1 HARREE LT L =Y n Ui Smg B2 5 RaikGhois
@A BALART 2 BT BRI Ze] . PRl BIRNICE IR D BRI A & 52T 1o A (7
7L, BIBFRERLVE /@E‘éanﬂa)\ TOUNTIIBLE A FIBA LA 4 B A)
- BIZWIMBALARET 2 A LLPICIRE AL A AINSAID, $iEAl %2 &L AR 05 %252 ) -8
s
OB B | AFI200mgl 2R EeRY Fa T o B Y A 60mg 1 B 3EIE 12 8R0S
FENAME A | ACRUHERMEE LI L HER
« ACR St ALMEIC & % R
+ ACR 27t > FDOYHEE
- BRUCEEEIC K A lER
o

Bl U R A T H
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V. ARICEY SEA

(GRERAER) (DT X G4E ] : PPS)

i)FERHmE A
ACRBIEBREE (BRI HHEE
(%)
e s
ool . B EVIIITR ML

10

# o &

— bo

(=] (=)l [*) (=]

T I T I

1

1

!

1

o0 |

o i

|

1

1

1

1

i

1

— 1

o 1

ce |

1

_ :

1

1

|
_N
=
o

|

1

1

1

1

238 % 43 % 8% 1238 % AT IR
(n=313) (n=291) (n=276) (n=261) (n=318)

* ACR BB EIE)C L 28 ER  LTFTOOKR V@AM THE [8E LT 5,

OFEIR BIEHO OBEIRBIFI SV 374 b 20% DA Lok

@A DR FAN(Visual Analogue Scale : VAS), B3 O BIETPESMGHM(VAS)., EATO % BISEY M 2AFEM(VAS), &
F O H RBERE(mHAQ)D 4 THH @ 9 b 3 THH LA LTIV T 20% LA -k

i )EI AT E B
ARLEREIC L DHER
(n=318)
FTATRE I Bl 2% B 438% b gtk | 5 120k I W AN g
G- 8.7% 16.9% 21.4% 24.1% 21.4%
(&ggﬁ/ﬂ i (27/312) (49/290) (59/276) (63/261) (68/318)
TR 95 %15 X i 5.37-11.93 12.41-21.38 16.36-26.39 18.75-29.52 16.72-26.05
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V. AEICBET 5EE

ARa7ty FOFEHEILE
T EAEDFHIEE T, &I Z &0 X COFMIRIZB W TeEE R L2, CRPIZOW T,
WEMEFITRRD b2 o T2,

S A b 2 % B 5 4 1 5 8tk e b 12 A& R IF
(n=314) (n=291) (n=276) (n=261) (n=318)
Y9 RA 4L 2.1 2.7 3.2 3.6 3.2
(f1#) +3.86 +4.35 +4.60 +4.82 +5.03
JEE R BE ik -12 -1.7 -1.9 23 2.0
(1) +2.50 +3.20 +3.26 +3.68 +3.72
B DY AR
VAS) -8.31 -8.99 9.82 -10.36 -9.41
( +15.078 +16.621 +19.616 +21.432 +21.147
(mm)

BAH TR DIE 7.86 8.51 9.75 10.43 9.25
g‘, VAS =/. =0. =7. - B =7.
AFi(VAS) +14.993 +16.486 +18.401 +20.448 +20.258

(mm)

ROV TG B 6.43 8.77 9.84 10.86 9.62
/\ m%\/ =0. =0. =7. - . =7.
EEFHI(VAS) +12.151 +16.186 +18.485 +20.069 +19.845

(mm)
B RS HERTAT
HAQ) 0.8 0.9 -1.1 -1.0 0.8
(m( o +2.03 +237 +2.72 +2.99 +2.95
CRP 0.675 0.684 0.558 0.784 0.844
(mg/dL) +1.4937 +1.4762 +1.6875 +2.0369 +1.9914
(CE¥Z{LE+SD.)

ERBEEICLDIREER

(n=318)
FA A 5 2 8% B 5. 4 % #5. 8 Wik 512 % IR REAT
W X 13.1% 18.9% 26.4% 28.4% 26.4%
-
(& :'ggf;% S (41/314) (55/291) (73/276) (74/261) (84/318)
1R 95 % 15 HE X 1] 9.17-16.94 14.23-23.57 21.06-31.83 22.69-34.01 21.41-31.42

it ) &I FH R ORR R A Al 52 o 28 8y
EER - BRRREEEELE
&IVEH 40/382(10.5%)
Fif AR A A i L 5 2 ) 57/376(15.2%)
S HUGIPE AT R G IR (R B R)

¥, HABEED - Mo RIERIZ. 1 NS BEIEEARD b i,
(Z2fi% ¥E fh : Prog. Med. 26(Suppl.3) : 2820-2845, 2006)
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V. AEICBET 5EE

Q%R ETAE 55 M AR LLEREAER (216) '
EFERIEVE AR IC, AAI100mg 1 B 2[E), vy o7 F hU o7 A60mg 1 H3ENROT T+
AN d RO EG LizE A, A& 100mg 1 B 2[BIEGIX, IR EAEHATHD Z EWRENTz,

gﬁgﬂ;f% SO AR, S R TR AR

st % | T PEBIEIE B 949 5

- | PEYTET = TR D h, T RE ARG, AR AT B s DR
Ve O A D R

- BE O AAH(VAS) M ONERT O 2R FTEAT(VAS)AS 40mm LA o>
TR | - WEBRBALART 6 » ALINO X EEICB W TEBL Bil{td 5\ IZBERER OB MED W3
N1 DL EFBO b B

c RIEMERAFIR E IR L W SN BE . ULFHMIE AL SAME BN TFET 5 B

< REBRHEAMI RIS, BRI R B0 D OB E XX M ORIRVE 21T 5 Z & & T
FELTWH#BE

- B L BRAART 4 R LANIC R R ARV v OR O, AR, BIEIN U TR R 5 A 320

T bR L % TFHREHD NI T n U EBROBESINES 2% 1T - R

« N 2T A RN OD 72 < L b 5 EITH Y T A IR LN 5 220 NSAIDs X
XA OB G 2% - BE, BEEAEZRHETERWEEIE, N— 2T 1 ST 48
REEILANIC B 5 2 52 1 - B

£

— | AAI100mg 1 H 2RI igr Yy 7u 7o b)Y o A60mgl H3EL LIETT78RE 438
ﬁit gﬁ ji ¥£ ¢
i y=Eaca

T EE | B AR BT D SGEEHE K OdE R

- B DR FM(VAS)
- BE ORBEFHM(VAS)
BIRFEMIE R | - EATOSFHE(VAS)
- WOMAC OA Index( . ZhIiE V. AEATEIONEERE, HAHEH

(GREREEH) (DRI X 54« PPS)
1)FEFHHEA
RELRBEEICETI2HEEHERVHEE

75K o
C=i1) ‘ 2(49, ; wlﬁéﬁﬂﬁ
[/

L axThE
(n=286)

— 0.7

100(%)

WE e AR EYE mERESGE @AAL BEL () P deRR R
% p<0.05[Cochran-Mantel-Haenszel ¥ (47 BAKUEMM 5%) . vs 75 EAME]
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V. ARICEY SEA

i ) AT ZH H
FBE OEFEFFM (VAS) WOMACHH #
2 4(:H)

BE DL AT (VAS)
2 4(H)
*
*
= R D £ At 574 (VAS)
2 4(H)
IR e S i
__________________________________ .
- 7 LK (n=151)
—m £l 3%y T (n=205)
&1 p<0.001 JEAHHEHT. vs 75 LB s R —————
T E AL 7 -10
1t
E R B
*
-20 e —————— e
il )AIE FH B OV PR i A 5 o 25 )
gt RIEH R R AR AL B 25 )
77 v REE 61/192(31.8%) 32/191(16.8%)
A B 134/377(35.5%) 64/367(17.4%)

FEBRGIE AT R B (GEERR)

()R 3= : Prog. Med. 26(Suppl.3) : 2911-2931, 2006)
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V. AEICBET 5EE

QEREF MMLLERER 217) ©
JEEERE I, AFI(100mg 1 H 2[EH KO ax Y 7u 7 = b U 7 A(60mg 1 H 3[04 4 BB O
HGLlEZ A, AAI100mg 1 H 2FEGIX, R EEHTHD Z LRI,

REBT VA _ _ o
FEIK R SMIATE R 2

P FERH IR, B RO TRER PR

*F G | JERIE R 846 1

H B | vexyrarzrF b ULaESBIC, BWEICHT 51 L as s 7 oRshttk e rkofst
- BB DR MN(VAS)AS 40mm LA
- L TR O TR § S2EML Jrsd

7o AR AL 1> MBS O P R 23 2 SR DL E oD R E

- MR D EEHALANER 12 e LV b FICALES 2 B

c MRIEPED & D B D WD TR TRV RCRE R (PR AR R | AR IR ME D BT B 2 s
EAT D BE ., AE RO AR 3 23 BA R 2R I HE S A CHE I~ L = T A &

© 9 OWEIR & DOREIEE OB TR Lo 2 b a— L RRED IR MR RO BRI D 12 D I BR E AT
GrH)ERIZ X 0 NSAID #RE Y] Tha &Ml S - B

c ARBRPICPINREE TE L TV DR

< WFE 4 BRI LI ESR AR O 72 DI FHHER 2 5% 1 1 B

B PERART U v~ T TG ROSREMEO BT HEBIEIECRE MR HER . FoREMERIEIR), SR &
i, =V MR, BHETRIE, BT OOIHERIAR OIS SUTEGYE, H 5 W IEeH ik

T R A dE e R DIRE & 72 D Z OMOR B OB & A3 5 BE

- BB ERAT 6 » A LINOSMEEEHET 3T, SMEMEFHEBEETE 2 N L 2R 2 H 9 5 8%

- PR B (A IR EERE 72 ONCRR T2 L B2 b2 e AT 288

- R EBHLART 4 WRILANICEIR R AR LVE L OfRR O, AN, GRS 3R E P~ D% 5
F AT T BB (R O P RIS 2 SR T e 513 7))

c R= 2T A BRI 078 < LY S {EITHY 9 IR LANIZAT 5 50 NSAID X
ISR A OB 5% 5% 1 - B, BEEFNER/HTETERVGEEIL, N—RA T 1 UBIERRT 48
REEILANIC B 5252 - B

%

OB O | AAI100mgl H2EI Iy a7 rF R U A 60mg 1 H 3 E% 48RO #%E

EEAMAR | e BB 5 U

- B O FAM(VAS)
- BE OBMEHH(VAS)
+ [l DM (VAS)
+ RDQ(Roland-Morris Disability Question : JEJf % %) QOL R E)

il % ATl 2 H

GGRBRESR) (2R X 2L : FAS)
i) R TE E

RIEERUEEICLIRER

SAPE D4 - 1
2 -

I I |
0 20 40 60 80  100(%)
Y i

X OEEMGE D DB o 5BEECRHIE L & & o EEMUE+ P HEWE oFlG
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V. ARICEY SEA

i) Bl At 2 H
BEOEBTME (VAS)
2

T 468)
By
Lt i
i
& LLaFi 7R (n=414)
EAMDOEAREEE (VAS)
(oo 2 4G8)

& tLaFdi7H#E (n=414)

—28

BEDOEMETE (VAS)

(mm)

ERr e i

& L a% 7 (n=414)

RDQ
ELaF 7R (n=414)

163/425(38.4%)

FEBUP AT R G e )

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



V. AEICBET 5EE

@F itk rEfEE MAALLBERER (CL102) 29
TR RF T, AAIWIENZ 400mg, RVNT 200mg, F2HIX 200mg % 1 H 2[A), 7T 2REOPT K
RZ27@Q00mg 1 A 2% 2 ARRAHKG L& 24, AFIERGIET T e RIchd 2 @8 0= ~ 1
T DL, SHITARAE T N R T 7 ORIZITHEIIRAEZENRD b, IR EFHTH S

ZLAREN,

iﬁgﬁl{; FHEROT 7R, B R UATRER kR

xF 2 | FINHIER B 616 1

A b | R ET L TR eI, FRERERBE NS 5T L2k s T ORMET T LRI

K HEBER O N 7 71T 250 & Rtk

TR ICH S0 A R FEH L, T OFEFEBLNEE N NSAID TrIE & fllr S D A

(5 & 70 2 T R OIREB OB BbTIR, B0, SO, POESE ™A ke, B4
HidE T AARRES T, MEREAT, BRYEESMHMT > 7Y A B, 77 m—Lh 20
fill), FAREIEGHE, FHEVERERRE, AN, BB~ =7 TEEIRE, € oft

S

% 4

* %

- ERRAY, #&0 NSAID 2 X 2 T4 O Jm & BN rTRE & HIWT L 7o i
« T4 24 BERILLN OFERIRIEEM & LC, BLF D 2 DOIENER -9 B 5 & 8 H L 7= A
s ” &
ERERER mpmamc ThSEORS) U TBEORA)
* VAS 7l © 45.0mm 2L _E
- FTORT 12 BRI MO FH 2 MifT SN BE . Uk, FIOK T~ REKRBErR I ftho
FIOTEN D D BHE
c BIMER OB EMEOFMICEEE RIE T TREMEN H 2 MBI O &0 2 (P E)MALIC A
E BRI FamE
« RERIESHSR AN L DI ES LB e R
- FiTR S MEVER T CITh b TEDBRE., Xit, {Thhl-i%E
%
Y TR BE T, AFZ YRS 400mg. YRV T 200mg, 2 H 1% 200mg & 1 H 2 BI(KE R
5y, Xx7 TR, = N7 27 200mg1 H 2E% 2 HRERAOKRS
THEMEAE | #E5EHMEEC COBRFEOHNRIC L 5680=%
- YR IR EE (PT)(VAS)
BIRFEAEH B | - WRA+3s L Bk

Yiro

e

(RRBRRR) (A ERRHT TR EEH] : FAS)
1) R H H
BREHMEEL TOREDOHMRICK SFEHEX
(95%Cl : 0.32-15.98)

9 1
T oswoi25T-2236)  (95%Cli-588-144n)
[ [lil) |
637 68.0
e 75 AR ; TS AR
(n=248) (n=124) (n=244)

Mantel-Haenszel#f 5
¥ LW b [hiehode)] OA4BRETIHMILIZ L &0 TE W e +5hnwiz) oFlE
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V. AEICBET 5EE

i )EI R EFATZE H

& RIER R OERRE (P1) (VAS)

0 ; , : ; ;
DR Al e g e e AT
WA TR TR G
DGR AWGR  ORER
\ 11H [ 2AH |
—— L aF 7R (n=248) —O— FItAKRRE(n=124) —O— ThFS7HE (n=244)

*1 p<005 % p<0.001(t HisE, vs 77 1K)
(1 HHBRE T PRI HOE L T vian)

MRS LD ILFIORIGIL, 7 78R 194%, KABE 109%, = K778 143% THY, 77 &R
B, =N R 7B, ARBEONEIZE >, IRAR5IC L2 BT LR OIS HERIC L D REDRE S, ARHFIRE
L T TR L ORICITHFH I B B EZNRD b7z (Log-rank BE : p=0.0231, —fi%{k Wilcoxon FiiE : p=0.0273)
B, TRRITIREET TR, WRCAFIREE = N FT 7B E OBICIIARZITR O bR ho T2,

HNBETTRCEDHIUEEARY & LI-REHRIEER

it Hrk R 95%1E X [H]
77w AR 24/124(19.4%) 12.81-27.42
AFITE 27/248(10.9%) 7.30-15.44
b NZ7HE 35/244(14.3%) 10.20-19.38
i)AIEH (AR AR T E# 25T
EitdeRiic RIEH WL BRI AT i S A
77w AR 30/124(24.2%) 25/124(20.2%)
AFIEE 45/248(18.1%) 41/248(16.5%)
MR IR 53/244(21.7%) 48/244(19.7%)

FEBRGIE AT R B (GEERR)

(PR )
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V. AEICBET 5EE

3) REMHAR
BEEI ) U~ F R OLBIEREEIERE 2535 & LT, AFZRMREG Lo & S OREMEROAINEE R
52 La AL LT, IEMIRIEEMIC X 5 Rl G-k 2 3R & 520t L 7=,

g Y o3 FREZSHER (RLN3) %)
BEE Y o~ F B2, AFKI200mg1 H 2 [E(300mg 1 H 2[A], 400mg 1 H 2 [A]\Z H & I HE)E i 5-(52 i
L7 & 2 A, AFH200mg~400mg 1 H 2 [A1-E #5850 A 50 K O BVERHER S iz,

RET F A

% o0 % R 5l
%f % | FE Y v~ FHRE 156 41
H B | BEY v~ Tkt T o Lax T OEMEEICE T 5 AR 0RO KR

F BN | ACROBWIRMEIC LV BH ) v~F Ll snizig

« 0 EBLEERERT 12 WARTH(S83 HUICAK O 5 %2517 - B

- THARE I U BTG A G0 L T o, XUT 0 MBI 2 @ ARm(13 H BAN)IC Ha
STREEEHA, 7u bRV TIEA, SurE S5 o0V RIAl A7 G LT 7 — hOBE

ERT T BE
ot e | PR S RBRIR D L M R O ORI A LI LB BN D TS TE S
72 Broh 2
TN B
+ 0 EBLERFAT 8 TATN(SS H EAPISHI 272l ) 7~ T, Sesiiin, sepedmiilAl o6 %
BRks L7
+ O BRI 2 A3 B LAR)ICEIE BB AR VE R RAT, TR AN OB G & R
(ZBHAR L7
- o | AN 200mg 1 B 2 (B2 SR 52 e O G AED R S v, SRR T070 456 400mg 1 H 2 (8]
OBk TR

#F ffi W H | -ACR=i7 k&> NEH
(B % M) | - ACRUMEFAEEIEIC L AUERL N ACR hFELLEIC L HE
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V. ARICEY SEA

(GRERAEIR) (DTS 4E M FAS)
1 )AHIGIE B (B 2h1E)
a)ACR =7t v FHA
YA PR i B JIR e A T

Mo 4 8 12 16 20 24 28 32 36 40 44 48 52(H) “'530 4 8 12 16 20 24 28 32 36 40 44 48 52GH)

0l
-1
2L
o
£ 4|
£ 6
i fl = . |
-8 = - s
9 -6
CRP
(mgdeLgﬂ 4 8 12 16 20 24 28 32 36 40 44 48 520H)
% N
1t
E\. .
20 -
JBH OFHR AT (VAS) B O BTGB PE AR (VAS)
(mm) ¢ 4 8 1216 20 24 28 32 36 40 44 48 52(H) (mm({, 4 8 12 16 20 24 28 32 36 40 ¢ 48 52(H)
5 Ty
s g S L S S S i gl e S e i o T i e
g I g it e P {1
LL.‘ -10 f_[.: -15 J_
=15 " a0t
20 25 =
2 = = 30 L- S
BAO L RBEBERE (mHAQ) % Rl D TS B 1 A=A A (VAS)
(«'ﬂo 4 8 12 16 20 24 28 32 36 40 44 48 52H) (mmé 4 8 12 16 20 24 28 32 36 40 44 48 52(M)
= .
1} 5r T 3
£ % 10
L[ e e R 1t
A J it 15
; B i 1 -_-" Ll _20 i e el ol ot el esiog
4 25
(n=156)
AL ESD

b)ACR B FLAE(ZE VRN K A =R L Y ACR BUEAEVEIC L AUGETIX, 4 EED S 52 HRFITHNT
TWENFREE LT,
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V. AEICEET 5EE

i) P R O R A A 5 T A8 )

EI1ER
AAE 5] 37/156(23.7%)
200mg 1 H 2 [EI#E 31/156(19.9%)
300mg 1 H 2 [AILL RS 9/ 45(20.0%)
F BRI R G 5 (G B =)
R EEEEEE
I 18/151(11.9%)*
ek 58 200mg 1 A 2 [EI7E 9/111( 8.1%)*
Bk 55 300mg 1 H 2 [@2L BB 9/ 40(22.5%)*

TRV G %)
SR [REREI | (AT H O BRSO 5 5 ] X100

(% : Prog. Med. 26(Suppl.3) : 2846-2868, 2006)
(FENHEE)

AAFIORR SN AL - AREEHY Uv~F 1 100~200mg % 1 H 2 [ERE OG5 TH D,

Q%R R E R AR5 ER (OLN2) %2
EIVERIEE BT, AFK] 100mg 1 H 2 [Fl(200mg 1 H 2 B &) EMHRLGRE 2 @M Lz & 2
7. AHK] 100mg~200mg 1 B 2 [E1E HI# 50 O A 51 i 02 Ve iR S iz,

7

% O % I8 Ry 5l
xf & | BIPIEBIEERE 65 Bl
H B | BEMERESEIC ST 5 L a7 ORME G5BT DGR L 2MEORE!

- EBIEN SRR IR T RIEER 2 A 5 B A

TR BREAE | - 0 ABIZRELIATO X MRS TR B EE [ RO 2R BT OB, BraE b, BIEIZ o
BAMED 5B 1 DL )N EHIIEICER D b Db B

< O EBLERE 12 BARM(83 HLAPICAHKI D5 %52 1) 7= B

HEE I SOIE BTS2 A0 L TV DA, X%, 0 EBIERRT 2 AR (13 B BIN)IC
Ho ZRREERH, 70 Ny R TRER, TurE2 50D BBl RIS LT 7 — hOR
EX ANt

- REHIEFIC, SRR D BIRS PE I TV D B

EABAIEE N apmnc v v~ T, SO E ST, R, PRRZIA L BN A L, g
(2L D B & KT E W R
- 0 TBIERIFAT 2 TARWE(13 B LA R BB AR LT (R DAL TEAALL AR O35 &
(PR LT B
%
o o | A 100mg 1 H 2 Bl ez 52 TR A B E(LEMEDHER SV, 2WRA+507086 200mg 1 H 2 [H]
AR 7 ik 6
F CTHET)
- BE OFERHTI(VAS)
. « (BE O EEHTI(VAS)
RE i HOH b
. E @/\'Vha\/ VAS
Gt g | EMORRVAS)

 JEIRAEIR (RN, B, MENESNR), SRR (R BIETAR ARIR S 3 B Bk Eh . R
B, HEAISEMEREGID LSV EIME, Lo 0EIE)
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V. AEICEET 5EE

(BRBRAE L) (HZhMEMAT X 54EH] © FAS)
1) FEMEE H (%)
BH ORI (VAS) BHEOLREIN (VAS) I il ) 42 Ak EA (VAS)

[Hma} 0 4 8121620 2428 32 36 40 44 48 52(H)) fﬂll(l)l?O 4 8 121620 24 28 32 36 40 44 48 52(¥]) {Hllg] 0 4 81216202428 3236 4044 48 52(H)

] = —_——?—:—__——:—— g e o St O
L
(n=65)
PR LEESD
MEIRAER(ZZFRINR . TR . MENEER). SRR B IRAR S IR 55 BkEh, RRTAVE).

R AREEREGLD BV EhE, Loeste@ifF)) T, &EGBRMGE 4 80 685G M ~D 21k
DFRO B, 52 HRFE TN Rt LT,

i) P R O R A A 5 T A2 )

Bl1ER
AEH 11/65(16.9%)
100mg 1 H 2 [FI#E 9/65(13.8%)
200mg 1 H 2 [A]# 2/10(20.0%)
FEIGIHIRNT R BB (FEHRER)
R EEEELE
A 5] 9/64(14.1%)*
A58 100mg 1 H 2 [ 8/55(14.5%)*
BB 58 200mg 1 B 2 [mI#E 1/ 9(11.1%)*

FEBLFIE AT X GBI (GEBLR)
KAEB = [RBFE] / [FHH OREGHIE O H 5 F%] X100

(FEPN A )
(&5 327 : Prog. Med. 26(Suppl.3) : 2932-2952, 2006)

VAR OGRS ik - A BITZETEMEBIENE : 100mg 2 1 H 2B AHKE-TH 5,
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V. AEICBET 5EE

<HBE>

RSN < FLLEHER (LEUHIEERNRE) (022) MEAT—%2) Y

SREABEIER Y v~ FEE T, AH 3 HE(00mg 1 B 2[E, 200mg 1 H 2[E, 400mg 1 H 2[E), 77 a¥%t
(500mg 1 H 2[ENULZ T 'R0 H 2[B)OWT g REREOES LZEZ A, KA 100mg 1 H 2 A
BeHRER O 200mg 1 H 2 [BIEGRIT, 777 B ARECEER U CEmBIfIE. TERBAFI IV TR itaY 72
BB AR D b (Fisher D IEFEMERIRE  p<0.05, {HL. 7T BAREEL 200mg 1 H 2 [ G#ED LRI
Hochberg's step-up procedure % V7)), F72, ACR-20 XERIZB W T HME NG EENRD LN
(Cochran-Mantel-Haenszel 27 : p<0.05, 1AL, 7T &AL 200mg 1 H 2 [EI#FED LT Hochberg's step-
up procedure & IV 72), BEH 12 % OWNHEE FICI1T 5 H « + IBIBEEABIERIL, A4 100mg 1 H 2[4
B 5T 6%(9/148 #), AFA 200mg 1 H 2 [F14% 5-FET 4%(6/145 ) T - 72,

RRT YA | FEEOT T AR, HE RN RGAER

SO SPic!
PO BEER U o~ F A 1,149 )
H 1 FTT7uxtr FIERERBIC, Y v FIIRT L a X T OFMER L2

DRFIETY 7~ T BHFI B DRI - BIIER ., WHLEREEIC BT 5 AR & fERDF A 7
B RPELRAESE & O HB )

A (NN - ACR DM EMEIC L VB U~ F Ll S i B
« A7 a4 K, DMARDs(EBEAMEITY U~ F ), XA b L ¥ — FOREGER—ETHY
BRI P b Akfe L CIR)— o O W RE & il S 4 2 B
T | RERETO LI LR ARSI IC X 0 BRI ICEE U 10 L Lo NS ANEN - BE
B ik AHN 3 FHE(100mg 1 H 28], 200mg 1 H 28], 400mg 1 H 2[a), F 7 2%t 500mg1 H 2 A
X7 7 EROWT A% 12 KOS
F-EEAME - B U~ T ORERSE
(PRI BIEi sk, NEARBIEN L, BEIC X 2 MM, BRI X 2 2, ACR-20 tiE5)
- FENEEENRSTREIC L D F - RGBS TR

(PR A L)
1) EZERHILE F
ERBHHR VERBEHHOERS
(f&) (1)
35 24
—o— 77 £ K (n=231) —o— 77 &R (n=231)
—e— L I% 7 100mg 1H2ME (n=240) 29 —e— L 3% 7 100mg 1H2mE (n=240)

20 e L2 F Y7 200mg 1HZFME (n=235) —A— kLI ST 200mg LH2ER (n=235)
% i 20
W o =
] 18
i -
¥ 4

20 1§

g &
*ﬂ*
14
15
12
10 | | | 10 | | |
0 2M 638 1% 12381 0 2% 6% 12387
Al AT Al 1 247

* 1 p<<0.05. Fisher DIEMEMERMREIZ L DT 7 BRRE L DI,
AL, FZEREEL 200mg 1 H 2 [E#5-# 0 L X Hochberg's step-up procedure & AV 72,
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V. AEICBET 5EE

ACR-20 B& =
(%)
100

90 L o7 7 LARE (n=231)
gkl I+ 7 100mg 1H2EE (n=240)
80 o+l aF 7 200mg 1H2EEE (n=235)

70
60 |
50 |
40
30 |
20 -
10

28 6 B 1288
1Al B 3
*: p<0.05, Cochran-Mantel-Haenszel fR &2 L 2 77 EAHRHE L DL,
AL, ZERHEL 200mg 1 H 2 BIHE5-#EO LR IX Hochberg's step-up procedure % iV 7z,

¥ACR Do ERLHUE
PRI BIE A % OVEIRBIEI S O W T d 20% L EOtE,. 2> o(DERT OB BIEEMMESIEEM, (2)BF DR RIE
B, G)BFE OERAEL. (4)CRPE. (5)BEOHIKEREFHMID SHED S H, WFhn 3 AR
WT 20% 8L Lot

RRFREICLDE - T2HEBESREREX

Cochran-Mantel-Haenszelffi 22

(%) t:p>040 (vs 77 4 K
15 () MI395%CI
6 (22-100)
E 10
)}fé 4 (01-79) 4 (09-73)
H
£ T
54 t
0
100mg TH2M#E  200mg 1 H2MmFE
77 4 KR L axy 7R
(4/99f) (9/143f1) (6/14561)
MI2EMBE %D L <TG H)ICNREMA Z 55 L, FBEICER 3mm L EOEERHLONT-HE 21
BE LT,
i )24tk

AEFGIL, A4 100mg 1 H 2 [FIFG-HET 68/240 5, A551200mg 1 H 2 [EIFG-H#£T 63/235 il T > 72,
HILER RO EFZRBIRIT, AH 100mg 1 H 2 [BIFGH T 28%., A#HI200mg 1 H 2 [E# 58T 25%
T, ERLOIHEEAR, M, @RS Thole, 7T ERRORERRIL 55231 HlTh o7z, Wik
RO EFRGRERIL 9% Th o7,

(Simon L. S. et al. : JAMA 282(20) : 1921-1928, 1999)

EABIOARBS N HE - ARIL - BIfEY v~F : 100~200mg % 1 H 2 [ O&F#5TH 5,
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V. AEICBET 5EE

4) BE - REMNHER
OEEHEExEE (POP1) »¥
I B PR 45 S8 1T, AAI(100mg 1 A 2802 4B A8 G Lz e 24, A#I100mg 1 A 2 El#50
JB BAEE PRIk 5 A M M OV Ve DS R S Tz,

ABRT VA .
SR A
%O % R FEXTIE, HEE R
%t & | HBAE R AT 77 Gl S . AORTERESR . BB, b SRR RIS, RS
H H) | JEBIEE PR B ISR B L o % 7 100mg 1 H 2 [814%5-0 4§k O et Ot

c N R T A BRI BT D AR (LR, B EEEE, . KRR
TR L U DWFTNDNFEELL BT, o= T A UEEN O B OWEFEIHMII(VAS)2S 40mm LA E
DB

 FHWERAL OREIRIIME, G, I, VU~ TFICRRT B EEZ LD EE

RIS 3 1T D AMEFSAEME O A IR PERESE

- SHIEWRIEMERE O B

« N— 2T A BRI 1A NSAID, SR AIURIE - FEREE) UIRBA O b-% %) 7=
B

« N— 2T A BRI AR R E AR VE O RIS R AT v
7 RER OB U S R I B

« N— 2T A BB 2 AR BIEECE RAEAI( e T v RS O REATEAT ~ O B N
§ &z -8

A

s

E R BRAN JE E

OB 7 | AHI100mg 1 B 2 BEl& 4 @R QRS

EEA MR A | e R B 5 U

- & OEIFRHI(VAS)
- A OEMGEHIl(VAS)
» ERI O EMEHTI(VAS)
5

il & ATt ZE H

GRERKER) (AWM X 2L : FAS)

1)FEFHHEA
RICERBWEEICH T EIHER
|rroron)
(n=74)

0 20 40 60 80 100(%)
W E W B bR IR G 2 A2 BB

% TEWISE) 0 [E() O s BRCIE L L X0 REME + hEEYE) ORG
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V. AEICBET 5EE

i )& R AEATLE H
£E DEREEFE (VAS)
(mm)0 2 4(;H)
0 T 1
1t -
=
(n=74)
FIgAEALR+SD
E= BT D £ A% 5T 4 (VAS)
4}5@) (mm()}D 2 4'(:‘@)

710} cenenll -

20 \\ _

2 30 - -

s Lﬁt_m —————
SO F---- S o
-50 60 |----- .
60 . 70
(n=74) (n=74)
AL E+SD FIBALR=SD
i )R« BRI IR A 5 5 25
BIER - BRI EEERE LS
BIEH 12/77(15.6%)*
[ N o [N A 7/75( 9.3%)*

FEBUSIE/RAT S G5B (FE B 3%)
KERRRANE SR W AT O R R= BRI / [FHE ORGRIEOMED H 2 F1%] <100

(F/7 % fth : Prog. Med. 29(Suppl.2) : 2893-2917, 2009)
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V. AEICBET 5EE

©Q SBEMBIEIEEFEE (COP1) #
SURBUEGEREEE I, AAI(100mg 1 H 2 [E)A 4 BRI AL L7 2 A, A& 100mg 1 H 2 A& 50
SHE BSE BRI Ta‘%ﬂﬁfﬂ P OV SRR S T,

RERT YA 2 i IEE s

K O % M
o) % | SHEBOEGRE A 82 FI(ZE I SHMENE . SHMEMERTHOE, Momh i O e BERELE)
El B | SHEWEGRERE ST 528 L a%s 7 100mg | H 2 [BIF% 5O DWE R OV DR

R v | ST AT A BUERRCRHIIELIC I O AR (L . B EEBNE, ROV
I FELL BT, In o= R T A BRI O BE OV RHI(VAS)2Y 40mm P10 B

« FHERAL OFER SIME, B, B, VU~TICERT A EEX HNHBEE

© FEOFRER, MRRARER A G T 5 B

- JH B R PR o R

« N—R T A BIERERT 1A IS NSAID,  SEIRAIOREE - FERRER) SUIRELS D% 5-% 52 1) 7=

F e bRk AL v JiE

« N— 2T A BRI AR BB R EARNVE O FMIENLIC R A ST vy
7 BRI BE

C FHIEBALIZ R LT, N R T A IR | AR E RS I LA EE A= T IR

A

IS

OB 7 OB | AHI100mg 1 H 2 BEl& 4 BERE O E

EEAHIIE B | R SIRGGEE ISR T 2 UEER

- BE O FAM(VAS)
- - BE O2BEHE(VAS)
| YK F IH H -

O A - Al O 2T (VAS)
%

(RRBRAE ) (AT MERRNT SR AE R - FAS)
)BT A A
BELRUBEICH T HUEE

(S 3#K700%)

(n=80)

0 2b 4‘0 60 SIU 100(%)
I E o B 20 A R

% TEWISE) 0 [E() O s BRCIE L L X0 REME + hEEYE) ORG
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. REICEY 5ER

i )RIKRFATLTE 5

(mm)0
0

= R

A O AT (VAS)

(n=280)
TP LR ESD
E= AT O £ % EE 4 (VAS)

s (n=80)
e P =SD

i EIE ] - B PR AR A e 5 A8 B

BIER - BRI REERELY

BIVEH 22/82(26.8%)
R R KR AL 5 25 ) 6/81( 7.4%)*

FEBLFIE IR GBI (GEBLR)

KESRR IR AL B DR BIR= [EBBIE] / [HBHE OB G DR & 5 B1%] X100

(F/7 % fth : Prog. Med. 29(Suppl.2) : 2918-2940, 2009)

QR - Re#xESE (TP »
W - B J B, AFAI(100mg 1 H 2 [Bl)Z 2 BB A£G LizE 25, A 100mg 1 H 2 [E1£5-OJjE -
B9\ 25 D BRI R O e R S,

BT A1
K OV %t B

FERTHR, FEE AR

*F %

i - TR - BE¥EIC BT 80 BICHRAMENESN K (de Quervain J7), R ATNERER 2, BRI, BT
A DRE)

H £

it - B ERFEICTT A L 3% 27 100mg 1 H 2 [E85-0O A0 K OV Mo kgt

ESRAPE E/NE i

« R—R T A BRI B D AR AR (CEIRER . B B, R, SRR
R L DB O WT LR FEELL LT, o= T A B BE OER N
(VAS) 40mm DL b HB3s

F 7 bRk AL v

< FHIERALOREIR DI IME, B, e, VU~ FIRBRT B EE LN EE

- JEBAEIE PSS . S B O B

« N— AT A BIZERERT 1AM IZ NSAID, SR AR « FEREE) SULRIAI O B 5-% %% 1) 7=
e

« N— R T A BRI 2 BRI R E AN T O 22T L RE

c FHEERALIC KT LT, N AT A BRI EARGECER, RITEIC X AANEEIC K BTE
R BRI
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V. AEICBET 5EE

A 7 ¥E | RFI100mg 1 B 2 [\ 2 EMREO#ES

TR E B | R ERUGEEIC ST bR

« BFE OERAT(VAS)
- BE O LEFAT(VAS)

BIRFFAR B | o oA (VAS)

GGRERESR) (2R X 2L : FAS)

i) B E H
BRERBEBEICEITIHEE

(i 67.1%)

(n=79)

0 20 40 60 80 100(%)
O [ PRl IR EAVE B
X TEWYGE) b L) O 5 BB TRMM L7z & & o [FHRSE+ THRESE] OFlE

i )Rl K EEATZE H

B D ERETE (VAS)

(n=79)
LR +SD
BE D EALEE(H (VAS) =T 0D £ A% 5T (VAS)

1 2(:H)

(n=78) - (n=79)
AR =ESD P ZEALEESD
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V. AEICBET 5EE

i )EIE - BRI IR AR 5 25 )

Bl{EF - ERIRREEERELEE
B 13/80(16.3%)
Fifh A AR A i 5 5 25 2/77( 2.6%)*

FEBGVERAT R GBI (GEHR)
KRR AL R H AT O HR= R / [FHA OBGHIZROMAH 2615 X100

(FKE FEZ fth : Prog. Med. 29(Suppl.2) : 2941-2963, 2009)

@ sMBkEFEEE (1357) ©
SMES IR B, AFIFIENZ 400mg, YRUNT 200mg, 2 H LAFEIE 200mg % 1 H 2 [[)% 8 HEFRO&
HGLlEZ A, KEARGIIER EERTHD Z LRS-,

Al Ve )
St BR SERE
%O 5w R, IEERARBR
xt G | SMERL KR B 80
H W | AMEBIEKRE BT H2BEICTT R L axs T, L8tk BRI OWDTHES

RGO | R FTEE BT, ARrEL. B, AN

< [EAfAS, #% 0 NSAID (2 ;5%@ BT D ALE % OFETR S ELANTTAHE & FIWr L 7= B

« ZAEW% 48 FERILIPIC, ZEFIER(E BRI W T T OmMEEZ -T2 H 9 5 BH
%ﬁﬁﬁ[m@&ﬁ%ﬁﬂ:[¢£F®V$JXiFmV@ﬁ#J

BN S vE [PI(VAS §fl)] : 45.0mm PL Lk
ZER 48 FERILINIC, BEAE. AR, RFTEUE® 5> B4 7 &b 1 ST T oL -1
*r%ﬁﬁé%%(r®4&ﬁﬁﬁ.FWVJ\F¢£fj1ifmfj)
%

< SMEDALERFIZ BRI, BRI A W 2R

-ﬁ%ﬁ&oﬁéﬁ@%ﬁ A AT T AR B B B R O A D& 2SI E T 5
BE

&

S T IMERIETRERE T, 25 48 FREILIPNIC, AAIZAENZ 400mg, KT 200mg, %! H (X 200mg

Z1H2[F, 8 HEfEOKSE

FHEFTMEE | #E5EHEE2E C-BEONRICL D2H%%E

- JEIFTRE (P)(VAS)

Bl REEAR TH B | - RIESERORRE

ey

23

T e bR HE

(RRBREKSR) (A 2RWEMRAT X R 2L © FAS)

i) FEEEnE B
&5%ﬁ%ﬁbt%%®m%l;éﬁwitﬁ%ﬁgﬁamﬂl

(47 »dJiS? 5%

100(%)
W L7 B AL & #dedol:
LOCF : @Bl g cHlise

¥ TX<BWz) 236 Thhiehrolz) OABBTHLE ZD T Wiz +hniz) oFElAE
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. REICEY 5ER

i )& R H
REEHE (BB RUBEEBREICEH (T HEMAE P OHF (VAS)

¥
I
e e
B
LT T N R i . oo R
A
=
4 =T
O (n=80)
T 1
Np46M R OB R OB R B OB OB R B OB K B Xk TH
Db R % K ¥ K 8 K B K ¥ K B K B oK
SHBMe ®ooni WFoom ®oowr RFoo@r Woom R B B C @l
1 Befets gﬁ
P I

‘.

1HE [ 208 [ 388 [ 40 [ 5HE [ eHE | 7HE | 8HH |

LOCF : fe## &l THi5C

RIEFEIKDIEE
(%) 100 . cn 00

93.8 i 900 ]

ool LI WU LA4.04] |1 LAl | L

60

i (488 | i 1l
44.1

40+ -136.3 [

213

-1 59 .88

- 29 150

TN—2z 40H 8HH Mt ~—2 40H 8HOH fei® ~—a 40H  SOH e
54 [ Bty 51 (EEadins

| S | | g || T3 A
W (EhoTidEna) B i (dos) [ BEGLEDS) il %)
BB SAIER DTN BIELL LTl o 1o BH OFIA 21T

i R AR A 5 B % )

Al 8/80(10.0%)
N, BRI R 5 A ) 7/80( 8.8%)
FEBLBIE/ TR BB (TR )

CKH 1435 fth : Prog. Med. 30(12) : 3117-3130, 2010)

—43



V. AEICBET 5EE

(6) AEAIEA
1) ERARERE - FEERARGEAE (FRAE) - RERTERERHR (MREERKREER)
O AR (B8 ) v~ 7, ETBIERIIE) Y

oy

H i BIE U v~ F 8 K OB BIEVE B8 O3 2 AR ORI OBIMEM, BHERE TICR T 2 EIE
MORBURIL, Zatk, AOMFICEEL 525 E2A 0N EN RS 5,

FAAHE | WEERE, MRS, B - SRR E

A A J7 ik | hRsETT 0

X fBOE | B v~F ERMBEESE

2 i 1R S | SEREIIR - 2008451 H ~20084E12 H . HIEHAR ¢ 1238

HESERIEL - 3,50001, UNSEIEFIEK : 3,72501, 2 RPEMRENT T SIE B« 3,25761. A RhVEMEHT 5

KB B e 30550, SRR « 653Kk
[4e4pE]
HEMEHTRIG23,25701D 5 6 1911219 D GIEA AR D S, ERRIERCGEHREIE230.2%
PLRYDOFEBURBUII TRO LB Thoi, RIEHDRBIEIA125.9%(191/3257F)Th v, A&GRIF
FCORKIERIZIT D BIVEFARBIE524.6%(426/1, 73401 & LR TE L oo 7z,
FRAREAE 1 1B T2 X LEIERAZRRKR
FRRIEA FEBEBI (R EIE %)
JEYUE R K OVE A e 6(0.2)
TR EE 13(0.4)
| ZEED E 5(0.2)
B B 89(2.7)
RE A R 25(0.8)
FREERIE 24(0.7)
WETNE/S 12(0.4)
LD 6(0.2)
T 500.2)
EES 5(0.2)
i L JHNELE R P 12(0.4)
| PHsRE B 8(0.2)
R & OV FRiLkRE = 33(1.0)
FB 16(0.5)
EXLLia 5(0.2)
EHEER L ORGRPTHE 9(0.3)
PR A 18(0.6)

MedDRA/J version12.1

HAREIEE

LN RRAT R R325THNC B B BIVE I REELEI AT, LA REEY2.7%89%1), O 4 % fE Y

0.2% (TN O & « G BEEREEO1.0%G3HNTH V| AGREFE T OEGRRR(ZE S MEMRT X
GUERIL, 734623 T D BIVERFEBLEIG DE(LERREY9.4%(16341), LE RS & L CLEREE
0.1% (1)} QI E BEE0.2% (3B, WONZ R & « RIEH Bas B BEE3.5%(60%1)] XY &< 2o
7

a)MedDRAZRE BIIK 3O B G E

b)MedDRAZRE IR /A DIgE 5, i s

c)MedDRAZRE BIK /Y FED K G5 S OV T MLk =&
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V. AEICBET 5EE

i

(e

(]

TAEHE Y ERIC X D %o DD 1At K& TYVAS(Visual Analogue Scale)i K % B3 DI 214t D #ik

RIZTROLBY THY ., thoOREEDLED TRHE LERARBROLEBIIIBRAN S 27205 E 2]

F BN, KRG E TCOBKRRBRCEEIAHRP)ORREIH Y v~ F : hFEFE264%., VASTFHE{ &

-9.4(=21.15)mm, ZTEMEBIEVE : S%EF69.9% M5 A VAS L #-30.6)% TR SR 0> 72,

AARFIE G- T HE(P IR ARKIR 5-BRAARE & Ll L C a4 (Sl %sE, PgrdsE, |FEgE, R
75, Bk, HETHE) OOBME TN L, hEELE R BRI B L EG & L T80/ R E R
BEZ IR DEIAEZHREBRLT D,

M) VX FRUOERMEEHEICH T 52 RAEEREERVVASELLE

. o | eMRGERE B 5-i ¥ 5RiED S OVASE L&

AEPRE | PSR e | vasr | aEm | 128% | R
100mg 50.9 5484227 | -161£188 | 232%216 | -209+239

S (148/291) (07) (170) (160) (207)
200mg 59.6 6051257 | -151+250 | -327+228 | -29.0+252

(62/104) (65) 1) (52) (65)
S 70.0 630198 | 312224 320+229

ZIPPEBAGE | 100mg (1,8122,587) | (1,535) (1234) ND (1,535)

EfRUCE I UER (%), OW @ THERREYGE] LA EORER] A AT AR
B 5-ATVASIE Je O'VASZEAL &L+ I £ R ER 2 (mm). O : Fil%, ND : JEe+
el % DA D FAL R AL
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V. AEICBET 5EE

@ AR 2 (BN (TR, AMER, thtlitk) ] %

H £

A & Fifitk, SMERIW O HE R OMER - BIRICHER LS a oz et AataaEd
5. (PFET, MIREOMHEMEREIC OV THERT 5. )

H i A H

HEE RS, LM REE. BUE - RSN E RS

NS

R g 5

I

Ffrtk, SMER M O EE

5 Jiti i ] %

SR : 2012457 4 ~20134E3 7 . BIEHHIH : 208 [H

iE Bl %

EAZAE FI5L - 500419, ILARAERIE « 78261, LA MEMHT R BIEFIEL - T306I(FHF% - 33641, Fb
B4 - 20501, Pkt : 189%5)), AW MEMRAT I BUIEFIEL - 73061, FERMEFREL - 1035E5%
a)ff IR (R, AMER. %) Z L1272 < & B 100618, E 2 INET 3,

[Z2 4]

BARVERBNT I RTI0B D 5 B ISENCISEORITER N ER O Hiv, E2RIEAGEEEIE530.2% L
PYORBURIIITRO LB TH oz, BHEAORBEEIAIX2.1%(15/7308)TH v . AZBRFE
TORRRBRIZ 1T % BIERSEEEIS25.9%(1,009/3,8894) & it LT < 2o 7=,

FRARERE2ICE TS5 EGRERRRIKR
FeRIER FEBUEBIECEILEI A %)
7(1.0)
2(0.3)
2(0.3)
2(0.3)
2(0.3)
2(0.3)
2(0.3)
MedDRA/J version16.0

T b

R R

I

HI ¥ & OV T AL &
| &

—f - RHEED X ORGELORE
[

HAFAEEHE

LM G T30BIZ 3B D BIEAREEI G, HLEREEY1.0%TH), i E R FEE20.3%
CENEOBZRG - AR B REEY0.3%QENTH VU |, AR E CTO KRB (LM SHUE
13,8992 k5 17 2 BIVER R BLEIE (HALE FEE9.3%(36261), LMFEE0.1% @ 651), 1 & k&
0.2%(6%1), AMAFZE « fHI M 0% (0B X OVEIE « G BB EEY2.8%(11041) & Lb_XTE < 72
Mol

b)MedDRAZHE B K43 D B M1

OMedDRAZRE BRI FAD OIFEE . MAF RS, ARG OIS, i} i

d)MedDRAZE B B R0 H1D B2 46 L OV F ALk b

[A 2 PE]

FAEH YRR T X D SMUCERE ORI & O'VASIC X 5 B ORI OB RITTRO L BY T
BV EfRUCE R SEER KGRI £ TORKRBR O R(FHi£76.2%., SME%87.5% K Ok ik
%81.0%) & K& < FRHIbAh-oT, Fio, EEFHERFIZIS VT, BEHTVASIED 570%FRE D
WEDRRO BN,

Filik - SMER - RERERBICHT L2 ERVEERERRUPVASOELER

e il g EG-RITVASTE He RO O VASHE
FHBONS - B (27862/.3136) 68.(92:1L92)2.3 18.%2 2i4 ; )9.77
SMEH DS - B (18809/.2102) 77.(6571) 8.1 23.6( 1i4 %).66
e OIS - B (16867/.1889) 65.22 9i5 )19.3 15.8551)9.86

BB S OV AR O VASE(mm) « Tl HBRHERE. OF @ Bl
e)fiEl & DIE] D T e i
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V. AEICBET 5EE

@  FEEME kAR A LR MER)

H H

AFN 2 BIER L7256 O REMER AL T 5, 0FE T, BURE, JHBEEMER, $
JEIERERERE . [ - SR IR CTIIAAI O iRk % O KRR & R 5.

A H

HEE PR, DM REE. B - USRS

EE RS

gk 5

xR B E

Bt U v~ F, ZIVEBIRTERE . BORAE, JHBAEIE IR SURBUIEMAE, B - B A

5 Ji 9 T %

I - 2010454 H ~20124E3 7 . BIZRHIE - B 14E])

FARIEBIE : 1,000009, IURAEGIEL - 1,543, 2 aPEMRAT & GUEBIE : 1,36061(BIET U &~ F
B OV TR BAGIIE - 79361, MwiE, JABIMAE D, SURBAEWRE, Mt - MM B « 5664,

fE B o | BERBREARE 16, ARV SIERIER « 1,35761, FEMfEER S - 2830k
QR ICAERIET U v~ 5, B BIEVE) & B0 (R E . T8 RO P 2. SHS WoE
RO - O EDIRTERICR D X OMAEAND,
(22 4]
2 A PEMRAT 651,360 HE S5 68 (- D BIVER 2338 B AL, T RIEACGEHEIA230.2% M )i
TEROLEBY THoT-, BIEMAIBEIA1T4.0%(55/1,3606)ThH v, AREE TORERRICE
1 % BV 2 B E1525.9%(1,009/3,8991) & 0 i < 72 < . #EHIM DIER A X % 3 EIE 0B
HE LB BN oTz, 7ok, HEICEB W THET2M, WMEBIEERE., ZRMEEHER O L
BT A 1235860 Tz, AHlE OREBERIITH TH o7,
HEFAREREICS T 2T HRERRIRIKRT
B 38 B8 oD AHI o0 $ 53 5 FELEIE (%)
(ARSI 2 & ) G BUIE B 5/ 56 SE 150
1w H i 6.4(20/314)
15 ALLE3 % AR 4.5(14/311)
3n HLLE6H AR 2.1(4/194)
65 HLLE9 AR 7.4(6/81)
9% A LLE12% AN 2.3(1/44)
& 0 125 ALl E 2.4(10/416)
™ A RIER FBUEBEEFEEHIE %)
MR RBEE 5(0.4)
BRI 4(0.3)
H S 24(1.8)
M 5(0.4)
HEL 5(0.4)
- REE 4(0.3)
A% 4(0.3)
B i R 3(0.2)
JIF R R P 3(0.2)
| PHRE S 3(0.2)
g ¥ KO RS 10(0.7)
EZ 6(0.4)
— % - EFEES OB GEMLOREE 5(0.4)

MedDRA/J versionl5.1
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V. AEICBET 5EE

—oE

S

- 78

HEATAEEE

L ARVEREAT R GHERS] 1,360 FllZI51T 2 BIVERRB BB G, HLERES D1.8%(24 ), L& RE
E90.1%Q2 PN T « FEMNBREREE 90.7%00 §)TH Y . KB E TOHKRBR(Z 2Nt
RN X BE Y 3,899 BT 51T 2 RIVER FEBLEI & (HLETEE ¥9.3%(362 Bil), LHEEEE 0.1%(4 #1).
MAEFEE 0.2%(6 ), THFEZE - IdH I 0%(0 i) & V& - Fe & Ran B R 92.8% (110 f5il)) & b
RCEL 2o,

b)MedDRA #5'E BIK O B R E

c)MedDRA #5E B KA D OMgife | Mg REE

d)MedDRA 255 IR/ O G 3 L OV T Lk

DHAIE] RPN & BP0 SR IEU R TRO LB ) Th Y | KRN £ COIEPE
KRB SiERE K E < FHbARN- T,

EMERIH 1T 5L MBBEERER

e _ R A UG (%)

HGHIREE COUGE=R* 1 » A% 6 n A% 12 » At
MgV v~F 21.4~31.9 46.5(74/159) 62.2(84/135) 68.8(75/109)
LB AE 66.7~69.9 61.1(359/588) 67.8(270/398) 66.8(159/238)
PSR i 65.1 59.7(173/290) 66.1(127/192) 61.5(75/122)
T BEV B P ¢ 64.9 64.8(68/105) 76.4(42/55) 60.0(12/20)
YLt St 70.0 70.4(50/71) 69.6(32/46) 60.0(12/20)
it - Rd e 67.1 70.6(48/68) 74.1(20/27) 75.0(6/8)

KGRI K DB, MAARRER O plfE

ERREEESRER (%), OP « THHEEYEE] LU LOREF], A VR R AL

VAS OEEBIEEGN L OZARIZUTOLEBY THY, WTFHOKERBIZBWTHLEES 1 5 A%
KOO RRD ST,

REERICE TS VAS OEL IR

. 5 BT VAS ) 5 D2 bR
pp— i%“ Be5-Ri BB DAL
ST fiE 1 %A 3% H 6 A 9% H 12 % H
610237 | 24.5+3.6 | 34644 | 451%49 508+5.1 | -51.5+41
B Y o~
(103) (88) (83) (79) 62) 62)
678+208 | 37.4+2.6 | 39.9+2.8 | 45.8+3.2 535434 | -514+36
IEFAABERIE
(308) (265) (200) (159) (106) (115)
6694202 | 36.8+£3.2 | 47.1+3.8 | 42.5+3.7 478435 | 449+51
BT
(138) (117) 91) (70) @1 43)
. 69.14212 | 43.4+54 | 56570 | 47.7%£9.1 | 400108 | 40.0%105
JB BAREREZE
(58 49) (29) (18) O] (13
. | 673222 | -525+6.1 | 59.8+£7.0 | -54.2+55 534479 | -587+59
SHEMEE R
(32) 27 (25) (18) (10) an
7064245 | 49.5+6.0 | -52.7+6.9 | -50.9+10.6 | -746%9.1 81.19
e - Rrdditioe
42 (36) (17) O] (©) (@)

$5-pir FEHE(mm) : FE RS, ZE3R(%) @ b TR RS O @ Bl
)2 15l D 7= & S D Fr 5Lk

—48




V. AEICBET 5EE

@ B AR L O3 ER A EES) O

28]

FEEE A ETAA 2(LLF, CV RERA) © BV v~ F BE K OEBHBENERF RIS
AF|OTTIRE O LK OO AE R E FRBEBURM, WAL 525 L5
ZBNDERIZOWTHRITT 2, £z, Ll FRAFFRREILRIUZOWT, IR 7
a4 & U7 —B(COX)MER [FEAT v A KEFRIERNSAIDs)] & R 5,

FETE M FHRRRETRZA 3 -

CV EREICSMLIZBED S b, LEREEFEFG LB LI BEEXIG L LCOLME R
HEEZOFEMZ OV THERT 5,

H

N R W e

FrE AR 2 ¢ 2 TOLEREEFROFEILRILCDIHEE, POLE, OARE, JIHE
ZE, MM, oo i REEFR)

e A R AL 2« B 5 X R it

AT IE | A3 OV RGO DRk
KM H B 2 ¢
AFHIE U< ITFBBIRAIIC COX ZHET S NSAIDs ZFA#E SN-BE ) 7~ F UILRH
B BIEERE ©. BHBSAEEREBE, 2B, BERMEEREOH 5 BE, HEIR A /{2
OB o BITIER S IS SR <
RETEM FHBEFRE 3 -
CV KEHAEICB M LIZEED S b, DERAEFSE R L= SER,
FEHEHAR ¢ e F BT 2 1 2007 4E 11 A ~2011 47 A
T e A BR3¢ 2008 4 9 A ~2011 4% 10 A
R\ ey msre e R 2 ¢ 3 R
e RN AT 3 1 3 RIS B E R IE)
EEREGIEL « FFe 6 R4 2 : 10,000 51
B e GERE S : CVEFEREIZCSIIMLIZEZE DY b, LIEREERER %
F B LT 2EH,
UNSERE %R < e ARG AL 2 ¢ 11,428 f31)
KM B A 3 ¢ 112 61
JiE 151 B | e VERRAT RIS AE IS ¢ B AR 2 « AHIRE « 5,470 B, FEEINAY NSAIDs £f : 5,059 431
TRy FH BCRE AT 3 - 112 1
NIRRT ST GUEBIEL « FrE R RREFR AR 2 « AAIRE © 5,470 4
FERERERL AL « FEEE R 2 ¢ 1,032 fask
Kl AR A 3 ¢ 84 Magk
[Ze&tk]
FEEE HAER A 2 KO3
LARVERRAT RIS 10,529 BICARFITE 5,470 B, FEEIRA NSAIDs B 5,059 B F G0 R A <
N1 DOAFEZE, FROME, DAL, NAEZE, MHM(< S FHImZ&Te)] & LT 121 Bl L O
ADIE A X2 B IL(AETYIDDLMETRA X M3 FINRD i, A2 hONFRIT g
" ® D LBV ThoTr, YELMERA Ny MIBNFHAE®RES AREHEI) TATLE, 28

PEMRE HTREE8e 112 DA X MBS 32 R b A& T, N - ERFFMRICLOZE
B&IC X0 OMAERA N bADS R O Wi4 2 HIE STz, B BEERES DR HFI D0
MERY A7, FEERAINSAIDs EFRIRRETHDH Z ENRB I, FEEEOMEIT RN EH
Z 5, a)#fE, wolff-parkinson-white SEGERE, MR, mmEECE LS T), BEEREEAE D) RO
PR 1

FAFEITR L,
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V. AEICBET 5EE

HEFEABERE 2 RU3ICETHLONERAEEEREREKR

P AFRE | JEEHH NSAIDs B
R 56 B IR B %)
BWELMAERA X B 66(1.2) 65(1.3)
DA 2E 9(0.2) 4(0.1)
PeliE 6(0.1) 16(0.3)
DAR4 17(0.3) 18(0.4)
RS 28(0.5) 21(0.4)
Jibd 4 1. 8(0.1) 11(0.2)
i ES BELMEFZRA X FI(ETOA XU B) 79(1.4) 84(1.7)
( B =)

SR TE H
ZAEVERATRI 82 10,529 B 5 BILRIEZE, PolMiE, O, IMEEZE, MMM O A EEL I EE
BEEEDOLBY THY ., ARAFIRE L IERIR NSAIDs BECHRIEE TH -7,

CHaME]  SerEdd

RARFAA 2

ARFNBEGREICHONWT, HEH Y EM OIS X5 St EEUWERIIMEE Y v~F 53.8%
(623/1,157 1)} OZETEMEBIHEIE 64.3%(2,618/4,071 B) T v | AR E TORRKRE [@FF &
HRGERE 1 (BEHER)OESE] 2 KE TRIG o7,
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V. AEICBET 5EE

2)

©  [EPNRERTE% AR

7’;%;{ A S ST N
St G| BEFERR 1874

EFERAICRBWTE L 2% 7100mg 1 B2[E 2285 L-RK0E - + IBBEEREHRREICS
H B | W, RPRZR(COX-212%f L CEIRMEDIR W IER T 1 RPEJESR - SE5EA1)60mg 1 3[8] % % &

U CHEBME 2 MRGE

s R—=R T A UFONESRAEICISNT, BIE, B, WPTEE S D0 ZREBICEE, O

5 A, THELL_E o sUIR H ML (Mucosal Grading Scale 284 _E) & %\ I EIVE H I % 38 60 5 wiBr

FAeBRAMEHE | - BEH D VITETE, WLETEE ORI E A T R

c A7V —= U 7R K ViRELy A UNICHEILER B ORI 26 D 905RE

c 20 ) — =2 JRHCHLE IR 2 AT DR

AFI100mg 1 H 28] |35 FE(COX-212 5% L TRIRME DRV IEA T 1 RPEEZE - S0 A)60mg 1
AR OB 7 E | B3NS LIET TR 2 R O E

FEIHMHIEE . FIKRPEHIEE & HICNRET —FE=4 ) 7 RESHEIC LY i
FEFGEE | B - + B OREREE

Bl K R il
H H

cH. BT RIBOEE R E

cH W, B D20 HEIEOEE - 06 ARBLER
cH B 5. HAWIE T BB ORNEEA T
CBEREOE - 2R B H2WIEFIEIBOEEH

BHBEOHE - 2B, B HOVIEHHEBOUL A
- W bER R A EF S ORBIE
(EZEFHMIEE )
EECEHILENBREICHT S8 - T HEBEOESRERE
(WREET — 2T =4 ) I EESHTE)
& 5 @ FEBURE 155/ A JE 515K FEHLR
raxy T 14511/ 74451 1.4%
it R 3R 21451/7641 27.6%
75BN 145i1/3 7451 2.7%

Tl ok TvskHIEY p<0.0001(JEEA v R : 0.0454)
Tl afxsTvs7 T ERY p=0.79793LiE A~ XLk : 0.5138)
a)COX-2125%F L TRIRMEDIRNIER T 1 4 FHEIS % « SR A
b7 T AREEE OIZEIR B TH D720, LEEORIEIIIT> TV,
Cochran-Mantel-Haenszel(CMH) i&

(BB AL B )
FEFMEE O REZIFFT 50D ThoT,

(Sakamoto C. : Aliment. Pharmacol. Ther. 37(3) : 346-354,2013)

AREHELTERETFTEDAERIEE L =HEBROME

BARSANA
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VI. EEBICEHT 5IEH

1. ZEBENICEHEHDLEMXTILEDEH
n®Y a7zt NI oA Va7 F IS NI OA LN Ty T hRTT AuFx Tl A,
o) XL EOIERT a A RIEER - ERFA

2. EBE/EH
(1) Ve - fEFIMER
L aFL T, 75%F/&%fmx&ﬁ?/}/mH’ﬁ@#é/amﬁ%/&f ?KD&@zo

DT A VHFALTHD COX-1 LD COX-2 D HH, COX2ZBEIRIZIHET D Z & 1T . PURIE - $5
WIEREZRTEEZLND,
tLaxsIDERERE
TI% N
|
| I
COX-1 COX-2
(HERLTY) (FEA)
IEEINYCOX HIRMCOX-2
m% i Eﬁg %% Al
<:]Uﬂ NSAID ﬂﬂ[j) <:]m tlaxys
TARAST T TOAYT ST
THALA © RhIR IR |%ﬂ%ﬁﬁ:&ﬁz%¥ﬁ\
M/ © &edk
WE O PETEMERR

COX-1 & COX-2 ®7 2/ BEELAHI & ONLRREIE L — 72 5, COX-2 DIEREAEALIL COX-1 (2T
E<\93%H®7i/@®éwmnx1@4ym4yy\ama@ﬂuym%>am4®%g%é%m
EIFR2 VYA RART v N EMEIN DR fEiEEZ A LT\ 5, BEFD NSAID DAV ARF T vEE
COX-1 ¥ COX-2 IZ35@ D 120 BERDOT A= NZEHFMEZ R L, COX-1 KT COX-2 ZIERIRAIC
=I5,

—J., AFTTRIER c ERAITHL L ax 7T, SERHEERICEE R 72D COX2 ITHAEERE A
PO COX-1 ITHEA LEES . DIVRFUNEEEF I 7202 EnD COX-1 12k 5 Z OBIFEFR -,
COX2 TR LTI, BL a7 OANKT I RENRY A RAR7Zy MTAD, 90 FEOE RAF TV,
SBEFEHOTAF=UROSISEED 7 2=V T 7= EARFE-AET D, Snlckraxr 7oL 75D
AT N T 2 =)V COX-2 DBKMEDFEREEEALICE M2 T 2 & THRWEEEZ " T 6B 200
TWb, 2Ot afxy7id, X BHEaEEMmITIc X 0 2 OERFEAH LS TND 9,



VI. EHEEICET HEE

ZLaF TDCOX-2BEA A=K L

AFINT7 x = VDS
BOKYEF + AL &
7’(‘7"‘ R

AL

AL NS
\\

5231

N |
A= E )dﬁi)t ;
\ TIRFIM N\ 7 b
120 Rk
ThF= N
L ANk T I COX-1L Y 1%&@
‘f/ IR TLE=ZY
. S/

(2) EEZEMITHHERBIE
1) COX FHEEA
@ #MZ £ FCOX (/n vitro) %

MLz B b COX I L a7 0.001~100uM XidA > KA X 2 0.001~100uM ZiFIML, 7 7% K
BRI & % PGE, PEAEZFREE L LT, KIRAID COX-1. COX2 Tk 5 PHLETHM:(ICso 1) Z 5741 L 7=,
ZORER, ELax 7L COX-1 KT COX-2 Z#REMRAFHNIAE L, ZNEND ICs EDH(COX
1/COX-2) L ) COX-2 ZIBIRMNCFHET D Z AR STz, — ., A ¥ RAZ 21X COX-2 (&R
BRI IR0 T,

LLAF T TRUVA VAR VDM Z E b COX-1 BT COX-2 [ZxtF HEE/ER

A COX BHETEHME(Cso. M) COX PRI
Lz B N COX-1 MLz B N COX-2 (COX-1/COX-2)*
traxis 15+2.4 0.042£0.0066 360
AV RRAZ VY 0.82-0.14 1.8+0.43 0.46

4 [ OFBRAE R D) E £ SE
* o COX-2 2B D ICsfliizxt3 % COX-11281F % ICso ED L% 7”7,
ICsofii : 77 % FUMAIE L Lz & & O PGE, FEAINGI R & FHH

@ Et ~EEMEE (/n vitro) ¢V
COX-1 ZEFHNCHILT 5 b b EEREEMIER(U-937 M) OV IL-18 #lIIiC LW COX-2 FEHAFE L
72 & b RS RRHE A A(CCD-27SK fE)NCE L 2% 7 0.03~100uM K O\BEFED NSAID* % 1R &4,
7 7% RUBRIRINC X 5 PGE2 FEAE A FRIE L LT, COX-1, COX-2 |Zx4 BPAEFMZFM L=, T D
FER. B L 3% 713 PGE: pEA Z R EEKAFHIICEAE L, U-937 #Hild, CCD-27SK HHIEIZF1T 5 1Cso fiE
IXZFNFH 2800 XN 91nM T, FDLIE 31 ThoT-,
X%VF%&VVQ%MNQMM\97D7:+7NMWWMNQMM\
oY 7a 7 = -SRSY0.01~10uM, A J7a 7 0.1~300uM
F 7%t 0.03~100uM



VI

EMEEICEY SIEE

T LaF O TRUEERED NSAID D
E hESEHAED COX-1 B U COX-2 (=3t HEE/EA

COX PHEIEHME (IC5Y, uM)
. COX PR FE MM
A COX-1 COX-2
(U-937 #if) (CCD-27SK i) (COX-1/COX-2)°
TlLaxys 2.8+0.44 0.091+0.012 31
A RART 0.0026+0.00041 0.023+0.0016 0.11
Pru7=F2 Na 0.00066=-0.00012 0.00110.00012 0.60
m¥% Y717 = -SRSY 0.021+0.0038 1.5+0.41 0.014
fTTaT 73+1.8 11+2.1 0.66
Fra¥t 0.4440.050 3.5+0.39 0.13

5 [Al O FABRGE R D P-4 £ SE

ar¥y a7z b T AONRENEEY
b)7 T X RUEEE L Lz & & O PGEy FEA PN ##R 2> b H HY
¢)COX-2 (28T B ICso MEIZ R D COX-1 1ZHF D ICso D b &7~

@ FYMNSHUBEREKEETIL P
NI =N K BRIEFFED 2BHATNCE L 2% 27 0.1~10mg/kg & HEIFR OG- L, KIEFED 3
R[]t COX-2 I[ZHIRT HRIERITD PGE, & &K TN COX-1 [ZH¥KT 5 HAED PGEa & &4 HIE L
Too TORER, BLaX o TIIRIEFHFKE 2 FFRANCHER DR S5T 52 L2k, ZRENBHIRF
PGE: & & % FH B AFHIICHD S48, EDsoffilZ 0.72mg/kg ThH-o7-, —F. BT PGE2 & &ICx L T
% 10mg/kg £ CHERMBWERZ RS R o722 LD, B ad v 71d COX-2 Z&INWIZIET 2

ZENIRIBENT,
Y RNASHTZUBERELREETILO
ERERNR VAT PGE T 2ELax> TDER
4 243 55P9) e (LR
30 - 300 j—
— —l—_ —
— =14
= =]
B B
£ 20 2200
it L i
o, a.
10 100
*k i
0 0
e 0.1 1 3 10 VI 0.1 1 3 10
+ L 3% ¥ 7 (ng/kg po) L 2% 7 (ng/kg po)
% n=6, FHMH+ESE  ** : p<0.01(Dunnett DL FE IR T, vs AL HREE)



VI. EHEEICET HEE

2) MREER
DSy rhSHy=UFREEFEETIL Y
L a7 ROBEFO NSAID¥0.3~30mg/kg % R OG- L7z 2 KEEIRIC, T 7 =10 X0 #0%
WCREZFR LT, 20 | K% O R BRA &L VEMM PGE B &4 IE Lz, TO/ME., WTh
DEAFN Y T 7 = B S 2 AT O B 0B 512 X0 SVERIE CTh 5 L IZIE A BARIFRIC
P L, PRI B T O PGE, & B A A B S8 72,
XAV RAEY Y Y7u7xzF 7 Na, a¥x /717 x> Na

SYMNISTZUBHRRZFEETILIZHT S
L aFx TP TRUBEED NSAID O BiFiE R U PGE: EE £ NFI1E A

1.2 10 124 % 7% 10
gt # Ol | 5 7] 4|t O |
=] I,f =]
. 1 . WreE, | g 14
i e i i R
£ 0.3 T T« T 8 20— &
@ — i ], 6 ?ri W 6 ;E
% 067 fos L% E o 2
EL-! . 4 &= ﬁd o &
= 0.4 o B W =
= 4 i _
wh =2 wh
i I i - i i i
0 - 0 -
FaoBE# 03 1 3 100 30 IEH B 031 3 10 30
+ L a% 7 (ng/kg po) { ¥ F A% (mg/kg po)
12 4 F1 2 T o [
3°] & OmE | = mE e
.1 WreE, | g .1+ L WeeE, | g
iz - . - i =
f& 0.8 & f{( 0.8 e
& 0.6- g i ] =
g "] & alieT =
® ] B ] &
~ 0.4 ~ ; 0.4—
0.2 02
= 1 | 4
0 -in— 0 -
E# %8 03 1 3 10 30 EW B 03 1 3 10 30
¥ %17 xF 7 Nalmg/kg po) a %717 x »Nalng/kg po)

% n=8, FHE+SE

## : p<0.01(Student D t K7, vs EHEE)

¥ p<0.05, **: p<0.01(Dunnett O LLEHRE, vs IWHHHREE) A
BALE : BT =R ERT &G 3 RGO RARDE

PGE & & : AL IR O PGEIREAWE L, EHlikd 7= v O RICHF



VI

EMEEICEY SIEE

@ Sy b7 anNy FESRXETFTIL 49
TV anNy MR AR ERES 15 HEDE L 2% 7 0.1~3mgkg/ H &K OEA£D NSAID*% 1 H
201 10 FRIRCEER 1B L, SEAURASIE SR A 0T ¥ a5y MR RO RERENE LT, 20k

R WIS HEKRFICBEEIRAEIC X 5 R MERZ #i L7z,
ok Y77 = Na0.12~3.Tmgkg/H. A > KA &2 0.01~1mg/kg/H

ZYRFTOaNY FEBIRETIVICETS
tLax> IRUVEEED NSAID D RERRINGIEA

(mL)
##
i
3,
A
7
E 2_ —T
7
iy
14
0
IER wE 01 03 1 3 012 037 12 37 001 01 1
rLaFis o¥y7u7xNa AVERAY v
(mg/kg/day) (mg/kg/day) (mg/kg/day)
tlLaxv T n¥%Y a7 Na A RAZT Y
84% 63% 83%
S
MRl (mg/ke/ ) (3.7mg/kg/F) (1mg/ke/ )
EDso fl 0.42mg/kg/ H 2.1mg/kg/H 0.18mg/kg/ H

EDsofE : JEARHNHIZR & 0 B

% n=10, FHfE+SE

## : p<0.01(Student O t F7E, vs IEHEF)

*: p<0.05, ** :p<0.01(Dunnett D% FELLEHRE, vs FRBExHHERE)




VI

EMEEICEY SIEE

3) EFEEA

D3y b AT UERBEBHRETIL
NTHF = AT D BEICRIERR Lz 4 FEEZICE L a o 7 ROBEFED NSAID*0.3~30mg/kg % H
FEREAE L, S 51T 2 FERICRIER ITRAMREFRE Z 5 2 CRRBIME A NE Lz, ZORR, Wi
NOHER b FE 2 REHEZICBW THEBIRENREREN LR L, £, FA—8H o5 b Bk
HHE & OB BE I H o PGE2 & B b S 7=,

KAV RAZY Y Vr/mTxF 7 Na, v ¥/ 7R 7 2 Na, T rdtr

Sy FASHEZUBRBEABETIVICEITAEL XY TRUEETED NSAID OERA

UM B EEMR FRIE 2 5 2 TH b IR 2 7R 97 F TORFHE(#) &2 JlE

(%)

75
]
$2
2 I U~ -
(Z
xf otlLaFes
<+ 251 =L ATy
2z oV ra7zt 7N
5‘:“ 0¥y 7072 Na
i L E
s B s i #n=10
i 0 'I"?fmfust'

0.1 1 10 100 (mg/kg po)
UL #A A% PGE2 & f:

(%)
150

EREWERE

otLaxyT
I
<07 F2Na
+OXY 707 xNa
b gl v i ok

#n=10

T £ SE

P.Q.\,EZ 50
=1
)
1)
il
# 0
0.1

1 10 100(mg/kg po)

B
ED3o fi KT ol 23
(mgkg) | BOLNIZHE
(mg/kg)
tlLakxyr 0.81 1-30
AV RAZ 2.1 1-30
a7 =xF2 Na 1.3 3-30
n%Y a7 Na 1.6 3-30
Fra %k 2.8 3-30
WL S p<0.05(vs TABER FRIEE)
Dunnett 0 2 & FLE R E

JEAARIZ R O PGEIREE 2 JIE L, BHHk D=0 o micHE

U B PGE2 & &) M B > PGE2 i £ 2 HIE

(%)

e e e R

100
i
i
rh el X M aflE .
PGE» : otlLaxys
= AR T
iy “JVru7ztrrNa
?ffll 0 ~0FV 707 xNa
T"J 7ot s
-El,- #n=10
# It = SE

L e e ]

0.1 100(mg/kg po)

B 72 A i
PGE2 & B OB R
8 BTz E(mg/kg)
Tlraxs s 3 230
A RAZ 0.3-30
v/nr7=x}7 Na 1 -30
n¥% Y7 a7 =y Na 0.3-30
FruExk 0.3-30
WY p<0.05(vs TR FRRE)
Dunnett O 5 H B E
AR R Rl
PGE2 & DD M
P L7 H B (mg/kg)
tlLaxyvr 1-30
AV RAZ 3230
v/ a7z} Na 1-30
XY 77 Na 10-30
F ks 3-30
WS p<0.05(vs T FREE)
Steel IR €



VI

EMEEICEY HIEE

@5y b7V any FESRETIL
TV any ML DBERHEEE 15 HADOELax o7 01~3mgkgH, 0% Y707 Na 0.12~
3.7mg/kg/H, A > RAHZ T 001~Imgkg/H% 1 H 2010 HEEROBES L, K&ERGEBIC, W
MBSO DR S LT ¥ a Ny MG R OIRBEHE O 5 BURIIC X HREIGMEEZRIE Lz, £
OFER, ELaxs 7 1 KO 3mgkg/H, 2¥ Y707 = Na3.Tmgkg/ H RO > KA X Img/kg/
AT, RS A B ORIFREICHED S E 72,
WEIEEL © 7Y 2Ny D IER SR O RIS A S BRM S5 2 LT L0 T DB E FHK

Y RTOaNY FEBRRETIIZEITSELaF Y TRUBED NSAID DEFEER

*%

24 ok
() [ ]
51 s @D @D~ © AU N AP A Y- 00K
4 . o A N x x
Wi 3 . o om A x x X
e
% 9 o o o o % ## 1 p<0.01
1 3 5 BEE . (Wilcoxon DNERZFIMRE, vs IEH )
lleo»— o o —ama oy — * 1 p<0.05
EW @Y 01 03 1 3 012 037 12 37 001 01 1 x5 p<0.01
LaFLT 0¥Y707:3Na A SFAZY> B,
(mg/kg/day) (mg/kg/day) (mg/kg/day) (Steel FRIE. vs TS HUEE)

B DA E RIS 51T 5 5 18l B o i #h ek 9- D IR AR, SERT 10 Bl o R EE R,

<BE>MEER Y

7 v hLPS FRAE EFET L ERACT, B 3% 7 03~30mgkg & OREFED NSAID* O fiF A

2 BRI L7

LPS (Z K 2 FEEE R 5 R R ICIE IR 2 E U CIRE B 2 M8k, 4382 Bt N G- L, 52
R DEGFRZHE LTz, ZOREE. Wb LPS 12X » T EA LR 2 H&EAITIER T S,

fREER 2R LT,

¥l akxi 7 03~30mgkg, > KAH 2 1~30mg/kg,

Y/ m7xF 7 Na0.1~3mgkg, 17717 x> 1~30mgkg

v FLPSEREEBLRETILICE T2 LAFL TRUBEFOD NSAID DEEERA

(%)

100 - B EGE A
AR D bz
*7) | I—————— - S| |- KIKOHE
it (mg/kg)
: 1% N A _
’.}f?,’ 60 - t :1%/? 1-30
{in AV RAZ 10-30
‘711' il vra7eFs Na - 3
) Sl %S (fTTaT 1-30
) 2 A T')( ;z Sy WL D p<0.05(vs IR BT HRTE)
ﬂ’ﬂ L B > 410 O7 A 2 4\ - Dunnett D% & i E
4 > 47707y
L #n=8
g Pt + SE
0.01 0.1 1 10 100 (mg/kg po)



VI. EHEEICET HEE

0 SHCERIISH T B 1
OEPIN-E R

T v ML ax v 7 1~200mgkg & OBEFED NSAID* & H[A#E OG- L, B ORI EERTOA S
BELT-, F7z, FIT COX-1 ([ZHET 2 HHMkT PGEREEZWE Lz, TOME, BLaxv 7Tk
HAESEIIER O LT, BT PGEIRE b A EREITA NN oTo M, ZDOMOIEAITIT
TG BRI BRI G ERBRAE L, BT PGEIRIE 2 ) S 7=,
XA RAHX T 05~16mgkg, 7% Y 717 x> Na0.3~100mg/kg,
v/ v 7 =) 7 Na03~100mgkg. F 7 7 ¥+ 03~100mg/kg

T LaF L TRUBEFD NSAID O BHEIRIC K3 2 4EF

(H M)
AP H 5 BRI, BIREREIC 2 S5 I, OVS ADOf 42 Bl
(%)
100 ———-----——--p-m - F -
S - lataniias i 1| Saamee otlLaFyT
H s AVFATT Y
i ~Vru7zd 7N
E%._ 60—t~ 0¥V 707 xNa
beid =F7uFtr
3
YW A #n-10
* 1081272 Y
o) I - R A = I B
HEXRT
0 =gl Om = O e O O s
0.1 1 10 100 1000
(mg/kg po)

(F A PGE: )
SHIBe G- 5 BRI,

==}

Ak O PGEIBE 2 EIAEICEVHIEL, HBMBEELHT- Y OBICHE

H
(%)
100 B 7 BT PGE,
90 RE DR RRD 5
(mg/kg)
70 A RAZT Y 0.5-16
0 60 Yr7nu7 =) Na 0.3-100
w20 okLaFs T n¥% Y7 a7z Na 0.3-100
s 40 =AY FAFT Fraxw 0.3-100
a Y2707 xF7Na TG p<0.05(vs T REE)
30 A~ DOFy7a7 =z Na Dunnett D% B LI E
20 IR - R a0 L
#n=10
& I + SE
0 Ferir T e T YTy BT e
0.1 1 10 100

(mg/kg po)



VI. EHEEICET HEE

@3 v bINGRERRE P
F v MZELaFT 7 1~200mgkg M OBETE O NSAID* & B[R O #%5- L, /NMG(+ 4615, ZEEE O
B OREGERBOFELBIZZ L, TOME. L ax s 7 TINGMIEGF TR bz ho
7oy, OO IR TR S HERER MR ER BRI L7z,
AU RAF T 05~16mgkg, B/ 7B~ = Na0.3~100mg/kg,
/v 7 =+ 7 Na03~100mgkg, 7 1%+ 0.3~100mg/kg

T LaF S TRUBED NSAID D/MEHIEIZ S H1EMH
HFN G 3 BRI, W5, REIEOZRIL, R, MO E ARG, I ORE K OEK O F 4 8152

(%)
100
=
804 O-Af VKA
s A BFXF VT2 T Na
1 - Y707+ 7Na
1B
1% #n=10
101 HEIZ10BIH 7= ) O
B MG B O
E &R
20
0_ Tt alsTen ST TR LB RS i | LSRR E 1 |
0.1 1 10 100 1000 (mg/kg po)

5) m/hMR#gREIZx 3 1R

D5 v hMi&E (ex vivo)
Z v MZELaFTT (1, 10, 100mgkg) kA > R A X 2 2 (Img/kg)Z HALRE L85 L 7= REO I/ Mo
BRICKT T 2 B2 Gt Lo, #3EAIRE 3 %S, 7y PR ODEIILIZRMILAE DL o hA F
T T CHEEL, FEAEIND TXB: &2 WE LTz, TOREE, B ax T 713 TXB, OFEAICHEL K
FEPF, AV FRAZ UL TXB DFEAEZ A EITHH LT,

Sy MIRICE T B ELIAFDTRUEA U F AR 0 TXB EEMG/ER

(ng/mL)
3004

B
fas

250

200
TXB2
150

b B RS

#%n=6

100 ok PR i + SE

50

N 1 1 10 100 (mg/kg po)
AV FAFYY kLAt 7
AN TAALF I 7T
#% : p<0.01(Student D tFRIE. vs WL T LA F ) 7+ 7 WERERBERHREE)
## 1 p<0.01(Student D t FETE. vs WL T AA T ) T T FEALBRES I HATE)




VI. EHEEICEY HEE

@ b bR#EMI/NR (/n vitro) %
FERER A D2 M MR IMAE3 X 105 #/ul) 2 VT, ELax 7 0.3~30uM L OREED NSAID* o (/)
BRI DB ARG L, Zil/IMRInEES > 7 &SRB 2 3N L C 5 ks %, 77 % Ko
2 10uL Z ¥R00 LTI/ IMREHE 275 L. Z I/ IR E O F @) b i/ IMREE R 2 FH LTz, £ Ok
B, vraxv7d, BERARICESTDMEEPRE 3.1uM TT 7% R UBRH M/ MO 2 JH L7
Mol ZOMOEANT, BER RO MR 2 & R M T2 R ERFRIC I MR EEE
I L7z Y,
KA RAX T 0.3~30uM, a7 =) 7 Na 0.1~10uM,
0% n 7 2 -SRSV0.3~30uM, | 71T = 3~300uM

b MI/MRBREREIZHT B LaX S TRUERED NSAID D/ER

(%)

100~ == === === === mm oo
O tLaxy7s
7 A VNRI Y
5 80 > Yra7:F/Na
:\]:j A T%Y7072.SRSY
&m- ?*f@h’ HE 72 M/ MOEEE
% A0=5 PHEH O &
% hday NI AT O P
e N | VRN i (M)
m A NAZ Y 0.3- 30
{%’%-Ezo ———————————————————————————————————— Yr/u7 =57 Na 0.3- 10
B o¥% Y717z -SRS?Y 0.3- 30
g , ; . A7 7a7=v 10 -300
0.01 0.1 1 10 100 1000 (M) WP p<0.05(vs BT BREE)
Sl e Dunnett % 5 LR E
BRI RS 351 2 i i i) = R M E R D
3K Nl -
A Bttt 5 (mg) I (M) BT
Tlagey 200 3.1 —
A RAZT 25 28 0.3-30
v/nru7x}F/Na 25 1.3 0.3-10
n¥%Y 707 Na 60 3.4 0.3-30
AT TFa Tz 200 80 10 -300

anxy7u 7z b U AORBHEEY
byr %Y 717 = -SRSVE LT DR



VI. EHEEICET HEE

6) MEBERBIAT BER (/in vitro) *
EIMEE B EE RE HROE L axy 7 01, 1, 1M ZFRNE 7 HEA o FaX— 3 L,
B RHIC T AL RF L, FORE. BELad s TIEMEBERS ThHE T aT 427 e DLk
PREL, DfEMEITAZ 8L, T A ) b oREREBEEEINS YT,

ERMRESERFERORERBICIT SR (/n vitro)

TOFFTIH-DERK HULLEREINETOFFHT VA DR
(mmolh/g) (%)
155 - 12
¥
7104
=
SO*; 10 ?L 8
%] J
LT 7 6
b - )
- 7
% 57 A v 4T
%
B 24
O T T T T 0 T T T T
avbo—i 0.1 1 10 (M) avka—i 01 1 10 (M)
tLaxis tLaxi7s
wrOrF7Uh 0N w7Or+7Uh-OERE
(%) (mg/g)
8- 50
x »
1) 1
a I 40 L -
¥ %7 | —— '
J J 30 i
7 4 7 1
1 1 *
; ) —+
>~ z ks
M
U T T T T 0 T T T T
avho—i 0.1 1 10 (M) arhbe—n 01 1 10 (M)
ELaFiTs lLaxi T
—@— TR (n=6) Mean=SEM Wilcoxon #i5E
—he— AT (0=4)  Mann-Whitney #52 %1 p<0.05(vs 2 ha— L)
—— WA (n=4) #: p<0.05(vs IEH )



VI. EHEEICET HEE

) —a—*%/ O RREELOHA O
v AICE L ax v T 500mgkg K OBEFD NSAIDH & = 2 —% / 1V RAPLEAT 2 OF F LR 0 4 5

L. AR SRR O R B USE L O F M2 5 5-1% 8 IRFfE] & Cullfeenicigs Lz,

SHIcEE

% 24 WFRICR T DISE T R U, MRS RELMERE N OB T IZHOW T, TN ENERBIE D
720 OB Z RO, ZOFRR, ELaxs T TnTio=o—F% /v RHEEKE OFHROEKRE
ICBWTHEEFRIEMN 2R ST, FEEHl AL Th, BEFO NSAID*Tld==2—% / n 5k
P & OOFHR NG K D IEFHRIEM . ECRA LT,
¥ 7772 200mgkg, A v RAZ T 500mg/kg, TV R FE 2 500mg/kg,
n% Y717 = Nas500mgkg, 7 1~ =} 7 Na500mg/kg

XX XV 500mgkg, 7 AT XY 1,000mgkg, VR T XY 1,000mg/kg.

LA 7 v %% 1,000mgkg

TLAFSTRUBHFDONSAID E=a—F/ AV RMBEELOHAICL HERFRER

=a—% ) v U RPEEK
A = = S i=t= o BV D A= b= = AV I o == o eV
500mg/kg 1,000mg/kg 1,000mg/kg 1,000mg/kg

CL TN L |CL T L [CL T™ L |[CL TN L
tlaxy 500mgkeg | o o o | 0o o oo o o] o0 o o0
=TT = 200mg/kg | 6 5 6 6 6 6 6 3 6 1 1 1
AV RAZ Y 500mg/kg | 6 4 5 5 5 5 5 1 5 0 0 0
AL 500mg/kg | 6 6 6 6 6 6 5 2 5 5 2 5
%Y1 7 xNa 500mgkg | O 0 0 2 1 1 0 0 0 0 0 0
Ysu7xF2sNa  500mgkg | © 0 1 0 0 1 0 0 0 0 0 0

64l 7= © DAL CL : [, TN @ JREPEREE L 3B

(3) YERRIREFR - FrfhsfE

LR L




VI. EMENREICET HEE

. e REOHS - ME
(1) AR LA Mo
L EERL R L

(2) &= M iRETERR
FQ)ERRABR THRBSNIFRE] OHSR

(3) ERRHBRTHREIN-OTRE
1) BERANIZEITSEYEE
@ HEHkE5iAEg ©
fatEERl A B 2 36 11(20~36 BRI, AKI 50, 100, 200, 400mg % ZEf FEAAIRRO&G L2 & &, Coa 2
NAUCHTEHABECTHER L VIEWERTER L,

BREABXRICELIF O ITEERTHRERORS LI-LEED
MmIFPREARRERVENEE/ NS A —4F

-4 50mg(n=36)
th k -0O-100mg(n=34)
—&—200mg (n=34)

T 1| s O O iy, -1 L1/ PSR

ﬁ; e ——400mg (n=34)

1 A 1 Q

i F¥{#+SD

i

500
0% el L T T T U Y ¥ (->|
0 4 8 12 24 36 48(h)
P - kg [
% {ﬁlj;—& Tmax Cmax tin AUCt AUCinf

(mg) (h) (ng/mL) (h) (ng - h/mL) (ng - h/mL)
50 36 2.1%+13 286.89+100.39 53+t24 1537.60+ 534.39 1631.44+ 540.19
100 34 22+14 552.59+£212.15 6.71+3.2 3329.88+1147.26 3428.921+1149.84
200 34 2.1£0.9 814.81£303.04 7.8£3.5 5666.0411701.05 5832.32+1674.54
400 34 2.0£0.9 1296.49 +457.68 9.2+4.1 10430.72%3600.74 | 10788.733793.44

AUC: : F & BURIRE ALE T PR ZA LR EE — R ] R T 1mi
AUCin : #EPRIGFIH] S CHMB U 7o M AR ZE i B — i) b F T A

EAFNOAGE I NI - HEIX. LT LB THD,
- PEERY ~F : 100~200mg % 1 A 2 [mfEO#S51 5,
< BIEEBAEE, NEYEAE, JE BENE PRk,

SEH)E+SD

SHJRIAEWERE, Tt - JE¥E @ 100mg Z 1 A 2 FEA#HFE 5,

- Fifith. SMERE. B - WlElO A 400mg, 2 [EIHLAREIX 1 Bl 200mg & LT 1 H 2 BEI&AEELST5, 7k, #&
GRAMIE 6 B EH T B Z L, EHHOEAIL, HIEIDOH 400mg, SHEITIE U T LI 200mg % 6 BRI ESH

FTRARET S, 2L, 1H2EETET S,




VI. EYMBREICET HIEE

QOrE’RERER ¥
fatEERk AN Bk 35 1(20~40 %), AFK| 100mg X i 200mg # BHEEMEIFEO#&S L, 7 HELL RS,
2EE2 WO 7 1 A4 — R —JEIC K Y AAI 100mg 2 1 H 2 [81 1% 200mg % 1 H 18], 7 HEBHKER
A G L7z, MmEPEEIT, WFhoMik - HECBOTHEE 7 HE L TICERIRIEBICRIEL, £/-.
AE G2 X DERMETRBO Do Te, EFIRIEIZBWT, 100mg @ 1 H 2 [FIFEO#&5-& 200mg @ 1
H1EREOERG OB GT XA T8 T 4 13 FNCRZETH - T2,

BERABHICEZLIF L T2REERORS LIZEED
MIFRRECKRER VEDEE/ NS A—4F

O[]
T (CHL P -0

1500 === === === == mmmmm e m e e
Lm
;ﬁ 1000
% —-100mg L% 4 (n=17)
P ——200mg Hi [l - (n=18)
1t T2 4i+SD
& 500
3
JE

L1 A L

04 8 12 24 36 48(h)
e G-t g

(K5 7THR)

(ng/mL)
1500
i
% 1000
% —B-100mg1 H20#% 5.7 H (n=35)
LA ——200mgl1 H1 4% 45-7THH (n=35)
it FEH+SD
% 500
3
JiE
(f
0 4 8 12 24 36 48(h)
e G- g )
- HE, Bl Tomax Crnax tin AUC 124 AUC24n AUCint
A H e (h) (ng/mL) (h) (ng - h/mL) (ng - h/mL) (ng - h/mL)
100mg HiEHE S | 17 | 1.9+10.8 | 573.92+121.21| 4.1+1.1 |2353.19+ 562.70 | 2702.62+741.05 |2739.05+ 797.11
100mg 1 A 2 [A]
h 1.8+10.8 | 607.35+122.06 — 2651.84+ 781.35|5032.83+1407.54 —
7 AE |3
200mg HEHSG | 18 | 1.911.2 | 1182.24+295.62 | 3.8+1.0 |4735.96-1392.67 | 5332.01 +1748.39 | 5392.60+ 1820.69
200mg 1 H 1 [A]
. 1.9+0.8 | 1107.75+258.13 | 5.5+2.4 |4663.37+1431.75 | 5142.67=1670.91 | 5305.81+1767.90
T RE |3
AUCiy : TEFRIR & CHME U 7 S AR LR B — R b T i Al FHfEESD, —  HHEHET

AFIOAR SN AL - AR, BLFO LB TH D,
- PEERY ~F : 100~200mg % 1 A 2 [\fE O G5T 5,
- BTVERAEIAE . MUWAE, JEBIRIEPRSE . SEBEGEE, Mg - JEFEZK - 100mg & 1 H 2 BIRRNEET D,
- Fifith. SMERE. B - WlEO A 400mg, 2 [EIHEAREIX 1 Bl 200mg & LT 1 H 2 IO 5, 7k, #&
SRAIE 6 B EH T B Z L, EHHOEAIL, HIEIOH 400mg, SHEITIE U T LI 200mg % 6 BiRLL ESH
RO %, 2L, 1H2EETET S,



VI

EWBEEICRET HIEE

2) MBNEE NNEAT—%)

R sl 9 2 24 BI(BME 12 B, £tk 12 B, 66~83 1%) L Ol 55 2 24 BICHME 11 6, 2otk 13 fi, 19~48
N, ANHI 200mg 2 1 H 2 [FIKER ARG HE - 28 FHERS, 2 HE K3, 3~9HH : 1 H 2 [F&
i, 10 HHE @ EETHRERS) L L & FEEEnT 23 2SI 200D Cnax XY AUC IR IV T 40
L BT TR 170% & @iz R LTz, £70. FEmEin B oot 3 2 @R 5 2 D Cmax LTV AUC1on 13,
FETENENETEEI TR 120% % 0% 130%, ZPETHT K 220% & EfEZz s L, Iiile o 2803
LM CHEZEIZZR D LTz,

BRESHBXHDIVIIFEEHBER GIEAN) IS
LaFST200mg 21 B2 EIREZARELIEED
10 BEDMBPRECERERVEY/AS A —4

Ik (n=24)

16 20 24 36 48 60 72 84  96(h)
ErasR Al
w4 %% Tmax Cmax ti2 AUC12n
(h) (ng/mL) (h) (ng * /mL)

FEmEln A 24 2.72£0.97 97321+ 44528 11.25+3.71 5870.92+ 2028.51
R A 4. 24 2.41+1.03 1808.04+1872.48 12.43+2.56% 11851.88+13360.06

FE e B 11 2.93+0.88 1088.91+ 526.84 10.74+2.97 6440.27+ 2138.10

FE =2 13 2.54+1.03 875.31* 355.07 12.02+4.60 5389.15+ 1878.47
R R T 12 2.62+1.09 1254.17% 306.10 11.49£2.59 8238.00F 2644.83
i v i 12 2.21+0.96 2361.92+2562.83 17.77+7.43 15465.76+=18377.13
a)n=23 - +SD

AR OARBINTAE - HEIX, LT Th o,
B Y v~F : 100~200mg & 1 H 2 R AKE5T 5,
- ERPEBIEE. URAE, BBEIA . SRR, i - K 100mg &2 1 A 2 BIROFLT 5,

- Fifith. SME%. B - PIEIO I 400mg, 2 [EIHLAREIZ 1 [E1200mg & LT 1 H2RIRAKEGT 2, 2, &5
X 6 BEREILL LT 5 Z &, AL AIE, FIBIOA 400mg, HEEIZH U TLAKRIE 200mg % 6 BEEILL E&H 1

THAKRGT D, 2L,

1H2EBETET D,




VI. EYMBREICET HIEE

3) EFERFICET2ENHE WEAT—4) 2
R TR B 12 #(Child-Pugh Class A, 40~61 %), FPEEFEATREE LS 11 #(Child-Pugh Class B, 40~
63 7%) K OMERERR A 23 f1(32~61 )2, A 100mg %2 1 H 2 BIRERO#S5-(1 B H @ 22 THEER S
2~3 HH :R¥E, 4~7HH : 1 H2E&%FLE, 8 HE : 22 FHERG)L- & 245, BEAFREERSE
D AUC 1FRERE RN e TRATEEI TR 130%, & BT E DA TR 270% & &mEa R L, fEE
DOFEFEITARAT L THIIM L 7=,

FEEEESH D VDIIBEAA GAEAN) I
tLaxTJ100mg 71 B2 AREZOAESELEEZD
8 HEDMIEFREKEERUVUENFE/NS A—42

(ng/mL)
I e e R e s
M y000 bked-Jo b oo TR BEORESEREG=1D)
73 —F fERERE N CBRFERFRE BB IE) (n=12)
H 800 e RS-
& —O— fltHERE A (PSS eI B 5 LIS (n=11)
%E €00 P fiE+SD
;‘% 400 ]
& B e B A
O
0 1 1 | t&/
0 4 8 12 16 20 24 36 48 60 72(h)
B G- 1R EEH]
;( ‘-J' g% ﬁ"] iﬁ( Tmax Cmax tin2 AUC 12h
(h) (ng/mL) (h) (ng - h/mL)
R A @ 12 2.08+0.900 421.75+133.550 10.35+2.7229) 2574.82+ 840.665
B I e o AR 12 1.92+0.900 627.924+293.100 11.03+3.498 3518.25+1869.173
FERRRA D 11 1.910.701 424.82+142.890 10.65+3.0869 2287.66+ 761.837
HhEE R R AR 11 2.00+1.095 951.55349.566 13.56+5.513 6458.10-2679.646

a) L AT I 8 DR

)1 RS B O X1

cn=11 d)n=10

AR OAGR SN HE - ARE, T Ly Ths,
B Y v~F : 100~200mg & 1 H 2 [ERAKE5T 5,

- RTCIERIEREE, MORE. T8 BIEE P

S fE &= SD

GURBUAEGERE, M - JEE 0 100mg & 1 A 2 R OERET 5,

- PiTtk. IMEL, Ptk - HIRIO A 400mg, 2 [BIHLAREIX 1 [B1200mg & LC1 H2EEO®EG TS, 2B, &5
MkEIE 6 BRIl EdH 1T 2 2 &, EHHOBAIL, HIEIOA 400mg, SEICE U TLFREIL 200mg % 6 RFRILL &1

TRER&ET 5, 7220,

1A2EETET 2,



VI. EYMBREICET HIEE

4) BEEZERFICHBIT2EWEE WMEAT—4) B9
2P S HR A 22 B GRERIRIEIE =R 35~60mL/4y. 43~78 M. AFI200mg % 1 H 2 [A], 7 HRE&%K
FEREOEG(7 B HORZEE FHEEFHRE) L7z L & D Cuax LN AUC ZAFRER T S N EER A DT — 4
LRI LT ZA, TNENREERAD 04~0.7 5N 04~135THY ., WT b RERET R

7.
EBHEEEEEGIEAN)ICELIXFLT20mgZ 18 2[H
REFOFZELLZLZOTHEOMBHRECEKBEERVENERE/NNS A —42
(ng/mL
¢ 105)3 [ T T T T o e o s
—m— R B (n=22)
FHfiti+SD
e |
;(A‘_J_ % @AIJ 4}& Tmax Cmax tin AUC72h
(h) (ng/mL) (h) (ng - h/mL)
PR B RS 22 5.40+4.65 702.8+301.9 13.10+6.79 12654+5033
FIEESD

EARFIOAB SN HE - AEIX, LT LB THD,
- BV v~F 1 100~200mg % 1 A 2 [EfR QLT 5,

- BIPERAEAE . MW AE, HBIEIEPAY . SEEBEMEEE, M - JE¥EZR - 100mg & 1 A 2 RIS 5,
- Bk, SME®R, K%  YIRIO A 400mg, 2 [0 HLAKEIX 1B 200mg & LC1 A2 BIROFE T, i, &5
RIBRIE 6 BEfILA LS i 2 2 &, EHOEEE, RO 400mg, SFEIT U TLAEIL 200mg % 6 FERTLL L& 1)

TRO¥EE5T5, =770, 1 A2RFETET S,

(4) HhEE
RHERR L



VI. EYMBREICET HIEE

5) BE - HRAROZE
1) BEOFRE ™

BEER R T 1M 30 41(20~30 )T, A 200mg & 7 B AA—/N—EIZ L D 4

o

JE T K OV 1% (K9 500keal, I

FAE A B 20 AR D3 - Uiz & &, BB GO Cra 1E 1.5 512 EH L7223, AUC 1302 % 521
o,

BEKABRMHIZEZLOFS T 200mg &
EETHLLEFBRIZEEEOKRELIZLEZD
MmEFRRECEREERVEDEFRE/NSA—42

(ng/mL)
1500~
- AR5 (=30
O 72 FH 5 (n=30)
I FHE+SD
Iiﬁ 1000 | F === === = === == e
*
2‘2
1t
1
% 1
o > -
0 4 8 12 24 36 48(h)
P G- I
" Tmax Cmax ti2 AUCt AUCinf
1 %k
- (h) (ng/mL) (h) (ng - h/mL) (ng - h/mL)
ZEg T RS- 30 2.6%+1.2 767.79+257.03 9.5+4.8 | 5228.69+1782.88 | 5423.51+1789.17
B%RG 30 2.27+0.7 1142.00+300.55 45+1.4 5838.58+1853.45 | 5926.59+1866.93
BB G 22 _ - 1.53 1.12 -
TEG Y — 1.39-1.69 1.08-1.17 —
a) EETT R b, T BT 90% 5 4 X ] B TRtk SEHJfE +SD

AUC: : o f&ABURIRY AL C i T R ZE AR FE — Fer ] R T i
AUCin : FERREFIR) F CHME U 7o i - ARZE L IR EE — R dhi T T A

E)ARKIOAB S NT-HE - HEIZ, UTD LB TH D,
<Y U~F 1 100~200mg % 1 A 2 [\ 05T 5,

- BIPEBIEE. EURAE, BREIARS . SUEBOEGRE, B - K 100mg 2 1 A 2 B AT 5,

- Fifith. SMEH%. % - PIEIDO A 400mg, 2 BB LAREIZ 1 E1200mg & LT 1 H2RIRAKEGT 2, b, &5
X 6 BFREILL LT 5 Z &, AL A X, FIBIOA 400mg, HEEIZH U TLAKRIE 200mg % 6 BEEILL E&H 1T
TROEET 2, 2720, 1H2EETETS,

2) HARDOEE

I 7. 8 EER) OHZM



VI. EYMBREICET HIEE

(6) BEM REaL—>3ay) @BIICEYHELEEMENSELTEER
BA&I U U~ T BE K OE IR BIETE B (23 1 2 3pEhhe 50
BEET U ©~ T B K OB TR ME B B EhE FR 32609 (116 B, 1493 1], 23~94 )T AAI25~300mg % 1
H2[al, B%KERSE Lz & &M EERE 160 &% 7= REEM SR EhRe T OFE R, EHIR BBl
J o807 V7T v A(CLF) RO RNT O3 AER(VIF) O REMEEERFREE) X, 2hEh
21.2L/h(5942%) Je O335L(KI77%) EHEE Sdtz, F7o, FL OMREIZCLF O, M7 /v 7 I REIX
VAd/F OEBER TH D EHELR ST,

BE )OI FEEH DSV EEREREEESEEICEL XL T 256~300mg &
1H2EAREZARE L-EEDHRE 2~12EBICE TS NMBEPRTILKRE

10000+ A 300mgl H 2[A]
 200mg1 H 2]
0 100mg1 H 2[9]
4 50mgl {21
‘ b o 25mgl H 2/
1000 @ ' .
d *
Ry
=
B . .
5 *
= | W8 .
‘%ﬁ 100 CHEN R
B
= o
B .
10+ . ’ ..
1 ; :
0 24 48
g (h)

AR OAR S NT-HE - HEIX. LTty THD,
- HERY U~F 1 100~200mg % | H 2 B O#SE5T5,
- BIPERAEE, FERAE. TR BRI S, SR BOEMGRE, M - B - 100mg & 1 B 2 EIRRAOF S35,

2. EWRERI/INTA—4

(1) WA E
BAEG Y 7~ T B3 e OB TR B ETE B 609 Bill2, AHKI 25~300mg # 1 H 28], B%NKERG LzL
X OMAEFREM 1,160 SANEE LT, EFREZEE LT 1L RWIGREEZ ST -2 /X— kA Y NET
NVERRERIL. T L7249,
AR OAR S - HE - R, UT0LBh Tho,

< BIHE Y U~ F 1 100~200mg & 1 H 2 R A#ET 5,
< BIEVERIEE, MRAE, R RIS PHSS, SHEMEAEMERE, M - S - 100mg & 1 B 2 B O&EET D,

(2) WRURIRETE
1.62+0.275 /WEE (CF-2)fE = SE) :
B U v~ FBE L OVETRE R REEE S &R

g
Ay

& 56)

any

=

@) RAFTALSEYT 1

EERR L
<BE>(T v b, AT BEVET v b, BEEA XKL, BLax T O AL AT AT T ¢
IFRDEBY ThHoTZ,



VI. EYMBREICET HIEE

vl ad TR NAFTRAZEY T 4
HEPEZ > b 2~10mg/kg 83.6~108.3%
EM #f @ 50.9~ 69.0%
A X - 1~10mg/k
PM R D gre 59.7~ 85.0%

a) I B R ZE AL AR D 15 2 O FLu E {£ (extensive metabolizer) b) M4 Hp 4
AR D I D I ME (A (poor metabolizer)

(4) HEEETEH
0.088~0.192/F#[ : faEEpk A . HE[AIRR 0 H 5. 28.29.55,58)

B VIUT7IURA
21.2£0.551 L/ CEXIE £ SE)

B U ¥~ T M O R B E 8 E. BROFGRDZ YT TR0

22

g
o

TE IR

(6) NHBHE
335+33.5LCF¥fEESE) :
BIEN U ¥~ T B R ORI B EE B . ERIREE, B OGO BT O asg °
() MFEEEAHEE
GMEAT — %)%
Invitro SOV ex vivo ([ZR1T B RETORE R, AAOMIEE AR ERITKN 97%THY, FLLTTAT IV
W2, RNT a-HEREE P EICRAET5 Z L RSz,

3. IR

(1) BE GEAT—45)
LAk T ORNRITARHTH D0, REMEL LTINS L RICATIBR COZRE 220 Ik
SN TARHLT T2 LRt SN b DO THD LGET 5 & BEFER A B “C-Lak
27 300mg & B[R OG- LTz & & DR L OFEPREDPERN D, B NI 2WIERIT T3% R &
HEE S5,

(2) RURERSL
MEER L
<BE>(A X))
A X DO+ H515, 22RO IGICESEE L a3 7 10mgkg 25 Uiz & & OB 51% 24 FifE £ Tof
TR R — BRI T HAEAUC )T, WP R OGS IFIERREOHEEZ R L, WO #
H L5568 b RREOEE TN iz,

A XTELIFT T 10mg/kg ROABRERITHLERNZRS LIzEED
TLaAX S TOEYPEFE/NS A —4

T Crmax Tiax AUC24n
(ug/mL) (h) (ug * h/mL)
BO(EW) 1.62+0.36 0.688+0.277 10.3£2.0
+_f505 1.460.20 1.13£0.63 9.69+1.57
7% 1.060.21 2.25+1.92 9.37+0.97
) 0.789+0.118 8.50+2.02 10.00.9

% n=4, FHEESE




VI. EYMBREICET HIEE

(3) BHTER
HAEE R L
<BE>(T v )P
HEZ v MC MC-E L aXx 7 2mgkg A HEIRE ARG Lz & S ITEONET 2R oS » S o+ 65
I E L7z & &, Febt% 48 B £ TOMH H1(20.9%) KL R F(2.3%)~DHEM R OFun s, Dl L
PG U= REVF P OFERE D 23 1% RN S5 2 L AVREENT-, — ., M v Mo “C-kLaxs 7
FHEROFRE L2 & EOEHFIZRERIIBE I N2 o2 h . RE(BIKRE L CIRIBTFIEER

LaWnWboEEZ bz,
4., o
(1) Mm% — A8 Fe @8

MU ER e L

<BE>(T v NP
BT v M H¥C-E L a7 2mghkg # HERRO#& G Uiz & & IMNEUHBERREE (3% 544 1 BRI B fiif
Zor L, IMBEFH ORI & R Th o 7o,

(2) mik—RREEEMEBRE
BRI L
<BE>(T v )™
R 14 BED T v M ¥C-E L aFx o7 2mgkg ZHERE AL Lic & & BIRNBUNREIREIT&K 5-1% 8
eI e 2 7~ U, RHAMAERIRE DK 2 5 ThH o 72, RHMRO L ORRIRIZB W T, #5.1% 24 K
M D i REVR FE 1 XA R IE D 30~40% 28 LT,

MRI14ABEDS Y M C-tLaxL T 2mg/kg EHERAKRS LE-EZD
BAEBE U RRIERRSTRERE

W@ HERR PN RE TR B (ug eq./g)
1 FFRS 8 MR 24 R

i 4% 0.410+0.080 0.223+0.038 0.195+0.036
o 1.525+0.487 2.400+0.098 0.843+0.275
T " 0.8060.178 1.041£0.066 0.401+0.094

BB 1.677+0.525 2.479+0.084 0.877+0.272
fG 0.939+0.291 1.140£0.168 0.480+0.145
ok 0.018+0.003 0.024+0.005 0.007+0.002
[T 0.3760.096 0.485+0.066 0.1870.061

Q) HA~DBITH
GrEANT—#

)

% n=3, FHEESD

FAFOLRMEIZE L2 X7 100mg 21 H2 8], fat4 BEEARE L L & tbhict L ax v 70
ST Ok 5:4.75 BERI B O FLH IR © 101~133ng/mL, AUCO-0 : 1445~1751pg/L - h)®, F7=,
B O 2 fllcE L ax 7 200mg ZHERRO&KLG Lz X, Azt rax o 7R3 Snk
(AUCos BRI L7z 8 BEFR] O FLIF L « %) 66ng/mL)%),

EARNOAR SN - HEIX. U TosBY ThD,
< BIR Y U~ F 1 100~200mg & 1 H 2 R A#ET 5,
- BIPEBAEAE . MERAE. HBIENEBHYE . S BIEMERE, M - BE¥EZE - 100mg & 1 B 2 [R5 T 5,
« Fifitk, SMEL. % - #IEIO A 400mg, 2 [FIHLFEIX 1 F 200mg & LT 1 H 2 BRROEET 5, 2k, &5
kR 6 RERILL Ed T 5 2 &, EHADOEAIL, FIEIOA 400mg, HFEIT)NG U TLAEIL 200mg % 6 BEEILL LS 1T
BOo®ET5, 7270, 1A2BETET S,

(4) BEEA~OBITHE
AR L



VI. EYMBREICET HIEE

(5) T B~DFITHE

A=) v/

<BE>(T v M)W

HeZ > P2 MC-E L aXx 7 2mgkg ZHEERE DG L2 & &, K0 ORI O Ol RERE 11i& 5
% 1~3 BERIC IR &2 7R LTz, < OFMBRICE T 2 i e B XA PR L v @<, B, H. /M5
SO, I, B M OVE A | LB S B D U BE S A 338D b, W OERRIZ BN TS
HRIZHESLCHTH Y | FeH% 72 RENIIETEE L ORI T D72 B ENFET D DA T, FEEMEX
WD LR T,

5. &

(1) KHEEALR CRBRRR
Invitro IZBWT, B MFI 7oy —AZ L0 RS, FERATNVENKEEIL S W= UV KR
KD SC-60613, & BT SNT= VR A D SC-62807 % ARk L 7= 7,

GHEN T — %)

R AN BRI “C-E L af o7 300mg ZHERRO#KE Lz & & mfE, JREOFEFIH & LT SC-
60613, SC-62807. KX SC-62807 D l-0-7 V7 v USRS Sz, FAEITImEE, R OF#Ep
DOWFHUZEBWNTH SC-62807 TH -7z,

ErZEFSELaAFL TOHERBHRR

CF; CF; CFs
f N f A\ ’ N
N — N =% N
HiC HOCH, HOOC
SOzNHz SOzNHz SOzNHz
laxT7 SC-60613 SC-62807
CF;
}\
N
HOOC
TNy arEEEs SO,NH,

EAFIOABINT-HE - HEIX, LT Th o,

< HEY U~F : 100~200mg % 1 A 2 [\ 05T 5,

- BTMEBAERAE . MERAE ., JHBIENEBAY . SEUHBEAEMERE, B - BEFEZC : 100mg 2 1 A 2 IR OERST 5,

- Ptk AMEL. % - #lEIO A 400mg, 2 [EIHLIFEIX 1B 200mg & LC 1 H 2 BROBEET 5, 2B, &5
MIbgIE 6 BERILL LS 5 2 &, A OESIE, #IEOHA 400mg, MM U TLAEIE 200mg % 6 FERILL L& 1T ¢
BOES5Y 5, 2L, 1B2EBETET D,

(2) KBBIE5T HBE%K (CYPAS0 %) D7 FiE
1) iR o9
bt MIFS9., FFI 7 v Y —2AKONCYP B2 % W= invitro fSHFERBR O R, BL a7 oHEcE
L LTEET5E b CYP 0 FHElX CYP2CO TH D Z EdrENTz, £7=. CYP2C9 LY HEIT/NHhEWVE
DD CYP3A4 DG4 % AlReME bR S vz,



VI. EYMBREICET HIEE

2) BHREEER ©
X7 vy —2AKONCYPHELREZHWT, EE/2 5Ok b CYP 43 FHE(CYPIA2, CYP2C9, CYP2CI9,
CYP2D6, CYP3A4)IZHRr A 72 B ORHEHEIEIC KIF TR L a v T OB LR L=, CYP2D6 (Zx)3
HE2TO KifEIX 419uM ThH Y | o5y FFE 2k 5E (CYPIA2 (22Tl ICso fE) 1%
17.8uM(CYP2C19)~134uM(CYPIA2) T~ 7z, L7223 -> T, CYP2D6 DRHHEMEICH T oL ax v T
ORLEERIT AR < . CYP1A2, CYP2C9, CYP2CI9 } (¥ CYP3A4 ORHHEMI*4 2 BLEMER X
FINT EDIRIB ST,

3) REBROEGZEOEE
tlLaxr7ob MBI ERHEEETHD CYP2CO ITITEEZHMBIFEL, ¥ —Le®™ DT X/
FRIEHAIC L0 AN L > TIREHHRENME T T 556038 5,
HAN 218 flZ%8 & Lz CYP2C9 OHFFETIE, Ne’¥—Leu’™ DR EHEAIR(CYP2CO*3/*3)I1EAE L 72
o123, Lewd™® D~T o HEAIR(CYP2CO* 1/%3)1% 218 il 9 #(4.1%)FE L= ™,
CYP2C9 DEIREAI(CYP2CIOR) DAL LT, vl axy 7HHEIUIRERS L- & &, CYP2C9 O
~T m SR —>Leu’?, CYP2C9*1/43) % A3 DR A 15 il > AUC [ ZEF AR (CYP2CO*1/*1) D kR
RN 137 I HE_THRI 1.6 5 & i m L= ™,
GMEAT—%)
fEFERR I E L a %27 100mg Z HiE G- Lo & &, CYP2C9*1/*1(4 f5il) & Hige L, CYP2C9*3/*3(3 1)
D AUC TR 3 iz L ™, £, @ERAICEL X7 200mg % 1 H 1187 HEKERS L
& &, CYP2CO*1/*1(7 foil) & bbi L. CYP2C9*3/%3(3 Bil) D Comax 1359 4 15, AUCITH) 7 f5mfEZ R L7z ™,

E)ARKIOAB S NT-HE - HEIZ, UTD LB TH D,

cEEY U~F 1 100~200mg & 1 A 2 [\ OES5$ 5,

- BIPEBIEE. EURAE, BREIARS . SUEBOEGRE, B - K 100mg 2 1 A 2 B AT 5,

- Fifith. SME%. % - PIEIDO 7 400mg, 2 BB LAREIZ 1 [E1200mg & LT 1 H2RIRAKET 2, b, &5
X 6 BEREILL LT 5 Z &, AL AIE, FIBIOZA 400mg, HEEIZH U TLARRIE 200mg % 6 BEEILL E&H 1
TROEET2, 2720, 1H2EETETS,

(3) YVEEBNREDEERUVUZDEE
FMEAT — %)%
b MBI D HELEED RO EII R TH D2, HEEMRABIEZ “C-E L a7 300mg & H[AIRE N
BhH L&, B&5% 0.5 KERIZIT 2 MAE R ARZE AL ARIR B o A P A REIR BE IS kT35 bRi3kI 84% T
HY, YIEEESEEZITDHE L THZOESIT NSV EHER ST,

EARFIOARB SN HE - HEIZ, LT LB TH D,
- BRIV v~F : 100~200mg % 1 H 2 [k O#EET 5,
< BERAEIE, MEYRAE. B RSB PRA, SUSBIEGERE, M - MEEAK  100mg & 1 H 2 EROKET 5,
- Bk, SME®R, K% YRl A 400mg, 2 [ HLAKEIX 1B 200mg & LC1 H2BIROFET 5, i, &5
RIBRIE 6 BEfILA LS i 2 2 &, TEHOEEIE, #IEIO I 400mg, SFEI U TLAEIL 200mg % 6 FERTLL L& 1)
TRO®S53 25, =770, 1H2EETET D,

4) REMOEEDEERULLE
#HLZ B b COX-1 TR COX2 IZk LT, BLaxs 7o 2 FMoOR#HEM SC-60613 KT SC-62807 1L, W
T D 100uM O TRl COX 2% LT 50%Lh EDBE %7~ & 72775 72(ICs0 > 100uM)™

(5) FURBHYOEER/INS A —4
BE) LR



VI. EYMBREICET HIEE

6. Heiftt
(1) BEMERGL R OHERE
3S46x Ll

(2) HEtER
GMEAT — %)%
A B E L ax s T2 E L & & OREBOR L OFEPPEIERIFE (~3%), BELax
TO7VTITUAZELELTRBZ VT T RICE D EHEE SN,
RN BIEIC HC-E L a7 300mg # %28 THIER G Lz & & i, REOCFEPIZ COX-1 KT
COX-2 FHEVEME 2R S e WA 3 FERE S, £ L U CTREMERBITFEL Tz, £
7o ERED IR R O P HEIR X, TN NE G EDR 27% K O 58% TH - 7=,

AR OAR SN AE - HEIZ, UTFToLBY THD,

< BAE Y U~ F 1 100~200mg & 1 H 2 R A#ET 5,

- BIRPEBIENAE . MERAE. HBIENEBHYE. S BIEMERE, M - BE¥EZE - 100mg & 1 B 2 IR NS5,

- Fifitk, SME. % - #IEIO A 400mg, 2 [FIHLAFEIX 1 F 200mg & LT 1 H 2 BROEET 5, 2k, &5
kR 6 RERILL Ed T 5 2 &, BEHAOEAIL, FIEIOA 400mg, MG U TLEIL 200mg % 6 BEEILL LS 1T
BO®ET5, 72770, 1A2BETET S,

(3) ot
AR L

1. FSURR—2—ICET H1EH
AR L

8. ENEIZLBIBRER
MM ERe L



VI. £t (EALDOEESF) CETHEE

1. EERNBLTOER
1

NDEETHEICE>TEHBGMGONERMEESRMERD RV ZEXRESELAEENHY. O
NED) RV IFFERBRE EBITERT LHAEEIH DI ERESNTLND, [7.2, 8.1, 8.2,
9.1.1, 11.1.3, 17.3.1 &H&]

(A0

AME T HENiE S AL RIGHR U — T HIBRESE TF OB T (AR TORAONRE IR TIE RV E M L
ARV, AKI 200mg 1 H 2 M X% 400mg 1 H 2 [EZK 3EMEBEAKGLIZEZAT TR
A E R LT, DI R AR R FR ORI A EFHEMNRBEINCT 7 B RICRT 50 27 RA
200mg X 5-BE 2.6, AK| 400mg #FHHE 34N LN TWDS W Fi2, o COX-2 BRMLERI(2 7
= aAF T )ONEICBWTEM SN KGR Y — 7B PR GRBER L0 EE L ME R A ZE
BMEFREROY A7 N T TR ELE L THINTS 2 L08RENTHWS @, S5t/ 77720
FT7aXE U EOARALY S COX-2 BIMEDRWIERAT a1 RIEHE - $#ERAOLZEET — 2 12T %
SAETORFZESRE T SR T HOMAE RMREREEREIRY X7 OEINRALN TS, 20X
12, COX-2 BINMLE AL COX-2 BPRMEDIKNWIEAT 1A RHEHRE - EFHOFRGIZE 0 #5H
MR O G-I KA E L0 B SR MARIEREEREELO Y R REETERNI ENLRE LT,
k. BMERBICKTT D ENEERRBR(ARA 25~400mg & 1 H 2 [0, fKE 52 @GR 5 EER
D SR AR FERR M G DR BRI, 0.1%(2/2,398 B, AMf & FEE & OUARGE) Th - 72, Fiz, SR
BICx 2 [ENEERRBR T, \EEARLLE RMEEREFROBINTR ST, DI E & O X
RO BN oT-( 8. RWEFMEE —BERE NOLNEREEFRORKIE] OHESMW),

EARANOARINI-HELOCHEIZ, LTOEEY THD,

- BAEIY U~F : 100~200mg % 1 B 2 [ A#HE45,

- BIGVERAEIE . MR, HRIRIEPRS . SHRBIEGEEE, M - ¥R 100mg & 1 A 2 BIRRNEET 5,

- Ffitk, MR, K FIEIDO A 400mg, 2 B HLARRIE 1[E1200mg & LC 1 A 2ERAOFET S, ik, &E5H
Wi 6 BRRALL BT 5 = &, TEADBEIE, WIEIDZA 400mg, HMEEIZRS U TLAIE 200mg % 6 BRI LS 1 TR A
BhHET 5, 72720, 1 H2BETET S,

2. EERNBLEDER

AR (ROBHEICIFTIZRELAEWNI L)

AHNIDRSY XIZ AR T 2 RIS LIBHBUE DB TR D & 5 B

TAEY U REFEAT oA R - BEIRAIEIC X D0 ERIEOFE ) XITE OBERIRO H % B
[FIEM ERIEZBRTIBETNNAH D, ] [9.1.6 ]

3 MALMERE O H 5 BE MEMEEE 2B I E2B8ZNAH D, ] [9.1.4 M ]

4 EERIFEEOHHHBE [93.1 5]

5 EERBEEDDHHHBEE [9.2.1 BHE]

6 EERIMMEEREDHDLBE [TurAX 7T 0 VU AREERIZESS T MU 7L - kSR

R D70 MEREE B ST BTN H 5,1 [9.1.2 5]

2.7 WER A AN ZHEEROEMEE SEICBW T, B TOEZE K O AR T O3 AN
LEDRENRDHD,] [9.1.1 B

2.8 AR O [9.5.1 &

(g

2.1 ENEERRBRICBOTAAIORS UL A LR T 2 RISt UIREE OB D & 5 BE ~DAHF| D
BeHRRBRIT 720N, — /RIS, B DB ORI K 0 IBEUE &4 U7 B IC R — Ry & & A3 % HAINH
B ISR, TUVLX—ERERET D EENEL, Ya v 7EoEEREWEREZE L 28N
HDHZ LMD, ARNIORZITHR UIBBUEDEERENH 2 BE 282 L TRE L, £72. AANTEHK
(AR YT X RIER-SO-NH)ZH L CWND728, AR T 2 RiCx L CGREBUEDBEERED & 5 BE
HED L LCEREL,

FRANKE T 2 RERIORT,

b
I

2.
2.
2.

N —

2.
2.
2.
2.




VI. Rt EALOTES) (BT S1EE

FHRRAIKRDT S B (—#R)

P77 ST &4

VI ANT YD ATy A MY Y=L RURXNTU A

FIRIEARE L OBELAH

TEHVTIR, TTEIR AVHAIR, FFEIR, NI ZRAAFTIR, RUAIF, ERrsmn
FTYR, 7akEI R RXvFre RersuaaF TR AFI7T ATALVR XUFAe RasenFT
TR LR IR T TN

FIRI L ARB DEAH]

ANRPNE L« NUTRVAFT R AUTHLEY Lk FA b ks F TV R TIPS
vebRaszuagFTrY R, ALY e RrZuagF TR, e Z oY) A RaszaaF Ty
]\“

SU Al/SU Al & DEEAF] BERFTEERI)

TEMIHIRN, ZJUIIVR, ZYVabIIR, JUXVIIIR, JUAVY R, 7o R,
A7) R - ) A Y R

RETEETRREE

ANT 7 IOTI . RANT e IT 4R

ZZTXEJ/%EH TuRE T oV ERILEEREZ G T 57 A U ROERAT v A NHEHEK -
PIRANC L VFERINHIRE LS TH D, ENERRBRICBNT, 7AEY VR LT ORBEERED
%5%%«@Kﬂ@&5ﬁ%i&w#\$ﬁ%#xfn4%@ﬁ* BIRHICTHY TrRAEZ T D
AR EERZBTHEATH L0, 7TAEY VB XITF OO H 5 B TlL, WMEFRIELTH
BIDLBENNHDLZEPOLHEELE L TRELE,

2.3 NETORERER ™ K OHIRE OZEVEFR CHIEMEEE, ik OVEILAHRE S Tnb, L
PSR H 5 BEITHR G LoGA ., MEEEEEZELI eI B8ETWNH 5 Z L bl U TRIE LT,

2.4 EWNEERRBRICBWNT, EERIFEEDH 5 BE~ORAOEG RIS, oI EAT a1 Rk
W - SERACTITEERITEEDH 5 BE KRG LGS, HEEZESELIBZNANH L08R
_ﬁﬁéﬂfwé AHIGIEAT oA REEER - BRAITHY . FEOBEINARHD Z EhbEE L L

WE LT,

25#2%m4Fﬁﬁ% BIRAITIE, TR ¥ 7TV OESREERIC L - TB M EIK T LW
K, FTRUDLADIEEZBZ L, BEELZEAIFRSELZENMOLNTWS, ENERRRICK
WC, EERBEEDD D BE~DOARFNORERBRIT2DN, MO AT oA FHEHE - $RACTILE
BERBEEDOH D BHEICHG LGS, BEEZELIEIBZNWNHIT-OERICRESINTND
AHNIHFEAT v A RPEHEE - ﬁfﬂfﬁb\ﬁ%@ﬁ%hﬁ%élk#E%E&LT RE LT,

2.6 ENEEREBRICBWNT, EERMEEREDH D BE~DOARFNDOBERBRIT 20N, DI AT oA
RHEHZE « SR A CIXEERDMEER 2O H 2 BEITR G LIZGA, 7uRx¥ 75 02 AR ILEEH
ICHASLSTFT U T L - KORFRBIC LV DR 2B S BENNH H - OBERITRESN TV D,
AHIBIEAT v A RPEHEE - ﬁfﬂ?%b\ﬁ%@ﬁ%ﬂﬁ%ézk#E%Ekbfﬁﬁbto

27%5@@%%ﬁﬁmkw1 fthod COX-2 FIRAIBLERI( VT 2 %2 7)) & JHER S A 7S AT O JE
B~ 5 L7258, DI EIE R O ZE R O BRSNS 5 Z L B HESNTNDE ™, KAl
COX-2 BINHIPHEATH Y . FEOBENNH D ENBERE L THRTE LT,

2.8 HIRRHIDO~ T 2 VRO Y OV AK R LEEMERICBN T, TR AKX ST YA RRILE

LB LEEZONLBBOEBIREINMENRE SN TEBY, thoT v 22 7T 0P AR LEA & R
éﬁ@@%ﬁﬁ@%%%%%t TAREMEN S E TERNWZ EMOEE L LTRE L,

3. BhEEXIIHRICEAET 5 EE LT NDER
RESH TV

4 RAERUVAEICEET IEETDER
V.4 RERUVRAEICEET HEE) 22052 L,



VI. Rt EALOTES) (BT S1EE

5. EERERNIE L TNDHER

8 EELEAKRNEE

8.1 AFIZMHHT 2. AR/ EE TRE/ZRIR Y EHM&KR G425 2 LICBD,. EMchbi- Bk
LEE LW L, [1L.BR]

8.2 RANIOEHIZ XV DFHZE, AT EOERE THAIC Lo T Bamiy7e i R M ie ettt 5
GRRBTHBZENNGH LD T, BEEHDITATV. 23D OB OJER ORI+ ER
528, [1.. 9.1.1 58]

8.3 AANITIM/ RIS T BIERAN RO T, DIVERIRBTHOAMTT ALY v OREREKLE LT
R LW &, JUi/IMORIEEZIT > TV A EBEITOW T, AAIBG IV, ZOREEZHIEL
TR B,

8.4 ENTHE AR5 L7 KRB Tld COX-2 12%F U TRHRM: 0 @ W AH & 38R DR IE
T A RYEHR - AN X 2 E ORITERRBLRIZEIIRD bvehoTo, R, LB REE
FEDY AT T 7 7 X —DENEE~OFRGIEE L CUIEWEH ORI 07285852175 2 L,
[17.1.2, 18.3 &[]

8.5 R4, F&. AST., ALT, B UL EVED L5 EHEORBELNRE SN TWDLOT, EMICH
KRB A 21T O e CBIE L +212475 2 &, [11L.1.5 5]

8.6 SMEBbEE, MEMBREOEERBREEORINME SN TWVDHOT, EHMICBHEREZ
1ToREBIEEHIITH 2L, [11.1T2H]

8.7 AR DB HAIZ X v | HEgh3 R 5Ll fRIE (Toxic Epidermal Necrolysis : TEN), FZ &b 5 RRE e A
(Stevens-Johnson EERE)ZF D FEFE THAIZ L - T B 2 FIER D HBET 2 B8ZhnH V. %<
DOBE . ZHODOERIIFERMGHE 1 A LUNICEEL TWAO T, IGRIEINIIEICEET 5 2
Lo [11.1.8 5]

8.8 BIMEEAGEH Y v~F, BEMEMESES)ICH LASIZ AWV A55121E, ROFHEZZBETLHZ
E,
< EHRH D UVIEL R U CHRRRAERRAE., MKRE, BHEERAE., HFgERE, DEXBRE

L OMEE ML) 2179 2 &,
< P - BEIRANC X AIRIFRITEINEE TR, RHEBRIETH A Z LI ET S 2L, 2. EDY
FELANOFIE L BB T D2 &,

8.9 RWEEB(FINE., IMEZR I N Tt DIEK - 8m)ITxt LAAIZ W 255121E, IROFHEZS

BIsz L,

CAMRIER R OREEZBE L, BETHT L,

- JFHIE L TR G ZRET S Z &,
JRRBEENHIUTZNEITV, KA EREZRG LN &,

s PRl GBS 2B H AR L Bp D 2 LICRE L, BREICK LIRSV T 5 =
k.

8.10 AAITHE SN TV AEKIMERICK Y, BYPELZ AT T 282003 H 5 DT, BYIEDOREL
W SICER VEEICR G T2 &,

8. 11 EMED £\, HlEMED F WV, HIRENKZ 52 EXH DT, HEIEOERSEGRZ ML D /EE
WCIEETAGEICIFEESED L,

(fiRF0)

8.1 HETEM SN KRIBR Y —FUBREE TEOFERE TR TORFORE TR TITAR V) 2k
P L2 BRRRBRIC BV T, AR 200mg 1 H 2 B3 400mg 1 H 2 M 2K 3EMEHRE L2 A, 7
TRR & LT, D E R ZER M FR ORI A BEMEBNREMARD SR THWD W, Fi2, K
HlzaGiedEAT oA RYEEZR - SURAITIL, &5 0 & O 5-8ITKAF L7 D g & i ie S8 P4 58
OV AT PHEETERNI ENOLRE LT,

8.2 SMEIZHBWT, AAIZ T COX-2 BIRMHEAEOEGIZLY | DAFEIE, MR EOEE THE
I & > T B 7 i E R R FERN BT IL2B8ETNNH D EMESH TS BT Lhg
BRE LT, KFIZHGT HEICITBE L 51247V, 2 b OER OYER OFBICIT oI EET
HT L,

8.3 TAEV UV AIIULDETHIEAT aA NHEHEE - BEFRANCIE, M/ IMREERMSIER 289 2 345108 5
Do LU, AMECHREERA 256512 320 S 2 BERRBRIC R\ T, AK] 800mg A BA[AH# 5. 2 T 600mg
Z 1 H 20 8 HEE®RE(=7ZL 8 HAIFHIRGEDA)® LizL Z A, /MBSO T B O I FRE ]




VI. Rt EALOTES) (BT S1EE

DIERITRD 6T AFNILM MREEEMEIER R 2N ERRA LN E I oTz, LIER - T, KANT
DS RERTPOBMTHEAINSG T ALY OB ITIT 2 5200 T, FLll/IMREEZE{T> TV
LA, ARIOFEGIHENEDORRETIEL2NWZ &, B, KARTAEY (1 H 325mg L F)%
OFR LIzsa. ARIORZRA LTz & TR THMEEEEORAENRE < 78D 2 ENRE ST D,

8.4 ALMETINE ST ERIREBRIZ IV T TR B ERE B I AAI(100 3% 200mg & 1 H 2 [A]) X356 i
Wrn7=F7F M)A Smg & 1 BH2EXTF7rdtr 500mg 2 1 H 2 [E)%E 12 HE&EE L=
ETA RIRIRIZH A ARANORNEEE W TZ3HIZ 31T 2 EEEEETRE - il OB DI R
I HHE - 2/8,800 5], %fFRSEE GBE : 7/4,394 B, A XL 1 7.02, P=0.008)Z L NBHHNTND B,
—J5, BE E G EN U7 E N EERRER TIPS A O I I L TR B9, IMLEREGER)
BROFIWERFBLRIT, REBGEE & IR GREAAI LV & COX2 BIRMEDIRWIERT 1 A RPEVH
% BEEADE OMICEITRBO NPTl EOERE L, ENTEGE LG Y v~TFBEROE
TEMERAEIE B 2 )t & U 72 SRR B R bl akiR 2 SBR(AAl 100~200mg % 1 B 2 [8] 4 XX 12
WEBE. NRBERFIM) DT — & 45 L7ofE R, WILEREECER) SEORIERRERIL, RS
BET 11.3%(86/759 f5il). cf FREEFY 5-E T 11.7%(90/769 BT~ 7-( 8. ®EIWERMEE —EHRKE HOWL
BREEGER)OBIEM IR OESR), WM& OB « E5EJER)OBIERRRRIL, AFIHFGRET
0.1%(1/759 ), %FHREELL GRET 1.0%(8/769 ) TH - 7=, £7-. B Y 7~ FHE K O RAEE B
Frartgl U7 7 v R T HEE g 3 SMBRARA] 100~200mg 2 1 H 2 [A] 4 B E., NIESE
REM)CIIT DI LEEEGER) RO A ETRRIEHRIT, AFEEGRET 18.2%(123/675 #il), 7T &R
B HHET 16.0%(66/412 fil), {HLE O - \IBOER) DR FHEHBRIL., AHIGHET 0%(0/675 1),
7T REERET 0.2%(1/412 B Th o 7o, MURIERE G0 4 W) Z b4 &3 2 FH IEEER 2
R OPERE 7 — ¥ ZEEF LR T, BB EEJER) 2K T o EIER R BLRIIARAE 57T
17.2%(144/835), 3 (COX-2 (Zxf L TIBERMORNIEA T 14 RHEIHEK - SERANEGHET 193%
(160/831) T o 7-( 8. ®EIWEHEEE —ERE HOMLEREGER)ORIERREESR] OHSR), Fif
BEF@E G 2 B ZXSRE T 5 FZESRRABROWERE T — & 2 EF LR T, HLEEE
(ER)YEER TORINERFHRIIAFZRGEET 04%(1/248), = F RT 7 EET 1.6%(4/244). 77 B REET
32%(4/124) T - 7-( 8. ®RITERBHE —HRE HOWILEREIER) ORIEHRRESR] OEER), &
PR Z R E T HENER 4 REZ0FE LR TR HEERECER) 2K TORIERREBLRITAR
FHHET 0.2%(2/861) Th o 7=,

8.5 EWNEIARRBRICIBNT, RS, ., #HEERESN TRV, IN6OFELOBEL D X5
REHBEE, BEAREOERN A LNIZGAESC, AST, ALT, B U L E > OEEINEE O PR R A 5%
W D bITZHE IR, ARIOE GO ATEIZOWTHEEICHEF T2 2 &,

8.6 EWEIRRBRIZIBNT, SMEES, WEEBRTRE S TRV, —KIZHEART 1A FHEEX -
ERANT, Bk TR 7T DU ERRLEIC LY . BHEICET AREFENZ N EnD,
EHSEME . RBREE1T O 2 EBIE A2 T4I124TV . BUN, MiE27 L7 F = AESOBENRD bz
Ao, BEHMEOAIRICOWTHEICHRF T 2 &,

8.7 EWNKRFERICI T, HEahEZ 2 B0 R I E (Toxic Epidermal Necrolysis : TEN), & HEMHRAE i
(Stevens-Johnson FEMERE) DG X723, BT Y v~ T BE LK OEMBEMERE 2R L L7 7k
Rt R T ERIEGER 3 RBR(AA] 100~200mg & 1 H 2 [EHEENCBWT, K - KEMfBEREED
RIERRELRIL T 78R LR LU TR o To(RAEGRE © 6.5%., 77 BREGHE : 22%), £72. 2005
6 A 20~23 HIZBAfE 4172 CHMP(Committee for Medicinal Products for Human Use : BN EIE L ZE B
ENTBWT, AAIZETRINA COX-2 FREARGIC L 0 EERRGERNEZ 5 LAFSHEEY, C
5 O EFE 72 S IEIR(SCAR : Severe Cutaneous Adverse Drug Reactions)iX (28 5-BHAAt: 1 » HLINIZ
HHLTNWDZENLRE L, ¥5, MEEESENRO NG AITXELICAROR G2 L,
WO 7R JLEZAT S Z &

8.8 AFOFEEIZE Y, HLE, O, B, . MIROEFEESRIATLZLBHDH7D, RAlZ L0 R4se
AT 22O E Lz, EMSUILEILE U THRERRE 21TV, BENERD DG AT AA
BRI IR T 2 2 CO@MY R AVE AT Y 2L, AFNTIEE - BURAICTH Y . RIEEMR D L L
HICERZ2h LT 5720 OxHERELE LTHOWOND 25, &R, RIEOFIR L 7250 - B
RAE, MBS DRI T L 2 1B 2 IRIBEIETIER W, LER-> T, BEIC X » TR EERMEHT
U U= FIDMARD)DHER ATV 7~ F OELE) KOS LA ONFHTERCEFRIEFE O I b
BETHZ L,
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8.9 AMAKBIIREORET ZICL > THARBEDKFENMUESND, 7=, 2MELmIT, BHEZN
ROBENEL ., TOBLBAEHTHETS Z L2858 E LTS, 202 EnbaMEmIciT,
BHIC LV AIMEOIFCE L HELZBRIRL, UBRIMEHETCOLG 2T 22 nx ahT
W5E Y, SMEREB(FING, SMERIE NS OTER - SRR Z V2856, AMERIE K OYE
i OORREICL Y KERS, A%, BIELROCHEEZEE L, RORG2ET 5, $-. AFOEEIT
JRR PRIE TR <. BERIER KR ZUGET DHERIETH L Z LITBETH 2 &,

8.10 AFNOIRIEMEMIC LY, BYYEIC K DFE, KR, RIEFORAIER 2 REMH LT 28 2hnH 5
ZEMBRIE LTz, BYWEDORBUITIH2ICERE L, AflzEEICRETDHZ L,

8. 11 1BV T D ENEE R RBR(AHA] 25~400mg % 1 B 2 [AFEG)NIHB T, AH| & ORSE#H MBS E T
T 7R WERENE D F DS 0.4%(9/2,398 f5il), [EIHEM: D F A3 0.19%(2/2,398 Bi), HIRAY 0.9%(22/2,398 )7
B LT, AFOEGIZEIY ZUOORWERBREERT 28RS L2 L b, BEOTEE B EZITRE
L7,

HVARA DOER SN FEROHRIZ, UTFOLBY Th b,

cBEEY U~F : 100~200mg & 1 F 2 [\fEOEE5T 5,

- BIMEBAENAE . MERAE. HBIEIEBAY . SEUEBEAEMEEE, BEE - BEFEZR - 100mg & 1 A 2 IR OEST 5,

- Bk, SMER. k% - WIBIO A 400mg, 2 [B] HLAKEIE 1 8] 200mg & LC 1 A 2 mEA#EEGT5, k. &5
ML 6 FERILA LT 5 2 &, EADOHAE., #EIDOAH 400mg, SIS U CLIERIE 200mg % 6 FELL L1 C
BOo®EETS, =L, 1A2EBETET D,

6. BRENERZETHRBICETEHIE

(1) &HHE - BEBESEOHZEE

9.1 AHHE - BIEERFEOHIEE

9.1.1 DOERKBRIEIZTOBRERDH 5 EE(BEAR/ N1 \XABEMOBEMARE 2 )

[1.. 2.7, 82&H]

9.1.2 DEEEEDOH LB BFEELDHBESTL2OHLIBEZRKR)

Ky TR DU LAOERENEEZ D AREMENDH D . DEEEEZ B ST B8ZNNH 5, [2.6 3]

9.1.3 EMEENHDHEE
K, T RUDLADORFENEZ BA[EMAZH Y, MEE EAIEB8ZN00H 5,

9.1.4 HItBEBOBREEDH D EE
HILEEE 2R I8N RH D, [235H]

9.1.5 FERAT A FMEHEE - BEFIOREHREICLIELHEEEDHDEET. AFOEHRZEE,N Y
EThHY., MhDOIVTOR F—IIZEDBABENTHOATWNSEE
AHZ ke e 59 2551013, oz 8s L., HEICEGFTH2E, IV A M—LTIER
TuA RHEE - SRS L0 A U EEERE 2 e IIR E LT D, I V7 X h—b
W2 X D IR 2 R T RS L 5 5,

9.1.6 REXREDHIBEE(TAEY VIREXIIFOBREEOHZEEZER )

M ERIEEZFRTHBEINNH S, [225H]

(fiF7)

9. 1.1 #METHEM SN KIFR ) — FUIREE TE DOFEIE TR TOAFOZHE X ITZh R TIZ2RW)
ZaEt L2 BRIRUBRIZ IV T, AAI 200mg 1 H 2 A1 X1 400mg 1 H 2 A28 3 FERER G L& 2
A DHFEZE « IMIMERESE « 5 o MR OAE « BRMEDOBEED H 5 BE TOLME R EFRORERIL,
ARENFEEGRET 8.8%., 77 BAREET 3.0%., MEFEDRWEE TIIARAIRGEET 21%, 77 BREET 0.7%
Thote W, LLEXy, LiEREREBILZOBERED H 5 B ICAKZ & T COX-2 BRI EH]
LR E LTEBA. DR OISO BEE THAIL L » T Edmpy 2 o Rinte ZEie vt F 5
DIBEDAREMENBE EIRBENNH DL ENLERE LT,

9.1.2 JEAT oA RMEWME - 8RAICIL, 7R E 7T 0P OEARILEERICE > Tk, R T4
DIFRZBZ L, DEEEEZEA UIFRSELZENMLNTWS, KFAILIEAT oA R
#KBERATHYD, TOBENNHDLZLENLRTE LT,
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9.1.3 FEAT a1 FHEHEE - ERAITIE, 7R X T T 0D OAGEERICE>TK, TR T
OIFEERBZ L, /Exz ER T2 Mo NTWS, AALIEAT v A REHEE - ERAITHY .
FOBENRHD T ENDRRE Lz, 2B, BIEEEICKH 2 ENERRRBRCAA 25~400mg % 1 H 2
[EIFGNZFBNT, mILEEZ &0F L TV EBE & G0FL T WEE To & K OE £ o Lo
BERERLEHRIT, TN 0.9%(5/533 )} T 0.4%(7/1,865 ) T > 7=,

9.1. 4 ENERRBRICBNT, WLEEZFORIWEM(BIEE. + IS, A L7, HirEEER) 2%
BLTEY, Fo, HEMEEREOBAEEDH 2 BE CTIHHMEEREZ BRI EL2BETNWNH DL 1D
RIE LT, 7eds, 1BMERBICKH 5 EWERIKRBR (A 25~400mg % 1 H 2 BB WT, WHEPER
Bl ONHMLEIR B OB IE D & % B &L 720 BE O LEREE O FERRBIEIL, TnEh 24.0%
(30/125 1) K. 1) 20.7%(471/2,273 f5) T > 7=,

9.1.5 Fpk 10 422 H 3 AfTORAE . BEATBE)ERLZ R/ Z A KR FEEEIC LD, IEATrA
RPEVEZE - SR A OIRM SCEICATEE 25887 2 L OO HERB b o7, ZOFFBEKIZESEHEL
77

9.1.6 XEXMERZFICZEIAFTHLHRZLE LTHELTWVWD T AU U EBEBENEENICE EL T
HAREMENR D BT, KRE X B BEICIEAT oA FHEER - ERAIZ &5 T 258 b EENLE L
EROND, BAIGIEAT oA FHEEE - BERAITHYD . ZOBENNHD T ENHERE LT,

EARFIOARB I NT-HELOHEITX, UTo LB ThHho,

Y U~F  100~200mg % 1 F 2 [\ OEE5T 5,

- BIMEBAENAE . MEWAE. HBIEIEBA . SEUEBEAEMEEE, BEE - BEFEZ : 100mg & 1 A 2 [FIRROEST 5,

- Bk, SMER. RE% - WIBIO A 400mg, 2 [B] HLAREIE 1 8] 200mg & LC 1 A 2 mIEA#EET5, k. &5
MREIE 6 FERILL LB 5 2 &, EADOHAE, #EIOH 400mg, SIS U CLIERIE 200mg % 6 FELL L1 C
BOo®EETS, =L, 1A2EBETET D,

(2) BrelEERE
9.2 BHREIEERE
9.2.1 ERLBRENDHLHIESE
TG Lz L, BEEZELSEIBTNRDH D, 255 H]]

9.2.2 BEEEXIIZTOHMERDHIEBE (EELBEEEOHIBEZKR)
Bl EIK F LUK, 7 R U AORFENEZ S HEERH V|, BEEL B IHR ST B8E
nnd s,
(77
FEAT A REEER - BURAITIZ, TRRZ 7T OESRRILEERIC L - TR R EK T LUK,
TRV AOKEEZBZ L, BEELZENUIFRIEDLZ RO TS, BIEEBICRT 2 EN
B R BB (AN 25~400mg % 1 H 2 [FHEG)CR T, AEFSREBLRIL, BREZAMHL TV HEBET
46.8%(145/310 ), AOFL TR WEFE T 41.2%(861/2,088 B TH VD . BIEEBEAD OFEIZLHFE LW
EWITRD bR o T2, RFIGIEAT a4 RHEHEEK - 8FAICTH Y, BEEZEAIELIBENNH
B ENBERE LT,

EAFOARBINT-HIELOHEIZ, UT0LBY THD,

- HEY U~F : 100~200mg % 1 A 2 [\ 0545,

- BRMEBIEE, MURAE, BRAEIER . SEBUEGRE, JE - R 100mg 2 1 A 2 B AOELT 5,

- Fifith. AMEL. % - #lEIO A 400mg, 2 [EIHLFEX 1B 200mg & LT 1 H2BROBEET 5, 2B, &5
MIbgIE 6 BERILA LS 5 2 &, THAOEAIE, #IEOHA 400mg, MM U TLAEIE 200mg % 6 FEFILL L& 1T C
BORS5Y 5, 2L, 1B2REETET D,
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(3) HrHRElEERE
A

9.3 FFeEEE RS

9.3.1 EELGHEETDHLIESE

BHLRNZ E, WEEZEbLSELIBENH S, [24 5]

9.3.2 FEEXIEZTDOBEROHLIEBEEB EELGCHETOHLIBEEZRKR)

MELZHO TR EBICRG T2, MPRENELS 2D EOHRENRH D, [16.6.2 /]
(A0

9.3.2 AETOKERERIZIHB T, IFEEBE K OB A AR 100mg 2 1 H 2 [m4#% 5 BB ER
55 BBRIFHESGOR) LTZE A, BT E B (Child-Pugh Class A)12 il AUC [ ZAERER A 12 i
(ZHEARTHY 1.3 51T, 45 B TR 3 (Child-Pugh Class B)11 1 CIdf 2.7 ffic R L7z 22 bk
E LTz, AEZFSREEE RS (E@ELROICE ST AL, LEIS U THEEZRE G 7 SEEIC
BHETHZ L,

(4) KHEREEH T 5E
FRIE I LTV

(5) HEim

9.5 1E4F

9.5.1 iFIRFREAD LM
BH LW b, ERHIO~ 7 2 DEOE Y Y BDADEEIZBN T, IR OBIRE IHE NS s X
ncTnsg, [28&H]

9.5.2 W3R (FIRFKRHAZR <) RITTFIR L TLDATREMED S &tk

1B EOF RN ERIEE ERID S SN DG EICOREET 52 L, BETHRICIE, LEER/N
fRICE &, EEHFKELHRT DR EEEICRG T2, vt/ —EHREARD
A, AHNEIEGFICHER L, BB OB ESRERE & OUR BV, ZIUSEE D FAGRDIENE & 72 & O
END D, FEEMIAE DY AR B EREBR I T L AR & D I YRR DY
FLH (RS O8I AS . AR5 58 AL Tt ERABR CRBE PR AL SR E DN, BRI~ L =T |
FEVRAR B ERRD SN TND, 72T v MIBWTAKIRIBIRIZBITT A 2 L B34 X T
%

(i)

9.5.1 Fux& 77 Do aRmtWER Z A3 23A1%. RITOBIRE & I o 5 WITBAHS 5 2 &
DHHILTWG 880 F7- 5 hTld, BLaxs 7 #E5C k5 HAROEBIRE I RE S
Moo, =7 A SO Ne Y VSRR AW ERICEB W T, B L ax s 7 AR OEIRE & IHE S
HHZENREINTWD, FEEOFTENE FTLEROONDDIIARHAEDR, thoFexxr7 v
AR EA &[RRI, BURE RIRASH 2 5| &l 2 A REME NS E CTE RV, IERHI O LI IR
FlafkbGd~xThRrnet L, R Z2ZABTEZTOER] OHELOARHEIZZDOFZiH#H L1,

9.5.2 F ¥ A =— AN L AKX —PJIEAMI(CHOWE 2 VW€, Yk RSB RELHREICEL a7 DE
fEEE R Lz 24 8 MmN DL D IRE TN AR OEMAFRD iz, £,
Z v N CTOMHIEREAE~DOEEIZET 5B OBV TERBIET OIS, HARM KL OHAER O
FEAN N RHAOREEEIC BT 2B B W OB bz, ZhbomtEix, Ccox
FREIC LY e A2 75 D AR ES N DR, EREEIROMRFICEE LZbD & LTH
AT A REER - $#ERAICMONTEY ., B L ax 7B QIR HELE & (400mg/day) D Z
N 8AfE, 106 fEDBBEICBNTCAHALNFHETH 7=, /2. 7 v MIBIT AL - R4 T
LR OFGRER O ONT v MRS BT DAEREA L =7 BT S BE NCBW T, IR 6~17
HDZ v MIAKIZHRE LB, BRREHESEH E400mg/day)?> 9.6 f5DIRFEIC X v A#EIFE~ L =7 D3k
BEEDEENN A DT, I 52, UYXICEBIT A - JRIERAEICET AR O G538R IV THERHER
FE:(400mg/day) D 4.9 1% D DIEFEI X W REEMY OIEYR 20 B LA O R ER NI 35580 S iz,
D OT — 2 IR HELE B (400mg/day) DA 7 < b 4.9 (FOBRIEIZ LY A O NEEE N, AK
X7 v MZBWTHRIBIZBITT 2 Z EARENTEY 9, b MZBWCIEIRT O#K% 51284 5 %74
PESTEN SHLTWRV, BLER Y | 03 SUTIERE L TV 5 ATREMED & 5 PRI IRTEE DA 38D E R
P EED SR SN D GEICOREHT & EEZRE L,
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¥, FEAT A RHEHERE - BIRAICTH LN D PII~DORE ITIRMMIEE, SR EiTtrafs 7
DEHGIZBWN TR N oT-, Fio, IEAT oA FHEEE - #FEAINSAID)DEFIHRE L 0 |
vrugx o —E2lEERICL D EEZONDRIROBEEEREER OUREIR T, ZFIUTLED FK
WOED U R 7 NEESND T2, il (ERERZ R O XITERE L TW A RIEERO & 2 Eic & 57
HECIIVER/RIZ & L, MEFK EEERT AR EEEICRETAEEGIR L, EEMREST S 2
R O

(6) =FLim

(N

(@)

9.6 RELI7
BEEOFRMER ORAREOERMEEZEZE L., FAHOME TP 2 HmEds 2 &, & MREEF
~ORBATNEE XL TN D 0263)

(=)

SEZBWT, BRI POEME 1 FliIcE L 2% 7 100mg 2 1 H 2 BG4 BE)REG L-& 2 A, B&iEOH
ot 475 FER#Z O FIRET 133ng/mL(Z2) &Y 101ng/mL(£7). AUCool 1,751ug/L * h(/2) LY
1,445ug/L « h(E) Th o7 L DRERH D ©), Fiz, SHEIZBWTRAFTOLME S Flict L 2% 27 200mg
ZEESUTERHEE L2 2 A, AUCos K 0 B LG5 8 BEfICH 72 5 L H i 13 66ug/L
EDOWENDH B O,

EAFIOARBINT-HELOHEIZ, UToLBY Thb,
Y U~F : 100~200mg & 1 F 2 [\ OEE5T 5,
- BIMEBAENAE . MERAE. HBIEIEBHY . SUEBEAEMEEE, B - BEFEZR - 100mg & 1 A 2 IR OS5,
< Fifitk, SME%. % - #IEIO A 400mg, 2 [FIHLFEIX 1 F 200mg & LT 1 H 2 BRROEET 5, 2k, &5
kR 6 RERILL Ed T 5 2 &, BEHAOEAIL, FIEOA 400mg, HFEITNG U TLEIL 200mg % 6 BEEILL L3 1T
BO®ET5, 7270, 1A2BETET S,

INE
9.7 INE
AN R b L A B OV A A & U T R AR L TV R,
()
PEHERTIR, R, SUR. 9. /NE R RS S LB S T b7, IR AR, HAER,
UL, SNUL, NS HT B AHIOA R O O RAHIEAT » T AN e LTz,
BE
0.8 BEHE
BEOREEBE LN L, WECEET 52 &, —RUCAISEME T LT 5,
()

— R EEE CIIATHEAE. BHSRES OABRSRENME T L TV D Z EnBRE LT,

[ N GRS BR (AR 25~400mg & 1 A 2 M523 2 A EHFRIEHRIT, 65 MAili T 42.0%(638/1,520
B). 65 kL I 75 mATH T 42.1%(278/660 fil), 75 mkLh T 41.3%(90/218 i) T 0 | 65 kL o &
LIEEIRE TIIABFEFROBHRIETRD bR h o7,

AN E CHREFE Eilin g (66~83 75%)24 il e OMEEREFE i (19~48 7%)24 Bl 4K 200mg % 1 H 2 [A] 7 H XAE
BHLIZE Z A, ERAIRIEBIZE T B 228 F 5RO @il #E D Cmax & Y AUCo-12n(Cmax : 1,808ng/mL.,
AUCo1 : 11,852ng « WmL)I ZFEEHHEHE(Cmax : 973ng/mL, AUCou : 5,871ng + WmL)ZHA_TEfizx Lz 5D,

EARFIOARB I NT-HELOCHEITX, UTo LB ThHho,
cHEY U~F 1 100~200mg % 1 A 2 [\ 05T 5,
- BTMEBAERAE . MERAE, JHBIEREBAY . SEUHBEAEMRE, B - BEFEZ - 100mg & 1 A 2 IR OS5,
- Bk, SMER. kB - IRl A 400mg, 2 [B] H LAREIE 1 8] 200mg & LC 1 A 2 [mIEA#EEGT5, ik, &5
ML 6 FERILL LB 5 2 &, EADHAE., #EIOH 400mg, IR U CLIERIE 200mg % 6 BFLL L1 C
BO®EETS, =L, 1R2EBETET D,
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1. #HE/EH

10. #HE{EH
AENL, F & L TEHEMNHIEESE CYP2CO TRHEI S D, T2, AANL CYP2D6 DHE TIL7a VA3,
CYP2D6 DRHEEHEZH T 5, [16.4 2]
(fiF70)
Invitro® KON invivo 3R DOFER NS . AANTE L U THEYRHEEE CYP2CO Z N L TR S AZ &0
BHONE RS TS, E£7-. CYP2D6 DEE TIiER WA, CYP2D6 ORHEMERAZH L T35 9,

(1) BtRREEZDER
M L

(2) BtRFEEZDER

10.2 ftRAEE (BFRICEET S L)

I TV~ LA R
A X T VIERE
T2 H 7Y VIR

st

T U AR SR (ACE) BEE A 0 B T 2h S A A
SELAREMENH D EORENRH D, AKlE ACE
FHEXH LT v oA T oo v D2 FEEHI & o
MHEAERIZH O TIXARWA, fEHT 588134
HEHORZ 5 AREMEa2BE T2 L, (B, U
> T VINVENR LT EERRER T, BE R IME
BALITRD SN o T2 & DHENDH D)

HEICL > UMD NSAID A 7 2t 2 KEOTF T
U RRFRFOF U U APRER ZIRT EE 5
TENRENTWVWD, AAE, 7uekI FITF
7Y RRFRAIE OMEERIZAL A TIE W
N, PEFRT LA EEROR Z 5 afigitk %25
BT5Z L,

HHI4H ERASEIR - $5E G BT - falbRiE -+
ACE [REHA JFEAT m A REEER - S#URFINSAID)IL T > P4 | o> NSAID TiE. Bl

SR A= /A
VUUERREIZ L D
LEZLENTHWA,

AFEARHRET AU (1 H325mg L) &6 L
72%a. AEIORERH L & &2 TH B
BE - WILEDMEORERNRL 222D 2 EH
HENTND,

TAEY otk
» NSAID O W1k
%5 - AL % % B
FX®#EELZLNT
W5,

ﬁ
VRV R A | B YN
LAl
HTHNR LR BTV
VA% A
gy T A
3
A= N
F 7Y RRFRIRA
NV ZaAAFTYR
vt ResanFdF7rT R
£
TAEY
IR TS
V=2 =0 /%
8

AR & U MEEEEZ O LTc e, ARIO % ik
M UTz & SITHAATHEE HiL O AR E < 72
L2 ENRHMESNTND,

T D O AN 1 s MR
EEEMGIER 2652
72, NSAID Oil{biE
HizBhEIE5LEE
Z BTG,

UF oL
[16.7.1 /]

UF U LOMIBPERIREN LA L, JFULOER
BT 2BENR DD, VFULEHEHTOR
FICAR OG- 2B XTI 1T 2 & &3+
ICBEEE=F 95T &,

BFIEH B TIER Y
0, B ET D
TeHeéBFBrbhTW
éo

T)aF S —)u
[16.7.2 /]

AF O MIEFPFLEED L7 L, AFIOVERAHE RS
LBENEDH DL, TNaf Y — L EfATORE
IIIAR DR G AEHENGHRGT 2 Z &,

CYP2C9 12 L 2 A D
R ET2LE %
bR TWA5,
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SRF 4, BRIRIER - HiE 1R W - falRE-1
TINARF AFNEORTNVANRZAZF o OMBEPRENR EH L, | CYP2C9 & & 5 KA D

[16.7.3 Z:H]

AEI BRI NNRZEZF o OERNHERT 581
N5,

REERET D720,
F 2 ARKH & FELC
CYP2C9 THR#@ &5
HEEZLRLTW
D,

VasdUINE Xan 311kl
N7y
[16.7.4 &[]

7abhr B UBENMERETABERR S D,
SACRICEIRB BT, BEETHAICL o TiE
Hmm e AmEsN B, LT 7 %
AR O BB AR O®RE ZRthH D\ THEE
EETHEEFH0EE L TRET L L,

CYP2C9 % A9 2% {5t
DEAMHEICL L L E
ABHITWA,

AI=E S
[16.7.5 Z:F]

AFNOMAEFRENMET L, S F o
RN R U, AFIOERAREESE L, S
T OERABHEBRT 280 H 5,

FTEXAIT AT 7
[16.7.6 ]

FXZA R A MT 7 o OMEREEN FH L.
TXA A Ty oOERNBERT BN
N b,

CYP2D6 DRAEEHIC
rarEEZHN T
ZDO

illzzal AFOMAEFREDET U, AR OB BES T | BT L0 TR,
T =0 LR LBENDRH D,
SN

H

[16.7.7 ]

(i)

[ACE FHER 7o oFT i N2/

ACE FHEANCOWTIEL, fhoFERT A FHEER - $URAlI & OFH L72GAIC, Bligick T2 7 ax 27
TV UERRLEIC L o THRIEZVEMET T2 AEERANMLNTEY . AAITHREOMAEIER %k
T AREER T ETE RNV EMNLRE LT,

T T v MR FERERANC OV TIE, i ACE BLEA| & [AEEOMFIC X 2 AEANEETE
RN EMLERTE LT,

[ZevI R F7Y RZRHREA

DI EZT oA RPEHZ « $RAI T, 7ut I FXUTTF 7Y FRFRAIZ DR L28aic, BlgckiT 5
TRAL T TP AIEIC L 5T N Y U AYEIMERME TS 2 EERAAM L TERY Y KA
THIFEBEOM AR 2 KT RN T E TE RN ENHRE L,

(72D ] GMEAT—4)

SMENZ BT D EEARRBRIZIBV T, AAI400mg 2 1 H 2 [A EEHET AU (1 H 325mg LA M &K 6 #
APFH L7 & 2 A, BB EEBEOREERIION L7 EBE TIX 0.7%((6/833 i), fFH L CuianEss
TIX 0.2%(5/3,154 BB L, OFH L2 BEORBIENE 72 5% Y A7 45, P=0.01)Z & 23#HE S
TV O Z ENBEHRE LT,

2E, MBI ABIC S E N RBR (A 25~400mg & 1 B 2 BB DI LEREEOAETS
FERIL, MAETHZ B E LIZRHAET A8 Y > (100mg/ H LA F) & OFH L7283 Tl 24.4%(10/41 1),
R L TWO R0 T 20.8%(491/2,357 ) Tdh » 7=,

[Hrm ] AR IS B THUML IR & K & OF AR X 2 1bE HILOJEFINER S N- 2 &
MNHELE LT,

[VFoL] MEANT—%)

fEEERR N 24 BIIICAFA] 200mg &V F 7 450mg 2 1 H 2 [, &% 7 BMFALZE 2 A, ER Y F
LAREITRBMZBECCY F U LAOLEEE ERTH D 1.5mEqg/mL #2720 ->728b 0D, UF T LD
Crax 1359 1.16 fi5. AUC 1359 117 51 BERH- L7z O Z B3R E Lz, HFIZH LTIV, AFINRY
FULOBHMAHEFE L2720 EBZEZ 6N TS, UV F U LMEFAFOBE AR Z GFREITHIET
HEAE, VT U AORWERBEBUCE 2 CHICEBEEZBIET HZ &,
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[(Zr=aFy—in] GREANT —Z)

RN 17 Blic 7= —/L 200mg 2 1 H 1[5l &% 7 HE#E L72&IC, AH] 200mg 4 2205 T H
BIFEH& G- Li2E 2 A, AHND Cuax 3K 1.7 512, AUC NI 23 BICEF LD bR ELE, =
UL T a3 — L CYP2CY IZ XD AKORBEZAE LD B LNTWD, Zaty — %
R OBEITIIAF LA EN LRSS 5 2 &,

[(Z 2z 5] GHEAT—4)

fERERR N 15 BIZAA] 200mg & 7 VXA X F 2 20mg & 1 H 2B, &% 7 HREEFRHEG L= 2 A, AH
D Comax LV AUC IZWT N HHK 13 51 EFH- Uiz, F72, R 13 Bl AH] 200mg & 7 AN HF
20mg & 1 H 210l &% 7 HEOHAEGE LIZEZA, TURAFF O Crae 13K 1.2 512 EFH L7228,
AUC lZFR%ETH 7= 7y ZHBIETIANRREF U0 CYP2CY (12 L A AFOREEZRE L=, £7-
A FIEFELT CYP2C9 TRt ENDZTZHEEZLNTVWS, LLEDORERLY . DFHOBRICIZIAR RO~
NN ARF U OVERMERICIEBR RS ETH D EBEZRE LT,

(7~ 0 Rbrgmgl(vLr> 7 V)] GHEAT—%)

BERERR AN 12 BIiC U V7 7 U v Sl b L7212, AH 200mg 2 1 H 2 & VLT 7 U 2 1~5mg % 1
HimE, 7HMBEARS LE-EX, AFIZUAL T 7 U OB EERONT 7 ha v v BRI 285 &
EE 2o te B, L LRns, 7oy —A%H0WT invitro MEAERRBRICEB W T, AFNTIREK
I S-ULT7 7 U OMKEELZZE P FEAFIETULT 7V U EHHAL TV D EEREE T
CYP2C9 789 2 A4~ 5 R OB AT E 2k D &2 5N 5 M OIEENRE SN TS 0 &
D BERELE, 7~V URPENA(T LT 7 U N EHERTORE AR Z B5BRAS 2 VITHIEE T
T5EAIE., PO EELCREEEBISRT L,

[RextFr] GMNEAT—%)

RN 18 il Nm X EF 2 20mg 2 1 H 1B, B% 7 HEEG L72&I1C, KA 200mg % 2288 T H[EI(f
G Lzl A, BAID Cra 1359 0.7 1K T L72AY, AUC KRS TH -7 1Y,

F7o, BEEEAA 18 BIICAAI 200mg 2 1 H 2 [, &% 7 &5 L2, SextF 2 20mg #ZE T
BEIPHIR G L2 & 2 A, /S8 X EF 2 O Cox L NAUC IEF I EHUE 155 R O%) 1.8 /512 57 L7212,
ZHIEARFR R g R F U ORGFIEZETHD CYP2D6 ZHELZZHEEZ LN TS, UL EOHE X
. FFHOBICIIAFIOIERK TEO N e Xt F o OEAERICEENMLETHDL I ENOLERTE LT,
[FxAbux b7y o] GMNEAT—X)

fERERC N 14 BIZAH] 200mg &7 FA R A ML 772 30mg # 1 H 2, &% 7 HEJHAERG L& Z
A, BANDOFEWENREIZT ¥ A hu X M7 7 UHERIC L D EEBEZT R oT2RN, THRA P A ST 7
D Cmax XN AUC 1T FNEHIE 24 5RO 2.6 (12 EH- L2 9 ZHIIAFNT A Fa A M7 7
v OREEEETHD CYP2D6 #HELZZOEEZ LN TS, ULEDORERI Y, JFHOBRIZIZT %
AN BA R 7 OERBEBRICEENLETHDZ ENLHRE LT,

[HlEeAl] GMNEAT —4)

fERERC N 24 BIZAK] 200mg & HIEERI A4 22 THIRIE G L7 & 2 A, JFHIC K D AKID AUC 1T 2% =
T2 o 72, Coax 3R 0.6 5K T L7, BLEDOFER IV . OFHOBITIEAF OVERREICEE S E
THDHIEMOLRELZ Y, B, T =0 LA O~ 7 33 7 DRI O BRI
T BENZOWT, AFIE O MHEEREZBRR LT — 213720, TAHICO VW THIEENR X% /-
W, THIEEA] . T =0 Al ~ 7 xo 0 20A1%E) LR LT,

EAFIOARBINT-HIELOHEIZ, UT0LBY THD,

- HEY U~F : 100~200mg % 1 A 2 [\ OEE5T 5,

- BRMEBIEE, MURAE, BRAEIER . SEBUEGRE, JE - K 100mg 2 1 A 2 B AOELT 5,

- Ptk AMEL. % - #lEIO A 400mg, 2 [EIHLFEIX 1B 200mg & LT 1 H2BROELET 5, 2B, &5
MIbgIE 6 BERILL E ST 5 2 &, THAOESIE, #IEOHA 400mg, MM U TLAEIE 200mg % 6 FERILL L& 1T C
BORS5Y 5, 2L, 1B2EBETET D,
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8. =NER

1. 814 B
WORHERNS oD Z ERNHDHDT, BEELHH5ITITV., BENRBOONZGEEICEES A F
1957 EEUIREEZITH Z &,

(1) EXLGEIER & DHER

1.1 EX#HEIEA

M1 2avy, 7724 53Fo— T HEERH)
vavg, THF 74 T7%—, MR, mEEE, mER, RE %O EE R EUE DR
DG E TV D,

11.1.2 JHIEMEERZ(0.2%). LB HMO0.1% A1), SHILEZEALGEE RHT)

Mo, Fi(A VHZEOERPRO bN-HGE 3G 2RIk L, @ERAEEITY &,

1113 (DEFFEEE, BMZER(O b BEE R H)

DFEZE, IM2E PO BEE THAIC X o QB e b R et F R R s Sh b,
[1.2M]

11.1.4 DFE, 5 >MELFRENT I HEEARR)

11.1.5 A&, FRWOTIVHBEERP), FFESEEREE0.1%AK0m). EEGEELRH)

P4, BF. AST, ALT, B YL EHED LA, BHOBEHNRE SN TV D, [855M]

11.1.6 BEFRMAM., AMEKEE. |EBREAE( T4 S AT
FAERBMER M, LmEREDE, EIERERE, AMmERBE, /MRS E OB A ST
Do

11.1.7 2UEES. BMESEBR\OTNLHEERR)

AMEREE, MEEBRREOREELRBEEOREANREIN TS, [8.6 5]

11.1.8 hEURKIEFEFEEE (Toxic Epidermal Necrolysis : TEN) . REFLIEARE{ZEE (Stevens-—
Johnson SEIREE) . ZWAIH. SMARMRBHRAE. FIRMERERE R b HEEAR)
MR R BEAERIARAE . SR RPREIRIREGEAE . IAIEE, SN IER B MNSERE., RIBLIE R A5
DOEETHAIZ L > TUIBMM R GFERORBNRHRE SN TWDLOT, 5, KiFEEEL L <X
fth O BBUE I BIH$ D IENSFRO SN AT E BICERE A2 IE L, BYRLEEZITH Z L, [8.7
2]

11.1.9 BT GEHE AR
k. PRI, FEEN, BT O BE RSN SN EA IR, RN ER X B, BER
CT, MiE~—h—HOME&LET 52 &, MEMMRNEONT-GAICIZRGZ L, BIERZ
BHARNE R OBRGEDOHEE I WEZTTO Z &,

(fiR50)

1111 ERNERERBRICEW T, [QESTEREN | flRE SN TWD, va v KT 7 40 7% —oxkt
U CHIIB P Tt g 2 7212, G HOBE L2+ TV, KBS, MR R, 55 RS O 4]
HPRERRO SN HEICITE B ICEG 2 FIE L, fulE @Y R AE 21T 2 &,

11.1. 2 ENERRRBICIS T, BE\E 36, +BEEE 2 6, HintEEEE 1 ARSI Tn5,
IHBIMEEN BT 500 HD 2 L0, BEORREICHSICER L, BRI T, M 25358
DONTEHAICITR G 2L, IkMEOBEURNEEITY 2L, BB, @E, TAEY &0
LTCWAESE, XHEE. M8 HILdH D WITRIEZEOTREMEDOE({L EREEEZ G T 20, TOMERH
HHEETIIMEE R, BEIHIMDO ) 27 BEmn ENms5NT WD,

11.1.3 ENEERHBRICB W T, DI, Ml SnTniaungy, SMETER- I KIBR Y —
THIR RS T DI TR TOARFORHE UTZNE TIZRW) 2 MET LR RBR IRV T, AFH
200mg 1 H 2 [\EI3i% 400mg1 H 2 [EZ K 3EMEHK G- Lo 24, 77 BRI LT, L fE R
R FERRORIUC A BRI REMARD STV 5S B D R ke e MR T B 2%
WEZEDZERH LD, BEE STV, ZROREDLNIZLEICITE BICAF R G Z2 1k
L. BBZWEOBRELZITH L HLITHEURLELZITH Z &,

1.1, 4 ERBERBRICBWN T, DAL, 9 > MPELREITERE STV, DARSITIRREIENL S
LEAR R E T S D D L NB DTS, DRROMEET T ) —Y ., RSN B b A
E. DER. WE X MEOREBZEHIITY L LI, AFORGZTPIEL, BEYRREZIZIUD T

>

s
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DGR ALEZATH 2 L,

11.1.5 EAEREERICEN T, FR2, Ik, SETHEINTO2RVWA, ZhH0FEROBEE 25
L0 BRI BRI, BRIRMREDIERAZ O HEC, AST, ALT, B U /LB OISO RRRA
ERER & O ONTEHA IR, AR ORGHGED A IOV TEEICHEF T2 2 &,

11.1.6 EARRRERICIWNT, BAERNRMEE D, MERECE, B EREIISRE S TWRVA, &
I MIRIRE 21T 5 72 &, BEOREBICHZICEE L, AlEk, HiilEORFENRD b -HaIc
X, AFOEEZFRIEL, EYRNLEEZITI Z L,

1117 EWNERRERICISW T, SEEEE, FHEEBRITERE S T0RnA, —RICHEAT oA M
2 - BEEANT., BIRICB T2 70 A2 7T 0 DU AMIEICL Y, BHEREICET2AEEFRNZ N2
b, BHRERA, IRIREZT O 2 8B L +0I24TV BUN, g2 L7 F = AEEDRE D80
BNIZHEITIE. TGO PRI OV THEEICRET 5 2 &

11.1.8 ENERRRBRICI T, PR S S R#IE(Toxic Epidermal Necrolysis : TEN), FZ i hIEARIE
{BeHE(Stevens-Johnson SEMERE), ZZIALBE, FIWIMELR R ITHRE STV RV A, 2005 4 6 H 20~23 H
(2B S 4172 CHMP(Committee for Medicinal Products for Human Use : BRI [ 385 Zs B 228 TAKA
ZETe COX-2 BINMIPREANE G2 L 0 EEZREFERNE Z 2 LAaREINP Y, 7=, ENTIRK%
2 BT RIS IEREE ] OBBUEFINER I TWD, LIen> T, BEE 712170,
& B, REREE S L < IR OBEEUE IS BEE T D HES D DN BITE IR G A IR L, YR
WLE 2175 2 &,

11.1.9 ENHIRZICIRBWT THEMEMZK ] ORBUEFINER SN Z LR IE LT,

EAFNOAR ENTHELUCHERR, UT0ERY ThS,

- HERY U~F 1 100~200mg % | H 2 B O#SE5T 5,

- BTRPERIENAE . MERAE. JHBIENRIBHYS . SUFBIEMRE, B - BEFAZ : 100mg & 1 B 2 IR OS5 T 5,

- Ptk AMEL. % - #lEIO A 400mg, 2 [EIHLIFEIX 1B 200mg & LT 1 H 2 BROBEET 2, 2B, &5
MIbgIE 6 BERILA LS 5 2 &, THAOESIE, #IEOHA 400mg, MM U TLAEIE 200mg % 6 FEFILL L& 1T C
BOBETs, 2L, 1A2EETET S,
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(2) ZDthDEI1EH

11.2 Z0thEIER

5%Lh E

1~5% Al

0.1~1% Al

0.1% A ¥t

SRR

X4

R, nE, K
FlEREAI

IR SHTRE, R
. AETY ., REH
m

A VTN R AR

Rt AR

R

SR, REE &
[ANNC S

FABTIRS, RALPED E
LN ) =
L ~LDIE T

FURE, MRS, SHELIR
e, g2, SI%. W
e, L

JITHEE

ALT #8)0

AST #0. »-GTP
#hN. AL-P B0,
ey e 8
m, Roevey s
— 7 Btk

Rt - ek

CK #hn, B8R
#%. LDH #hn, R
W R

B PRI

M Y o L8, s
INURZRA )i

HAb

L, g, Wik
R, E#H, §
K, ONEEE, &
FEsE . @M=, O
N6 A, BEEE
W, LI, o
AP

BiEEE, F%&, O
e, RiEZ, O
DR, 77 ¥
PO, DR
AIEFERL, LR
P, HE%

WO, OFENIEE., W
RS, H A E iR
B, s, REERS
%ﬁﬁ\%mm\%ﬁﬁﬁ
#n

USSR s

p-~A 71
VA=) Vg
AN

NAG #40.
PRI I BRE

PRE At

2R, RPA, BHIR,

R RERR

AR, BRI ARIER
JE. BINCARZE. PSA HIMN,
27 L7 F= 80

ulia]

TEER e

R, AL, B

5

e .
KMt

il B

AEEAR, SR, TRVERRIR,
PROIE, RNEZEPLIE, K
BRI PRSI E, B
AGEE, (DMK, TREH:
AR ARAE 1A

WHSH S, B, 5
WHEE 2

KBS, K, BRI Rl

SRVES . PR INEE, e R
=
=

95

Z D FEIE, BT
., RLBEVERZ
ﬁ%\%%%\%

SR, BEIR 5
EINE. N A LR
SHESHLIES . 20T
FERg %%, HLBE

BEAR Mo, 't 6 a6 A
P& BLBAE, AR 5

B, stk &
vy

W, BBl TS
e

TRV AR H i
HEKF

Wam, mhEE, B
i, R, AL
B M, AR
EO AL ARG,
HREEPERS A, FEEE

g, ~~< 27U v ME
Lo ~ETZBE U, B
B, MR, ~V =
NG B R
FARGEREY, FEYE, HOR
EE, M. BIERYE, R
PG, KR, 7 LLX
— AT MEEEREEAE .
REHE, NeNhE, T o) A
v, I, FLEER. I8
B PR,
FANATFa R, R
P, BEWTRL, FPr. 85
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B REE X%
1) BlfERRIUEE
O EBHF TCORFABRURERTRATONERSRIEE

%£§§T® F kA 1 | B R 2 ag;@gﬁ;)
LA NERET R GE B HK 3,899 3,257 730 1,360
BILVE FH 45 o0 F8 BUE (1 4 1,009 191 15 55
BIER % O3B 1,625 219 15 68
BIVE FH 45 0D F8 BUE (1] 22( %) 25.9 5.9 2.1 4.0

B RATRA 1B ) v~ F, LTRIEBIE)
B BGREANY 2 [BEER (Firtk. SR, S tR)]

RIE F 25 O RS I3 BURE B (150 58 %)
BIVEF & O FHE » AR ETO ot e I PR
3t fEFRERA 1 | R 2 S 1)

YIRS KOV HUE 6(0.2) 6(0.2) - 2(0.1)
ERESE - - - 1(0.1)
GLZES 2(0.1) - - -

LR IN IV - 1(0.0) - -
SRHTE S 2(0.1) 1(0.0) - -
PANERS - 1(0.0) - -

*k il - 2(0.1) - -

* B B K - 1(0.0) - 1(0.1)
AL ARG 1(0.0) - - -
AHEEPERG 2 1(0.0) - - -

Bk, B L OREIRH OB EY ol

(BB LUK Y —F 25 10) - - ©.1)

* TR AR - - - 1(0.1)

MR LY R EE - 3(0.1) - 1(0.1)
2 ifn. - 3(0.1) - -

B I - - - 1(0.1)

R L O E 11(0.3) 3(0.1) - 2(0.1)
VR 1(0.0) - - -

* PEIRIGTD - - - 1(0.1)

i JE - - - 1(0.1)
& I A - 1(0.0) - -
U 7 AfiE - 2(0.1) - -
RAOER 10(0.3) - - -

FE - - - 1(0.1)

* RS - - - 1(0.1)

PRI E 85(2,2) 13(0.4) 1(0.1) 5(0.4)
fibi s 2E - - 1(0.1) -
Bl L~V oIRT 2(0.1) - - -
FEIED E W 13(0.3) 5(0.2) - 4(0.3)
IRALE 8 F 2(0.1) - - -

W S 4(0.1) 2(0.1) - -
SER 16(0.4) 3(0.1) - -
JE T SRR 1(0.0) 1(0.0) - -
fEAR 49(1.3) 3(0.1) - -
kBT Hif - - - 1(0.1)
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RIE 25 O TR BUE B (150 3 (%)
=1 AL ¥G a =4 S i, e
AR oo R "‘“‘E;if@ MR | | MR 2 gﬁiﬁgﬁgﬁ;)

* PR - 1(0.0) - -

AR pe sy 6(0.2) 1(0.0)

AR v 3(0.1) - - -

T 1(0.0) 1(0.0)

ARNgZ 2 FEIE 1(0.0) - - -

ARZ 5 FEdE 1(0.0) - -
Hi JUukEIEE 10(0.3) - -

B 5(0.1) - -

[EIFRPE D F 4(0.1) - -

B RER 1(0.0) - - -
CoNgRE 4(0.1) 3(0.1) 1(0.1)
SOpREE D _ - - 1(0.1)
sk HAMILHE - 1(0.0) - -

AT 2E - 1(0.0) - -

GfES 4(0.1) 1(0.0) - -
il 6(0.2) 4(0.1) 1(0.1) 1(0.1)

PEBRNE L 1(0.0) - - -

AL - 1(0.0) - -

e L 3(0.1) 1(0.0) - 1(0.1)

R R i A - - 1(0.1) -

ETH 2(0.1) 2(0.1) -

ML g, MEREs X OViERm e 4(0.1) 4(0.1) 1(0.1)

3k M &, - 1(0.0) - -

MK - 2(0.1) - -

- ) 1(0.0) 1(0.0)

£ i 1(0.0) - - -

* Wy S EEAE 1(0.0) - 1(0.1)
1 R niE SE R 1(0.0) - - -

E e 362(9.3) 89(2.7) 7(1.0) 24(1.8)
JE R AN PRk 82(2.1) 24(0.7) 2(0.3) 2(0.1)

kAN R - 1(0.0) - -

JE RN 19(0.5) - - -

e 5(0.1) - - 1(0.1)

TR 1(0.0) 1(0.0) - -

R 74(1.9) 24(0.7) 1(0.1) 4(0.3)

77 A NE 3(0.1) - - -

* IR 5(0.1) - - -
() 12(0.3) 4(0.1) - 1(0.1)
T 52(1.3) 5(0.2) 2(0.3) 1(0.1)
1 N RS 13(0.3) 1(0.0) - -

+ iR 2(0.1) - - -

HIE R 23(0.6) 4(0.1) - -

L AR 1(0.0) - - -
TR 3(0.1) - -
PEAE =S50 1(0.0) - - -
ERizt 3(0.1) 2(0.1)

H i VR 1(0.0) 1(0.0) -

B 16(0.4) 5(0.2) - 5(0.4)
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RIE R 25 O TR A BURE B (505 (%)

=1 AL ¥G a =4 S i, verccy

AR oo R "‘“‘E;if@ MR | | MR 2 gﬁzﬁiﬁﬁq)
U6 AMEE % 3(0.1) - - -
H i % - 1(0.0) - -
B R R - - - 3(0.2)
H ke E 3(0.1) 2(0.1) 1(0.1)
TR 7(0.2) 1(0.0) -
EX 1(0.0) - - -

* B PAZE - 1(0.0) - -
TN 33(0.8) 6(0.2) 1(0.1) 5(0.4)
AIER 1(0.0) - - -

1 flE R AR R 2(0.1) - -

F BERE BB T A 1(0.0) - - -
HN% 49(1.3) 12(0.4) 1(0.1) 4(0.3)
&R 6(0.2) 1(0.0)

M - 4(0.1) 1(0.0)

* OEOOUEIR 1(0.0) - - -

* RBRY) —7 - - - 1(0.1)

*NEULA - 1(0.0) - -

Y I N P 3(0.1) - - -
B R - 1(0.0) - -
H Dk R SRR 1(0.0) - - -
* 1 OSEREI 1(0.0) - -
T LB EB R E 1(0.0) - -
OB A RE SR - - - 1(0.1)

JHFRELTE R B 4(0.1) 12(0.4) 1(0.1) 3(0.2)
JFHERE S 3(0.1) 8(0.2) 1(0.1) 3(0.2)

* FFHaB 5 1(0.0) - - -
BB S o AR SEE - 1(0.0) - -
JHFE - 3(0.1) - -

B £ OV TRk R 110(2.8) 33(1.0) 2(0.3) 10(0.7)
SHEHEEZ 1(0.0) - - -
FEE % 2(0.1) - - -
IKyp 16(0.4) 2(0.1) 2(0.3) 6(0.4)
B2 I LG 2(0.1) - - -
% 12(0.3) 1(0.0) - -
ALEBE 9(0.2) - - -

BT H i - 1(0.0) - 1(0.1)
IR - 1(0.0) - -
E2R 1(0.0) - - -

* T 1(0.0) - -
SRR HE 1(0.0) - -
SRR 1(0.0) - - 1(0.1)
% ) FENE 18(0.5) 3(0.1) - 1(0.1)
W95 45(1.2) 16(0.5) - -
FLBEVER 2 2(0.1) - - -
YRS - 5(0.2) - 1(0.1)
BEIR IS IR R 5 1(0.0) - - -
iR a2 1(0.0) - -

AT NENR 1(0.0) - -




VI. 2t

(ERLDZEEF) (BT HIEE

RIVE 55 ORI HAE I (1550 5 (%)

=1 AL ¥G a =4 S i, verccy
AR oo R ’%"‘“‘;ﬁf@ MR | | MR 2 gﬁzﬁiﬁﬁq)

E AR 4(0.1) 3(0.1) -
RS - 2(0.1) - -
a8 R F J ORE A Rk 6(0.2) - 1(0.1)
RAHR 1(0.0) - -
I 1(0.0) - -
ARG R I 1(0.0) - -
kB E RAE - - 1(0.1)
I 1(0.0) - -

VY s 1(0.0) - -
1B R i L 1(0.0) - - -
B ¥ L ORISR E 7(0.2) 4(0.1) 1(0.1) 1(0.1)
* R HEA - 1(0.0) - -
BEIR 2(0.1) - - -
%R 1(0.0) - - -

R - 1(0.0) - -
SRPA - 1(0.0) - -

sk YRR [ 80 1(0.0) - - -

B nekEE 3(0.1) 1(0.0) 1(0.1) 1(0.1)
AR O EREE 3(0.1) - - -

A b 2(0.1) - -

k& Mg H I 2(0.1) - - -
— % - SHREER OGN OREE 29(0.7) 9(0.3) 2(0.3) 5(0.4)
ke Jfa A PR - 1(0.0) - -
g 1(0.0) - - -
kLT - - - 2(0.1)
PR T i 5(0.1) 2(0.1) - 1(0.1)
sk LR 1(0.0) 1(0.0) 2(0.3) -
EART RS 1(0.0) - - -
PR 10(0.3) 1(0.0) - -
THIE 2(0.1) 1(0.0) 2(0.1)
KAy PERIE 5(0.1) 3(0.1)

JEfR 1(0.0) - - -

P/ 4(0.1) 2(0.1) -
i R A A 554(14.2) 18(0.6) - 1(0.1)
TI=y TR NTUAT = TF— PN 40(1.0) 2(0.1) - 1(0.1)
KTNT I FaT Y 1(0.0) - - -
TANTGXANET I ) VT AT 2 T—

PRI 36(0.9) - 1(0.1)
k APHE FLERE N 2(0.1) - -

R ppIruszuary 4N 208(5.3) - -
SN T EF) DI ayI =5—PH 102(2.6) - -
MmA e Vv e 22(0.6) - -
I A LT T A 2(0.1) - -
kA = L AT v — LB 3(0.1) - -
27 L7 F 2k Ak —EHIn 37(0.9) - - 1(0.1)
7 L7 =880 4(0.1) 2(0.1)

it P PLER A K S SR 1 N 17(0.4) 2(0.1) - -
kLA U o A 6(0.2) - - -
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RIlVE F % O FESE I BUE B (150 % %)

=1 AL HH a =) S} ) -

AR R ’%"‘“‘%ﬁf@ MR | | MR 2 gﬁi’ﬁ;ﬁ;)
mE k& 3(0.1) 1(0.0) - -
1A R 3R AN 49(1.3) 4(0.1) - -
e Bk A58 1(0.0) - - -
kAT ERERBE N 2(0.1) - - -
kp A IV ST VAT =T —BRD 1(0.0) - - -
pIINE IV R T AT = F— PN 23(0.6) 1(0.0) - -
JRAFT ROk 1(0.0) - - -
R R o a1 20(0.5) 1(0.0) - -
~< ~7 U Mg 5(0.1) - - -
kR Hp L BRI 54(1.4) - - -
TS u D 6(0.2) 2(0.1) - -
U LoRERERR D 1(0.0) - - -

B BRI 1(0.0) - - -
B ER AR D 1(0.0) - - -
sk AP R ERECEE N 1(0.0) - - -
1 MBS 6(0.2) - - -
IR I ER > 7(0.2) - - -
RN 1(0.0) - - -
M if ERHaRD 11(0.3) 2(0.1) - -
* [ ifn EREE N 10(0.3) 1(0.0) - -
kY b 4(0.1) - - -
kALH Y N 5(0.1) - - -
R v T = 4(0.1) - - -
kg HHERSEE N 1(0.0) - - -
IR R B 21(0.5) 1(0.0) - -
XMMAFAT A Y RAT 7 X —ERED 1(0.0) - - -
M7Vl Y ERAT 7 2 —BHn 19(0.5) 1(0.0) - -
{58 Y8 L K55 126(3.2) - - -
* U BRI RE S 2(0.1) - - -
7 L7 F R AR S —EEd 2(0.1) - - -
Ry a ey —4 8 20(0.5) - - -
HE. hEkl L ULES HHE - - - 1(0.1)
* FHEE A F AT - - - 1(0.1)

XA EOEELL TR TERWENER - BYYE

FEDER EoFEED [Z2otoIfER] OBICEHIZS 523, BEETHLORMEFM L,
a)MedDRA/J ver.17.1 (2 T,

AR (B ) v~ T, ERBEE)

fE AR 2 [ (it . AMER. Hoktg)]



VI. Rt (ERLOZEESH) I

B9 SEE

Q@ EEHDERREEREZSTCAERRERMAE
i) BAETY) O FRUEMMEEE (KFEBEF : 2007 £ 1 A)

traxy 72K B 25~400mg 1 H 2 [A]
mil {E AL 52 ] % 1,734
Rl 38 BUE 11 3R (%) 426(24.6)
IR O R 2 %fﬂ({%ﬂ%‘ IR O R 2 %fﬂ(’f? 3%
YRR L OV A BUE 1(0.1) H Pz 8(0.5)
IR RE Y 1(0.1) + RS 2(0.1)
i L OREmE 7(0.4) HIERR 10(0.6)
BHRARIR 4(0.2) ZEfE 1(0.1)
B PR IPi 1(0.1) ERIt 3(0.2)
IS BIES 2(0.1) Hy M B R 1(0.1)
PRI 26( 1.5) B/ 6(0.3)
FEEO E 8(0.5) U AMEE % 3(0.2)
VS 1(0.1) H i E 3(0.2)
GIEV 9(0.5) R 5(0.3)
TR 9(0.5) TN 16(0.9)
ARPEE 3(0.2) BIER 1(0.1)
AR M v MR 2(0.1) A A PRI 2(0.1)
RS & 5 FEdE 1(0.1) RNV 38(2.2)
I IOk KEE 4(0.2) 0% 23(1.3)
B 3(0.2) W 3(0.2)
[RIHAPE D F 1(0.1) AR 2(0.1)
ol 1(0.1) I B SR B 1(0.1)
Gl 1(0.1) JHF R R 1(0.1)
A5 e 3(0.2) FE R L OV TRk E 60( 3.5)
& I 3(0.2) IR b 423 1(0.1)
e SN LSRN 7 ] s 4(0.2) TS 1(0.1)
- K] 32 1(0.1) 3B 9(0.5)
S 1(0.1) F2 w8 1(0.1)
A N BE Jg 1(0.1) T2 3(0.2)
Wiy B A LA 1(0.1) HLBE 8(0.5)
B I 163( 9.4) SR HA . 1(0.1)
RN R 4(0.2) SRR RS 1(0.1)
P N 9(0.5) 9 FIE 10(0.6)
R 4(0.2) FIB 27(1.6)
R 1(0.1) ALBEME R 5 2(0.1)
R 33(1.9) ERINTRZ SN2 1(0.1)
77 MEARNK 1(0.1) iR 1(0.1)
Mg % 4(0.2) ERZ 2(0.1)
(& 5(0.3) B R B & OSSRk E 1(0.1)
T 14(0.8) i R 1(0.1)

a)RIERFHIE R B o PiciE, KB SN HEL O ESN 2 &G SNTER b EEN D,

b)MedDRA (TR,

<BESUASCGETIE, FERIER S S BV TIRE L EIEM 2 WHO-ART 2 W TR LTV 5,




E k3

(ERLDZEEF) (BT HIEE

B 1155 AR %fﬁ({f?@ B 115 O R %fﬁ;{f?@k

Bk L OURKEE 3(0.2) mH 7 V7 =88 3(0.2)
BER 1(0.1) i H LR A SR SR N 12(0.7)

273 1(0.1) A7 Y o S 2(0.1)

PEIR B 1(0.1) M+ _E&- 1(0.1)

EHEER L OS5 RETEERE 8(0.5) 1 H R SN 36(2.1)
i 1(0.1) I ERER B> 1(0.1)

PR T VR 2(0.1) I INE I NT AT 2 T—EHN 17(1.0)

LR 1(0.1) R RO s 8(0.5)

o 1(0.1) ~v b7 Uy MEA 2(0.1)

RAYPE IR 3(0.2) PR A i B 21(1.2)

[LNZN e 223(12.9) ~ES B E U 2(0.1)
TI=v T NTUAT 2T —EHi 23(1.3) U U REREOE A 1(0.1)

TAT Iy - a7y 1(0.1) HLERERA 1(0.1)

TARGX VBT I ) N T VAT =7 —EHM 24(1.4) i R ERECE N 1(0.1)

T S R N 2(0.1) IR el 4(0.2)

pr-~A v ra7 ) N 74(4.3) R ML ERE R 3(0.2)

NAG #4/n 43(2.5) M i ER s 3(0.2)

e U v e B 2(0.1) A i BREHE 8(0.5)

BT B 2(0.1) PR BB 9(0.5)

M7 V7 F i AR —E R 14(0.8) R D w ey R 4(0.2)

7B Y EsRT 7 Z—PHN 17(1.0)

TES I 5 50(2.9)

a)BIERREIE SF O Picid, AR SN MEROCHEN &G SNIER b & £ D,

b)MedDRA (2 THE,

<BE> IRMCETIE, EREWERRG SN BV TR LZAIER%Z WHO-ART Z W THERF LTS,




VI. Rt EALOTES) (BT S1EE

i) BEiE. FREASEAERX. WRBERBERORE - B#X GHEeXEIHREMEE : 200946 A)

RIEHRHME SO Pz, AR SN IEROHES 2 G SNER b & £h 5,

b)MedDRA/J ver9.0 12 Tt

TlLaxy T REE 100~200mg 1 H 2[H]
R R 1,304
Bl 7E 98 BUAE 61 38 (%) 451(34.6)
I PR S O R+ g"éfﬁ({%ﬂ%‘ B FR S5 D g o0 g"éfﬁ({%ﬂ%‘
JEYUE F K OV AR 5(0.4) B AR 38(2.9)
GLZES 2(0.2) AN 26(2.0)
E TS 2(0.2) EqEEE 3(0.2)
AU B PERG 2 1(0.1) Mg At 2(0.2)
R LOREREE 3(0.2) HEOOUEI 1(0.1)
RACRR 2(0.2) DR PR 3(0.2)
RAEOE 1(0.1) H OREE SRR 1(0.1)
PSR PR 34(2.6) A OFERERE 1(0.1)
FEWED F 5(0.4) THLE BB R 1(0.1)
IRALPED F 2(0.2) JFREE R P 1(0.1)
R 3(0.2) FFRERE 2L 1(0.1)
I 4(0.3) B2 £ OB TR kR 43(3.3)
S BHRR 1(0.1) FERE SR 1(0.1)
TBIRR 20(1.5) s 7(0.5)
IRpE 3(0.2) B S Wz s 1(0.1)
AR M V7 MR 1(0.1) 35 6(0.5)
Fh 1(0.1) FLBE 1(0.1)
IR% 5 FEiE 1(0.1) BT 1(0.1)
FB L Ok E 4(0.3) O PEIE 8(0.6)
Hig 1(0.1) B 15(1.2)
[l#EPE D F 2(0.2) P I A 1(0.1)
HR R 1(0.1) ERZ 2(0.2)
(ol 3(0.2) B R d L UG A H Rk L 4(0.3)
EUllES 3(0.2) RE i 1(0.1)
1 4 fE 2(0.2) IREHR R 1(0.1)
FTY 2(0.2) I 1(0.1)
E e 192(14.7) Va K 1(0.1)
R R 1(0.1) BB L OURES R E 2(0.2)
R e 10(0.8) IR 1(0.1)
[i:0 1(0.1) B RekEE 1(0.1)
P REE 40(3.1) AR B L OILEREE 3(0.2)
772N 1(0.1) A kR 2(0.2)
BP=S 1(0.1) Lie = antiill 2(0.2)
(A 7(0.5) 2HFEER L O G REFTHERE 18( 1.4)
THi 33(2.5) P T v A 3(0.2)
H Nz 5(0.4) LR 1(0.1)
HIERR 13(1.0) PR h 1(0.1)
537 3(0.2) PRk 6(0.5)
BE(E BN 1(0.1) T 2(0.2)
EES 10(0.8) T M 2(0.2)
R 2(0.2) ) 4(0.3)
G 1(0.1)
D 16(1.2)
1 ARG R A IR 7/ 1(0.1)

<BE> PMETIE, EREORIERTM SRR 1,304 Flo 5 b, AF| 100mg & 1 H 2 A5 L= BEE, 8BHE
PHYS . SHIR WA ERE K O - S 2% R 664 BIlIZ B W TR L7 BIER 2 WHO-ART (2 T LTV 5,




VI. Rt EALOTES) (BT S1EE

I FE 55 O T %%ﬁﬁﬁ B 1% ORISR o0 %%ﬁ@ﬁ

R AR AR AT 241(18.5) R H B 27(2.1)
TT=v TR NTUART 2T BN 14(1.1) ~NE S B B 4(0.3)
TANGRET ) NT VAT =7 —EHN 9(0.7) I R ERER D 1(0.1)
JRF pp 27 vz a8 98(7.5) 1 MBS 1(0.1)
PN TEFND J L at I =4 —PHE 42(3.2) AR M ERER D 4(0.3)
JiiT SRl I R =Y 8(0.6) I EHN 1(0.1)
M= L 25 o — L8 3(0.2) M i ER > 8(0.6)
M7 L7 F ok 2R —B 19(1.5) M L ERHBEEN 2(0.2)
1fn. H 5L A A SR T S B T 3(0.2) A 2(0.2)
mrE A U A HEN 4(0.3) Y s8N 3(0.2)
M 5 2(0.2) R LT F = N 4(0.3)
1. H AR SR N 11(0.8) B HEERECHE N 1(0.1)
7 VT FURARS =B 2(0.2) SRR B 8(0.6)
AT BRER A N 2(0.2) R a el gtk 11(0.8)
»INE IV T RT 25— PR 1(0.1) M7 ILH Y RAT 7 5 —EEd 1(0.1)
Py NH IR T AT =2 TP 6(0.5) M7 A URZT7 7 &2 —EH 1(0.1)
JRH TR o HERG 12(0.9) TR BB 50(3.8)
~~< h7 U b 3(0.2) U VOSBRI RE R H 2(0.2)

a)RIEHFHIE R El o PiciE, KB SN HEL O ESN 2 &G SNTER b E £ D,

b)MedDRA/J ver9.0 (2 Tt

<HE> IISCETIE, EERORWERTHERAER] 1,304 Flod 5 & AAl 100mg % 1 H 2 B 5 L7 EEE. 8 BIHE
PAZS . SEJE BOIEEie R OV - IS8 BB 664 B2 THEL L 72 BIWEM 2 WHO-ART (I TR LTV 5,

i) FiiR, SMERITICIRERDIHE %

- SEJE CHREXIEIBNRIEMEF - 2011 12 A)

tlraxv oy ikEE

WIEI D A 400mg, 2 [5]1H LABE 200mg, 1 H 2 BIE T

R G IR XS 861

I 1F 38 BUE B 80 (%) 113(13.1)
IS5 R B I SR B
Rt L O%RERE 1(0.1) R A AL D) 90(10.5)
BAIHEE 1(0.1) R prusaz ) 8N 36(4.2)
PR TR B 15(1.7) 5 ¥ . f ik © 26(3.0)
AR 121.4) |  BNTEFAD VN ahI =2 —PHIN 17(2.0)
B L~V OKRT 2(0.2) mH eV e s 12(1.4)
GIEPE 1(0.1) DR F I B 6(0.7)
A5 B 1(0.1) RO ey ) —5 N 5(0.6)
BRI 1(0.1) SR PR E 4(0.5)
i 2(0.2) A7 L7 F 2R AR ¥ —E BN 4(0.5)
T 2002) | TARGXRUVETI) NTUAT 2T —EH 3(0.3)
JHFREE SR 2(0.2) T2 T NI UAT 27— 8 3(0.3)
R e 2(0.2) Y N 2(0.2)
FERE ¥ X OV TR 6(0.7) A Y g 2(0.2)
A2 3(0.3) ifn. H PR 3R AN 2(0.2)
S 2(0.2) I LR K SR 3R N 2(0.2)
ZATIE 10.1) | MHFTAHYFRAT 72 —EHN 1(0.1)
BB L OURBSREE 2(0.2) M IR 1(0.1)
g RelE 2(0.2) PR R oG 1(0.1)
sz v F = 88 1(0.1)

a)MedDRA/J ver.13.1 |2 CHERf

b)H B 2 P HL I G- BR TR 2 MERTMIE A & U CRRRIR AN L 722> 72,
o) MAR AR I L TR R R D 7 CRMEREMIE E & LTI L7z,




VI. Rt EALOTES) (BT S1EE

Q@ HILEEE GER) ORERRERE
i) BIERY U< FEBE. ERMEEESRS '
EAEERE 2 H8 VISB 1 2 ML ERE R ORIEAREE

Z& BUE 7 5%/ 2 E 5k JEBLR
L ax b 86 1l/759 11

xR ©

11.3%
90 141/769 il

11.7%
)i U U~ FEBE G-I - 12 8H), AT SR (R G-I 4 )RR O ZH S i RGRER
b)100~200mg 1 A 2 [E&5

C)COX-2 IZkF L TERMEDIRW K IRIEFER 7 1 o RPETEZE - B )
i) BEERE

ERNEERE 2 2 ICH 1T 5 EEEREE GER) ORERFKEE
FEEIE (185 e 3K FEHL =
Tl axy 7D 144 1511/835 44l 17.2%
S HASE © 160 1511/831 44l 19.3%
)l i A (R 5T < 4 AR R o BRI EGAER
b)100~200mg 1 A 2 [E&5
C)COX-2 1Tk L CIERMEDAR WK IRIEFER 7 1 A FHEE R - SR A)
i) FMEEE
ENEEDERER ?(CH1T5HEEES (ER) ORERAREER
FEBUEFIEAE L FBLR
tlLaxy 7 1 151/248 4] 0.4%
T hRZ7 9 4 {511/244 1] 1.6%
a) FIRE P BB (% 5- 81 : 2 B D50 ~H S iR
b)FIENZ 400mg, KVNT200mg. ¥ H 1% 200mg % 1 A 2[5

€)200mg 1 A 2 [A[# 5

WAKNOERINT-AEROCHEZ, UFOLEY THD,
- JESRSE : 100mg & 1 A 2 [ O&ET 5,



VI. Rt EALOTES) (BT S1EE

@ DMEREEFROREXR

i) g YT FEE, ERMEEERE

EREERHARICE T HEERDMEREROREERE

j B °S b R Rk BEEAER ©
A SEAR 12 3K 0 AR 2 U5 D 7 ;L *f%ﬁ o
(ZEHEW) (CEER)
1535 Jzé;ﬂ;%?d) vlLaxL7o|wlake 7| WEED |wlakoTo|  FIuR
REFIE 2,398 1,992 759 769 675 412
FEBUE %% 2 2 2 0 1
FEELR 0.1% 0.1% 0.3% - 0.2%

i B R R e & e

)2007 O AGRRF £ TIZ I S Av7-ikilBh,  WERAE, JH B S P 2%

. SHJE R, M -

b)BIET Y U~ FREEE SN ¢ 12 8H), TRV S G- « 4 08 )% 50 SRS AR
OBE V) v~ FEFE RGN ¢ 4 W), ZRAEBIEVE S @R GHM  4 8RR O 7T A R T EE HEUR

d)25~400mg 1 H 2[5
€)100~200mg 1 H 2 [E[#L

HCOX-2 12k} U CEIRME DR RIEFEAR T v RHEH R - SR A

i) BEAE. RREAEEAEX. TRPERBERVORE - BREXES
ERERARICETIEETLMEREROREERE

N s AR R 8 iR @
¢ 5355 ElLaxyrh 77 R SEHRZE ©
SREFIEK 1,304 411 831
FEBUIE 15K 0 1 1
FEHLR - 0.2% 0.1%

ABSRAE B F RO " HE R, EEEE %, SURBPEGRF(O TSI ¢ 480, BE - B REE (k5
o 2 A i) set 52 00 — AR PR B

b)100~200mg 1 H 2 [E[#5

¢)COX-2 12 L TEIRMEDAR VA R GEA 7 = o FPETHK - SR A

i) Frk. MERLEVICRERES

Fhrte (i G-HIH - 2 B, SMERAERGHIR - 8 AR, SR ERG-HIH « 103 2 B0 B 2 k5

& L2 ENERRRER 4 38R Tk, BEEROMERFROEIITRO b o7,

AR OAGR ENTHIELOCHEIZ, LTy Thb,
- BERY U~ 1 100~200mg % 1 H 2 [mREAF 515,
- EIPEBAEE, MESRIE, T8 RAEIE S, SR MOE R, i - S - 100mg 2 1 B 2 [EIRROFZ ST 5,

- Bivth, SMER%., Bt - WIEOH 400mg, 2 B HLAFEIX 1 B1200mg & LT 1 H2EROET 5, 2k, &
HRRIE 6 Bl LT 2 2 &, WHAOEHEIE, HIEIDI 400mg, LEITNS U TLARKIT 200mg % 6 BEfHILL L
b TROS5T 5, 20,

1A2EETET D,

iv) HEEABGERZ 2RV IMMNEREEER) DY
HEEABBEAZ 2 RV IS T LOEREEERFERKR

N AFRE | JEEHUE NSAIDs B
R T B B (R BRI 2 %)
BEOMAERA N b1 66(1.2) 65(1.3)
O 2 9(0.2) 4(0.1)
el oiE 6(0.1) 16(0.3)
DARE 17(0.3) 18(0.4)
JiEpiES 28(0.5) 21(0.4)
Jibd 4 1. 8(0.1) 11(0.2)
BELMBEZRA N FII(ETDA R | 79(1.4) 84(1.7)

—100—




VI. Rt EALOTES) (BT S1EE

<BE >R TR GHRBRICB T 2 00ERAEFRSEHEBURGNEANT — &) 181919 Wa B0 5 Kk
R Y —7YIBREE TZOFEFE TR TOREIINE TIX RV OB 2 BRI L+ 5 2 il a £l
L7z, APC #BR 9K 3 Ef 0 H & 5)Tld, EERLMERAFFROMERE RICLDELT, O
FHFRZE . MZAH) OFE BRI AR BIR 22 BN ASR8 8 v, 77 BRI T A% Y A 7 13 ARA] 400mg
1 H 2 [A#5-T 3.4095%CI : 1.4-8.5), AHAl200mg 1 H 2 [[#% 5T 2.895%CI : 1.1-72) T >7=, —
757, PreSAP #BR V(K 3 M O H 5T, AHKI400mg 1 H 1 [ #5512 L 2 BEROME RAEFR
(LA SR FRIC L DA, ODEIE, 2ErIBBUZR T 2 77 BRI T 245 Y A 7 13 1.2(95%
Cl:0624)THY., VAZOHEKITRD SN2 T2,

APC EXBR., PreSAP BHERICH T HLMERBFEERDATIKER

APC B @ PreSAP 75k ©
g - 75 &R 200m 400m, 75 ER 400m
I IR op== pi] g g g
U5 ARATE e . 1A2E | 1A2ME 1A 1
(n=679) (n=685) (n=671) (n=628) (n=933)
o T EK 6 17 20 12 21
DMILE SRR K DT o
N (FEHLE) (0.9%) (2.5%) (3.0%) (1.9%) (23%)
A2 e FAXE Y R 7 * . 2.8 34 . 1.2
(95%CI) (1.1-7.2) (1.4-8.5) 0.6-2.4)
DA RRERICLBEE | FEHBIE 7 18 23 12 23
DR (GETLR) (1.0%) (2.6%) (3.4%) (1.9%) (2.5%)
JiEEs FAH U A 7 * . 2.6 3.4 B 1.3
DA (95%CI) (1.1-6.1) (1.5-7.9) (0.6-2.6)
a) s ME R I MSUIEE P58 - B ek #5675 R

DY RIGIRIEMEAR U — 7 B8 7 Bk

EAFOAR I NTHELVCHEIR, UTOERY Th D,

- BEERY U ~F 1 100~200mg % 1 A 2 [fE #5915,

- BIEBAEE, R, B REIE RS, SURBOEMGERE, JE - S 0 100mg A 1 A 2 B AL 5,

- Fifrte, SMETR, kTR FIEID A 400mg, 2 [ H2ARRIZ 1 B 200mg & LT 1 H2EIRAKET D, ok, &
LEIRRIE 6 BERILL i B 2 &, TEAOEAE., RO 400mg, MBS U T 200mg % 6 FERILL L
HIF TGS B, 2770, 1 H2EETET S,

9. MERRERRICRIFTE
BIESH TR

10. BERE
BREINTWHARN

—101—



VI. Rt EALOTES) (BT S1EE

1. BAELDIEE

14 #RLEDEE
14.1 EFIRFEEDTE
PTP B DFEHL PTP > — F 26O L TIRAT A L 9 FET 52 &, PTP > — FOFRERIC K
0, WS A EIER AR L, I3 ELE B 2 U CHRIAR S O EE RS OHEZ IR T 5
ZENH D,
(f&RL)
—fREOEEFE L LT, BFEHERE 240 5-(Fk 8 4F 3 A 27 BFHA O 304 5(CER% 8 44 H 18 H) [PTP
R RIZ DWW T IZREWVERTE LTz,
PTP > — MDA LV | AHOELA A RIERIEA~FIA L, TR Z R L TR REoEE RS
PHEZ DT 2 Z EDRHEINTVDH D, SEARMEFIZIL, PTP > — 226 HY L TIRAT2 L 98
WAL,

12. E0MDEE
(1) BREREEAICED 1EH

15.1 EREREAIZE D < 1F#R
SENCET D7 v 24— — T EHEREEGRERICB W T, AFIFER GRS CORFR G- 2 HED
BEEOEIGNEM LI ORENH D, Tz, MOIERAT v RHEHER - EFA 2 EMFEG S
TWDLEHEIZBNT, —FRRERTBO LN EORENH D,
(fiF7)
SMENZIBWT, 7 v AA—"— T HERIEGERORE R, RAIOIEE G812l U CARFIE G-Rp 1T EIP
FEEOEAENEMLUITZ & OLEEERDH D 10, £z, EAT oA FHHE - ERAIOFRGIZB VLT,
ruaFXRUFF—BHEICLY e RE T T Ty O AR S, MO R AREEE O KK
R0GD E OB MUY EG D Rk 13 4 4 H 25 BT OFEA GBI E R AR R BRI E G I X
0. FERAT A FHEMRERFAORM SCEICATER 25 & OFRICEy, BMEE S LMEicBi 5 —
72 ARG Z SOV CEE L7,

(2) FEBGEREAERICE D < 1E#R
FRIE I LTV

—102—



X. JEFRREERICEA T SR E

1. RHEHER
(1) RHFEHR (VI EDRECEHT SEHE BHR)

(2) BIRRIFZREER
A LR

(3) REeMFEEHR
#E&“ﬁﬁﬁﬁﬁo)ﬁg% o 115) .

SR EN T 5 E.a) PRI R Y =4 ok ik
REBRTE H EIL7] e B b oy — AR KA
Phase 1
Phase I —RIER L L
Phase |
20mg/kg (% e 2 ppe | Prasell
B [El¥z 5 it ) 2 i/ ¥eh 1 B BICHEo B 5 ER)
*HWE%&U\ 7 v b ﬁ'ﬁ‘:lil Phase II ’ . BENay b — VRIS R
i Phasell :
B ) 5 1.5, 5. 20mg/kg/ i - 6 /e LT, 20mg/kg/H T 75.8%
/i = ¢ Yy
H( H 1[4 A8M it - 6 {51/2% i, Rk 5% 22-24 TF
AR ' MlC i 0% Big ) »
20mg/kg/ H T 17.4%IKF
“x HE 3 e, B9
~ A o 50, 150, 500mg/kg 1517 fil/ae WL
. . PTZ(45mg/kg, ip)iZ & 5 FEIft
H @ AR '  5/6 i
PTZ(75mg/kg, ip)lZ & 2 [
, PEREHEFENE 2 1 500mg/kg T
SR A 11/12 f4miHl, PTZ(120mg/ke,
i | (BIIRD ip)IC & 2 mE MR RIE &
pe | TEPLEAD - @r |50, 150, S00mgkg | | 150 % Ur500mg/kg T 8/11 K
i 10-14 BURE | oxor12 g, s
@ (50mA)IZ L A FRE PRI B3
- JE4 150 }2 Of 500mg/kg T
- 6/11 il B O 7/12 5130
= b —LEE 26 4y
IZxL T, 5 KW
= . . 1.5, 5. 20mg/kg/ - 6 fl/BE m@%%HTM&Um
7wk (N ° . ISR
~E L A (4 AMKER | M 6 B/ M o b LRE 103 4
Y — AR ) Ikt LT, 20mgke/H T
62 3\ A
e - a2 hr— VR 48.6 SriTxt
<R & 1 50, 150, 500mg/kg | 0'_1 2 ppe | LT 150 XU 500mg/kg T
85.2 K1 94.9 /LR
PRI - v b — LR
BRI , 17.1 [EN% LT, 50, 150 K&
ﬁgﬁoﬁ ;ﬁthl?fhi ~ A N 50, 150, 500mg/kg %0'_12 e | O S00mg/kg C Writhing 14
p % 7.5, 1.9, 0.9 ENZHNHI,
Tail pinch BRI L
AR N | 50, 150, 500mg/kg | Mt : 7 BIRE | R L

a)FFIC T D 2322 R D HEIR G-
PTZ: XV 7 N TV =)L
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X. JEEREREERICEIT 51RE

BRI A B %%f; bk g%/g% A
T
BT,
Bz 77
AT A, B
- KI5 K= :
i pe 7 . 450 " e
w | YIS WHMLIE : TR
. . g/kg/7) =
© 1 R, . Hh R Lénimlef f{g@mmHg k
i | 1 o, 2T IR amgigs 5 HE3BURE | g e e e
g | o - pps, | OFBEE) 15 0.0465me/ke/5) DL T R
oo | BRURAREEEL. Y R lE’lmmHg /J\:ﬂ(7mmHg i
7 | s, e 12mg/kg/15 %) 79 21 58
T wifE. M (0.141mg/kg/57)
JEETIN 2 <
A LEX
KHE
e SR E 0.6mg/kg/15 43 T
Je SRR 0.032mghg/15 5% | |
dpidt, FHIMIE, | A % SRy | s R R L T S
Ltk LI gieakT) (0 104merked 15 55) K gﬁi DRI 5214 1)
N — s =L S e :
1 :f» l%ﬁﬁg . N
g i Amg/ke/15 4 4 I/
4 (0.311mg/kg/15 %))
| e B . | 200mg/kg CRBBIR LR
% ﬂﬁ%% (RREE ) By H 150, 100, 200mg/kg | M : 3 BUAE | BahnEII(52~62%. 45~90
i it
ggﬁ%gﬁ%m{ﬁ EFNLEY N | invitro 10uM #E 5 /R ML
FEL
R 2 e e | inviro | 10aM 4 /e e L
FEIRBLZR . MK 100mg/kg/ H "CHREE D Tk -
RO, ERR 1/5 i, i : 2/5 i), iA=L
LR, IR AT =L DRI E 5 -
B, Pt 7 | 5, @ 5. 20, 100mgke/H | #E = 5 fsil/B¥ 44.45)—>87.3mg/dL)~ JRH Na*
LT F=r 2y (4 AP | s pime | (B 379395199 6mEqlL, W -
= o 303.09—129.9mEq/L). CI kit
TR, Bl =
= e WAL AE o BEOMKT (M 46949 —
. *ﬁ : 289.0mEq/L)
1H 15mg/kg LI ETHEE% 0-3 IF
1k [RIOJR R 28.3-40.0%18, #
P 54 0-6 R CIRIZAEIE 16.7-
% | e on. i 364% L5, 50mgkg P BT
AN PN UREC | 5% 0-6 FEERIORE 195-
BIE, RO | 7 b B | somake | HEETOBURE | 3ig psina” 218351
o %, CIHEE 192343% KW
Na™/KH 29.6359%18), #
5% 6-24RHOREIZZS bR
L
T S5k @ 15, 5, 20mg/kg/ i - 6 fl/itE Ly
1|§ [I——— H (4 HMKER ﬁ 6 /it
i % ' 2 0
7 ~ A & 50, 150, 500mg/kg T e L
a)FELZIBT D 37RO R Y BRI - by 5 o5 iR G A5 KRR e Fr—VE

HERG : t | ether-a-go-go BHHE{R T

HEK293 #ifi : & G2 B st
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- Bh PERI K OF oo
ERIE H i s B EE
BRIE H B F P Pe b B BR A
4uM PAETE ZZ IR
tr b= I#EE 7.5% K
1
\7?:;/;?) 0.04, 04, 4, 40uM Ot 8.2%#Mifil, 40uM TT &
; T3 =Ry b | invitro | (0.04uM 12 BaCLO | g sBgE | FARYL, ERZIV
mh= 7) o k= RO BaCl I &
- | BaCla Il 454%. 53.6%. 68.3%.
i 83.0%#Mi
% 4uM T B EEH) % O BaCl
= HEEE), 7t G2 32.2% K TN 54.8%#1
TlFEaayr, e i, 40uM THENES), 7 &
ALIv km | BEAEY L | inviro | 004, 04, 4, 40uM | fE 59 e | TR 0 BEAX IR
F =3 . BaCh ¥ Utre h=2 KO BaCh IX
i #i 2 754%. 784%. 624%.
90.6%. 87.6% Ml
a) : BTV 2372V IR D Bl
(4) ZDhDEEAER
Y LR
2. SR
(1) BEES5EHRER
(L] e 58 K OV PR (mg/ke/ ) 1w D S B
F v k116 A, HE 0. 1000, 2000 2000mg/kg A
A X (i) " r, HmE 0. 1000, 2000 2000mg/kg B
(2) RIEESSEHRER
. B RS B s 1
(‘X o ﬁ?‘zlz, =
W) P 5% K OV (mgkg/H) Ll ARy % AUC 12515 I
;o 1 » A . 600mg/kg/H e 5.4 5L E
(+1 % HEEME) 0. 20, 80, 400, 600 I - 400mg/kg/ H W : 14.7 LA L
_ &r, 3w A HE 5.4 500 E
Sy p 19 (H1 o H ) 0. 20, 80, 400 e & % 400mg/kg/ A i - 0.7 0 I
‘O, 64 A M 2.5 LA L
I .
(H1 8 I 0. 20, 80, 400 e & & 20mg/ke/ B i - 49 (5] -
oo 14 A o
(100mg/kg LA 1% | 0, 25, 50, 100, 250 | MHEE b 25me/kg/ A ﬁéé };ii
2 42 @ EIE M) S
4% &, 3% A 0 WEE & 35me/kg/H | HE 3.4 f501 1
(+1 % AEHEME) 15( 7.5BID) (17.5mg/kg BID) i - 3.6 fiF AL
25(12.5BID)
B, 12 % A 25( QD ) e & b 35Sme/kg/H | M 3.8 fFLL 1
(+1 » AlEM) 35(17.5BID) (17.5mg/kg BID) i 2 3.1 2L R

BID : 1 H 2[ED4HI#SE, QD : 1 H 1 [H&E5
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(3) EERAFMHER

o Eiaen v 3 Eiaa . HEIRHEDE FH el )
et IE A== 27 R
Sl s KOV R (mg/kg/H) LR L % AUC IZx9 5
@ e o> — 5 7 M R OVAEBE
T
. RIS A HE : 600mg/kg/H WED—
ZHRRER Y e i?ii”s ?E%;Eﬁ% 0. 60, 300, 2 : 60mg/kg/ B WE | K : 5.4 500 E M
e e - e 2R | 600 DEMIERCIMER | %47 — 47 L
O 7 H £ © £ 60mg/kg/ H AT
75 88) =R . Sl
SHRRER O 7ot %1;;§ — M 300mg/kg/ H tiﬂﬁ'MéT d
%)Jﬁ;ﬁﬂﬁéé [ T ZRRe M O R AR e
(I &8 0) 00, 2.5, 30mg/kg/ H Ji6 5B M O] A 5
5 5. 10 59Hui
DHb&U %}:D S 4 P
2K ) s} Z;
WA AR I - 20 E%, 208 | 0. 60, 300 ZiﬁZime%tﬁ W — a2 L
(REEZH L) AR LT
/ RrEh(—MeEE, A
B - RS i 0 10030 o) oomghg/B B | BT s AL
¥R 6~17 B 100 K : 100mg/kg/ H
W MR | 5y ko | B0 0. 10, 30, :?J?)(Omﬂ/k /f ﬁﬁ‘ﬁ RS - 106 {500 I
=1 .
(FFt) IR 6~17 H 100 g IOmg/fg/“; FAIR - 4.4 15001
- JRIRFEAE . 0, 30, 100 . T
e~ e oo, | MR I B e
7 & o) 200, 400 a
B 0. 60, 150, @J%(*ﬁ%%/ﬁ BB
W - RaYEREE HTHE 7~18 H 300 HE) : 60mg/kg/H AR -
. 60mg/kg/H 150mg/kg/ H | REEh(— M, £
e | 27T PLEC 0 s PR E | GERE) : 2.1 f58LE A
(L3 T K 38 o 150, 300 | AT RMBERZDI | R 21 fFELE
1 & o) IR 7~19 H T B WThbERT —4
X DI
B8 (—kFEE) - | BEMWRRED) : 44
Hy 2 /it D . 10mg/kg/H RIEMWI(ASE | 5L E REW(A5H
N S . 39) ;ﬁ}:D 0\ 10\ 30\ FNENR oy . ~NE D
AR O 7Y b VLR 6~ 7 - BE) : 30mg/kg/ H HE) : 9.6 fFLL L
{Hihe 6H 21H | 100 WCAER © 100mg/ke/ H YA+ 10.6 501 1
4) FothotEmstt

1)

2)

R

tlaxv 7ot EsELE Y MC

PCA)IZl) .

KDRE &AM

BizsH

Tl ax o7 oBREELMEE BV 518
i%%®ﬁﬁﬁ@%%wém@¢£
wu &b %ﬂ@??ﬁ)o 7:_0

BT /Eeuit%ﬁ 12a)
L 24,

E(Eﬂf

%iﬁ]?ﬁ 123)

RREMERGMET 77 ¢ 7 % > — 3B (Active Systemic
Anaphylaxis Test : ASA)'2” } O\ B F7 [ 7?‘ 7 /r 7 % L —ilk (Passive Cutaneous Anaphylaxis Test :

~ 7 A IgE HilkPE/E 2 4RI & 5 T v b PCA iR 12
ICROBE LIz 2A, HURME

RN AR
LN
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3) BRI
U FORMEICE L af o T RRARE LI L 2 A, BMURAREMED RO bty WIRIZ LV B
PR ST 0, — T BEICRRAIREE L7z 2 A, RIMMEER O S hoiz Y,

4) BNAEM
FLaxs TORUFERET v b P v ZABOTHRE LI E ZA, WTHIZBWT N ARMEITRE
XN oTm,
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X. BEEHMERICET SEHE

1. BRHRES

i{(]

Bl =27 AEE100mg, &L 2> 7 A 200mg
BIZE, S GEEERG(EE — EMFEOLTZIC I VT2 L)

Bk graxyr

B S

2. BEZhHARIN (L6 FRERR
fE AR « & — A EIT KRR (i 3 4F)

3. Brik - RESH
IR RAF

4. FHDZ O EDOFTER
(1) ERTORYHEVEOBBERICDONT
AL L7

(2) BFIRAFFFORKZNZDONT (BEFICBEINSREAFIES)
VL1 ERAEDEE) KO VLS. ERGEARMIELEDERS 11 OHEM
BEMERLTA R AY
<FvoLBY : A

Q) FFRIBHOBEEAIZDONT
BRI/

5. RBEHRF
L7

6. B

L2y 7 ZEE 100mg :

100 §2(10 £ X 10), 140 §E(14 5 X 10). 700 §E(14 5 X 50). 1000 (10 5 X 100), 500 FE(/N7)

L3y 7 ZEE200mg :

100 £E(10 58X 10), 140 $E(14 $E X 10), 500 FE(10 58 X 50). 700 HE(14 $E X 50). 500 FE(/ST)

1. BROME
(PTP A14E] L =2y 7 Z$E 100mg :
PTIP>— bk : EF—RY Fur’Ly, E—T/1LI=0L
L2y 7 AHE200mg :
PTP o — F : £—RV k=, BE—TLI= L
(R Fyy 7 7UX, AL RIFL, RNuFr R FL

8. F—H5 - RBNE

IEQ

[A]

DA A
) .oy rm T F NI YA, YVra Tt F NI YA AN T T2y N RT T
AaX A, gL )XhA, Fuxkwr AT u T
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X. EEMEEHEICEY SIEE

9. EELESERAA
1998 4= 12 A 31 BHCKEH)

10. BERFTERZERA BRVEZEES
11, EMELNEEAB

W 72 4 BOEMRGTAGRAH A KGR HAMFEAENGAE A A
L2y 7 A5E 100mg 2007 451 H 26 H 21900AMZ00003000 2007 43 H 16 H
L2y 7 A5E 200mg 2007 4F 1 H 26 H 21900AMZ00004000 2007 £ 3 H 16 H

12. PEXITHREMN. AERVASZEEEMEOFEAARUVETOARE
<2007 4F 1 A 26 H (R IR T A GRS RE) >
(ZhHE « ZhR)  FRoEBIE NTIER D% - S5
BIEH Y v~ ERPERETE
(A - AE)
BEf Y v~
WE, RAIZIZEL a7 L LT1 H100~200mg % 1 H 2\, & - ¥ BZICKROKEGT D5, BF
PEBIHAE
WL, RRAICIEE L a7 LTI H 100mg 2 1 H2E, &« ¥ BFZICRAOKRET S,
<2009 /-6 A 17 H(Zhig - 2h%. ML - HEBIIEGE ISR >
(Zhie - ZhR)
TRLE BRI ONTAER DOVE K - S
B Y v~ RIRMEEEYE, BURAE. HBEEEMR, SURBEGRE, B - B K
Rk - =)
B Y v~
WL RRAICIEE L %7 L LT H 100~200mg % 1 H 2 [E], &« ¥ BZICRA®KRGT 5, B
PEBISIE, MRAE, HBIEEPEK . SURBIEGEEE, T - s
S YN itv:%/7kbflamm@élazﬁ - Y RBICEAKEGT D,
<2011 412 A 22 H(ZhEE - 2. HiE - HEIBIAGEEUSR) >
(ZheE - ZhE)
RO BN ONTRER DVER - 8
BIEH Y v~ ERMEBETE, BURAE. HEREEE K, SEBEGRE, B - Bk
Fiit% . SMEB I Ok D% - $5%
(k- H&)
BEE Y v~ T
WE, RAIZIZEL a7 L LT1E100~200mg 2 1 H 2[E, # - ¥ BRZICERO&EGT 5, £F
PEBAENE, MUWAE, JHBRIE P, SHEBOEGERE, T - B
WHE. RAIIZEL a7 LT1LE100mg 2 1 H 210, 8 - ¥ BHBICRO®&EEGT5, Tk,
SMEEE DN B 2 DIF 2+ SR
W, RACIEE L a7 L LTHIEIO A 400mg, 2 A3 LAREIE 1 B 200mg & LT 1 H 2 [f 0
Beh59 5, 72k, BERRT 6 RHILL EdiT D 2 L,
WA OEEIE, FIEIO A 400mg, HEIZIG U CLEIE 200mg % 6 FELL Ed T TRROEL3 5, 7=
7L, 1H2EHEFETET S,

13. AEEH#R. BiMEH#RARFAARVUZTOHE
<FBAREE> AFFEHH 20204-3 A 18 H
WA« ESREL, RSSO WS, AR O M OMERS\CBI9 DIEES 14 405 2 T 3 S OKRIE
HHEEADONAETONTIITHEZY LA,
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X. EEMEEHEICEY SIEE

14. BEEHM
BRI Y v~ ZREREETE
2007 41 H 26 H~2015 41 A 25 HS FEM)FT)
WEmiE ., JH BRSPS, SHIEBEERE, T - JEERE
200946 A 17 H~20154-1 A 25 H(F&T)
Filit., SMEZ I NS Pt -
2011 4F 12 A 22 H~20154E1 A 25 HH#T)

15. HREHMFIBERESICET 18R
[ FE R I R OV R BN OV R PR LY (2 L S & A 97 KB 2N 8 b B ¥R S IE S | (249 @a 5
107 % : PR 18 -3 A 6 HfH) & Z 0 —HUE(EAE T @E ERE 97 75 FAK20 43 H 19 HEHIZ LY T
SRUARIZ EFRASER T BV TWAEIG ) 1Z1Ei%4 L7evy,

16. £Ea2—F
- JEAE S By A L e . s .
5 HOT(9 #7)%& & o . L7 hMEHEa—FR
Eﬁ Ju % ( )57:7 Wﬁ@%ﬁ:j“‘}: e,
Tl 2y 7 ZAEE 100mg 117258402 1149037F1020 620004857
Tl 2y 7 AHE200mg 117259102 1149037F2026 620004858

17. RERiGH LOER
L7
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Herschman H. R. etal. : Biochim. Biophys. Acta Lipids Lipid Metab. 1299(1) : 125-140, 1996.

Sakamoto C. : Aliment. Pharmacol. Ther. 37(3) : 346-354, 2013.

12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
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30)
31)
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35)
36)
37)
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39)
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47)
48)

Simon L. S. et al. : JAMA 282(20) : 1921-1928, 1999.

HENEE L2 7 ABE 100mg & R 200mg D22 EVERBRRE R (Rl aER)
HNER . &L 2y 7 ZEE 100mg & 8 200mg O 22 EMERERASE B (B a1k AE

FEWNEEL : B L=y 7 Z8E 100mg BRI DL MR (MIRERM) WisE
He

=

HWNEEL : & L=y 7 Z8E 200mg BRI DL EMRAER (MIRERM) WiEHE

FEPERL B LTy 7 ABE 200mg 4y E

O EMERBRHEE CLLEM 1000Lux)

?\'
&R & L3y 7 REE 100mg -0 El% O E R EE GLLE M 1000Lux)
1,(

R B L3y 7 28 200mg 4E]

D2 TE MR

HENEE £ L2 v 7 A 100mg 0Bt 0% e MERER

FENEEL - ZhRE - AR, A - HER U OREHH

(BT U v~ 7. ALTERIHE)

B : ZhRERN RIS L OVE B OBERIL (MYRE, FBIEEIEK, SURBUEGRE, B - BEHEKR)

FENERL - 2hRe - 2R HEHER O ORERML
2% 2 fihl : Prog. Med. 26(Suppl.3) : 2788-2819, 2006.
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(Fhtg, SMERI Nkt DI - 8FH)
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HIE S« Prog. Med. 26(Suppl.3) : 2911-2931, 2006.
HjHh Ei— i : Prog. Med. 29(Suppl.2) : 2853-2872, 2009.
B 5 % T il : Prog. Med. 29(Suppl.2) : 2893-2917, 2009.
B 5 % T b : Prog. Med. 29(Suppl.2) : 2918-2940, 2009.
$RBF FIZ il : Prog. Med. 29(Suppl.2) : 2941-2963, 2009.
FENERE R AR - EPNERR R

K H 83 fit : Prog. Med. 30(12) : 3117-3130, 2010.
M R R 2003) ¢ 154-172, 2001.
Saito K. : Clin. Ther. 34(2) : 314-328, 2012.

R JEE fth : Prog. Med. 26(Suppl.3) : 2960-2969, 2006.
KA 15 f : Prog. Med. 26(Suppl.3) : 2977-2987, 2006.
B3 : Prog. Med. 26(Suppl.3) : 2846-2868, 2006.

FEERL : EN R GRS 2 A 2RI B O B5E R

HJE 27+ Prog. Med. 26(Suppl.3) : 2932-2952, 2006.

HNEE B Lay 7 g BEEREGE (FM2HE1A300)
N[22 fih : Therapeutic Research 31(9) : 1323-1333, 2010.
A2 fih ; Therapeutic Research 34(10) : 1329-1343,2013.
AR fil : Therapeutic Research 33(12) : 1807-1822, 2012.

Hirayama A. etal. : Circ. J. 78(1) : 194-205, 2014.
Kurumbail R. G. et al. : Nature 384(6610) : 644-648, 1996.
FEPNEERL - fHR 2 b b COXITxET 2 BEE

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

Yoshino T. et al. : Arzneimittel-Forschung/Drug Res. 55(7) :

HNER : in vivo 12381 D COX FHEEM

394-402, 2005.

HNEE: Ty TS =R EFEET LV (HERE)

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

HRNEE: 7y b7 Py FEERET Y (1A 210 ARKERS)
FENERE : 7y b7 Y2y NEEIRET IV (1A 208 10 A B EES-80 1E )

FEPNEEEE IR 2 /EH (HElRE n e 5)
FEPRNERL : b N AR L REESE L 6 % AEH (in vivo)
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49) Mastbergen S. C. et al. : Osteoarthritis Cartilage 13(6), 519-526, 2005.
50) Yoshino T. etal. : Eur. J. Pharmacol. 507(1-3) : 69-76, 2005.

S1) AENEEE  ESMERRRLA - A TRE

52) HEWNERE  ITEERE - ByEiRe
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54) tENEEL  BSNEIRESE - EYERE (2 gD
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57) fENEE : T v P RO ISR B ERYEE AR O#YS)
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60) Paulson S. K. et al. : Drug Metab. Dispos. 28(3) : 308-314, 2000.
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90) fEPNERl 1 T v MTBITBIR - JRIERAICET B 8% 0B G5k

91) tEPERl . THFITKIT AR - JRIERAICET B 8% 0B G5k

92) FhPNEERE : FERRRICBI T HBEREREAG (FRESERHEEEE)

93) FhPNEERE : WESMEERRLA - X3 & OSEMAE BAE A

94) HARBMEFS®MEBRETA NI A4 UEREBRS - GMEIRET A K7 A4 22004 : 88.2004.
95) Silverstein F. E. et al. : JAMA 284(10) : 1247-1255, 2000.

96) *EINEEL - WEFMERRA - FEWFEAEM (200741 A 26 H 738 CTD 2.7.6.20)

97) *ENERE : WESMERRLA - FEWFEAEA (200741 A 26 H 78 CTD 2.7.6.27)

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

99) FENEEL : In vitto MMM AAEM (Vv 7 U Y)
—112—



XI. xX#

100) #LPNEE) : WESMERERA « WM AN

101) #hPNEE}F - HEAMEERERR A - WM E(ER (2007 4F 1 A 26 H 7&§8 CTD 2.7.6.30)

102) #LPNEE}F - WESMEERERA - W EER (2007 4F 1 A 26 H 7&§8 CTD 2.7.6.31)

103) #LPNEE}F : WESMEERERRA - W EIER (2007 4F 1 A 26 H 7&§8 CTD 2.7.6.28)

104) #LPNEEF - WESMEERIRRA - W EIER (2007 4F 1 A 26 H 7&G§8 CTD 2.7.6.25)

105) #-PNERE : ZEMICET 2R (FEEEEHEE)

106) #EANEE : BEET ) U~ T R OEMEREEIESE - EAERRER (M EREREE)

107) #PNEEL : BIET Y U~ T R OEREREE RS - ENERRER (EELME FRRREiER)
108) ArberN. etal. : N. Engl. J. Med. 355(9) : 885-895, 2006

109) Solomon S. D. etal. : Circulation 114(10) : 1028-1035, 2006

110) Edelman A. B. et al. : Contraception 87(3)352, 2013

111) Akil M. etal. : Br. J. Rheumatol. 35 : 76, 1996.

112) Smith G. et al. ; Br. J. Rheumatol. 35 ; 458,1996.

113) Mendonca L. L. F. et al. : Rheumatology 39 : 880, 2000.

114) Calmels C. etal. : Rev. Rheu. [Engl. Ed] 66 : 167, 1999.

115) *ENEEEE @ —REEEHRER

116) #WN&EHE : T v MTIT D BHERR A &G w3k

117) #ENEEE : A XUTE T B HilERE O 5 3Eal

118) #EN&EE}L 1 7 v NPT D 1 4 H MKER D &G mMER

119) #ENEEL A XUCBT D 1 7 A BKER O &5 3R

120) tHNEEE . EAE Y MIBITAEEMERS TS 7 0 FF 0 —

121) #NEEL : ELE Y NMCBITD2ZHRIET 7 4 7% 2 —(PCA)RER
122) #HNEE : v U R RQEPUREAELZIIE L T2T v MBI DZHKEET 7 1 7% 2 —(PCA)RER
123) #NEEE . BT v MBI 5 EERENERER

124) tENERE - M A D18 i 28R 28 BBk

125) #NEE  ZFIHEOEE R 2 W D 85 1225828 B

126) #NEEF : T v MTIBT D/

127) #N&EE : v V2 ARG — R M R R

128) &R : XTI T D B — RFITERER

129) #ENEEL : T v NI 5 24 23 H AR A #5238 A SR MR BR

130) #ENEEL : ~ U RIZH1T D 24 2> H RTG53 AR MR

B
kB
R
R

2. EOMDBEE

%:1)European Medicines Agency concludes action on COX-2 inhibitors : EMEA Press release 2005
222)Sunshine A and Olson NZ. Nonnarcotic analgesics. Textbook of pain, 3™ edition. 923-942, 1994

—113—



XI. 8E&8H

1. EENETORTIRR
SMETTIE, CKE, BRMEAFEE, 7 YT REEEZET 100 » EL EOE &R TT IR STV 5,
(2021 4E 7 H BILE)
AFRICHUT DRREXITZN R, FELOHEIUTO LB THY | HMETOAGDIRI & 13825,
4. ShEER TR
O FRiE Bl NIRRT %% - $0%
BIEI Y v~ ERMEREIETE,. MYWAE. AL, SURBIEGEEE, - Rk
OFifite. SMEH I N H DL - $UF
6. AiZRUVHAE
(A& o< F)
WL RAICIEE L a7 & LT 1A 100~200mg 2 1 H 2 [, 5« ¥ BH%ICRAKREGT 5,
(EREEEETE. BRiE. BESEEX. ERBERE. B - BEL)
WE, RAICIEE L a7 LT1E100mg 2 1 H 2E, & - ¥ &B%BICRO%ELET 5,
(Fffitk. MEBRLVICHREHRDEX - $855E)
WE. RAZIZE L aX 7 & LTHIEIO A 400mg, 2 [8] B LAREIL 1 [ 200mg & LT 1 H 2 [\ 085
T 5, 2B, BEMREIT6FMULEHITHZ &,
WA OGEIE, #IEOZ 400mg, MBS U TLUREIE 200mg % 6 KL Ed T TR OKE T 2, 7272
L, 1H2HFETELET S,

—114—



XI. EZE&H

B E T S AR (2021 F TRIEE)

5| 4 K[

= 4 G.D.Searle LLC Division of Pfizer Inc.,

W 2 4 CELEBREX® (celecoxib) capsules

HITE - Wik Capsules : 50mg, 100mg, 200mg and 400mg

KR A 1998 4

ZHEE - AHE 1. INDICATIONS AND USAGE
CELEBREX is indicated

1.1 Osteoarthritis (OA)

For the management of the signs and symptoms of OA
1.2 Rheumatoid Arthritis (RA)

For the management of the signs and symptoms of RA
1.3 Juvenile Rheumatoid Arthritis (JRA)

For the management of the signs and symptoms of JRA in patients 2 years and older
1.4 Ankylosing Spondylitis (AS)

For the management of the signs and symptoms of AS
1.5 Acute Pain

For the management of acute pain in adults

1.6 Primary Dysmenorrhea

For the management of primary dysmenorrhea

M - Wik

2. DOSAGE AND ADMINISTRATION

2.1 General Dosing Instructions

Carefully consider the potential benefits and risks of CELEBREX and other treatment options before
deciding to use CELEBREX. Use the lowest effective dosage for the shortest duration consistent with
individual patient treatment goals.

These doses can be given without regard to timing of meals.

2.2 Osteoarthritis

For OA, the dosage is 200 mg per day administered as a single dose or as 100 mg twice daily.

2.3 Rheumatoid Arthritis

For RA, the dosage is 100 mg to 200 mg twice daily.

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).

2.5 Ankylosing Spondylitis

For AS, the dosage of CELEBREX is 200 mg daily in single (once per day) or divided (twice per day)
doses. If no effect is observed after 6 weeks, a trial of 400 mg daily may be worthwhile. If no effect is
observed after 6 weeks on 400 mg daily, a response is not likely and consideration should be given to
alternate treatment options.

2.6 Management of Acute Pain and Treatment of Primary Dysmenorrhea

For management of Acute Pain and Treatment of Primary Dysmenorrhea, the dosage is 400 mg
initially, followed by an additional 200 mg dose if needed on the first day. On subsequent days, the
recommended dose is 200 mg twice daily as needed.

2.7 Special Populations

Hepatic Impairment

In patients with moderate hepatic impairment (Child-Pugh Class B), reduce the dose by 50%. The use
of CELEBREX in patients with severe hepatic impairment is not recommended

Poor Metabolizers of CYP2C9 Substrates

In adult patients who are known or suspected to be poor CYP2C9 metabolizers based on genotype or
previous history/experience with other CYP2C9 substrates (such as warfarin, phenytoin), initiate
treatment with half of the lowest recommended dose.

In patients with JRA who are known or suspected to be poor CYP2C9 metabolizers, consider using
alternative treatments.
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FDA : Pregnancy Category C
D from 30 weeks of gestation onward
(201945 A)
F—A M7 U T DR B3
(An Australian categorisation of risk of drug use in pregnancy) | (20214£ 7 A)

2% O

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.

F—A +Z U7 D%3%E : (An Australian categorisation of risk of drug use inpregnancy)

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.
Australian Government Department of Health / Therapeutic Goods Administration /
Prescribing medicines in pregnancy database
http://www.tga.gov.au/prescribing-medicines-pregnancy-database
(2020/07/21 7 7 & X)

(2) MNRFICEHT HECE
HARDIM LEOFLBIZLLTO LB THY | KE DU CE K VHEE D SPC & 72D,

9.7 INR
IR G L LTo A R O eV 2 451E & L7 BRIRERBR 1T 520 L TuZeuy,
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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-life of approximately 11 hours.

Specific Populations

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 Ibs), 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.

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 Ibs), or beyond 24 weeks.

WED SPC
(2021 £ 4 H)

Paediatric population : Celecoxib is not indicated for use in children.
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