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TRO®ET D, 7-72L, 1 A2EETETS,

XL axT 78 [VTRS) IXEERREZEM L TN, BRRBREICE T 5L ERK
MDA A a—T F—LBB| LT,
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5. ERERAUAE
B IR PRI B R R R O R 2 FRd L7,

) BET—2 N\ —
PMER R L

(2) BRERFIEGER

1) H[E#E 38 (AKi2) '

R R N A 2 36 il (B4 18 f3i, 2ot 18 ) 124K (50mg, 100mg, 200mg, 400mg % Z DIAIZA 1
\l) ZZEfE FHERROBG- L, e amE Uiz, TORER, BIWERIX 6 61 15 1 (50mg ¢ 55F 2
%19 /4, 100mg #5151 1] 1 £, 200mg $£5-RF 2 45 2 {4, 400mg £ 515 2 6] 3 1) FEHL L7203, FH
B O FH BSOS TRRD BV Dy o T, ARH & OBBEMENTE T X 70\ EF R R AL B B 48
BT 200mg $ERED 1 1] 1 RIZERD BV, BR ERIE & 70 2 BELEE TIXR 0 o7z, LLEORE
b AHKI50~400mg Z HERE OG- L7- & & ORI RIBEIT 2V Sl ST,

E) AFIOARENHELRCHERERIZ, BTO LB THD,

- BRI U U ~F : 100~200mg & 1 H 2 [EfR 0595,

- FIMEBEE, MYRAE. HRIEEER . SURBEEPRE, B - BEEZS : 100mg & 1 B 2 BIREOEET 5,

- Ttk IMETR. itk - #IEIDA 400mg, 2 [B1HLARRIE 1[E] 200mg & LT 1 H 2 BROEET 5, 728, &5
ML 6 BERALL ST 5 2 &, THAOHATL., FIREIOA 400mg, MBI U TLARIL 200mg % 6 BERILL 1)
TRAOKET S, 72770, 1 E2EETET S,

2) REHGRR (AKi4) 7
fERER A 1 36 BIILCAH] 100mg 1% 200mg A R HEFR OG- L, 7 HELLEARSRE, 2 B 2 e
DY O A —/S—{EIZ XD ARHK|100mg 2 1 H 2[A1X 1% 200mg % 1 H 1[51,7 HHBHZKERORS- L,
RN EHER LT, ZOME, BEEIEERAEFGIGEO ONRN-oT, o, BBLLAFE
FRITHE (PEE) ZBRODTTXTRETH Y, #HHIIAR L OBEENSTESNL TS Z &
HERGIIT N COERDPHER SN2 & D, AHK100mg 1 H 2 [A3% 200mg 1 H 1 [A1% KIEREN
B Lz & & OB EMICRBEIT 2V Sk Sz,

1) AFIOAGR SN RHELOHEREITL, UTo LR Thb,

- AR Y <= : 100~200mg & 1 H 2 ER O 515,

- BIMERIETE. MYRAE. AR K. SUSBUEGRE, - B2 0 100mg & 1 B 2 FREOEET 5,

- FHiEE, SMETR. Hltg  #IRIDI: 400me, 2 [BIHLAREIE 181 200mg & LC 1 H 2 B O&ET 5, 28, #5
Mkl 6 BeLL BT 5 Z & AL, HIEIOA 400mg, MBS U CLAKEE 200mg % 6 BERILL R i)
TRO®ET D, 72720, 1 A2EETETS,
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(3) AERIGERHAER
1) B Y v~ T8 GRS BR (RPi1) 12
BT Y w~F@BEIC, A3 HE Gomg 1 H 2 [E, 100mg 1 H 2 [0 200mg 1 H 2 [H]) % 6
BRI O#G Lz 2 A, 200mg 1 H 2 [EE CTOHET, BEFO NSAID & [FFEELL EOFIEN
S, £7-. BEMICHEIZ2WEEZ BN,

REB T YA | BRI EERAER

*f % | B Y v~ F 540

H B | BT Y v~ FIST Dk L o T OB Ve oM

F e YU Y | EREOIREMEDS IR S LB

OB 5 k| AAISHE (50mg 1A2[E], 100mg 1H2[M], 200mg 1HA2[]) Z 6 FkE M #5
T R H B | R eRSGEEIC BT D UER

(B S
OFEFHmEH
R ERUGEE I T HUGES
Be5RE SR
50mg 1 H 2[alfE 3/11 (27.3%)
100mg 1 H 2[E17% 3/14 (21.4%)
200mg 1 H 2[E(7f 3/11 (27.3%)

SCEGI/ RAT RPI (SR)
% TEYEE] D TEVEL) OTER TR Lz L& 0 DERYGE+ S EYGE oBls

@RI B Ol AR AR A i 5 25 B)

P58 EITEH Fifh A A A {1 L 25
50mg 1 H 2[A1## 3/18 (16.7%) 1/18 (5.6%)
100mg 1 H 2[m]# 1/17 ( 5.9%) 1/17 (5.9%)
200mg 1 H 2[AI#E 3/15 (20.0%) 1/15 (6.7%)

FEHBIE/ FRAT R S B% (FEBLER)

H) AROERENTRHEROCHRIIUTO LB THD,
- BEE U U= 1 100~200mg & 1 H 2 EIfR A& 535,
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2) ZETNE BAEE ) AR R 3BR  (oPil) ™
I BEEERE IZ, AKl 3 i (25mg 1 H 28], 50mg 1 H 2[E[&Z N 100mg 1 H 2 1[A]) % 431
MR O$EE Lize 2 A, 256~100mg 1 H 2 [BIOFFHOH & THMEDS M S, ZaMEICRIET

BN EEZ LT,

HKEBRT Y1 > | IR, IEERAR

xt S | BREBEE B E 61

H M | EEMEBEESE ISR 58 L 2> T oA R NS OBRE

TR | —ERYER T

B U AF3HE (25mg 1H2[E, 50mg 1H2[E, 100mg 1H2[E]) IZ2oWT, BF I LICHES
TS AR R 0 5

FHEFGE E | REERUGEE IR DR

(BRI
OEEEd
A ARSI I B 5 B
B S
26mg 1 H2[Al#E 8/16 (50.0%)
50mg 1 H2[al# 10/17 (58.8%)
100mg 1 H 2[FI## 10/15 (66.7%)

St/ AT R 18 (o R)
X1 TEWSGE) 26 [FEUTEL) OTERRETRME L7z L &0 [HWE+ PHESEE] OFlE

OFIE A K OV R o A fi 52 5 25 B

B GRE Fl{EH B R R A S 2E )
25mg 1 H 2[AHE 3/18 (16.7%) 1/16 ( 6.3%) *2
50mg 1 H 2[1ff 2/19 (10.5%) 3/19 (15.8%) *2
100mg 1 H 2[alfE 6/18 (33.3%) 1/17 ( 5.9%) **

FEHGIE/ AT R GBI (FEBL=R)
XFEHR= [(RIIE] / B ORGRIR O H 2 615] X100

1) AFIOEKRBINTZAELOCHEIZILTO LR THD,
- EIMEBIERAE - 100mg &2 1 A 2 [BIRRAEEST 2,

(4) HRELROEAER
1) BEHEREEER
OB Y v~ F %% 1R (RDS1) 12
R Y v~ FHBEIC, A 3 H&E (25mg 1 H 2@, 100mg 1 H 2 [\ 200mg 1 H 2 [B]) X%
T RE 4 EBROKE LS 2 A, 100~200mg 1 H 2 B OG0 & b ARMEICEN, 2
RN 2 OAEROCHETH D &l Lz,
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ggﬁg Z‘; | 77, m e, R
xt g | BT Y U~ TR 3T4H
H W | B Y v~FIcktdT 5L a7 OHENSHEOMR L OE#EKRGBEORE
* ACROBWIHEIZ LV B Y v ~F LB s
- R A3 H UL E o BE
< FREO48PHETI T, KBS (EJE SUIMMERER R OB O 5D b D) efELl Lo B
(FRA B8 (BIHR) ]
SHEAE (2) . MogHPEER (2) . BEE (FeHEfiZ2ETe) (2) . K& (2 . FHEE& (F
F 7 IR I U WiEieEate) (2) . B (2) . BB (2) . BB (2) . BREEH (2) . T ODIP
MEER<) (20) . BHE QRHEE&GZEHT1IEd5)  (10)
- BREORA RSB X 0 B 2 bR\ 246 BAEI . P &0k O IEIRBIEIES L Lo
- RBRBAAAIE (BLEIMIBARARTL » A LAN) OFRIL (Westergrenik) : 30mm/hrlh b (1FEREIE)
- ABRBHAARE (EZIRIBAAARTL » A LAN) OCRP : Img/dLLL L
< REABHAARTIC TREOBE A Z T TV H B
ORBRBALERTS 5 HLAIZ, H1 ) 7~ FAl - Safg Al sormibilAl o169 2 Blh Lo B,
Mk U7z BB T ERRIRIE S HERARIRIZEE L TV R D R
QBB AARTAE B AP RIS L A 5% Blbh UT- B, ik L7 B, k&
F 7 B4 AL OCHEZEH L-BAEIRIBRERVE U #eEAFI CIENRELE LT L F=Y
oA Bng R 2 D R RSO BE
@FABRBAAEET4E I AP BAER 2], HER 3 5 VIR R E A VE A, BAERE RaE %
OEETEANZEZ T EBE TR I 2 o DOREEZMNE LT 5 L Bbh b EE
s
OB | AFIBAE (25mg 1H2[E, 100mg 1H2[E], 200mg 1H2[E) | XiT7 7 &R EZ4EER 0 &5
FEFMIEE | RESREGEE IR AR

(RABRG AL

(B ZDPERRAT X R EE ]« PPS)

i) THERHfIE E

A SRR T 45 1) 2 S

B 55 !
7T R 17/73% (23.3%)
AH| 25mg 1H 2@ 15/78 (19. 2%)
AFI100mg 1 H 2% 23/72 (31.9%)
AFI200mg 1 H 2[F1EE 25/79 (31.6%)

B B/ AT S BB (o)

X1 [HEWSGE) 00 [HWEML) O 7 BTl Lz & & o IENSEE+ T HEESE] ofls
K2 A B HE ARG L Shiz 1Bl & bR <

i) FIVEM & OB AR A 5 A5 B

BGRE IR I R AR A (1 5 22 )
77 ERHE 5/95 (5.3%) 9/89 (10.1%) *°
AF 25mg 1H 2[E1HE 8/98 (8.2%) 12/93 (12.9%) **
AF1100mg 1 H 2[A1FE 8/89 (9.0%) 9/88 (10.2%) *
AH200mg 1 H 2[al#E 3/92 (3.3%) 11/89 (12.4%) *°

FEHGIER/IRATRI S B (FEBLR)

XBFBLR= [ / [FHE OBRE-HIROMED S 5 H1%K] X100

) AANOARBSNIZHELOCHEIZUTOLEY THD,
- BRI Y U~ F 1 100~200mg & 1 A 2 B AO#EE5T 5,

. IRRRICBT S IE A
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QT B E #3155 T ARG R 3RBR  (ODS1) ¥
EIEHEREE RIS, AKI3 HE (26mg 1 H 2[F], 50mg 1 H 2EI &N 100mg 1 H 2[E]) i3~

TR E 4 BERORELZEZ A,

100mg 1 B 2 23 G bAREICEN, AEMEICHED %

WHIEROCHETSH 5 LW LT,

RRT A | o
% o | 77T, CIEGBRLLR, R
it % | BTG B 1991
H 1 | TR T B L = % > 7 0 UG O MR & Ol 5 R O3 e
B A R ORI T B 1B
- SBRIIAART6 1 A LN OXEFTR T 7 < L b BATIBR. Bl %\ L o B
\ | omrrmEnsmE
72 AR I ¥
ERBIRIEE N (1D GLAD % BT RBRE £ 5 BUSHTZE R LI B LT B
- AEHRIZ40mE BL B oD R
s
R ORI EC. FMOBEAEZ b DBE
R, ARRRRVERIMIE . SRR . B (BHSRE AR | AMEMERE A
APELTV S A
B 5 U DS BB O
f
ERBEARE e A 5K
BB AT 04 A, B A OO S L S BB RIS
R AT LS AP L 281+ i % S L 7 B
e
. SRS iﬁ%%%(%MIHZE\wmlﬁmj\NMgMME)\Xﬁfﬁﬁﬁ%h@ﬁﬁﬂﬁﬁ
FE A | R e B BT bR

GREARER)  CHRMMERRNT RG] « PPS)
i) EEFEEE
B AU BT 5 SR
BB SR
AT AN 45/90 (50.0%)

AF 265mg 1 H 2[alf

64/98 (65.3%)

AHK| 50mg 1H2[EIEE

59/95 (62.1%)

AFI100mg 1 H 2[E1#E

57/84 (67.9%)

G/ AT R 18 (S R)

X1 TEEMLE) o TEEME(L) OTERECRMEi L7z & &0 [EHUEE+ PHESEE] OFlE

i) EIVEH & ORRAR AR A 5 25 B
B G1E Rl TR IR A i 5 25 B
75 R 13/125 (10.4% 9/125 ( 7.9%) **

AFK| 25mg 1H2[EIHE

8/128 ( 6.7%)

%2

A 50mg 1H 2[EIHE

)
13/128 (10.2%)
16/125 (12.8%)

12/125 (10.4%)

%2

AF100mg 1 H 2[m1#

8/117 ( 6.8%)

12/117 (11.1%)

%2

FEELGIEL/ ftr MGt (GEBL)

My BIAR= [EIGIL] / [FHEE OREGATE O & 2 Bi%] X100

) AHOFBINTHIERGCHEIUTOLEEY ThHD,

- BIGIEBIEE -

100mg & 1 H 2 R A5 2,

HRICBEY 5 IHA
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Ok thr 7 5 T AH B [E] 4 5B R AR BR  (DDS1) ¥
TR Rl B AR, K5 & (25mg, 50mg, 100mg, 200mg, 400mg) i/ 7 %
RONWTNNEHEREEG LIz & ZA, AMEITHERISHENRD B, 400mg 23 b A MEIC
B, AREMEICREN 2 WHEEOHETH D &l Lz,

gﬁgﬂgfé 75 R, MR, T RS R

W G | T b T B 3321

£ B | L a5 T RGO TR & Sl T RO RE
PRI TR % 175 BE D 5 b IR B A % LB & T 2 R O 7 B
L7-B#F

FBIR AL | - 205 0L 65RO B E
- Ptk OB B HIBR K OV e I & £ © B
< PRI 2MERAE & L 72V R

» LY IR ONZ SHEHE TR 21T - 7o /B

1 7" 2N Y
& 72 BRI e o

AAIGHE (25mg, 50mg, 100mg. 200mg. 400mg) . XIX7' 7 BAHROWT % a0 #%

rEoE G- (BLEIHRISFH])
v =T SEARLEIETRY pr B
E EAF Al 2 H T DR

- BB BETRIEO R £ TORRR

I A DR DOHEB DAUC

IR DR A OME FE TORER (SRR
CTRADE R, TAOFREE CTORER (IR Rt )

Rl K BT Al ZHH

(BB (YA R R4 - PO)
i) ERE A
BEOEIROA R EN

B ht GERS
75 AR 11/49 (22.4%)
AH| 25mghE 28/56 (50. 0%)
AFH| 50mehE 26/51 (51.0%)
AF100mghE 36/51 (70.6%)
AKFI200mg ¥ 36/49 (73.5%)
AFHI400mgHE 46/56 (82.1%)

BB/ FEAT RSG50 E (%h=R)
K1 MLy 6 Dhieinoie) OABRBTIHiLZ L&D TE W e+8hnwiz) ofle

V. RRRICBT 5 IE A 19



e e pr==s
75w AR 12/49 (24.5%)
AH 25mghf 31/56 (55.4%)
AFH 50mehE 27/51 (52.9%)
AFN100mgHE 31/51 (60.8%)
AKFI200mg ¥ 36/49 (73.5%)
AF1400mgTE 47/56 (83.9%)

ST B/ AT B ()
X2 [FEWUEE) 6 NEfL] OB TRMEI L7z & =0 IERSEE+ THESE] OFG

i) EIREHMLIE H

R BR IO I & TORH, A DORREDHERL D AUC, IR BIF A DI E TORFH (5
JREIERH) . A O KRS, FWAOFIEE TORH (ERAFRRH) (ICB\W Ty, HEo®m
& & BITAMEDRIER T DM AFED DAL, AH 400mg 255 b mWARIMEEZ R LT,

i) RIEH
e 5 RIVE A
7T R 1/53 (1.9%)
AFH| 25mght 2/58 (3.4%)
AFH| 50mghE 5/55 (9.1%)
AF100mg 3/54 (5.6%)
AF200mgiE 1/53 (1.9%)
AFN400mghE 1/58 (1.7%)

FEHGIE/ FRAT R GBI (FEBL=R)
AFN O GRET BT D RIEMFEBRRICHBLOSHETED STz,

) AANOHAGRINTHELOCHEIILUTO LB ThH D,
- Phthitt : WIEOA 400mg, 2 [B1H LKL 1A 200mg & LC 1 A 2 [EREO#FEST 5, 7ok, HREGHIEIL 6 i
MU EHITHZ &, BHHOEAIEL, WIEIDH 400mg, BTG U TR 200mg % 6 KL E&H T TR
BHT 5, 7L, 1 H2EETET S,
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@l P20 5 TTARIB N 5-ER IR (1200)
TR B AR T TR (S BT A 7R A A JE B LTSRS Ly KA 400mg A H RS- L, &
Dtk 5 IR LI BRI 2 LB L Lo IS, A 200mg UL T 7 B ROV ziB ks L
Te& A, ARMEICEN, BAVECRIEN 2 < AH 200mg sBNHEG- OA AVEDHER S iz,

bR A
kO o W

77 AR, CEE R LR

*f S

FrR RSN R T2 TR EORA] HDHWVIE TEEDREA] OHBICIVELaX
7 400mg A WAL L, Z O%5RE ARSI ISR 3K A B8 & L 7= i 12245

H i8]

77w AR & RIS AT SR B S T R A ISR D B L 3 2 T 200mg BN G- O AT )
MR V2 I DD T O kR

T 7p g RO

* 207k LA 645K EA T D B

< ERIAS, AR S S T O PR B B & #R MINSAIDTIT 5 Z & 2N AlGE &l L7 i
* OB BIBR e OV DI 2 £ O T SRR ik il 2 52 1 7o /B

» IENEBREE AR B SR LARE 1205 ] &£ TR 2 A L, BINOSRE 2 L3 &+ 5 84
%

F 7 bR AL K vE

s OENICIRR 2 BT 2 AW RIERT LA 9 BE

- ST AN By RIS P R A QN BEEHE TIT b LD T EDHRE

- el 128 AT B E A E CofICto DOEAR T2 5 0ARNFIF 220288, HD
WL FPEDOH B BE

« HNE R OV B ORISR & T RTRENE S & B MR UL O & IR 2 R SR T 5 R
H

&

_ R T Ik

WIEHE G & U CHfiiss LRI LI R LANIC B L 2 % o 7 400mg A /% D 5 5. L, #l[El& 545
B DL R R 12BERILLNICE L 2% 7200mg, XUT 7 7 AR 2B 5

EE R

BN 514 205 20 08 U7 BB OEISRIT K D AR

Rl xR Al ZH H

< EIRIEEE (PI)  (VAS, 4B(REREAM)

KUBMB Gz R Uiz, BNRG 20 EE ST, BERGOATHK T L72EBE LB YRR T 5% 5

HBEIL25501TH 5,
GRERRE ] (AT ST SR EER : FAS)

i) FHERHfE A

F5uk
SN G-
(n=58)

Laxi7s
200mg
SENIIESaER 1
(n=64)

BN G-1% 2 WFfH & 08 U7 B OFIRIC K 2 H R

©36.2

V7

90  100(%)

WL BEshe: B LR s kd o7z BXN
() : A%
%1 p<0.0001 (t A vs 7R EMI%5-EF)

K2 TH W2y 26 [Bhieinodc) OABRBTHELZE 20 [V +Bniz) oG
X3 RPMEIIIESEERI & L TRATICE D T2

. IRRRICBT S IE A
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i) EIREHmE B

BN L% 2 K5 (BOCF) (281 2R ME (PI) (VAS) X, 77 B AREBMEGEEZ L ~AHA|
200mg BN GHECTHEBEIERWNZ ERO AL (p=0. 0003, t RE, vs 77 BRNBEMBEGEE) .
PR (PT) (4 BePEREAM) (23T, AH 200mg BN 58RI 77 &R BN GREC L
< e TREORA ) OFEGNEN-T,

i) EIVEH (BRARMRAER LS 25T

51 EIEM N, PR R A 2 AR )
AHKN400mg #[RI L 5-D 7 21/133 (15.8%) 17/133 (12.8%)
77 ' ARBINEE G 16/ 58 (27.6%) 15/ 58 (25.9%)
AHKI200mg B AN 51 11/ 64 (17.2%) 10/ 64 (15.6%)

FEBUFIEL/ FRAT R R (FEBLR)

W) AROARBINIHELROCHEIZUTOEEY THD,
< Pt - AIEl DA 400mg, 2 [B1H LAKRIE 18] 200mg & LC 1 H 2 R O&ET 5, 2k, #5MEIX
6 HEEILL BT 5 Z &, WEADOBEAIL., WIEOH 400mg, MHEIZNG U TLEI 200mg % 6 FEFILL B &
FTRAOEG TS, FFEL, LH2EETET S,
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g aliR

ORI U v~ F g AE iR (RCT1) ¥
BEIE Y o~ BFIZ, AHl (200mg 1 H 21E) RUOexYFu7=2F ) oLA (60mg 1 H 3
m) Z2 12 8RR OKREG LIEZ A, AAI200mg 1 B 2 B S1E, K EFHTHD Z LIRS

iz,
REBT VA _ _ .
F2 R AT 3
% o0 & FEHRIIR, B BT R LA R
xf S| B v~ FRETT
q - nxy a7z F ) ULsESBIC, BEEHY) UeFIdT A L a s T ORMMEROZEED

it

I 7p dse RO UE

- ACROZWIEAEIC L VY v~ F L2 s hic i
- TR IR AN 12 R DL B oo R

- PR BRI AR N6 LA Lo iR

- IR A1 O MR RIS B LA L > B

« CRP : Img/dLLL E

%

T A B AL AL v

- BIEZRBRLEIIC FR2WT OB E =T TV 5 B
OBEARIBIAARTI2HRTIC, J1Y U~ T A, SR sREAl e mslAoay 2 Bth, 1k 30
FAEEOHABEZEE LEZBE (2720, A b RS — MMIE W B AAATSHE ATH)
OB IR B AT 2E AR IS RIE R VT G (BIEEALSY) ZBtE, ik, SUTHEK
UCHEZEH L-BAF
QRIBRERNLEVIHRREE LTT L Ry o o #iingZ 8 2 5 B2 5hoiE
@B R AART2 ARG (C BAIZEf . PRk, BIMRE SREAIFORBMIEAEZZ T EBE (1
L. BB R R > OBIETEAZ DU T I8 2210 W BRAA Al 48 i)
- BRI BALEET2 B AP 'S FIBCA A (NSAID, BRI 2 & 1eAH) oG 2321 -8
£

A BRIk

AFI200mg 1H2EI T %Y a7 F Y a60mg 1H3EZ 12RO #% 5

E Tia

ACRIUCERE (%) IC kDl

Fl R/ (TR WE!

* ACRECHHEMEC & 5
“ACR= T v hOTRL
- BRSEEC & DR
&

V. RRRICBT 5 IE A
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GGRERFE L) CHZOMEfRIT SR 4ELH : PPS)
i) EZEFHGEA
ACR B EHE (V) lC X DuE=R

(%)
B[ ===
I Lo TR 211
7| I o RO LT C——
203

=T, —
& 158
,?'.;

0 -

SJ

LTS 438 gllf 12 WAEEA

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

*ACR BCEHRAE (BE) ICL2UER  UTOOKVQEMIETHS [8E &5,

O RS L CMARBIFE A W11 b 20% LA Lo

@BHE OEIFEL (Visual Analogue Scale : VAS) | & OEBIEEMELMTEMM (VAS) | ERTOZEE
HEE G (VAS) | BE O AHAETEM (mHAQ) D 4EH D 9 H 3EALL EICH W T 20%LL 1
e

i) R H
ACR YGEALTEIC X DR

(n=318)
FA 4 Be 5208 1% Be 5418 1% ¥ 5.8 1% B 5 12:8% T & A R
% #E = 8. 7% 16.9% 21. 4% 24. 1% 21. 4%
(&= B/
JONSp— (27/312) (49/290) (59/276) (63/261) (68/318)
TEII95 % {5 X [H] 5.37-11. 93 12.41-21.38 | 16.36-26.39 | 18.75-29.52 | 16.72-26.05
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ACR 27 b OV
F & A EOFME R T, &R &2 & T g~ T ORIV T &2 R L7223, CRP
ZOWTIE, SEEHMIIEED Dotz

T B 5231 1 Beh-41H% B E8IF ke 512 1% T REAMIRE
3 e (n=314) (n=291) (n=276) (n=261) (n=318)
Y B -2.1 -2.7 -3.2 -3.6 -3.2
(&) +3.86 +4. 35 +4.60 +4. 82 +5.03
JIEL S BE i -1.2 -1.7 -1.9 -2.3 -2.0
(&) +2.50 +3.20 +3.26 +3. 68 +3.72
BE DR
%g(égz§ﬁ¥ﬁﬁ -8.31 -8.99 -9.82 -10. 36 -9.41
() +15.078 +16. 621 +19.616 +21.432 +21. 147
mm
B BT E)
%? AR -7.86 -8.51 -9.75 -10. 43 -9. 25
AEA (VAS) N N N N N
() +14. 993 +16. 486 +18. 401 +20. 448 +20. 258
% Fifi D PR BB T B
E;jglagﬁé gifi%ﬁt -6.43 -8.77 -9.84 -10. 86 -9.62
e () +12.151 +16.186 +18. 485 +20. 069 +19. 845
mm
Fo=EN
S RIRRERFl 0.8 0.9 11 1.0 0.8
(mHAQ)
() +2.03 +2.37 +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
P2k & +S.D.)
AREE I L Dk ER
(n=318)
FFAMmRER] Be 5218 1% Be 5438 1% B 581 1% BeH- 1208 1% k&AM RE
i #OE 13.1% 18.9% 26. 4% 28. 4% 26. 4%
(S %/
N - (41/314) (55/291) (73/276) (74/261) (84/318)
FEAT RS540
TERI95 Yo 15 HE X ] 9.17-16. 94 14. 23-23. 57 21.06-31. 83 22.69-34. 01 21.41-31. 42

i) B B OVERR R i A1 5% T A2 B

BIVER - BRI AT B L 5 A H)
BIl/EH 40/382 (10.5%)
Vo7 PR A i S AR 57/376 (15.2%)

FEHBIE/ FRAT R S BI% (FEBLER)

ek, WHALETES - HPEORITERIE, 1 IS BEEARRO bt
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QZE T B e 55 AR be i sk B (216) 20
EMEBEEERF IS, AAl (100mg 1 H2[E]), vy 7uar7=FrU A (60mg 1 H 3E])
LOTZ72R% A ERREOEG LIEZ A, AF100mg 1 H 2 BIEEIX, BRKREAFHTHD Z

EVRENT,

BT A v e o o e B o L

% o0 % IR O 7w R% IR, R TREM LR

pS) G | ATEBIETE A 94941

q " nXxyYryurzzrF U vhA FIEREMNRIC, BREBEESEICH T2 Lax T 0R
itk K OV M DRt

- BFOERIAMN (VAS) KR ONERIOSAEEEAN (VAS) 2340mmPL b oo B
TR AL | - RBRERLART6 » H LINOXBEEIZB W CEIR, Bk dH 5 WIXBEH RO IMEDO W31
M1 RS b b BRE

- RAEVERIEI R E B L W S TR TS AME R IETE T S B

- BB T, BRI )E T BT B 2> OABHHTE X3 Z OO RBELEEZTTH 2 L&
FELTWDEE

- P S BIARTAR B LLNIC RIS BB ARLVE L O A, BN, BN IR 5 % 5%
T 7n bR A AL % FrEREH LWL Te VRO BEING S A S R

c R—= R T A BRI O 72 < & B 5FITFE Y T B BRI LA & 2>DNSATDs X
SRR OB G & 52 T8, BB ZFECEXRWVWIEAIT, X— AT 1 U BIERRI48
KA 52 32 T i

5
. o | AFI0Omg 1H2EBIX T ¥ Y a7 cF MU v A60mg 1H3[ES UL IEY 7 &R 2408 Mk
OB Ik Qg

B B | R REGEE B 5 SR R SRR

- A OFERRFM (VAS)
- BE O (VAS)
BlRFEME B | - EAOSAFEM (VAS)
- WOMAC OA Index (74, ZhiEv . AWITHIOKREE, HAREK

A

S

GREREIR] (b PEf#bT e S45H « PPS)
i) EEFHMHE A
AR UGB FEIZ 36 1T % UGE BRI E K OV =R

T REE o
GetisD) - 2(49. E 291 /Cégég_ 13

tlLaxy 7R
(n=286)

— 0.7

0 20 40 60 80 100(%)

WEVYGE B YGE MEBELE A% BB () hEEGGED
*: p<0.05[Cochran-Mantel-Haenszel #5 (45 &K $EMH 5%) . vs 771K E]

. IREICBE T 5 IHE 26



| REFATZE H
BE OEREEM (VAS) WOMACH# #

=
Hi|

—&- 75t K#(n=151)
—a L aF Y 78 (n=295)

* 1 p<0.001 G538, vs 7T L KBF)
P2 ht

iii ) @I E M OV R AR A fiE 5 2 )

BehBE EITEM i PR i A i B AR By
75w AR 61/192 (31.8%) 32/191 (16.8%)
ARHNHE 134/377 (35.5%) 64/367 (17.4%)

FEBLGIEL/ ST R Gt (FEELR)
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OB E 55 TR e sk (217) 2V
EFIEERAEIZ, A% (10mg 1 B 2[F) ey a7z F MU oh (60mg 1 H 3[E]) %
AR OBG L= 2 A, AK 100mg 1 H 2FE#EEIZ, BEKEEHTHLZ ENRINT-,

RERT A _ _ .
F2 R} R i3
% O & W FHEXTRE . B RIATRE R iR
it G | BT fR 84615
g i oY 7ra7xrF b U LAERBIC, BYREICHT AL a sy TOREMEROZEEORK
2t
- B OEFRREM (VAS) 2340mmPA b o> B
. /5\ b g x N2 > }%
- e L v (=] oD HEESER oD W W A3 238 [ LA b oD BB

RS O BN A1 2HHE & 0 b TIChLE S 2 R
%

HRRFUED B D, B D UVIIMHIR RO (AR RS AR OBAT) ICBET S
B % A 5 B, AL R ORI AR A A B I 70 B HE A B AR OHE I A~ L = T 72 &

© ) ONER EORIEE OB T 2 v b u— L REE DB M B O BT O 7 D 1B B E AT
(J34H) [ERTIC X 0 NSAIDFRIE S W] Crau &Il S - g

c RRBRPIC TGRS TEL TV D EE

< B EAR B LN IR O 1= OIS R RE 22 -8

- BHREE Y v~ T, WEKISEEOFHEREETE CREMEFHESR, ErmR) | EgER L
OIS, _—T = v ME, BRHERE. B CSUIHERR OIEE UTEUIE, 25 W I3eH

EERAd T4 e RO RIR & 72 5 F DO R BROBE 2 A+ 5 BE

- BB GRRT6 0 A AN OAME FHER 3T, SMEMEFHERIETER &) I K DR E2H T 0 8%
- IR (BRRREEEZ &) ICRRTEEZ DN ERE AT 0 E8E

- P GBHAAHTAME B AP RIS BB AR L' o O AL AR, BRSSO E P~ 0 5 &
AT B (AR ORI 2 RF& 513 ))

s R— R T A BN A DD 722 < & b 5REITHE Y 3 B HAR LLPNITATT 5 2> ONSATD X3 88
RO G 2351 -8, BEEAEZBETERWVEAIT, XR—R T A BIERIRTASHEE DL
WIc 5 %252 -8R

%=

OB 5 VB | AFI00mg 1H2EIiTe Y a7 o MY v A60mg 1H 3E A48 A5

LB A | R SRUEE B 5% EH

< BFE OB (VAS)
< BEOLMFAML (VAS)
- ERTO2EEHE  (VAS)
+ RDQ (Roland-Morris Disability Question : JEJm&r EAYQOL N JE)

il U RE A 2
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(RIS (A VAR 5 G4 © FAS)
i) R A
A AU |2 5 S

tLaxI 7 |

i

.
0 20 40 60 80  100(%)
B it o
# TEHE Mo B 0L EMTHM L L &0 EHIGEE PEERE] OFIA

i) EIREHGIE B
HBE OEJRN (VAS) B ORHE (VAS)

(mm) 2 4(4) (mm) ¢ 2 4(H)

Bl

-& tlLa¥xy7#(n=414) -& tLaF > 7 (n=414)

=il D ATl (VAS) RDQ

(mm)oo 2 4(H) . tLax 7t (n=414)

05—
) )| NN, ——
A5
20—
)] SR—— ————
30| -]
L

-4.0

-& tLax 7R (n=414)

FRMAME R EAE 2 5 0RITER  163/425 (38.4%)
TGS/ FRAT R S48 (GEBLER)
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@ Ttk 0 5 AR el sk B (CL102) *
FHBIEREE T, AH (WIENC 400mg, RVNT 200mg, FHIL 200mg 2 1 H 2[@), TR
L= kK727 (200mg 1 H 21[E]) %2 HEROEEG Lz 2 A, RAEG1E7 7 2RICxH
HEHANE KON b KT 7Sk 2IELERRO b, BEEAFHATHD Z EWNRENTz,

BT VA v e e _ o i
E=8:3 R %t BR ST REFEN
%O A IR FIEROT ZwARx R, EEBRITATH R EGER

f % | T EE6166]

T FZ7, IR eI, FIRREREE ST 2L ax e T o9 (77 Rk

H | a0 | B D 2 s DI & TR

FAITZICH S 7R AN R L, & OEREE IR INSAID T Al HE & |l S 5 B
w & F g | IBREBDFARURLOM] o
e g | BT A, VERI, POEGSL TR IO, DS T BOREAH, IERAT, B

MRS AT (T 7 U A, JBUIE, 7T o—Aa, Zofh) | FAREIEGRE, B IERRE.
FMa AN, B~V =T . FEEIRE., 2o

- [EATDY, #&AINSAIDIZ K 2 FAlisk O & BAN I 6e &l L 7= B

« P40 LN OFERIREFIM & LT, LU F 0200 RMER - T H R 2 R LB
F R % CABPERIAR T ThEEE R T TEE O

* VASFEAM C45. OmmPA 1

i

s FITORTI2ERIMO T2 FifT S BT, XL, FITOK T I~ R KB E R fth o FAlF
DOFEND D BE

< HIWE R O 2V DRI 8 & MOE T TTREVE DY & B MBI Y D A0 & Tl (TE) BhnichH

& e B A AL THRE

- REVEBRANC & AR S E AN LB B

- PN EEREYEE T CiTbh b PEDESE. XL, frbh i

Kt

&

% B K FI R BRE IS, A A2 WEIZ400mg, KT200mg, EH(F200mgA 1 H2E (iE#HSE) . X
e 7R, =k KT 2200mg 1B 200 %20 R8O 5

B A A H | 5 I A U C OB ORIGIT X B B

- EJRIEE (PD)  (VAS)
Bl PG H | - 2RI K D kR
C
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GRERAEIR]) AP S SEE R - FAS)
i) FEFHLTEA
Be 5IAR 238 U CORE OISR X 5 A0
(95%Cl : 0.32-15.98)

o (oowC1ia5T-2236)  (95%Cl:i-5ss-l44T)
[ 1T |
637 68.0
eLaky TR 75 LA : TSR :
(n=248) (n=124) (n=244)

Mantel-Haenszel#5E
X TSN T 2D TnZedole) OABRBETIHMELZ L 2D TR Te+3niz) DFIE

i) EIREEALIE B
A WERF S OEREE (PI)  (VAS)

0 T T T T T T
P L L R T
HH RS R RS
WM AWERY  GWER
| 1HH | 2HH |
T L aFd7H (n=248) —O— 77t KM (n=124) —O— TIF 78 (n=244)

*: p<005 *%: p<0.001(t B5E\ vs 771REE)
(1 HHBEFERT AR E L TV Rw)

NRERTFC KD FIEFIOE G, 77 2REE 19. 4%, AAEE 10.9%, = N7 78 14.3%
ThY, 7T7EAREE, =8 NI 78, AFBEONRIZE o T2, IERA T LD RFEFIEERD
SEBIC X DMEDORER, AAREE 77 AL OMICIIKHNRAEEERRD LN
(Log—rank 7€ : p=0. 0231, —f&fk Wilcoxon M€ : p=0.0273) N, = h KT IHEL TR
B, WONCAAIFEE = F R 7L OMICITAEAEITRD bR o T,
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DEFE DL B IEE A <y b & L BRI

B 5f kR 95% {3 T X [H]
7T AR 24/124 (19.4%) 12.81-27. 42
A B 27/248 (10.9%) 7.30-15. 44
T R RTI7RE 35/244 (14.3%) 10. 20-19. 38

i) RIFEA (AR R A A S

Lz Eie)

Be5RE EITEH WL PR R 2 A B A5 @
7T R 30/124 (24.2%) 25/124 (20.2%)
AFKI B 45/248 (18.1%) 41/248 (16.5%)
T h KT8 53/244 (21.7%) 48/244 (19.7%)

2) REMHR

FEHBIE/ RAT R S B (FEBLER)

BIf Y U~ F R OEHEREE BT x5 & LT, AFIEZRIIHEE L L 202K OHER)
PEZ A2 2 L2 AR E LT, JERBBEEIIC X DRI G- 2 s8R % 920 L 7=,

OB Y v~ F EHI# G308 (RLN3) = 2

BIEI Y o~ F BT, AAI200mg 1 H 2E (300mg 1 H 2 [0, 400mg 1 H 2 [AZHEER

) &

Gk
B (62 ) L7k 25, AAl 200mg~400mg 1 H 2 [R5 G- DA 1 Je OV D e

BT,

BT A
L X K

R LR

*f

B Y v~ F 1564

H

B Y U~ FICxT o L ax v TORBEGICHT 5 HIMEL L EIEORE

I 7 R

ACRDBIIEYEIC LI U ~F LBl S - BE

& xR AN AL

- OB BLERFAT 128 A (83 H LAN) (ICAAN DL 252 1 72 /B
- HARE I SOOI EE RS 2 S0 L TV D BE, IX0OBRSBIERFRIE AT (130 LAN)

ICHSZ BIRIEGAL, 70 bR THER, TurZ 7T 0D URAl AT TV T 7 —
INEF R bR

< ERBR R TS BRI D 22 M e O W D FIIC B % RIET & B2 bN D FIRNTE

EhTwWariE

- OB RIS AT (55 H LAW) (7= 2Pt ) v~ FHI, SRRl feimsiAoimn

Wz PG L

- OWEBIZRIFRT2EAT (13 A LAN) ICRIBREARLVEY RRAF, EHAL LHA) ofkh

TR\ BRbA U7 e

WO Ik

AFI200mg 1 H2[H % 2R 0 i%E (el S, ZIRAT472354400mg 1H2
Bl CTHYEA])

TR

(A 2 %)

< ACRz7 & v NHH
« ACREGFEFLNE (V5 1T X DR UACRIFEFEEIC L A dE

V. RRRICBT 5 IE A
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RBRRE R CH RO IEMENT SR EE] « FAS)
i) FHmEE (F2hE)
a) ACR=7 v hEH
P PR ST JI i A 5 %

<"ﬂ(;o 4 8 12 16 20 24 28 32 36 40 44 48 52(H) ”“180 4 8 12 16 20 24 28 32 36 40 44 48 52(H)

1

ol 1

-3 2
% | P
1t it 3
i oy

Bl ST EEE T o B EE O SR S S .

-8

9 6

CRP

75 05
£
T e e B —— S N S A—
15 e e O e
20
R OPIEEHI (VAS) BH OB GBS REEEG (VAS)
(mm)o 4 § 12 16 20 24 28 32 36 40 44 48 52GH) (Mm)o 4 8 12 16 20 24 28 32 36 40 44 48 52H)
(i SN e S S S e o] i i B i T i e e o o i,
& Y - i ) et A0t
1t -10 1'[.’, -15 l
= 15 20
20 — T W -
25 = L -t 30
JBH O G RBEREFFEM (mHAQ) P& Fili e JBGE B 4 A SFA (VAS)

(,-.'.00) 4 8 12 16 20 24 28 32 36 40 44 48 52(GH) (mm()) 4 8 12 16 20 24 28 32 36 40 44 48 52(H)

1t 5
% %10
1t 2 1t
it it 15

-3 20 feeme e

4 25

(n=156)
I ZEALRESD

b) ACR MG FEuE (Z50K) 12 K DB K OF ACR Br IS X H UGBTI, 4 R 5 52 Jl R
(2 TUED e LT,
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i) EIE R OB R AR A 5 25 )

mIEH
AE 37/156 (23.7%)
200mg 1 H 2[A1#¥ 31/156 (19.9%)
300mg 1 H 2[RIl L 9/ 45 (20.0%)
FEEUGIEL/ AT R G (R BLER)
YRR Y D)

SE B

18/151 (11.9%) *

ol 5 8200mg 1 A 2[E] 8
Bk P 58:300mg 1 H2[E DL FFE

9/111 ( 8.1%) *
9/ 40 (22.5%) *

XIEHLR= [IIE] / [(FHE ORS

SIS/ FRAT R R (FEBLER)
BOENH 2 H1%] X100

) RROARBINTCHELOCHEITDTOLEBY THD,
< BAEIY U< F : 100~200mg & 1 H 2 B AKET 5,

@ZE AL BIHIAE R 4% -5k (OLN2) -

ZETENEBIEAE AL . ANA 100mg 1 H 2 [A] (200mg 1 H 2 MIIZH#EE A RE
L7cE 2 A, AAI100mg~200mg 1 A 2 [ HIF 5K DF 20 o O 4

) E%ﬁ?ﬁﬁ (k= 521
MEDSHERS STz,

P )

P E & 55

xF % | ZIBIEBIEIE B 6561

E i) | ZMEBEIEIC AT B L=k o 7 DR

BT DR O EPEDORRES

T @Y | - OB LLRT O XHR A LS

BMED 5 H1oLL 1) AR

* EBIEIN SRR ST RIS R 2 A3 % [
THTEERE B (AR 22 BT L (B,
D oD BE

ISIESS

o

- OB ERRE 12 AR (83H LAY |

DO¥eH % Z T - B
T2 A U

B \ZBss Lo

Yiri

S

AKN OB &% o BE
< AL I SUITEEEE R 2 A0 L TV 2 B3, XUT, OB
ICHZRIRETAL, 7o bR TER, Tax& 7500 8E

- BRI S, RIS FIRA TE STV BE
CRHiEIC Y =T AME (vt 2 & Te)

PRIBUT & 2 BRI & XBITE 0B
- OIRBIZRIFRI2IARN (13H L) ICRIB B AV (RAAL TEHAL

SIFRT2E AT (13H BIN)
27T )T 57—k

CRE PREERE S LR A L. IR

) D G-%

RO B e

RAI100mg 1 A 201 & Fe K2R O 5 (22D R S

., EA+704855200mg 1 H 2B E

- BE O (VAS)
- BB OEMGEH (VAS)

YR OB o s (vas)

(A 2 t)

JRETEER) |

PRI (CCERPR. R, MEEDRE) |

SRR (R PE B R IR S 3 = Bk
A ARENEREE (26 LAV EME, LonTe@iE)
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RRERISR) (HAMMERRHT I G4EH : FAS)
i) RHEEE )
BHOEHG (VAS) BHO LM (VAS) PO SRR (VAS)

(mn(\)) 0 4 81216202428 32 36 40 44 48 52 (34) (mm)0 4 8 121620 24 28 32 36 40 44 48 52(34) (H\l{;' 0 4 81216202428 3236 40 44 48 52(;4)

...........................

(n=65)
AL RESD

DEIRAEIR CLRiER, B, MBnEShR) | JOERER (R BIE WG AR SO 5 Bk ®h . )R
FTEVE) | HEAREERE b BV EE Loente@hiE) | T, &5Aa% 4 8006
BEEST A~ DZALAFED B v, 52 W £ TUEEFvE L 72,

i) EIVEM & OB AR A 5 AL B

wIE
En il 11/65 (16.9%)
100mg 1 H 2[al# 9/65 (13.8%)
200mg 1 H 2[A1#E 2/10 (20.0%)

FEELGIEL/ BT R B8 (FEBL)

e A R A 0 5 25

A fEH] 9/64 (14.1%) *
Frik % 5. 8100mg 1 H 2[a]#E 8/55 (14.5%) *
F ik HE 5 8200mg 1 B 2[E B 1/ 9 (11.1%) *

FEELGIEL/ BT R BB 8 (FEBLH)
MIFEHLR= [RIFEL] / [FHE ORLHIROMED H 5 H15] X100

) AFKIOERENT-AERCHREIZLFOLBY Tho,
- ZETEAERIESE ¢ 100mg % 1 A 2 [ R 535,

. IREICBE T 5 IHE 35



<HE>

BaEi Y U~ FHlgaRBR (LR E P EiEE)

(022) GrEIAT—%)

SAEABIH Y o~ F R, AKI 3 & (100mg 1 H 2 [E, 200mg 1 H 2 [F], 400mg 1 H 2 [&]) .
F7uxtr (500mgl H 2E) XiZ7F 78R (1 H2E) OWFing 12 BEROES L
LA, AHAI100mg 1 B 2 [IFGEEL N 200mg 1 H 2 B GEEEL, 77 B RBHCHE L TER
BAfEL ., FEARBI S A B W THEFHI e A B 2 H iz (Fisher O EREREFMRE : p<0. 05,
AL, 77 'AREEL 200mg | H 2 B 5O g3 Hochberg” s step—up procedure % FV 7)),
F o, ACR-20 ERIZEBW T HHFIB BEZNRD b7z (Cochran-Mantel-Haenszel %
E :p<0.05, fHL., I AREEL 200mg 1 H 2 BIFEDELEL X Hochberg' s step—up procedure
ZHWEZ) . #5122 BHRONRE TIZBIT5E - + fRIBEEREEIL. A4l 100mg 1 H 2
M 5RET 6% (9/148 1)) . A 200mg 1 H 2 B 5HET 4% (6/145 ) T -7=,

HEBRT A v | FEEORT TR, B SRR a5
RO S <}
%t S| B Y v~ F B 1, 149 fl
H | F7axtr, 77eRedBic, EEY v~FicxtdT oL ax v T OEMELNY
LEME DT
(B Y U~ FBEIZEIT 20RIE - BRIEA. HLEREICET 2 K8 L9k Ik
AT aA REFIRIESK & O LG
7 BEPUILUE < ACR OZWIEMEIZ L W B Y v~ TF LB s - B
« A7 1A K, DMARDs CRBEHMER ) v~F ), A b L X — oK GEED—E
THh O, B bk U CH— 5 CHEFATRE & i S h b BE
TR Y | BBRET O BRI NIREERAEIC X 0 BRIV ISR U 10EUL EO VS AN E N
7o
RO F | AKI3HE (100mg 1 H2E, 200mg 1 H 2@, 400mg 1 H 2[E]), 77 2 %% 500mg
1 H2EX I 7RO T g 12 B8R O#«S
FEFMEA - B Y U~ F OfEIRSE
GEyRERAMESR, MEIRRIMIZL. BHFIC X B 2MEHE. EIC X 5 2, ACR-20 ik
)
- FERHALENREIREIC L B H - IR B

V. RRRICBT 5 IE A
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(BB A
i) EEFHLTEE

T TrR B H A M OV AR B i B D HERS

(1) (fi&)
3BT 24
—o— 77t R (n=231) —o— 7J R (n=231)
—e— L aF 7 100mg 1H2ME (n=240) 29 —e—t L I¥ 7 100mg 1H2[EF (n=240)
” —a— &L 2% Y7 200mg 1H20# (n=235) —4+— LI %7 200mg 1H2[H (n=235)
20
% i
25 ]
E“i‘ i 18
¥ %
2 16
14
15
12
10 | | | 10 Il | J
0 2 631 % 12:8 % 0 2 638 1% 12381%
AT RE Y] BRTER]

% : p<0.05, Fisher OIEFEMRMREIZL D7 7 EAREE L DL,
AL, 77 ARREL 200mg 1 A 2 [BIBEFEOLET Hochberg’ s step—up procedure % V7=,

ACR-20 3R

(%)
100 -~
90 079t RE (n=231)
8tLa¥xT7 100mg 1H2EE (n=240)
80 F ot a¥y7 200mg 1H2EE (n=235)
70
% 60
40 +
30 F
20 +
10 +
0 1 1 I
2 8% 6 A% 12:8%
RRITSR:Y]

% : p<0.05, Cochran-Mantel-Haenszel ¥/EIZ X A7 T BREEE DL,
AL, 77 ARHEL 200mg 1 A 2 [BIBEFEO LT Hochberg’ s step—up procedure % V7=,

$CACR DU FLHE

PR B F A R OHERR B B D W9y, 20% UL EodkE, v (1) [EROFE BIE I 2% T,
B O BRI, (3) BEFOEWMITE.  (4) CRP fE,
DHL, DTN IHEAIZEBWT 20% L Lok

@)
(5) BHOLRMERER O 5 A

. IRRRICBT S IE A
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NERBRAIC L2 - + HBEEEIR

Cochran-Mantel-Haenszel i 5

(%) T:p>040 (vs 77 LA
15 - () WIF95%CT
6 (22-100)
}j‘g 10
% _
4 4 (01-79) 4 (09-73)
B
4 T
5 1 T
0
100mg 1H2M#  200mg 1H2[HI#
75 X KR tLaxy T
(4/99%1) (9/14861) (6/145%1)

K12 B G5% (b L<I3mEEE%) ICNHRSERAZ I L, KBIZER 3mm DL EOEENR ST
GBEEEE LT,

i) 224tk
HEFEST, AK 100mg 1 H 2 EEERET 68/240 5], A 200mg 1 H 2 [ 58T 63/235
Bl ThH o7z, THLEROAFEFLIEELRIL, AHK 100mg 1 H 2 [A1# 58T 28%., AA 200mg 1
H 2 FEERT 25% T, ERbOIXEEANR, TH, Bkl Thbol, Y7 BROEE
FRIT55/231 I TH o7z, WHILERROBEEEREBIEIL19% Th o7z,

W) AROARBINZHELROCHEIZUTOEEY THD,
< BIE Y U ~F 1 100~200mg & 1 H 2 FEFRAHKET 5,
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(5) BE - AR
OF AL EE (POPL) *7
HEAEEP % BT, AK (100ng 1 H 2 8) % 4B Lz & =%, AH 100mg 1 H 2
145 1500 T B FE 26 V2 R B A B O M AR S LT

RBT S A ]
xR SR
b o | PR R

xF % | R B E P EE T (MR A RVEREAR . AR, b B R, T HRS)

H | PR B A X T 5 L =%~ 7 100ng 1 A2l 5 00 R O R PE OBt

c R—=R T A CBIERRHFHIERALIC 31T D A RIE (ZFrRER. B ENERE, R, K
£ 7p SR % fifE) OWTHDLBHEELL LT, 220X —R T A VBIEREO BHE OERFM  (VAS)
NA0mmLL oo B

© FEMEALORERAIME . NES, Y, VU~ FICRINT L EEX LN D EE

 FEAMERAL I B0 D BRI REM: O 7 KA A%

- SR MUEWERE O B

« N2 T A ABEEIRFRT LE A ICNSAID, SR A ORE - FERRIE) SUIURBRAI OB 5% 5
F-BE

s N T A BRI AR S RIE B AR E O E, TR AT =
O IEER O L TR R
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i) EIREHMLIE H
B DT (VAS)

(mm(;O 2 4 ()

= RS

(n=74)
FIZALik=SD
B OREFHME  (VAS) % Fifi D AT (VAS)
(mnll(%O 2 4I(i’él) (mm())O 2 éll(iﬁ)
0 L e e
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% 20 L |
1t 5 {397 SN S——
H e
-40 = 50 fp-m--mmmmmae-
50 || U
60 - 70
(n=74) (n=74)
AL R£SD S ZALR£SD

W

i) B - BRI AR A 5 A4S )
RIVE - B A Ao A fiE 3 o 25

B 12/77 (15.6%) *
Ve A PR 2 1 B S 7/75 ( 9.3%) *

FSEHGIE/ fRAT R GBI (FEBL=)
KREGRMAMBR W AB ORI == [FEHAIK] / [FHE OBRGHIEOED & 5 F1%k] <100
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SHIE EEERE R (COP1) 2
SHRBEEREERE T, AK (100mg 1 H 2[E]) % 4 BERAO®KS LA, AA100mg 1 H 2
[B1 4% 5- D SEJE e e L2 e - 2 A 201 e OV B VED fERE S iz,

RBRTFTA > |, o
% o a | PP R R

*f £ | SUABAERRRE A 8201 (ASTEPESHMENE, SEMEHERIAE . MR P RE A S

H W | SRBEMREEE T 2 L 2% 2 7100mg 1 H 2[5 OF 81k O e O BEt

c R— 2T A CBERFCTTEALZ I A SRR (LR, BENEEE. ) o
& 7p e UL WD BHEELL LT, o _X—R T 4 UBIEREO BE OERFFM (VAS) 2340mmEA
i)t

- RO ORERASME, IR, BEYE, U U~ FICRRT S & E 2 b DB
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- TR B2 [ 2% > F
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e
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- B OFIFEAHE (VAS)
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i) EIREHMLIE H

B OERAHE (VAS)

2

50
60
(n=80)
324 £SD
B ORMEEHM (VAS) % Bl D A= EEATT - (VAS)
(mm)0 2 4(:8) hm%o 2 4(;8)
NE>¥ -10
20 - 20
At -30 1t -30
B T~ i
40 . 7Ty A ——
50 1) A —
-60 = 60
(n=80) (n=80)
S ZEALRESD S ZALRESD
i) FIVER - BRAR A 25 2R )

BIVEA - B AR A E L A2 8)
22/82 (26.8%)
6/81 ( 7.4%) *
FEBLGIEL/ AT R G (R BLER)

R 1EH
g AR R A A1 5 A5 B

KEFRRA MR AT ORBR= [BHABE] / [FHB OREHIROMED & 5 F1%] X100
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O - e Je g (TOPL) 2
Jil - RS ERE I, AK] (100mg 1 A 2 [E) % 2 BAERA#EES L2 A, A% 100mg 1 H 2
[ B 5D « IR RET 2 200 Kk VR 2R R S v,

ggﬁg *;45; SRR, SRR
p % B - FoORE - R BFELON] (BeAeMEEEE R (de Quervaindpy) . JEAHNEIEE I, NaJE
R, MEATERRLE)
H By | M - SR BREICT A L a7 100mg 1 H 2[R -5- DA S K OV M ot
s N R T A BRI ERALIC BT D AEIEN (ZH R, B ENEEE. TR, IE
EERAEt N WKFEHABRIC L 28R OWTHOLBHREFEEL LT, oX—2 T A VBIEREOBED
PR (VAS) 7340mmPh | oo B
o PO OFERASIME, JEEE, B, VU~ FICRENT D EB 26N D EE
- B EAEIE A, SR ME RO B
« R— 2T A BRI ARG IINSAID, B A (BRIE - FERRIR) SUTRREMAI OB 5% %
EERAG N - BE
c R— 2T A RS IR R E R LT DR S T B
c FHIEALICRT LT, N— R T A CEIERERRT IR 2R, Bl EIC L DAEEICL D
BB EZ T - 8BE
HOBR B | AFI00mg 1H 20E A 25 R 05
EHEFHMIE A | K EREEE BT UER
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T - BE O (VAS)
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W WIS [ AR R IR IEEGE K BRREAL
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i) EIREHEIE B
B OFEIRAHL (VAS)

1 ZI(iE)
(n=79)
TPHLALR=SD
BE ORMEL  (VAS) % Fili D AT (VAS)

(mm)0 1 26
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E
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40 |mmmmmm e e
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-60 : -60

(n=78) (n=79)
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i) BIEA - BRI AR A e 2 A A )
I

BIVER - FR PRI 2 A )
FIlEH 13/80 (16.3%)
H PR AR AT (i S A5 ) 2/77 ( 2.6%) *

FEHGIE/ FRAT R GBI (FEBL=R)
KEFRRA MR AT ORBR= [BHABE] / [FHA OREHIROMED & 5 F1%] X100
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@OIME R IE R BRE (1357) 0
SMEL LSRR S, AAl (WIENZ 400mg, RUNT 200mg, B HLIFEIT 200mg 2 1 H 2 7)) % 8
HEROBRESE L7 Z A, AABSEIIEK EEHTHD Z LR RENT,

fﬁ; ?H; JEATR, IR BB
*f % | SMEE T B 80H)
H B | MERERE BT 2BREICHT 2L ToOEM, 228tk OBRBEMHIZ OV THR
KOG RO IR FTEE BPT. MBI P, A
- RN, FEANSAIDIZ L 2AMEIZIIT B ALE % OILTE & BN FIRE & HIlkr L 7= B
- ZEHASERALINIC . R (A3E) ICBWCUL T OMEER - TRFELE T 5 5%
EhmomEE [PI (ABEREREM) ]« THSEEEORmA) XL [REORFEA
Tl B UE [PI (VASFHE) ] : 45.0mmbi b
- AL ABIERILANIC . RERR, ZIR., RATEVE® 5 HA 7 < L b1 TLU T OREEE - T RIE
ZHETHBE (RIEOIBMEEM « T8 | TR U ek )
£
< SMEOALE R RIS, SRR VT B
s | Eéﬁﬁ&zﬁﬁ/ﬁﬁ@%ﬂﬂﬁ&:?-:2%%&Bc“frﬂ REMEDS & B M EIR G D B 0F 2 Z BRI H T 5 &
o
T T IMEL I BT, ZAERARERILINIC, A% W][E1IZ400mg, R\ N"C200mg, 3 H (3200mg%
1H2[E], 8HMKHD&E
FEIRER | BGWR A U B ORI LB ARR
EIEIREE (P (VAS)
BIKFEMIEE | - RIEGEIROFRE
£

GRERAER) (MR G4 - FAS)
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i) EIREHMLIE H
LR (B %0R) MOVH BB 231 2 0m iR (P1) DR (VAS)

(mm)
1 et L L LELELELLEL LS LR ELEL LR ELEERED
—O0— iR (E1589) —e— EB) s s
Bl eSS e e e e e e
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A
S
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1 et F %
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LOCF : fi I i C i
RIEREIR DRLEE
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60t S
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441
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O'N—x 4HH  8HH die# ~—2 4HH B8HH #e# ~—2 4HH 8HH i
4 g 4> BigERy 54 fBgEIR
| % | | W | Ja 9 4 |

W s (XboTHidiRns) ] i (30 ) B (PLB2) %L ERDE)
BUE I RAESEIR OFRE R ETH - T BEOEIS 2T

i) RIER (BRARMmAEMRT L2 5T)
RITEH 8/80 (10.0%)
W, ERRIREE R A ) 7/80 ( 8.8%)
FEBLEIE/ fENT R B (GEBLFR)
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(6) ;ABEMEM
1) ERAKERE (—REARERE, FEEARERE FRARELERAT), RERFTET—4
RN—XHE, WERFGREBRABOASR
R L

2)

AREHGELTERFEODRAEXIIERL-RAE -

Y L

(1) itk
) EANTHEEY v~F, ZBMBEEE,. BRE, RN, SURBIERRE. I - R, F
Ttk | SME 2 M UMk 2 S8 2 KPR M S 7= e FE R AR A D RRIRERBR ( J6 1) 2 A R D 872

HEBROBME

Ekf%%ﬂiu?@ (Eis D —(3?)07—: 12) ~14) | 18) ~22) | 27) ~30) o
BV v~ ZIBMHEEE, MUWAE, JHBESEM R, SURBEGERE, B - BEERK
R4 B Y U~ ISP BATAE
. et A . e b
4 IS T ARRAER fi:%ﬁm %S T FRRRERY 25 AR B
il tlaxss|kraxs s kraxs s lLaxy lraxs s
R ORE: 7T iR 100mg 200mg 200mg VAVAN 100mg VAVAN 100mg
= 1H 20 1H 2[a] 18 2 1820 18 2]
% 5-HiM 438 123 438 438
ﬁ;ﬁﬁiﬁﬁ 74 72 79 318 90 84 151 295
B DK
At (VAS) 3.4 1.4 -11.4 -9.4 -19.8 -26.4 o1 " 30,67
SRR bR | £17.39 +20. 09 +19.01 +21.15 +21.23 +24. 77 ' :
(mm)
B OB
TEEh M
bRl 2.5 -1.5 -9.3 -9.3 -20.2 -25.1 200" 07,30
(VAS) ¥ +19. 82 +17.03 +18.07 +20. 26 +20. 69 +24.07 ' '
LA AL R
(mm)
2% ifi D 9% R
TEEh M
bRl -2.3 -8.8 -11.9 -9.6 -18.6 -24.9 99 90 30,90
(VAS) © +14. 60 +15. 81 +16. 17 +19. 85 +19. 32 +21. 66 ' '
SR AL R
(mm)
R
ACT,szgg) 5/67 12/72 19/79 68/318
85;%%3(” (7.5%) (16. 7%) (24. 1%) (21.4%)
El(;\(/\'n‘
i;ﬁﬂﬁ?} 17/73 23/72 25/179 84/318 45/90 57/84 74/151 200/286
fg&gﬁg (23.3%) (31.9%) (31.6%) (26.4%) (50. 0%) (67.9%) (49.0%) (69.9%)
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P4, TR FREEEE | SURBEGR | B EEK
R4 A5 TFH AR — i R R
3 Al traxy s traxs s
MEA O E 100mg,” 1H2[A] 100mg,” 1 H2[A]
511 438 438 438 2i
A S ERRATIE 1145 414 74 80 79
B DR (VAS) Coa A0 a0 g o P
FHELE () 29. 4 33.2%20. 57 34.3%+21.28 31.5+19. 80
B DR (VAS) P o a4 ek 0 g 14
FHELE (am) 25.0 32.4+23.56 36.0+21. 77 28.1%20. 41
PRl OO i FAl - (VAS) Cor 1D g o4 Car o PR
THELE (am) 27.1 39.9+22.72 37.3%+17.38 33.5+19.75
R 36/74 43/80 41/79
SEAFS Farh)
A O SRR (48. 6%) (53.8%) (51.9%)
RDQY FHEAL R (A2 7) -3.6"
El(\\/\‘rh %E\/ ,—-—»:
R Xgi;;;éj”ﬁﬁb =2 261/401 (65.1%) | 48/74 (64.9%) | 56/80 (70.0%) | 53/79 (67.1%)

a) PPS (Per Protocol Set) : JABRENiFHEEICHE G LI-xI5EM

b) ZEMEBIEIE CIX. BE OGN

c) ZETEMEBEIRE CIX, EA O

d) ACRIZFEIHUE (VL) 1L HUER LITOOKV@EM-THE TdE L35, OEmBEI% M ONEIRESEA VT
H20% L LiE, @BFOERFMN (Visual Analogue Scale : VAS) | B OLBIEEIERHGHE (VAS) | [EROEETE
YL EAEEM (VAS) | BE O REEREREN (mHAQ) D4IEH @ 9 B3 H L LIV T20% L Liki#)

e) fRUCERHE ORGEFHMFIC 1T 2 dER IR R SR UGE B IC R T AR ( [HHEEYEE] U EOEIS)

£) HEIHIC X DRBEE L TFEIMETH D78, EHERAEIZ OV TTREERE T

g) FAS (Full Analysis Set) : #HZ 1A EARM L, BERITHDMERHMNE B 233 S T 5 5d 4 H

h) BEOUCEEFHMnA TR Ro7z) L EOEIE

i) RDQ (Roland-Morris Disability Questionnaire)

CAETEATBIOREE BT 5245 H OH
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FhTte . IMER I N TR BE
YRR Ttk g MG TR
B4 5 AR R ER? — R BRI SR
FEH) b N N
7SR S o7 L 7
PR B OV 7 Y i
e 51 ] 2H 8H
I FRAT
s (e 124 248 80
BEOHSRIZLS 79/124 189/248 70/80
HRhERY (63.7%) (76.2%) (87.5%)
PR TR P
(VAS) 34.827+29. 318 45.51+24. 781 52.6+15. 2
(mm) c)
IR R TR %%
- ERIREER 5 11 A FRBR
ABRA CHEEEAY HENIIE SRR
rraxs 7 .
2B 2 N A
iy £§§ L 75 ER 25mg 50mg 100mg 200mg 400mg 7R t [/2:0[0: -7
B ] Hi[] B[] B[] Hi[] ¢
e 51 LE (HE]) 1H (2m)
HEEMRENT
s (1 53 58 54 54 53 58 58 64
BF D% 13/53 28/58 27/54 39/54 39/53 47/58 15/58 41/64
ok R (24.5%) (48. 3%) (50. 0%) (72.2%) (73.6%) (81.0%) (25.9%) (64.1%)
PR 7
(VAS) 12.3+19.5 33.47424.2
(mm) c)
a) FAS (Full Analysis Set) XIXITT (Intention To Treat) : 3EHIZ1EILIEARA L. #&5% A0 HEE B 2S5 STV D x5
G|

b) BEOHIGUZ L 2H8 ( [z XL TRz &l L2 BFEOEIA)

c) EIRIREZE (VAS) (HEBIZL D5, ~— R T A R — R AR

d) #EE L 2% 7400mgf 5%, FRICE L% 7200mga#45- L, FRITEL 2% 7200mg% 1 H2EFHE L7z

e) FElt L =% 7 400meg# 5%, [ HICE L 2% 7200mgAa 5 L, BALKEIZE L 2% 7200mg4 1 2[E#5- L7
£) Bl axs7400mgf 5410, BICEREEKZ NI L Lo BE 2t GUTBINE G- 21TV, BI04 2 % 340 L 7-
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2) WALk % B
OFeRERLOENEERRER (BF)

BAEH Y v~ (RGHIM 12 W) | BRrEREEEEsE G - 4 HE) 25535

SRR 2 RBROBERE T — X AR L7ofER, HILEREE ER) 2R CoORIWERZSESE
T %7 100~200mgl H 2 [E[#5-T 11.3% (86/759) . %THAEK (COX-2 |Txt L CiERMm

RVNIERT 1A REEEZE « 80FAD) T 11.7% (90/769) Th 7=, BURIERE (55 - 4

T Zxige & 92 FEH IREER 2 BREROYERE T — & 4G LR i, HLERES (e

PR TORWERREBERIIE L 2327 100~200mgl A 2 [E#5.T 17. 2% (144/835) . 5 FR%E (C0X-2
Wk L CRIMEDIRWIER T 1 1 FHHAK - 80F A1) T19.3% (160/831) Th o7, FLEH
(Fe 51 - 2 B 2%5 L4 5 REGSRRBR OWERE T — % 2 HE5F LR Tl b pEE
GER) DETORWEARERIIEL X 75T 0.4% (1/248) | RIHEEE GEAT oA RPEW

% - BRAD T1.6% (4/244) THo P,

MHE  ¥EELaxs 7 400mg e 5%, RHICEL X7 200mg 2% 5L, BHIZEL X7 200ng %

1 A2\ LT,

15) AFIOAERS N ER ORI TOLBY Th 5,
< ZEFOPERARIE, ERE  BE, BT L% 7L LT LA 100mg & 1 A 2[8], & - ¥ B%ICROE
5%,

@JeFsIE S O ENRLE IR 50 4% BE R R (e )
fERERR AN (G - 2 M) 25 & 5 AR OFE R, H - +IRIBOBEREE (N
FEEATRS) 1T L a7 100mgl H 2 [FH%ET 1.4% (1,/74) . SHEEK (C0X-2 (256 L TR
DIRNIEZT 11 A RPEEZ « S50 T27.6% (21,/76) . 78R T2.7% (1,/37) Th-o7=%
NN T — 2 T =2 ) L S RESIC L DHE

3) D RIS DA
DHEFE 12 3,5 o [E PN il A Bk

ENTEM L= Y v~FHBE (G 12 8F) | 2 riEsiERs (G 4 M)
T kPG b3 D FEERR R ER 2 B OWERE T — ¥ AR LR, BE DB R ORHRIT,
L% 7 100~200mgl H 2 [FH%5-T 0% (0/759) . %FHREE (COX-2 (2t L TR IE
AT A FYEHE - 885 AD T0.3% (2/769) Thotz, F7-, BV v~F B8 (LM 4
TR KOVETRYERIEE RS (GHIM 4 B8 235 L9277 2R i SR 3
HERICIBIT DEEROMEFROREERIIE L 257 100~200mgl H 2 [F#5T 0% (0/675) .
FIRRTO0.2% (1/412) Thol-, 2. 2007 FOERM F TICEM SNk 1 F£F To
G R A2 R U7 EN 2R RRER 12 38k BV v~ ZEREEIE, EwmiE. H
HiEPHS, SUBBAEWRE R OWE - B R BE 25t 5 & L-RRRRER) OfiE T — X2k 5 &
ERDEESOFRBRIT, B aFxs 7 25~400mgl H 2 [F#H5-TO0.1% (2/2,398) THH, =
DHb, ELaFT 7 100~200mgl H 2 [FHFETIL0.1% (2/1,992) TH-72% . 512, BEF
i, JEBIEIEPHZ. SUEBMERRE (TR b G - 4EM) R OWE - R EE 5HIM
2 MR ZRIG s U=ikBh 8 SBROWERE T — % OEFH Tlix, EEROMEFRORRLIT L =
X7 100~200mgl H 2 FEFHE-T 0% (0/1,304) . FFEARTO0.2% (1/411) . xtHE3E (COX-2
Wk L CRIMEDIRWIER 7T 1 FHIHAK - 885FAD T0.1% (1/831) Thotz, Fifitk (5
I -2 A | AMER (RGHIM - 8 HIE) | thdite (FRGHIM 1 BT 2 [E) DOEFEZXIS
& L7ziBR 4 R TCIE, ERAROMEFEORBBUIE L x> 7| T ERROKREEE GEXT
2o RHEEE - ERAD OWTIOFRGZIZHRED bilkehoTz,
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QEFRERLOEY T % 55k 2 9 GLEAT—)

SANEIZBWT, BEL a7 ORBA Y —7 BT (RFIOZREXIIZE TIZR) OfEt
ZAMET S 2 RBRAER S, 2055 APC 3B (Bt RIGIRIEE 7 TBIRER) <Ti%. 3
EMOBFEHIMTIC 7 78R L, L afx s 7R ETOEGHMIEE (O fEFRIZK
DI, DMHEIE IR AE ) OFBLRICH BB e NGR— b, HEAFHIEE O~
TERIZHTDHEL IR T O Y A7 1% 400mgl H 2 [B#5T 3.4 (95%CI : 1.4-8.5)
200mgl H 2 [\ 5T 2.8 (95%CI : 1.1-7.2) Th o7z, 3FHOBEETAGEE O RERHIRT
X, 77 BRTIE0.9% (6/679), Bl a7 400mgl H 2 B4 5T 3.0% (20/671), 200mgl
H2[E#5C2.5% (17/685) T o7, —J5, PreSAP iR (KIGHRIEMEAR Y — 7 s FRhR
BR) Tk, HAEFMEEICOW T T BAR L iR L2FExt U A 7 1% 400mgl H 1 BIE5HT 1.2
(95%CI : 0.6-2.4) THERY A7 OHEKITRD biehroiz, 3EMOBEETHEER O RE
BHRTIT, 77 BRTIL1.9% (12/628) , L 237 400mgl H 1 [FH% 5T 2. 3% (21/933)
ThHoT,

E) AFNOARINZHELOHEILZ, LFoLB0 THD,

- B Y = F 1 100~200mg A 1 H 2 [FRO#% 575,

< BIPERIEVE, IEWAE, R RIMIEER, SUSBOEMERE, M - B - 100mg & 1 H 2 ERRO& G535,

- ot SMEB%. Ptk - MRl 400mg, 2 [A1H LAREIE 1171 200mg & LC 1 H 2 BEA#KEGT 5, ok, &5
RREIE 6 BRI EH T 5 Z &, TEAOEAIL. FIEIOI 400mg, MBI U TLAKIX 200mg % 6 BEREILL_ESH 1)
TROBET S, 72720, 1 H2RBETET D,
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VI. EPEEICEATSEHE

I EE2HCEEHHLAMRLILANE
RV TuT e F MY LKRM, YR T =S s F Y UL FARTRT =y ZhE
B O b B LA MOBIETDRET, RFOWMNCEEBBT 52 L,

2. EBEER

(1) 1ERELL - ERKF
tLraxv TR, TIXRUVBET R AR T TV /M ICEBRT DY utx v —8
(COX) D2 O2DT A VYA LTHD COX-1 LNCOX-2 DI H, COX-2 ZH|RNMICAEST S =
LICEY, PIRE - BURIERZ TR T EE X OND,

LD
7 7% IR
| | |
COX-1 COX-2
() ()
gy PRRICOX g | g BRINCOX2
© = © © =
<:]uu NSAID uu[:) <:]m rLa% T
TRAGT G TRRIT G,
LA © Rl | Jesieibtic : S - 0 |
MM AR
B B

COX-1 & COX-2 D7 X 7 BRELA L ONLARREIE 1T — I 72 5, COX-2 D FEHKE A HALIX COX-1 12
HEARTIEL . 523 FH DT 2/ EOE (COX-1 131 YA 2, COX-2 (F/NY ) M5 CoX-1
DIEEREGEAL VTR0V A FR 7 v b EMFFIEN DR MM EEEZHE L CWVWD, BEFED
NSAID D H /LR 2 3 L Feid  COX-1 TR COX-2 ICEHmD 120 B A DT X = @t a2 R~ L,
COX-1 } TN COX-2 Z FEBIRMICIHFE T 5,

—J, aFTTRIER - BIFRATH LB L a XTI, LRGN E &R 72 6 COX-2 1Tk
FEEAE BRI OB COX-1 ITHEB LEES (W VR RN EEZ A SR L0 5 COX-1 12Xk 5
FOBHFEITER VY, COX-2 12 LTiE, BLaFxs T oRAKRST I RENY A FRZ v MiT
AV, O FBHDOEZAF VL SI3FEHDOTAXF=UKROSI8FERAD T ==L T T = L kFER
BT5, 856128 Laxy7OL IR TDOAF T = = )LEEH COX-2 DBk D FLE A5 A AL
WCHFMEZ R T 2 & TRV EEEZ R T B2 TS, 2oL ickraxy7iE, X
HRAE AR AT IC K 0 Z RS LN Ic ST D 7

VI. B9 2 A o2



L a7 OCOX-2HERA T =X A

AFIVT = )VHEDS
BOKPEF ¥ AV &
74 b k9

iy ERH A

523D \
Avaf v ;@
TIERVEE N\

120fz®

el K \ \\f)“7 AN
\ \

. ANKYT IR COX-1&D 1200

\Y/ JAw TVE=

Iyt sy b
\ ANEYT IR

P ER A

(2) EMzERMATHHEBERAE

1) COX FHEEM
O 2 & ~ COX

(in vitro ) %3

L Z B R COX B L aF 7 0.001~100 u M T A > R AKX T2 0.001~100 u M Z HsA0
L., 7% RVBBIRINZ X % PCE, FEAEZfRIE L LT, KFAID COX-1, COX-2 {Zxf3 A
VR (10, ) ZEHli L7-, ZO8E. L a7 1% CoX-1 KO COX-2 % J& B R 7Y
WCPHE L., #NEND IC, HDO . (COX-1/C0X-2) XV COX-2 ZBIRAJICIHEST S Z &2
R ENTE, — . AV RAZ L T COX-2 ([TBINPE A R S 2o Tz,

YL axy TRERAS v FAX OBz B - COX-1 KT COX-2 1Z%19 5 FHLEEM

| COXFHETEME (TCs0, p M) COXPH 4%
FLH 2 b B COX-1 AL x B COX-2 (COX-1/C0X-2) *
tlrakxyr 15+2.4 0. 0420. 0066 360
A RAZ 0.82+0. 14 1.8+0.43 0. 46

ARl D BRI R O V- £ SE

* 0 COX—21T BT D ICsfEIT %192 COX-1Z BT B ICs - D b & 7~ d,
ICofli : 7% FUeE B L L= L& X OPCEFEAMMHI MR A & B

VI. EEhSE B9 2 IH B
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@t FHkRMIE (in vitro ) *©
COX-1 ZEFAVICHELT 2 v N BLEREEMIALME (U-937 k) KO IL-1 B Al LV COX-2
FEAFE L- v b ERAMES MM (CCD-27SK M) 1B L %27 0.03~100u M K OY
BEAF D NSAID ZEf S, 7 7 % R UBRIINC X % PGE, pEAE 2 #8542 & L T, COX~1, COX-2
WX A PHETE M 2 3 LT, F OfER. B L 2% 2 7 1% PCE, pEAE % 2 FE (R FRIIC PR L.
U-937 i, CCD-27SK flEIZ 31T D IC5 fEIXZEALE 4L 2800 L TX 91nM T, Z DLk 31 T

o7,

KA RAHT0.0001~0.3uM, ¥Z7 a7 =} Na 0.00003~0. 1 1M,
0% Y77 2-SRSY 0.01~10uM, £ 77177 =2 0.1~300u M,

FFuFt 0.03~100uM

b kMO COX-1 KO COX-2 (2% 2 PHEEH

Tl afx 7 ROEFEBELED NSAID @

COXBE.%(%‘HE (IC50b) N MM)

g Al COX-1 COX-2 égﬁ%iii%a
(U-937 M Ha) (CCD-27SK#H )

tlLaxs s 2.87+0. 44 0.0910.012 31

AV RAZV 0. 0026 0. 00041 0.023=0. 0016 0.11

Pr 07 =) I Na 0. 000660. 00012 0.001120. 00012 0. 60
¥ Y a7 = -SRSY 0.021+0.0038 1.5+0.41 0.014

AT Ta T 7.3*+1.8 11+2.1 0.66

FrE xR 0.447+0. 050 3.5%+0. 39 0.13

a) B¥ Y a7z F Mo AORFHEEY
b) TTF RUBEIE & Uiz & & OPGERE AT dh#i2s & F
c) COX-2128 1T B ICsfE Iz %t 5 COX-112 31T 5 I1CsfE D bt % 7=,

5[] D FBRAE R O V- £ SE
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@7 v b 75 =%

Py —
ZEX

FE T

HITHE =N L ARIEFERO 2 FREFTIcEL a7 0. 1~10mg/kg Z HEROES L.
RIEFHH O 3 Kiftk, COX-2 ([ZH KT 2 RIE R FTD PGE, & & & O COX-1 ([ZH¥KT 2 H KL
D PCE, G BABIE LT, FORE, ELaxs TIIREFHR 2 HAMCHER OB T 5

Ziizky, =X

FENB IR T PGE, & B & M EAK AT S, EDso 1T 0. 72mg/kg T

bol-, —7F7. BHHAET PCE, & Bk LTI 10mg/kg £ CHELRIMEER 2RI o7
ZEMBH, BLadx T C0X-2 BRI ET S Z LR sz,

725
40
i il
3
g
N
on
& 204
]
N
m
(4]
(=W
10 1
0
st

2) PLRIESE

Ty NI T =R
FEN S OV #Lf% H PGE, |

(2R

0.1

M)

1

Fk

3

*%

10

—

L a¥% Y7 (ng/kg po)

% n=6, FHHEESE

g =
ZE R

TET LD

T oELaxsTOEM

pGEzﬁ (pg/mg)

400

300

200

100

L

(H HLREA)

0.1 1 3 10

L 2% 7 (ng/kg po)

#% : p<0.01 (Dunnett DL E LK E., vs IBELEXTREE)

QT v b TF = FEREFEEET LY
L a¥x o7 ROBEFD NSAID®0. 3~30mg/kg & HiEE A& 5 L7z 2 FEflfzic, 75 =
VRO RBRKRICRIEZFER LT, £ 0 1 % O R AFE & &K OVE Mk PCE, & & 4 HIl &
L7z, ZTORER, WTFNOHEK G H T 7 = @i 5 2 R i o HERE O &R 512X &
PERAE T & D S IE 2 H B ARSI U, FEE B MR O PGE, & &4 A B S+

7=,

KAV RAE Y Y/7uTdxzF 7 Na, axy7a7x Na
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Ty NATZ = UFEREFEE T VST D

T L a7 ROBELED NSAID O V%8 & O PGE, P& A Il /B

1.2+ 10 129 1t 10
= # mEAT 3] At Ol |
= WreE, | g - 14 . W, | g
i) = i) - *
j - -
2—; 0.8 = § 0.8 L&
= B — ) = * o
?g 0.6 3 ﬁg 0.6 x * Ir R
Sﬂ - & ﬁi b * « L &
— 0.4 = — 0.4 * * =
= - i
#h wh o, * 2
7= .0.2- 7T 0.2
g I i ) ] i * a1
0 - 0 - 0
EH s 03 1 3 10 30 EH W 03 1 3 10 30
t L ax ¥ 7 (ng/kg po) 4 Fx% ¥~ (ng/kg po)
= —10
1.29 # 10 1.2 o
::E\ Al # OiwiE | = 4 . Clephs |
1 WPGE, | g . 14 # WPGE, | g
o iz | a iz
H";‘ ] 3z o i - =
%& 0.8—_ & ;g 0.8—_ , 6 '\T\
%‘ 0.6 3 % 0.6 . * - &
IEAJ 1 A ] %4 [ . s ME
j:? 0.4 ~ j 0.4 * * L.
- - S
7~ 0.2 E; 0.2
14 1 . i
0 - 0 -
EH @ 03 1 3 10 30 EH oW 03 1 3 10 30

Y7 a7 x ) 7 Na(mg/kg po)

% n=8, W¥JELSE
## : p<0.01 (Student ® t ¥iE. vs IE7EE)

o ¥y 7ua 7 x “Na(ng/kg po)

% : p<0.05, *%:p<0.01 (Dunnett ML EILIMIE., vs AP HREE)
RAMEE A7 = &5t &5 SER%ORERMDE
PGE, & & : AL HE P O PCEIREZNE L, BHEH -0 oRICHE

@F v hT7TVany NEfRET LW W
TYanNy ML DB AEREKL 15 HENLSELaX T T 0. 1~3mg/ke/ H K OEESFED
NSAID®% 1 H 2 [B] 10 HEER DL L, EASEKEGBRAOT Y any MNERGRED
RREZWE LT, ZOME, WInd AEEFEOICBESIRIEIC X 5 R M L7,
XXy 77z Na 0.12~3.Tmg/kg/H., 4> KA X2 0.01~1mg/kg/ H
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Ty b7 VanNy NEEIRETVICEBIT S
L ax T KOO NSAID O fEARHIHI1/EH

(mL)
##
==
3_
7} * *
Rood 7 7
%
Fit
1_
0
IE% W 01 03 1 3 012 037 12 37 001 0.1 1
lLaxiy7s a3y 717 Na AVRRAZ
(mg/kg/day) (mg/kg/day) (mg/kg/day)
tlraxy 7 oY 7u 7 = Na AV RAZT Y
84% 63% 83%
R i 0 ) =
=l (3mg/kg/ H) (3. Tmg/kg/ H) (1mg/kg/H)
EDsofiE 0. 42mg/kg/ H 2. 1mg/kg/ H 0. 18mg/kg/ A

EDsoflEl : MEARHNHIZE L v &H

#%n=10, Y¥fE £SE

## : p<0.01 (StudentDtfRiE. vsIEHHE)

% : p<0.05, #k:p<0.0l (DunnettDZLHLEHMRE ., vsWSHEE FAHE)

3) BEIEH
Q7 v "B 77 =rFERmEREET L
HITF =N K DB RIERR Lz 4 BRZICE L ax v 7 R OBEFE D NSAIDH0. 3~
30mg/kg & H[EFE Q&G L, 512 2 B ICRIE S IR FERM A2 5 2 O RmBEE %
HE LTz, ZOFER WT oK &K E 2 FEZ IS W THEERTFOZREFIER 2R L,
Fio. [FE—8D 65 5 L7 MR IR & O #i#E 1 o PGE, & & & b S ¥ 72,
KAV RNAEY YVruadzF U Na, axy a7z Na, 7okt
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(%)
75

25

Ty M TFZUERFREREETVICBIT 2L X 7 R OEEFED NSAID OfEH
URIERE]) IREBVREREZ 5 2 ThH BB L Z R T F TORRE () ZHE

T

otLaxy7s
LA P A
OJ7u7xF7Na

m *~0¥%Y 707 xNa
m.” % s Fr7TuFxt s
&2 . - #n=10
® 0 ~r?fmn. +SE
0.1 1 10 100(mg/kg po)

EERsRA L ST KN
EDsofiE R
1T o #nik A3
(mg/kg | _
) BoObNT-HE
(mg/kg)
lraxv 7 0.81 1-30
AV RALZ 2.1 1-30
7=} 7Na 1.3 3-30
o¥%Y a7 xNa 1.6 3-30
Fa Xt 2.8 3-30
WG p<0.05 (vs EIEHREE)
Dunnett® % 5 LR E

O AR PGE, & ) JE MBI O PGE, IRE 2 E L, EMfkd 72 OBICHE

otLaxys
=AY XS
*Ys7u7xF7Na
+0FxY 707z Na
¥F7uxtrs

#n=10

RRSIER

100 (mg/kg po)

B 7 AR i
PGE, & & D/ 78

BOLNTHE (mg/ke)

traxyr

A RAZT
vr7ua7 =} 7Na
u¥xY 7 a7 xNa
FraxtEr

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

W Hp<0.05 (vsiaBEx FRAEE)

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

(%)

| i e E e e R
%

100 ===
i
it
i | I N ) | —

PGE, ~ otlLa%ky7
= LR AT T
=) oY 7u7x%Z7Na
?Ill 0 0%y 707 xNa
, FFTaFty
Im! #n=10
;%:“ ¥t £ SE

_50 7777777 g G e J
0.1 1 10 100(mg/kg po)

Dunnett® % & Ll i €

B N R
PGE, & £ DD H3

BOLNTHE (mg/ke)

traxyr

A RAZ
/a7 =z} 7Na
uXxyY 7u 7 xNa
Fraxt

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

WP p<0.05 (vs B FREE)

Steel B iE

VI. HZNHEBUZRE+ 2 HA
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@7y b7 Y any NEfgET LD

T2y ML oBEiRFEEL 15 HADLEL X7 0. 1~3mg/kg/H, ¥ Y 71
7 x> Na 0.12~3. Tmg/kg/H. 4> RAZ 2 0.0l~1mg/kg/HZ 1 H 28 10 HERE
BOEG L, RKEREERIC, MREBESKEOREL LTT Va3 FIEERG RO RIRE
i 5 [ERHIC X 2MIBEEZHE LTz, TOME, ELaxs 7 1 KO 3mg/kg/H, v
XY a7 = Na 3. Tmg/kg/ A OA > KA H v Img/kg/ BICBWT, REBE A2 A &)
D[RR E D S BT,

WEIGEL © 7 ¥ 2 N MR G O RRBEETH A 5 BRI 5 Z LI K VBT DR A
33

Sy hTVany NESIREFTNVICBITAEL 2% 27 K OBESED NSAID O 84537 /E A

*¥

l .

I *k

## ok
@) ]
5' - gD~ Ao o O AN T LA - XX
4 . o A IN x x
Wi 3 . m om A X X X
&)
&2- o o o At x #4 : p<0.01
11 . o o 00 A X (WilcoxonDENFIEE., vsIEH &)
0- 5 - .
E% ## 01 03 1 3 012 037 12 37 001 01 1 *: p<0.05
tlLaxy7s o¥y707x/Na  AVRAZIY *% 1 p<0. 01
(mg/kg/day) (mg/kg/day) (mg/kg/day) (Steel B 7E YA St R
ee BRI, vsiAHER FRHE)

Bt A RIS 350 5 5 18100 B 00 i B WG H, SRR I 10 100 o sl 2 T,
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<BE > fREVER

F v FIPSHEREREFFETALEZHANT, Tl ax 7 0.3~30mg/kg K BEEfE D NSAID*
DFFEE R 2 384l L 72,

LPS 1T K 2 FEVEGE 5 P12 ICE IR 2 E U TIRIR L5 2 iead e . &340 2 BERk 0 #&
HL, &5 2KHZOEREZIE L, TORE, Wb LPSICX > T ER L2KE
HEEAICIRT S, EVVERZ 7R LT,

¥t L ax 7 0.3~30mg/kg, |~ KA XL 1~30mg/ke.

v/nu7=xF 27 Na0.1~3mg/kg. £ 7717 = 1~30mg/kg

v FLPS BHBRIEE FHETVICBIT S L X2 7 R OBEIFED NSAID O fFEEVER

ol B R B L
MHINFED 5Tz
KEA O &
. A T (mg/kg)
% " TLaxs s 1-30
i LU RAET Y 10-30
1@ Y7 xF 7 Na 1- 3
g 40 |47 FeT= 1-30
)| 3?5?1\:;?/ W b p<0.05 (vt EE)
H 20 Sl U S T Dunnett % H HLBAR E
: *{7Fu7 2y
o ﬂ’]zfiﬁ +SE
0.01 0.1 1 10 100 (ng/kg po)

4) MRS R B EH
D7 > b HRGE 0 10
v ML adxs 7 1~200mg/kg K OBELF D NSAID®*Z H [k 0 #& 5 L, H O REEGE 5
BOAEZBIL LIz, 72, T2 COX-1IZHKT 2 HHMkT PCE IREZHE L7, £ OR
R, BLax o7 CIIEREGEIIRO AT, BT PCEIRE LA ERE(LITA L
o le . EOMOIER TIEOT IS HEEKFOICE ARG FREEI M U, R
W PGE, IR E &) &8 72,
WAL RRAZL L 0.56~16mg/kg, 7¥ Y 7117 =2 Na 0.3~100mg/kg.
v/ m 757 Na 0.3~100mg/kg, 77 12¥E 2 0.3~100mg/kg
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Tl ax s 7 ROBEFED NSAID O BRIz 3+ 2 /EH

QR Sy

AP G- 5 BRI, HAREAEIC 2 b5 HlBE, OV A OF 2 #1452

(%)
100
w80 otlLaxys
H {2 FNX TV
Hi <~¥su7zF7Na
’1{% 60 A 0FY 707z Na
% st Tuxrty
3
jfﬁ: 40 %n=10
o X100 B 72
20 RIS =S BB O
HEERT
0 Ll 25 n v v ol
()L 1 10 100 1000
(mg/kg po)

('H #H5% & PGE, 2 %)

HFI G 5 Wi, HA8ET O POE,IEE A FEIAEICEVHIEL., BHBERH-V OEIC

A
(%)
100
90
80
70
60 &-\L N\~
"
g S0 T o kLaxvy
% 40 A A
h ~Yr7u7xF7Na
30 X wn¥y7u7zNa
20 ISR~ iy, 7 o A 4
,,,,,, %n=10
18 i FEyfili £ SE
0.1
(mg/kg po)

HE 72 B AL PGE,

TEE OB PRD 5

N &AM &
(mg/kg)
A RAZT YV 0.5- 16
a7 xF 7 Na 0.3-100
%Y 717 Na 0.3-100
T7uxtr 0.3-100

W Hp<0.05 (vsImEx REE)

Dunnett® % 5 L E

VI. 3P BIT 5 A 61




@7 v b/NIGREE 1
Z v MZE LV ax 7 1~200mg/kg & OWELF O NSATD® 2 Hi[alEE O F 5 L /NG (- —F8 15
ZefG M ONE ) ORSEEERBLOAMEBILZ LT, TORE, B L ax o7 TG
EEITFRD G R Do 12D, ZOMOIEHFTITVT IS HBRAFAIS /R S E R B R
HEEIN L 7=,
XAV RAZ T 0.56~16mg/kg, =¥ Y 7127 = Na 0.3~100mg/kg.
/a7 =) Na 0.3~100mg/kg, 77 1%+t 0.3~100mg/kg

L a7 KOBELED NSAID O/ Nk %4 A 1EH
HHNBEG- 3 HigIZ, 8B, MEOZEL, BE. HiiEONE AMEEE. BE OB K OIEKOA

I 2 81 5%
(%)
100+
- blLaxy7
80 O-AVFEAF T
N —A- O¥FV 707 x> Na
7] - Jsu7xF7Na
i 60 - FTUFEY
g
i #%n=10
5 407 X108 D7 Y D
B PR L S R B >
% HEERT
20 1
0_ =l dateb s mslret=Nshiib] LERELIL R BT ) | LESU S R |
0.1 1 10 100 1000 (mg/kg po)
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5) M /NRAEERE I XT3 2 1EH

DF v b (ex vivo ) *©
v MMzl axs7 (1, 10, 100mg/kg) KMOA > KA KX v (Img/kg) % H[AIRE O£ 5
L 7 RE D i/ MBS REIC 3T 2 52 B A it L7z, A 3AI S 3 RffzIC, 7> P X OEIL7Z
KIEMZ N T DAF ) 73T TRPEL, EEASND TXB, B HE Lz, TORE, L
ST X TXB, DFEAINTHE L RIES T AV R AKX X TXB, DFEA 2 H B I ZHH LT,

Ty MLUKIZEBIT 2L axs 7 RS » A XD TXB, FEATHIEH

(ng/mL)
3004

+
++

250

200
2
150

T

RS

#n=6
Pt = SE

il

100 sk

50

0

I 1 1 10 100 (mg/kg po)
AVRAYYY wlLaxyT
HVYIDAF ) T AT

%% : p<0.01 (Student ® t #&E. vs WA LA F ) 7+ 7 WLBREA I FREE)
##:p<0.01 (Student ® t FRE . vs BT AA A ) 7+ 7 FEMLBRYR I ot BARE)
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@t FEMMM /L (in vitro ) @47

fEEE R A D Z /R (3X10°f#/ u L) ZHWT, ELa% 7 0.3~30u M L OBEFED
NSAID* D IfL /INREEEE N %9~ 2 52 B & F it L7z, S ifi/ MR o 7 S £ 3 A) 2 i n L C
5o GE,. TI9x% FUm 10pl %L TI/IMRESEZFHI L, Z /Mo % i&

Kb /MEEEREE R Lz, TOME, TLax 73, BEAEICBIT A Mg

B 3. 1uM T 7% FUBEHRIM/NREEZME Lotz ZOMOEFNIL, 5K A
B oo I e R RS A G To PR BE R T M AV B R AE AL L N EREE A 4R L 7 10,

A RAZT L 0.3~30uM, Y7 a7 =F 27 Na 0.1~10uM,
0¥ Y77 2-SRSY 0.3~30uM, £ 7727 = 3~300uM

b MREEREIZ )T B L 3 o7 K OBERE O NSAID O {fEf

100[ = === === === === === o
O tLaxys
7 AR
5 80 O Yru7:HNa
:\I:: 4 0% 70727-SRS” 5 70 ML Ok
% ooF i B 0 7R
% -1 W & LT 5 HEH
'i{é S {t+SE o fiE
A== (ul)
i A RAZ 0.3-30
gm 777777777777777777777777777777777777 vru7 )7 Na 0.3-10
E: o% Y717 x-SR 0.3-30
. ‘ , fAT77Ta Tz 10 -300
Jor 01 1 10 100 1000 (z2M) WT D p<0.05 (vs A LETRREE)
SHE 1 Dunnett 0> %% B LLEF E
e PR B S U B i e g T HE 7 M R R D
S BN=7) o —Jis
® Al B A 5 (ng) SEEE () ETHRD S RE
vLraxy s 200 3.1 —
A RAR 25 2.8 0.3-30
s a7+ FNa 25 1.3 0.3-10
n¥Y 7 a7z Na 60 3. 4" 0.3-30"
AT 7Tz 200 80 10 -300

a) B Y Fu7xrF Yy AORBTEMEY
b) m¥ Y717 =-SRSY L LT OWE
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6) BEHICE T H1EM (in vitro ) *®
BB R E R RO EFIcELaxs 7 0.1, 1, 10uMZHMEZ 7T HBEA > F =
NR—Ta L, WERBICRT2EEERHFLZ, TOME, BL a7 3#@ES T
b7 T ATV OEREREL, 2BEIHITLZ LY, e T AT YD
BEFEZHNS ST,

ZE TN 1k B Hi i B R SR O #RE ekt 2B (in vitro )

TOFATIHDERK HLLARINAETOTAITVH DD IR
(mmolh/g) (%)
15 . 12 -
_ 5
110
* * o 4::;-
SO*; 10 @J T g
) @ W
Hl * 7 6 —
D) 3( Y
. b Vi
}i‘\ o # v 47
it
B 2+
%
0 T T T T 0 T T T T
avha—)v 0.1 i| 10 (M) arypa—)\ 0.1 1 10 (M)
tLaxsy7s traxy7s
BIOFATIH DR R W7OrA7VhDERE
(%) (mg/g)
7 7
) D)
a a 40 I T
¥ 7 ¥ B : '
b J 30 :
7 a4- 7 1
1 1 *
) ) w —:
v v #
: 2 =
?%{ =)
0 T T T T 0 T T T T
avba—L 01 1 10 (M) avba—y 01 1 10 (xM)
Laxi7s traxs7s
—O— EHEAMERY (n=6)  Mean+SEM Wilcoxon #5&
—A— BT (0=1)  Mann-Whitney Bt *: p<0.05(vs T RI—LEE)
—{— E# 1k (n=4) #: p<0.05(vs IEH#AT)
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7)) —a—F/uRREEE O Y

~ T RZE L ax 7 500mg/kg K OEELED NSAIDH & = = —F 7 & o RHLEHI4 % OF FH B

B 8 E U, WIAAPERE SRE PR OB L OB O 4 # 5% 8 MEl & Tl Ay

B LTz, S6ICEE% 24 BERICH T 2R A MR L, BIITEREE, 5fE ks

FOFEEICHONWT, TNENEREIEH - ORFKEZ KD, TOME, FLafxs T

FWFho=a—F/ n U RHEE S OJFHROFEGICEBWTHKEFRIEHNZ ST

B G BN T2, BEED NSAID* ClE =2 —F% / o VRHEE & OO RS

IR DIRBEFERIEM., SR A LN,

X7 2772 200mg/kg. A ¥ KA X2 500mg/kg, F 7 2%t 500mg/kg.
oY 71m 7 x> Na 500mg/kg, 7 17 7 =} 27 Na 500mg/kg

MW ) XY 500mg/kg, B AT FH 01, 000mg/kg. 7 X0 1, 000mg/ ke,
LR 7 ad¥H4 0 1,000mg/ke

TLaxy T ROBEFEDONSAID & == —F ) o U RPLE K E ORI X 28R EH

R VAR I
| A A oAxAvaXo | vFarvaxyu| LRTZTeXRY v

500mg/kg 1, 000mg/kg 1, 000mg/kg 1, 000mg/kg
CL N L CL TN L CL TN L CL TN L
Tlraxv T 500mg/kg 0 0 0 0 0 0 0 0 0 0 0 0
Tz T T2 200mg/kg 6 5 6 6 6 6 6 3 6 1 1 1
A RRAE 500mg/kg 6 4 5 5 5 5 5 1 5 0 0 0
FFuxt 500mg/kg 6 6 6 6 6 6 5 2 5 5 2 5
o%Y a7« Na 500mg/kg 0 0 0 2 1 1 0 0 0 0 0 0
Y7 nu7 xF 7 Na 500mg/kg| O 0 1 0 0 1 0 0 0 0 0 0

66 & 7- » OFBLIEL CL : FAIfRMEyEst, TN : SREMERE . L 3BT

(3) e RFAIFMER - KR
MY ER L
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VII. EMBREICEY SHE

1. MAREDHRS

() AE LG OPRE
MR L

(2) BRREBRCTHEESA-MPRE
fEFER N IC 31T 2 A EhRE
DHL[A]# 538 1
fERERR N 5 2 36 B (20~36 7%) (2. AF 50, 100, 200, 400mg Z ZZfE T HAMIRE O &5 L7z
& & MR REIERGK 2 FFR IR m P RE (C.) ICEELR, K 5~9 RpfH o
B (i) THERL, Cu K ORI EE — e dhfR N (AUC) (I M E THER XV IK
WHRT B R L7z,

fEER AR LIt L ad v 72 EE THEROKRE L&D
M E P R ARIR B} VSR BHRE R T A — X

2000 -

I -4 50mg(n=36)
i k --0-100mg(n=34)
45 —A—200mg (n=34)
72 1000 [ >
1t —0O—400mg (n=34)
*® F34ti+SD
(A‘{ 9]

JE

0 1 8 12 24 36 18(h)

¥ b1 ]
= % Thax Crrax tie AUC, AUC; ¢
(mg) (h) (ng/mL) (h) (ng * h/mL) (ng * h/mL)
50 36 2.1%x1.3 286. 89*=100. 39 5.3%t2.4 1537. 60+ 534. 39 1631. 44+ 540. 19
100 34 2.2+1.4 552.59+212. 15 6.7%£3.2 3329.88+1147. 26 3428.92+1149. 84
200 34 2.1%0.9 814.81%x303. 04 7.8+3.5 5666.04+=1701. 05 5832.32+E1674. 54
400 34 2.0£0.9 1296. 49+457. 68 9.2+4.1 10430. 72+3600. 74 10788. 73+3793. 44
AUC, : e M BLIIRR i & C oD A AR AR 28 b (A i JEE — IR D bl 0 v A S £ SD

AUCsyp + MEFRIF[A] F CHME L 72 B oA 28 AL (A5 B — e i st M T i o

1) AFIOEKRBINTZAELOCHEIL, LT LB THD,
<Y U~ F - 100~200mg & 1 H 2 FERA#KET 5,
- BIUMEBAEAE . MERAE. R ROMIEPRSE . SHSBUREMRE. M - BEEEZS ;- 100mg & L H 2 [ERR OS5,
- Fifitk, SMEZ, TRt - FIEIO A 400mg, 2 [B1H AR 18] 200mg & LC 1 H 2 R N#EET 5, 72,
B GEEIT 6 REFILL BT 2 Z &, WA OBHA L, FElDA 400mg, HEIZIG UCLARE I 200mg % 6 KEH]
EHFCTRRAEET D, 72720, 1 H2EETET D,
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Ol T EETa=
fBERE N B E 35 5l (20~40 %) 12, Al 100mg XiE 200mg Z BHEEHRROHFE- L, 7 A
DL 2 BE 2 FE D 7 1 A A — N —1KIZ X 0 ARH) 100mg % 1 H 2 [A] (% 200mg % 1 H
LE, 7T HMAE#EKERARLG Lo, WEPREZ., WTIhWoHELXOCHEIZENTHE S
THHETICERREBICREEL, $7o, KERGICE2ERETRD ONR o7, BHFIK
REICB W T, 100mg 1 H 2 [ERAFE L 200mg @ 1 H 1 [BFE OGO REA 2, 4T XA
TFEUT 4 IXEMTFICFRE CTH - T,

EERABHEICE L2 72 EBEROKRG L XD
M PR IE B R O ENRE R T A — &

Wi [ ¥ 5.5
N UL 1)
T
Lm
"ﬁ 1000
* —B-100mgHL %5 (n=17)
z ——200mgHi [l - (n=18)
yé T4li+SD
¥ 500
it
B
o —L—L A
0 4 8 12 24 36 48(h)
G- 1R
(P 5-7THH)
(ng/mL)
1500
il
?ff 1000
* —B-100mgl H2[#%5-7HH (n=35)
2 —0—200mgl H1[A4%5-7HH (n=35)
u.’: TI4l+SD
[ 500
i
3

i,
0 4 8 12 24 36 48(h)
B B Y
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RAEEOHE, | #l Thax Chax Ly AUC, gy AUCyqy AUCipe
M H e (h) (ng/mL) (h) (ng * h/mL) (ng * h/mL) (ng * h/mL)
100mgEE A5 | 17 [1.9%0.8| 573.92+121.21[4.1%1.1|2353.19% 562.70|2702.62+741.05 |2739. 05+ 797.11

100mg 1 R 20 35 [1.8£0.8| 607.35%£122. 06 — 2651. 84+ 781.35[5032. 83+1407. 54 —
FERETA A
200mgEAEI ¥ 5 | 18 [1.9%1.2] 1182.24+295.62(3.8%1.0|4735.96+1392. 67 | 5332. 01 +1748. 39 | 5392. 60+ 1820. 69
200mg LA 1121 35 [1.9£0.8| 1107. 75+258. 13|5. 5*+2.4|4663.37+t1431. 75| 5142. 67+t1670. 91 | 5305. 81 £1767. 90
KEH57TH B
AUC;,p » MERRIEFA] & CAHME U 72 4 o AR 28 b AR IR B — IRe (] b 8 T i P EEEESD, — @ BHET
1) AFIOEKRBINTZAELOCHEIL, LT LB THD,
BV v~F : 100~200mg % 1 H2EIR A 55,
- BTMEBAEAE . MERAE. JERAMIE RS, SHSBUEMERE. M - BEESZS  100mg % 1 A 2RI N 5T 5,

- Pk, SMER. k% - #IRlD Z400mg, 2B H LAREIX1EI200mg & L CLH2EIR AR G35, 72, &5
MRIZ6IRILL L id 5 = &, WM OBAIE. WIEOH400mg, SHEITNG U T LREIZ200mg & 6FF LA &> 1
TRA¥kE5T5, 72720, 1H2[EFETET 5,

Q) HhEE
EE R L

(4) BE - ftREOEE
1) ﬁ%@ﬂ},’rﬂﬂ 50)
fat e A Bk 30 B (20~30 m%) |

#% (¥ 500kcal, ENG&AH B 20g)

2 BH L7228, AUC |

. AKHAI 200mg &7 v A G — R—IEIC LD ZEE T ROE
CHERAO®KEG L&, ARKRERO CW, X 1.5 %
A T IR o T,

Kbl ax 78 I[VTRS]
EHLDA L HE 2—

TR BR 2 FE L T\ W=, ERIR R B i
T =255 H LT,

(1l 2l RRAREE AR o
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PERERR AN EICE L a7 200mg 222 T L IFRRICHREIR ARG Lz E D
(3 ARG AR E S O SR BN T A — X

a) BRI T EIE90%E X [H]

- fREET

AUC, : H BLRINIE i T o0 I B P R AR (AR E — B ] b B 1 B
AUC; ¢ = JEPRESF[A) & THME L 72 if 48 R 2 AL A I BE — e ] ot o T 1

) AFNOARBINT-HELOCHEIZ, UToLBYTHD,
- BHET Y 7~ 1 100~200mg% 1 H 2B #5345,
- EREBIEE, BURAE, BRETAS. SUSRBOEGRE, i - K 100mgZ 1 A2ER OB LT 5,

- Bk, SME#%, Hhktk : HIEIDA400mg, 200 H LAREIEL1EI200mg & L CLHZER OG5, b, &5
MIFE X6 LA BT 5 Z &) EAOHAIE, 1EI0DFH400mg, BTG U CLAR:IX200mg & 6MFE LA & 1 F

THREAREGT D, 7221,

2) BFREOZE

1A2EETET 5,

[VIL. 7. AAER ) OIS

(ng/mL)
1500~
— TS (n=30)
—O— 221 F 5 (n=30)

i T {ti+SD
5"% 1000
H
*
-,22
1t
&
}f 500| M - -\ -

(Lo, - -

0 4 8 12 24 36 48(h

B3
o Thax Crax T AUC AUC; ¢
S %k N ; !
(h) (ng/mL) (h) (ng * h/mL) (ng * h/mL)
ZENE T & 30 2.6x1.2 767.79+£257.03 9.5+x4.8 5228.69+1782. 88 5423.51+1789. 17
P EA 30 2.2+10.7 1142. 00£300. 55 4.5+1.4 5838. 58+ 1853. 45 5926. 59+ 1866. 93
"G/ B — 1.53 — 1.12 —
Z2 i T e 5 — 1.39-1. 69 — 1.08-1.17 -
S £ SD

XL ax 78 [VTRS) KRR ZEH L TWRW2, BKRABRARE T 2 B#IL e %
EEMHOAL v F Ea—T 4 —AnB5H LT,

VII. #¥EhreizBa9 2IEH

70




2. EYEERY/INT A4
(1) A%
B Y v~ F BE RO EEE B 609 o, AHK| 256~300mg % 1 H 2 [0, &% KEHK
L7 xoMmMEREEM 1,160 SANE L7, EFWRELIEL T 1 RIRIGETRZ &1 1-
AU RN—RAVNETFIVEMER L, fi#r Lz oY,

E) AFNOAREINT-AELOCHAEIR, LTt Ths,
<A Y U ~F : 100~200mgA& 1 A2 O# 5%,
- BIAERAEE, FESRAE, T8 BRI B, SHE RO AL, i - RS - 100mg & 1 H2[EE 575,

(2) WRURE B TE #1
1.62+0.275 /W5 (EEIMEESE) : BIE U v~ FEE R OERAERBIEIE RS . EHRE

(3) HEREEEH
0. 088~0. 192/M5R « fdtEERR A . HA[B[#E O£ H.pE 10 1D . 500 52)

4 29IVF75UR
21.2+0.551L/0F[ (CE¥fiE £SE)
R ) v~ F B R OE BRI EE RS . ERkee, fo &by

(5) R MAEE
335+33.5L CEAME+SE) : Bt ) v~ FE L OEPIEEBIEE RS . EHIREE, R OGm )

(6) ZDfh
MYER L

3. B&EH (REalL—Lav) @

(1) B4 %
M PERHR L

KL axv 7 TVTRS) BERABREZ EE L TRV, BRI T 2T e
EELDOA o HEa—Tr—2nbEH LT,
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(2) NS A—SZEHER

BAfi U 7~ FBE R ORI BIFE B (236 1T 2 B e Y

BEEN U 7~ F BB N OV TEME R BE R E BB 609 1) (B¢ 116 #il, %tk 493 B, 23~94 %) (2
AH| 256~300mg # 1 H 2 [\, BB KERL L- L &0 mMfEh R 1, 160 4% A7~ REEE 3
WIENREFRAT OSSR, EFIRREBICB T 5027 U T T A (CL/F) RO D434 7548 (Vd/F)
ORHEMEY) (EARRZE) 1X. #HFh 21.20/h (K9 42%) KOV335L (B9 77%) L HEE X
Nie 72, FlHOMKEIZCL/F O, MIET7 VT I UEEIXVA/F OLEFEK TH D LHERS

iz,

B Y v~FHBEH D WVIXEEERBEESEESE ICE L 2% 7 25~300mg %
lH 2 EIKERAOKE L XDEE 2~12 B BIZHB T 5 Ef R (IR E

10000+

1000+ 3

1001

I3 i BE (ng/mLL)

101

4 300mg1 H 21l
© 200mg1 H 2[n]
0 100mg1 H 2/
A 50mgl H 2/
o 25mgl H2[m

*

5] (h)

) AFIOABS N AEROCHRIL. UTFOLEY Tho,
< BAR Y U~ F 1 100~200mg%& 1 H2EIR A% 5+ 5,

48

- BMEBIEE, MURAE. BRIEERZ. SHEBUEGRE. B - RS - 100mgZ 1 A2 OS5,
- BTtk SMEL. % - FIEIOA400mg, 2[F] H LABRIE1E200mg & L CLH2ERAE G5, 2k, &5
IR IZ6HERICA B 1T 5 2 &, THAHOEAIE, IR0 Z400mg, SFIZ)G U CTLAREI$200mg & 6B LA L 3 1)

TRAFKE5T 5, 72770, 1H2EIETET 5,

ML aXx 7 [VTRS ) IZEERRZ E L TRz, KRR BT 2508355

EIHGDOA L A a—T+— 2053 HLT,
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4. TRIR

(1) "AFT_ALFEYF 4
LR L
<BE> (Tv b, 4AX) P
HEME D » hHEMEA IR L, BLax v T O NNA AT XA T EV T 2 IZ RO EBY TH

27,
tlax 7RG NAAT ATV T 4
HEMEZ > b 2~10mg/kg 83.6~108. 3%
EMEE? 50.9~ 69.0%
T . 1~10mg/k
REREA X PMEEY mg/kg 59. 7~ 85.0%

a) IMIETREARDE KD B MEK (extensive metabolizer)
b) MIFEFRERDOIE R DB VEA (poor metabolizer)

(2) WULHE GrEAT—2) Y
TLax T ORPNRIANATEH D8 REEEE LTRSS N RIS TOZR# 22T,
PP SN AREH I T XTI 20 LTSN b D TH D LIET D & EFERA
FYEC M-t L3 X o7 300mg & HEHE ARG L2 & & ORKOETHDIMRLL, e b
(2R DWILHRIT T3%FEE LH#HEE S D,

(3) WRUTEBAL
GBI L
<BE> (4 %) P
A XD+ 5505, R OREEBICESEE L 3% 7 10mg/kg %5 L1~ & X O % 24
i T oM PR — R R T A (AUCy,) 13X, Wb RO EGRE L IZIXFRBEOME A
AL, WIS LeGa b RREOEE TR S vz,

A XL a% o7 10mg/kg R OFG IXHEILEARG LEEZD
Tl akx T OEYENRE T A —H

. Crax Thax AUCy4p
bR (1 5/nL) (h) (1 - h/nL)
o (5W) 1.62%+0. 36 0.688+0. 277 10.3+2.0
+ 5 1.46%£0. 20 1.13%£0.63 9.69+1.57
ECHN 1.06+0. 21 2.25+1.92 9.37240.97

iR 0.789+0.118 8.50+2. 02 10.0+0.9

n=4, FHIfEESE

Ml axo 7 [VTRS) FERRBRZ M LT\, BRRRBRSGREIZ BT 2 ftsid e s
EHEHDOA U F B a—T 4 —AnB5H LTz,
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(4) JEHTIEBR
U ERR L
<BE> (T h)®
7wy M-t L a7 2ng/kg ZHEIRNOKREG L L S ITHB ORI Z0 08T ~ b
O+ THBNICKRE Lz & & 5% 48 B £ TOMEITH (20.9%) KTIRT (2.3%) ~D
PR DR E b EG LB T OBSEED 23 1% P HRINEND Z L3RI S
NWic, =5, T v M-k v af 72 HERAOKS Lz & & ORI RAE (LRI
SNl e, REMKE LTUIBIERE L2V D LB X bV,

5 o

(1) % — P E B
MR L
<BE> (T 1)
BT v MZ Ve L3 o7 amg/ke & MR DB L7z & & | RO HORAEIR I (4 5% 1 05
PR B R L. YR ORI & MR T o 7o,

(2) Mm%—RREEEAMEEME
MM ER e L
<BE> (Tv )W
TR 14 BBEDOT v M-t ax 7 2mg/keg HEIRAO®KRG Lz & x| BRI HEIRE
5% 8 BT il 2o L, R IR E O 2 (5 Th o 7o, FHAO MR ORI
BT, BEH% 24 K O BT REIR EE 1T S E D 30~40% 1238 L 7-.

5

IR I4AHEBDT v M-t L axo 7 2ng/kg #HEBERAOKGE LI XD
REAHE R K OGN O e IR

@ FLREN R REIRE (1 g eq./g)
1IRF#] 8Lt 241KF [#]

i 4 0.410=0. 080 0.223+0. 038 0.195=0. 036
oo 1.525+0. 487 2.400=%0. 098 0.843=+0. 275
T o= 0.8060.178 1.041£0. 066 0.401£0. 094
o 3 1.677%0.525 2.479+0. 084 0.877=£0.272
e A 0.939£0. 291 1.140%0. 168 0.480=0. 145
E K 0.018+0. 003 0.024+0. 005 0.007 0. 002
[ 0.376+0. 096 0. 485+0. 066 0.187=0. 061

#n=3, J-HJfE £SD

Ml ax o7 [VTRS | KRR A EZ L CWrnize, BRREERREICRE T 2 5o#iT %
EHREDA L F Ea—T r—Lh b AL,
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(3) At ~DFBITHE
UEEANT — %)
BT OZEIZELaFT 7 100mg 2 1 H 20, G4mO LZE X, HtPickLra
XU BB S s (ks 5 4. 75 Ref % Ot IR 101~133ng/mL, AUC)... : 1445~1751
weg/L+h)
Flo . BFAFTOLE2HICEL XU T 200mg FHERAOK LG L L X, AHtPicELraxy
TR E NI (AUCo s 2> BB L7z 8 BRI O FLit 2 B @ S8y 66ng/mL) 0

) ABNOEKBINT-HELOCHEIZ, UTostky Ths,
Y U~ F : 100~200mg &= 1 A 2 RO ET 5,
- AT EE, MRAE . T8 B E P AE. SR BE R, i - BEFSZC 0 100mg & 1 H 2 BIRR O ET 5,
- FPiEtE. SMEL. kit - WIEIO A 400mg, 2 BIH LRI 1 [8] 200mg & LT 1 H 2 EKEA#KG7T 5,
ek, BERMRIT 6 RMU EDH T D 2 &, HHOEAIE., FIEIO A 400mg, M T2 U TLAEE 200mg
ORI EH T TROZET S, L, 1H2EIETET S,

(4) BB~ DBITHE
G L

(5) ZDHDBEA DB
AR L
<BE> (Fup)
HEZ v IC Mot L% o7 2ng/ke A HERE B Uiz & & KA OMMIC IV TR A
BV 0 1~3 BRI R B 2 % Lz, 2 < ORLAIC 3515 2 WUH AR IE L L v IR AE 2 0
<R, BN OWALE ., PR, B R OV RS\ B I R 0 B A A 28R
B, WTROMBICEOT b IKEER S TH Y | 5% 12 BRI L R ORI
bF D RBIHERIEET 5 DK T, RBITRD bAn -T2,

(6) MPFPEAKEEE

NENT—H)

In vitro XN ex vivo lZEBIT D2 RETORER., AAOMFERAFMESFITHNIT%THY, E& LT
THNT I, DN Ta - BMEREEAEISHAET 2 Z LRI,

KELaxy 78 TVTRS) BHRRABREERE L THRWED, BERRBRARICHE T 5 el e
EHELDA A 2a—T 3 —L068H LT,
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6. e

(1) RBERLL R U BB IR
In vitro \IZBWT, b MFI 7V —2AI2 X0 S, HHEERATFIVENKEBILI N
IV KERALAR D SC-60613, & BITEAL ST VR L ERIKD SC-62807 A AR L7Z Y,

GrEANT — %)

BN BPEIC -k L ad T 300mg AHEERRAOKL Lz L&, i, REOFE P
ML LT SC-60613, SC-62807, K T} SC-62807 @ 1-0-2 /L7 v UG EBHBH S -, F14
W TMmAE, RECEFONTHIZEB N TH SC-62807 Th -7z,

ERMIBITAEL X 7ToOHERBHRK

CF5 CF3 CF;
s B B
N — N = N
H;C HOCH; HOOC
SOzNHz SOzNHZ SO:NHz
tLaxy7s SC-60613 SC-62807
CF3
| \
N
HOOC
ZIvra rgis SO,NH,

E) RAOHEBINT-HELACHEZ, UTOEBY THD,

- B Y U~ F : 100~200mg & 1 H 2 BROFET 5,

- EIPEBIENAE . NEURE B BB R B 2% . SHUS RE (R RE . M - RS  100mg 2 1 B 2 [N ST D,
< Pk, SMER, itk - PIEIO A 400mg, 2 [BHLIREIL 1 [H] 200mg & LT 1 H 2 ERAOEEET S,
k. BEHRIT 6 MU EDH T B Z L, EHOEEIE. F1E DI 400mg, LIS U TLLEEIE 200mg
ORI EH T TROKET S, /2L, 1A2EIETET D,

ML aXx 7 [VTRS ) IZEKRRRZ E L TRz, KBRS BT 2508353
EHEHDOA L F B a—T 4 —AnB5H LTz,
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(2) REIcBEET S8R (CYPE) ONFE. F5F
1) Rk o
bt RFAFSI9, X7 Y —AKONCYP BB R EH W= in vitro e OY in vivo fAEHEER DOfE
B, vraxy7ofR#EHcEE LTEETSE b CYP 23 FREIX CYP2C9 THDH Z LAVURE
iz, F£72. CYP209 LV HEHIT/INE WS DD CYP3A4 DR 5-4 5 A ReME bR STz,

2) BEFEILEIER Y
7wy —LKORCYPHELZZHWT, FEZ 5D ~ CYP 4y (CYP1A2, CYP2C9,
CYP2C19, CYP2D6, CYP3A4) IZHF R E OMRBHEMEIZRIETT LV a X v 7 OB L K
St L 72, CYP2D6 (2% 5 B25T D Ki ffi% 4. 19uM TH Y | Mod4y F+FEIT5 5 fE (CYP1A2
[N THE IG5 i) 13 17. 8 1 M (CYP2C19) ~134 u M (CYP1A2) T 7=, L7=28-> T, CYP2D6
ORBUEMEICKTT 2 L ad v 7 OREER TR, CYPIA2, CYP2C9, CYP2C19 K&
O CYP3A4 OARHHEME I T 2 EER TV E AR SN,

3) B OB Is LA O PR
TLaxy7Ob MBI HEREIESE TH D CYP20I [TIXEELANTEE L, 11 —Leu™ D
TR BEEHRC X0 AN X o CIRETEENME T 285560135 5,
AAA 218 il %5 & L7z CYP2C9 DFFZETIE, T1e™—Leu®™ OAREHAAR (CYP209'3/*3) 134F
TE LRI o273, Leu™ O~T afEAIK (CYP2C9*1/*3) 1% 218 #ilth 9 5l (4. 1%) 1#(E L7= %,
CYP2C9 DIEIZ LA (CYP2C9™3) DB L L C. kL aXx v 7 H# M UIKER G Lz & &,
CYP2C9 D~T AR (11e¥—Leu™ ., CYP2C9*1/*3) %A T DI A 15 il AUC [1%F
AAL(CYP2C9*1/*1) DREFERR A 137 B H~TR 1.6 fiF & @iz = L7z 9,
GrEANT — %)
BRI L2 ¥ > 7 100mg ZBIEIE G L7z & & CYP2CO'1/"1 (4 i) LEuie L,
CYP2C9*3/*3 (3 fl) @ AUC 1T 3 f5mftizr L 0, £/, BEERAICE L 2% 27 200mg
Z1H1E7HERERS LZE E, CYP209°1/°1 (7 ) &LEbdg L. CYP2C9*3/*3 (3 f4)
D Coay 1TH 4 5, AUC T 7T EAEZ R LT Y,

E) RAOEBINT-HIELAOCHEIZR, UTosBY Tho,
- B Y U~ F : 100~200mg & 1 H 2 BROFKET 5,
- TR EE , BRAE . JE BB B2 . SUS BOE BERE. Mk - BEFN S 0 100mg & 1 H 2 B O35,
< Pk, SMEH, itk - PIEIO A 400mg, 2 [BH LRI 1 [H] 200mg & LT 1 H 2 ERAOELET 5,
k. BEHFIZ6EHLU EDH T B Z L, EHOEAIE. FE DI 400mg, LIS U TLLEEIE 200mg
ORI EH T TROKET S, /2L, 1A 2EIETET D,

Ml axy 7 TVTRS ) HEBERRBRZ I L T\, BRRBR RSB 2 5tdid i
EHLDOA A 2a—T+—L068H LT,
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3) WEEBHROEERVZTDEE
GrEANT — %)
b MZEBT D HENEEDEOFERIIARHTH 505, @R AN BHEIZ - L ax 7 300mg &
HERR OB L Lz & & 5% 0.5 REEIC IS 1T 2 M P R 2RI FE oD i 05 Hh Bt eI BE L2 okt
THHIT 8% TH Y, PIELGREBSREEZITDELTHZOEAS T NEVEHREINT,

) AKOARS N HELCARIL, UTOLBY Th2,
B Y U=F : 100~200mg % 1 H 2 @R AHKE5T 5,

- EIPEBIEIAE . MDRAE ., B BRI PR Z . SR AR R, M - R K - 100mg A2 1 H 2[R N ET 5,
< P SMERS. T #ElO I 400mg, 2 [ HLAEIE 1B 200mg & LT 1 H 2 ERAOEET S,
7ok, RN 6 B Ed T 5 2 &, BAOBEA T, HIEO A 400ng, HEITE U T LRI 200mg
ZORMLU EH T TROKET S, 2L, 1A 2EIETET D,

(4) REMOFHEOEERVEEL., FHELLE
ML Z B B COX-1 HTRCOX-2 Ik LT . ELax o7 o 2 FOARHE SC-60613 K& TN SC-62807 14,
WAL 100 oM OFREE T COX 12X LT 50% LA EDBLEE RS o7z (IC5>100uM) %,

1. e
(1) PEHEERAL K OV IS
PR B OV FE
(2) PR

GrEANT —2%)

R A BB L ax s 72 E Lz & & ORBCIED R K O PR == 13E < (~3%) .
tLax 7oV T IR FELELTREZ VT T RICLD EHEEINT,

EFERC AN BPEIC "C-' L a X7 300mg A ZEE THERERG L 2o, miE, JREVFEFIZ
COX—1 K TN COX-2 FHAETEM: 2 /R S AW R 23 3 FREARIE S, a3 & L TREK
DAFTEL Tz, Fio, BSHEOR K OFEPHEERIL, 2N HEDK 27% K UK 58% T
o7,

) AROARSNTZHEROHEZ, UTo Lty Thb,
< PBAET Y v~ F : 100~200mg & 1 A 2 [EEOHRET 5,
- LB AE . NERE . JE BIER R E 2 . USSR, B - B 100mg 2 L B 2[RRI 5,
< Pk, SMEH, itk PIEIO & 400mg, 2 [B1H LRI 1 [ 200mg & LT 1 H 2 ERAOEET 5,
ek, BERMRBIT 6 RMU EDH T D Z &, EHOEAIE., FIEIO A 400mg, M T2 U TLAEE 200mg
o RFEU EH T RO T 5, =L, 1LH2BETET S,

Ml axv 7 [VTRS | IEEKRRBRZ E L TWrnize, BERREREICE T 5 5e#id e
EERDOA v FEa—Tx—LnbE Lz,
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(3) Pk
MR L

8. F3URK—S—IZHT HIEH
WHB R L

9. BHEICLIRER
B L

10. BEDEREHTOEE

() o E GKEANT—4#) ™

Bl v i 5B A 24 1) (BB PE 12 5], 2otk 12 B, 66~83 5%) M OVEE Ml H 4o 24 1 (B 1k 11 51,
M 13 1], 19~48 %) 12, AAl200mg 2 1 H 2 BIEROHKESL (1 BH : M FHEBIEE, 2
HA k¥, 3~9HH :1 H2B&%HFS, 10 HE : 2 FTHE®KSE) Liztx, HEhS
AT KE S D bR RS 5 2 D oy LT AUC g 1T T4 & A LL THY 170% & @iz = L7,
F7o. FEEE S LRI DS KD Cou O AUCy, 13, B TE N RT TR
120% M U9 130% ., ZMETWT b8 220% & @fiz = L, s O B3 L ClE TR b
ni,

BEFRD LSV TIESHRE 4 GHEAN) I
TlLa%xs 7 20mg A 1 H2RIRERABKELZEEZD
10 H H O fAEH RECRIRE K OEEY) T A —HF

5tk ]

ML aXx 7 [VTRS ) IZEKERRZ E L TRz, BRGS0 #8355
ERLDOA A a—T 53— H LT,
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o w Tax Crax tise AUCyp

x P (h) (ng/mL) (h) (ng + h/nL)
B E 24 2.72+0.97 973.21+ 445,28 11.25+3.71 5870.92+ 2028.51
TR R 55 5 5B 4 24 2.41+1.03 1808. 04+ 1872. 48 12.43+2. 569 11851. 88+13360. 06
FE = lhn 55 11 2.93%£0. 88 1088. 91+ 526.84 10.74+2.97 6440. 27+ 2138.10
FE =) hn 2z 13 2.54+1.03 875. 31+ 355.07 12.02+4. 60 5389. 15+ 1878. 47
TR B v fin 55 1k 12 2.62+1.09 1254. 17+ 306. 10 11.49+2.59 8238. 00+ 2644. 83
R B v i £ 12 2.21£0.96 2361. 92 +2562. 83 17.77+7. 43 15465. 76 =18377. 13
a) n=23 S+ SD

) AFROARSNIAEROHEIZ, UTO LB ThHD,
< BEE Y = 1 100~200mg%& 1 H 2[R A% 535,
- BIEBEAE, MURAE. HRAEIAAZE, SUABIEMGRE, B - BE¥ER ¢ 100mgZ 1 H 2R D532,
- FhifE, SME%, B WIEIOZ400mg, 200 H LA 1EI200mg & L CLH2ERE OG5, ok, &5
MR IR I BT 5 Z & WA OBAIE. #IEIDH400mg, HEITIE U T LARIE200mg 2 6HFHE LL_E & 1
TRAFET D, L, 1B2EETET D,

(2) FREEBHFICB T 2EYERE GEAT—%) ™
08P 1T I 5 85 12 5] (Child—Pugh Class A, 40~61 %) . FEEFEEFEFE 11 ] (Child-Pugh
Class B, 40~63 %) M OBERERL A 23 ] (32~61 %) (2. A% 100mg # 1 H 2 BIERO#&
G (1 RH: Z=ETHERES, 2~3 0 H R, 4~7THH 10 2BEREKES, 8AH @ 22K
THERE) Lzd A, BEAFREEERE O AUC 1T AT~ TR TR 130%.,
A RS I R S AR T 270% & mifE AR R L, BEEOREISHKA LT L 72,

FEERE H D VITRER AN (FEAN) 12
TlLaxo 7 100mg 2 1 A 2ERERAOBESEL-ZEXD
8 H H DI AEF REACIRYR BE K OB B RE N T A — ¥

TR REEREEEG=12)
—O e PR B E) (n=12)
e AR )

—O— HEHERL N (35 BE T RE S BT E) (n=11)
T iti+SD

—k |

16 20 243 48 60 72(h)
G- Tl ]
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. w Thax Crax T2 AUC 24
o [ (h) (ng/mL) (h) (ng + h/nL)
fERER A 12 2.08=0. 900 421. 75+ 133. 550 10.35+2. 7229 | 2574.82+ 840. 665
B E R 12 1.92+0. 900 627. 924293, 100 11.03+3. 498 3518. 25+1869. 173
PN 11 1.91+0. 701 424. 82+ 142. 890 10.65+3. 086" | 2287.66+ 761.837
Hp A R I R 11 2.00+1.095 951. 55+ 349. 566 13.56+5.513 6458. 102679. 646
a) MENMEEBREOXIR b)) HEEIEEERE O c) n=11 d) n=10 SEEIfE = SD

) AFNOARSNZAELROCARIZ, UTFToLBY Th o,
- BAEHY U~ F 1 100~200mgZ 1 H2ERR A 545,
< UERREAE, MEVRE. JE BN PAAE ., SUSBUAERERE, M - M - 100mg A LH2ERR O£ G35,
- itk s, ki : #1100 FA400mg, 2[8] B LAREIX1[A1200mg & LCL A2 NG54 5, 72k, 5
MRIZ6RERILL L&) 2 Z &, WHAOHA X, #IEl0FH400mg, MBS U CLAREIX200mg & 6FF LA 1= 1)
TRAO®E5T 5, - L, 1H2EFETET 5,

(3) BEERFICBIT IEYEE GEAT—F) @ W
T2 PER 5 R 22 1] CRERIRIEIE R 35~60mL/%y, 43~78 /%) (2. AAI 200mg 2 1 H 28], 7
HifE#KEROHES (T HEHOAZEE THEIRE) Lzl X0 C, MO AUC & ik C5 5
NWIERERADOT — 2 L Lz & 2 A ZNEIREEERAD 0. 4~0. 7 %5 & 0.4~1. 35T
B, WTNRLRERET -T2,

BEEEERE WEA) I2ELaXFT 7 200mg 2 1 H 2 H
KBRS Lz &0 7 HHOMFERRECRIREE K EYEHHIE T A —F

(ng/mL)

TR o e S i e S e
—m— PR Y (n=22)
P 4iti+SD
800
4%
58]
R T T I = e S R e
16
i;%
ST 900 [ mm o m e e e e e T
0 1 1 1 L 1 1 /// F\l\i
0 4 8 12 16 20 24 48 60 72(h)
P& G- R
s Tmax Cmax t1/2 AUC72h
PO Bl %%
(h) (ng/mL) (h) (ng * h/mL)
[ Ik P s 5 AR A 22 5.40+4. 65 702.8+301.9 13.10+6. 79 12654 +5033

FEIEESD

E) AROABSNZHEROCHEIZ, LTtk Ths,
< BAEH Y U= F 1 100~200mgZ 1 H2ERR A% 54 5,
- BIMEBAEAE . MERAE. JERAEIE PR . SHIEBUREMERE. M - BEESZS  100mg & 1 A 2[RI N 5T 5,
- Btk SMEL. BB WIEI0OA400mg, 281 H LARRIE1EI200mg & L CLH2EREAE G T 5, 2B, &5
MM IE6HREILL BT 2 2 &, EHADOEAIE, M D7x400mg, HEEIZE U CLAKRIE200me & 6FF I LL_F 3 1)
TG+, 270, 1H2RETET S,
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VII. #¥pEhreizBa9 2IEH

82



VITI. 21 (FALDOIESF) ICEIHIEHE

[

ERAB L ZTDER

1

[
ity

NEIZEWT, ¥ 0FFo 75—t (C0X) -2 BRMWASTHFOREICEY ., DHEE, KNFEH
FNEETHRICL > TREEGHMADMERMEFRMEFTRD )R ZIERSELAREAHY .

oD RV IXERAREE EHITBRT DARRMENH D EHRESNA TS, [7.2, 8.1, 8.2,
9.1.1, 11.1.3, 17.3.1 B3]

(fiF#n)

AME TN ST RIBAR Y — 7 UIBREE TEOFIR T (KRB TOARAOIHE XTI R TITR2)
ZefRat LT ERARERERIZ IV T, A 200mg 1 A 2 [B130% 400mg 1 A 2 [lA44) 3 FERME A &G Lz &
AT TR ELE LT, LR MRIEREFRORBTUCHEMBEN RN (77 8Rcktd 2
U A7 Lo AHI 200mg £ 5-7E 2.6, AFK 400mg $r 5HE 3. 4) BEEHLNTWD Y, Ei2, o COX-2
BIRAPEEA] (27 = a3x 7)) OAEICBWTER I N2 KER Y — 7 B 7B 530 3 &
V. BEZRLMERMAAEREEREHROY AN T TR E R L THINT 5 Z LIRS THD
MW EBIAT T T 2T T xR UV EOAF LD G COX-2 BIRMEDIRWIER T 1 A P
% - BRAI DR EMET — X IZBT 24 NE TOMIEERE ™ Y SITRW T H LM R AR T F S
FELY A7 OEMABLN TS, ZD X I, COX-2 BIRAIPLEAL COX-2 BIRNMEDIRWIER T
A RHEER - BRI OZR G2 L0 BHEHIF KOS &ICKF U720 IE R ke FEfe g Bl
DIV AT PBETERN EPBEE L,

RF. BMEE BRI A E N R RER (A 256~400mg 2 1 H 2 [A], & 52 HW#kE) [CB 5 E
B0 MmE R ZERMEESORBIRIL, 0.1% (2/2,398 ], KMLEFRELKCME (E) Th-o
Too Fz. AMERBICKT 2 ENERRER Tk, mEZRLME R R EREFROFBIITIR 6T,

CMEPEE K OV LT3R D B e o 72, (TVIL 8. @5 B BRI 58 BB K O AR AR A 52— )
Z M)

Mt Laxs 78 IVTRS) XKL EM L TR, ERRBREGEICE T 5 iR EK
DA L HE a2 —T 3 —L0BB A LT,
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"||*

SRR EFDOER

2. B2 (ROBHIZIFRELAEWNI L)

2.1 KFNDOKS NE AR T 2 RISt WiBBUE O BEERE O & 5 B

2.2 7TAEY VR GERT mA RHEHER - BEFAISEIC L A ERIEOFHR) LT OBEREO H
5HBE [HEMEBIELZFRT 28NN HH, 1 [9.1.6 2]

3 MBSO & 5 BE HEHEEGE 2B S B8EZWA S5, 1 [9. 1.4 5]

A BELRHEEOSH DB [9.3.1 2]

b EERBEEOHHHBEE [9.2.1 5]

6 EELRDEEREOHLBEE [TrRZ 77 DU ERRAEERIZESS T MY U A - K0T
BERMNHD1-O0EIEZENIEI2RB8ENARH S, 1 [9.1.2 58]

T HBIR S A S AFER O BTHERE SHECB O T, RO ZE & DM A O JE B3 BN
THEOHRENH S, 1 [9.1.1 &H]

2.8 fEERARM DLt [9.5. 1 ]

N

(fg#)

2.1 ENEERERBRICBWD CARBIORS UL AR T 2 RISk LIB#UE OBEFER D & 5 BE ~D A
R OFERERITIRND, — I, HDIERN ORI L wEUEZ A& Cc B CR—li o a2 a6+
LHERPFEG INTGE. TUVAX—EREZET SN E <, Y a v 7 FEOHEERFEIER
ERELDZBENR DD Z 0D KAIORITKR UIEBUE OB H 2 BF 225 UTHRE
Lze F72. BANTERIZANVE T I FHE R-SO,NH,) 248 LTWAH7D, ALK T I RIZ
® U CRBIEDOBEFEROH 5 BE LT L LTRE LT,

FRANVK T 2 RERIZRT,
FRANKLT IR (—k4)

Y7 7/ ST EFH

YIS ANT Y AT 7 AN —be YRR YN

FIRE FIRE L DELAHA

TEHSTIR, TYVEIR, A2 F, T7EIR, MU ZaAAXAFTYR, PUAXI R, BEReZeos
TYR, 7r®I R, XoFreRkarzanFT7OR, AFI7TUK ATV R, RUFLe KeszenF 7y
Re LAY s ARV T o L%

FIJRIE L ARB DELEHI

ANRYLE s NUZOARAF TR BT HALEY XTI ReruaaF 7P R, FAIF AT -
EReZunFrI R S Zy e RrzeaF PP R, gpArZe ) va e RazaaF 7o R

SURI/SUAI & DBELAHI CBERRIAEE)

THERFYFIR, ZUIFVR, ZUIaETIR, FURLITIR, FYRAEY R, Zaarnsy RE
EAZY & R - 7 AEY R

BER BRI

AZNT 7 OT I ANT 7 IOT VR

MAFRATKGESE

ML axs 78 IVTRS) TR AZ EM L TR, ERRBREGEICB T 5 iR EK
BRDA VA a—T 4 —An 5B H LT,
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2.2 TAEY UK I, TRRAEZ T TV UARMEEREAE T AT AR Y U EHERT u A Rk
MK - BRAIC LV BRI NDIREXMETH D, ENEKRRICEBNT, 7 ALY URE I
ZOMERED & 5 BE~DARFN OB GREBRIT VD, AFIHIERAT A RHEHEE - ERATHY
TaAE T T VAR EERE AT HERTH LD, TAEY UREXITE OO H
LA T, WMEREZFRTIBINRD D Z LR L LTHRELTE,

2.3 ANETOEERRR ™ O IRE OLEMEER T bR, iR OB HRE ST
5, HIEHIEREDO & 2 BFE KRG LG5, HEEEEZBbSE 282005 Z e bR
ELTHELE,

2.4 ENIERRBRICIBNT, BERITEED H D BE~OAF OB GRERIT/R VS, oI ERT o
A FHEER - SERACIIEERIFEED S 2 BF IR G LGA, HFEEZEbsE58Eh0
HHTDRRICRESNTND, AAIBIEAT A RIEHE - ERATHY . FEoBZENRH
HIENHHERE LTHEL,

2.5 FERT A RUEHEE - ERAITIE. x0T 0V OEAKREERIC XL > THELREIK
TEROK, TR TAOIFEZBZ L, BEEZELAUIFHEIELZ RN TWD, EN
FRRRBRICIW T, BERBEEDH D BE~DOAF OB GRERIT/RVN, MO ERT o1 Rk
H - ERAICITEEARABEEDODH 5 BE IR LGS, BEELZELSEIB8ZNND ST
OECQUIREIN TS, AAIGIERAT A RHEEE - ERAITHY . FkoBsEhndsZ &
MHEE L LTHRE LT,

2.6 [ENERERBRICBNT, HERMEEREDH 5 BRE~OREOEGEBRIZ 2\, hoIEA
T oA RPEWHAR - BRAI CIIEEROEREREDH 5 BEITHRE LERAE, TuxE 755000
ERMEEERICHESSF MY T A - KOGIFEIZL 0 OEER 22 B S BENNH B =ik
RICRESNTWD, AAIGIERAT oA FHEHE - SERATH Y, FAROBZERRHDHZ L0 D
Bl L TRELE,

2.7 SMETOBRKRERICIB T, ftho COX-2 BMIRMBAER] (LT 2% 7)) 2@k s o1 282
AT O BT RS ~ %G L7280, D ZE L OMMZE R ORBURNSHINT 5 2 L G S h
TWD ™ KA COX-2 BIRMAERITH Y FEROBZNRH DL Z bR E L TGRE L,

2.8 HRAKRMO~ T 2 0 FOe Y P (CAR ZHE LTZEMERICBNT, Turgr7 000
AREICL D L EZ LN BRIBOBARE I ENHRE S TRBY, thoTa 2277 0Dk
BREA] & R IE IR OB IRE RIAHA S S Z TN B ETE 2N bt LT
ELT,

AT AAKGRIE

3. MBEXIIHRICERET HFE L ZNDEH
BEINTWHZRWN

4. AERUVAZICEET 5FELTDER
V.4, AIEROHEICBEETIEE] OEZSRTH I L&,

XKL axT 78 [VTRS) XEERRZEM L TRV, BKRBREEICE T 5 a3 EHRK
MDA VA a—T F—L65H LT,
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5. ERELEAMIE L ZDER

8. EELEXRMIE

8.1 AEN AT AL, A/ NEE ATREZR IR BRI 532 Z L iclD, BEchiz0iE
REBE LWz b, [1. 2]

8.2 RFNDOFEGIZL Y | LIFEZE, M2e PO EE THAIC L » T Bum i 7200 2 R i 42 Z8 e
FEPRELTHBEZNNHHDOT, BELTSITV, 2O OBIEL OEROFBUZIL 712
HEETLHZ &, [1., 9.1.1 ]

8.3 ARANITM/ ISR T DIEHA N 2N D T, DIEREBFOBHTT 2 oL L
THERA LW &, JUil/MORIEEZIT> TS RBEIZOW TR, AFIBG I, ZoiREE T
IELTIEZRLARND,

8.4 EWNTHHE % 5810 E M L7~ FasR35R TlE C0X-2 (2%t U CRHME D @ W AHI & 3R DRI
A7 aA RHEHEZE - SEANC LA EEE ORWERFBLRICEITRD bhvieroT, R, HILE
BEERAEDY A7 77 7 X —D@EWEBE~OHEGIZE L UIRWEH ORBUC 072 Bl %21T9 2
Lo [17.1.2, 18.3 /]

8.5 P4, JIF&. AST, ALT, BV A E SO ER.| HEORINRE SN THDLOT, EHBYIC
JFHERERR A 21T 0 72 B2 +312iT9 2 &, [11. 1.5 ]

8.6 AMERFpEE MEMEBEALEOREERFEEORRANHE N TWVLDO T, EHHICEHERA
EATO I EBE L +3ATH 2k, (11 1.7 ]

8.7 AFNOFHIZ L0, FEMERLESLHARIE (Toxic Epidermal Necrolysis : TEN) . JZi§kEIRHR
JEMERE (Stevens—Johnson JEMERE) ZEOEE THAIZ L » UMM 2 FER S RILT 5562
NWdH Y, L OEE, T OFEZITIREGHEE 1 1 HUNICHEE L TWDHO T, IR
IIHRICEET S 2 L, [11. 1.8 /]

8.8 [BMyEA (B v~ LBMEEIES) (6 LAKIZ AV 28812id, ROFIHEEETDH 2
t,

CEHINH D WVIIMEICE UCHRERE (R, Mgk, BHEERE. IFMERE, LEX
A R OBV AR A SE) 21795 2 &,
< VR - BURANC X DIEBITRIRNEIE TR, AHERIETHDL Z EICETD 2L, £72, ¥
WRIELISNOFE L EBET D 2 &

8.9 AMEBAE (Fivth, IMEZRIF TR DTEZR - 88) 123 LAKIZ AW D5A10E, ROF

HEBETHZ L,

c APERIER R OBREAZBE L, 5152 L,

- JFHIE L CEMEG 2RSS Z L,

JREPFRER HIUL N ZATV, AAIZEREEG LN &,

PR OGRS 2 ML E B2 D 2 SICRE L, BEICH LIRATEIC W THyaiT 5 2 &,

8.10 AAITHME SN TCWHIIMEMIZL Y | BYYEZ RBEME(LT 2BZNNH 5O T, JEYYEDI
BUZHICERE LEEICER ST 52 &,

8. 11 FEMED E W, [HiEM O W, HIRENEZ D2 L NH LD T, BB HOELSfERZ LS 1F
EIWFETHIEAICIIEESEDL 2 L,
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(fiFEz)

8.1 A ETIM SN KGR Y —7YIRBE TZOBEETH (KB TORFDOREE TR TIE
VW) ERRE L2 ERRARBRIZ I VT K 200mg 1 H 2 A1 0% 400mg 1 H 2 [A1 &5 3 4-filE H &% 5
Lz 2 A, 7R ELELT, DR MEEREFR OB H MBI INARD 5
NTWDE Y Fie, KAIEZETIEAT oA RHEEE - SURAI T BRGEHFLOEGREICERT L
To A R IMARTEARNE R GRILD Y 27 PEETE RN EDLRE LT,

8.2 AAEIZIHWT, AAlZETe COX-2 BINPIPHLEAEDR LI LY | LiHfHZE, MAETEDOEE T
BA L o T B2 i g R MR EREES N RS 2 B8ZANH 5 LA I TnD 1
W) = LNHERE LTz, AFIEERGTHEICITBIRZ T2 TV, 26 Ol K OER D F&
BT HoicEET D2 L,

8.3 7AE N VZIZLDETHIEAT 1A RHEER - BURANCIZ, M/ IMREEEMGIER 2 H 9 53K
Fnd b, LoL, SMECTREERR A & 581 I S 7= BRARRBR I B\ T AFK 800mg % Hi[a]#
5.8 Br600mg 2 1 H 210 8 HMRERYS (72720 8 HRIZEHkEDH) ¥ Lzt 2 A, /b
MBS DR T K N M REF OIE R 1 FER 0 H VT, AFN Xl IMREEEMBEIER 2 72V 2 & B 5
melpoie, LizhoT, AFNLOLMERERTHOBENTHEAINS T ALY  ORBFIEKITIT
72 BIRVO T P/ IMIEIE Z1T - T DAL AR OB G EOIERE R IE LN &,
B, ARHET AEY > (1 H 326mg LF) Z0FH LSS, AAIOARZRHA LT & &IZHART
HILHEEESEOREENEL DI ERRESN TN D,

8. 4 ALMETHM S - EEREERIZ IV T, AT ETE B 1A (100 XX 200mg % 1 H 2 [A])
IR (P r7m 72 F 7 MY U A B0mg &2 1 H 2[RI F 7 rXxtE2 500mg 2 1 H2E) %
12 B G Liz & 2 A, RIS, AFIOWNESEE AWl 5 EEEEEES - H
MOFEBLHRD D T2 ORFI G- 2/8, 800 1], xf SR G4 7/4, 394 5] A4~ XH: 7. 02,P=0. 008)
TEREBOLATWS W~ HBEZMRICIEM L2 ENERRRR TIPS A 7R
Fi L TR LT, HLEREE (GER) DRORIWERRBLRIL. ANAIRGHE & xR G ORA|
0 H COX-2 BIRVEDIRNIER T 1 A RYETER - 8RAlD & ORIZEITFRDO bR oTc T &
HRRE LT, BN CHEE LY v~ TR R OEHEREEE RS 2 xR & U 3R &
B EGAER 2 3B ORAI 100~200mg % 1 H 2 [A1 4 X% 12 BRAH S, NERERINM) OF —#
ARG Lo/ R, WRERES (ER) 2EORENEHRRELRIL, AFIBS5#ET 11. 3% (86/759 i)
PRSI 5RE T 11. 7% (90/769 ) T 7= (IVIL. 8. @IH B B FH 56 HBEFE K OV PR F 2 i
H—E SR, WLE oI - &5 GER) ORIWERRBLRIL, AAIEGEETO0. 1% (1/759 f1) |
SRR 5RET 1.0% (8/769 f5) T o712, £z, BV v~ F BE KL ORI REEIE B %2 %t
Gl L7 7 2aAx R EE RIS 3 5Bk (KA 100~200mg % 1 H 2 [\ 4 W [F 5 ST
RIEE) (21T HIHLEREE (ER) 2EROFEFLBBIRIL, KA GHT 18.2% (123/675
), 77 EREERET 16.0% (66/412 f5) . {HLE OHIM - {85 (ER) OFFHFLIEERIT,
AFNFEERET 0% (0/6756)), 77 BRBEERETO0.2% (1/4126)) Tho7o, BERIERE (K5
HIM - 4 W) Zxtg L 32 R 2 BB ogiE 7 — ¥ 255 LR TR, I bE R
= ER) 2R TORWERREBRRIIAFIZGHET 17. 2% (144/835) . *FPRIE (COX-2 (Zxf LT
FIEDIRNIER 7 a1 FPEEZ - 88 AD B58EC 19.3% (160/831) ThH Y, HLEDH ML -
5 GER) ORFUIRD LR -7 (VI 8. ®IH B BIEIVE A S HBE K ORF R A E R —
W 2R, BTREE (B5HM 2 B 255 35 SRR ONERE T — ¥ 2 4EFH L
TSR TR, WLERS 0ER) 2 TORWERFSEERIIARRGRETO0.4% (1/248), = F K7

KL axs 78 IVTRS | FEERBRLYEML TWARW-0, BRRBRAEGEICET ARSI R EK
MDAV EEa—T 3 —LnB3 L=,
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JRET1.6% (4/244), 7T REET3.2% (4/124) THY . MLEOHM - 85 GER) O3
BUIFRO HvZe o7z (TVIL 8. @35 B BIEIVE BB E K ORI AR ) 20, SPEE
BAEXG LT HENERKR 4 R E2 RS Lo R T, WIbERE (ER) 2R ToORIWERIESR
IIARFFEGHET 0. 2% (2/861) TH Y . WLBEOHIL - 155 GER) ORBIIRD ST,

8.5 EWNEEKRABRICBW T, FFARE, R, HEITHRE S TWRWR, b DOHEROMEE 7
% &89 B BER, BERARIEEOERN A LNIZGESC, AST, ALT, B U LE Y OENEOR
KRAEMEE N D 5o 58101, ARIOBGKGED A RIZ O W THEEICRHT 5 2 &,

8.6 EWNERARRFICIHWT, SMEREE, MEEERITRE SN TRV, —RIZEAT A R
PEER - BURANL. BIRICB T2 722 77 0 DU ARMEEIC LY . BHEEICET A ERES
MENZ LD, BEERE, IRREZ1T O 72 EBIEZ 21247V, BN, g7 L7 F = fl%
DEF VRO LN HEITIE, BEARRO AR IC OV TEEICHRETT 5 2 &,

8.7 ENEFRRBRIZIWT, FEMERZEIEMAIE (Toxic Epidermal Necrolysis : TEN) . FZJEkh
ERRAEMERE (Stevens—Johnson JEMERE) DA T2V, B U ¥~ F BE K OB HIE R
FratB e L7 T ARRR B SHERGAER 3 3B (KA 100~200mg Z 1 H 2 [A#%5) (230>
T, KE - BEMNESREEORERBRRII T 7R E i L CEr oz (KB GHE : 6.5%,
T REERE:2.2%), £7-.2005 4 6 7 20~23 HIZBH{#E & u7= CHMP (Committee for Medicinal
Products for Human Use : BRMEIKMLEZEES) BT, AHZ2 & TrERA COX-2 PLEAIKRE-1Z
LV EEREEERSEZ D L AREINTZEY, 2SO EREA B FFIEIR (SCAR : Severe Cutaneous
Adverse Drug Reactions) (ZEICHRGBIAEEL 1 5 AURNICEE L TWDE Z EDNLERE LTz, BB,
R EE NGRSO DN HAIITEBICAR O G 2R IE L, MEURAEEZITH Z L,

8.8 AFloFEIZL Y, WLE. O, B, I, MIROEESNRET L ENHD20, AKlE L

DEEIHEATA720ICETE Lz, THIOXIIMLEIZN CTHERELZITV., BRENFEO LN
Gt IR & B G- 1 AR T 5 70 E OB e L 5217 5 Z &
AENIIHEE - ERAITHY . RIEEZMZ D L EBITEREZD LI 72O OXHEREE LTHN
DD, B, RIEOFR & 72 580 - FECRBEE, XBEIFIEORITHE(L 25K T HiR
RRETIE R, LRS- T, BRI X » TR BEMENL ) v~ F 3 (DMARD) OfEH (B Y
U~ FOEE) K OFEMFEUIN ON BRSO FRIEZOEB L BETH L,

8.9 AMEEBIIREORE I Lo THA RBECERMEE SIS, o, SMEREIL, HEE
B OBRENRE L, TORKKAEHIR CHET 2 L2/ EE LTS, ZO0Z Enbalk
FIEIZIE, RIC LV AEOFFCE o AEZBINL, BIIEAECOLGTZHMET L2 L
MEB L EINTNWDEY, 2B (Tik. IMERIE NS OTE% - 80m) ([CAKIZ VD
Bt RPERIE R QYR ORBREIC X ik b, W%, HELAOHELZBE L, RH&RG %k
5, £, AFOEGIIRREE TR, BURELOERZUET HXHERIETH L Z &
WCHETHZ L,

8.10 AAIDOTIIAENEFIC LV | BYMIEIC X D RE, &I, RIEE OAKIER 2 R LT 220
NHDHZENOLRRE L, BYYEORIUIIHICERE L, ARl2HEEICERS T2 L,

8. 11 1BME T et 2 E N EGREER (K 256~400mg % 1 H 2 [EI#5) 128\ T, KAl & o BEE A
BETERWEFEIED D8 0.4% (9/2,398 Bi) | [BIHEMED E VA 0. 1% (2/2, 398 f31]) | fEARAS
0.9% (22/2,398 i) FBLLT=, AFIOELGIZEY Zh6ORWERANEIT A BENRH DL Z L
D BEROFEH A S BITRE LT,

KELaxs 78 IVTRS ) ZEERBRLYEML TWARW-0, BRRBRAEGEICET 2R8I REK
MDA VA a—TF—E0nb5 LT,
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6. RENDEREHIHBEHICHT IR
(1) AHHE - BIEEFOHDEE

9.1 B6HE - BMERZEOHLEE
9.1.1 DOERKEERXIZTOBREEOHLHEE (BEAR/ N \XBEMOBAMABREZER)
(1., 2.7, 8.2 %]
9.1.2 DMEEEEEFTDHLHEE (EELIODHRESRLOHIEEZR)
Ky T U T AOEFENEZ D AREERH Y | DEERE LB S BENRH 5, [2.6 BHE]
9.1.3 EMEENHDEE
Ky TRUDLAOIFEBEZ Z2FEENH Y, MEE EFRITEI2BERH D,
9.1.4 HItEEBDOBREEOHHEE
HEEE 2R ST BENNH D, [2.3 2]
9.1.5 EXTOA FHEHEX - HEFORNPKZEIZLZHILEEEDHLIEET. AFORGPZREN
WHETHY., "DOIVYTORMIILIZEZEAENTONTWNEESR
AAHN ke 53 25812, Hokiazgiss L, MEICEkS T8, IV 7e X h— 13
AT aA RYEEE « BURANC &0 A& UMb EEE 2 e )UIRhR e LTnad s, IV 7r X b
— U LD IRRICIRUE 2 R R EEE  H 5,
9.1.6 REXMBEDHLEE (FTRE VIHERRXIEZOBREROHLEBEZERRL)
MERIEEZFZRT L BENNH D, [2.2 5]

(fifEs)

9. 1.1 AETHEM SN KGRV —7HIREHE TEOERE T (KR TOARFDOREE XTI T
720N ERRE L ERERRERIC I TL A 200mg 1 H 2 [BIE 400mg 1 H 2 [H] A9 3 AEfHE H £
H L7zl 2 A, DAFHEZE « I FEE - 9 o MM LAE « BEDORBEED & 5 B TOLIME R
FHHORBRRIL, AHHEGHET 8.8%. FTEREET 3.0%., BREORVEE TIIAFIHKGHET
2.1%, 77 EREETO0.7% ThH-o72 ', X DI REBUIZ OBEERED H 5 BE A
Hl&Ete COX-2 BIRAFLERFE ARG Lc G, DAFEER OINAHEOEE THEIC L - T
Eefn 722 L R AR ZERME E R ORBLOFREEN R E 2 BEZNNH D Z ENORE LT,

9.1.2 AT A RPEHE - BURAITIZ, TurZ 050D OEASRIEERIZE>TKA, 7k
U LAOREZRB I L, DEREREZEBCUIFRIE D 2 ENMLN TN D, AFILIEAT B
A4 R - 8ERAITHY., TOBENNHDLHZENLERE LT,

9.1.3 AT A RPEHE - BURAITIZ, TurZ 050 D0 OEAREERIZE>TKA, 7k
VDA EZRBZ L, MEE EFSE5Z2 /Mo TW5, AFILIEAT oA RHEEE - 84
FWRITHY ., TOBEINNHDZENORE L, BB, BHREEICHT 5 ENERRER ORHA
26~400mg % 1 H 2 M) IZBWT, BEEZ G0 L CWHEF EAIFL TV RWEE TO
B & OV I E OB L OF FEGREBLRIX, ENEN 0.9% (5/533 #i) K 0.4% (7/1,865
B) TH-oTm,

ML axs 7 [VTRS) XKL EML TRV, ERRBREGE BT 5 iR EK
DDDO)/r N E1%7ﬁ'%-z>\7§)6‘:71“;ﬁ 1/71—:0

VIII. Z4tt (R EoFES) 1[4 5EE 89



9.1. 4 ENERRBRICIB T, MLEREORWER (B1E%. + _fBHaE. HimtEBEEE) 2%
HLTRY, £, HEHEEBOBEREDOH 2 BE CIIMEEEEE2 RSS2 8T R’H 5 2
EMBRRE LT, 72d, BUREEICKHT 2 ENERRER (RF) 26~400mg 2 1 H 2 [ 5) 128
W, TEEMETEE R O AR B OB EE D & 5 B3 & 7o W OTF L E RS O EHERETR
I, ENEI 24.0% (30/125 fil) J2 OV 20.7% (471/2,273 fi]) T -7z,

9.1.5 Wk 1042 A 3 B OBEAYE (Hl BAFEHE) ERLERTENTRFHEKICLY., FE
AT A RYEEE - ERAIORM CEICAHE Z0ilT 5 X0 BrBb otz T OFFKERK
WICESERE LT,

9.1.6 J&E XM EEFIZIIAF THLREELE LTHERELTWAT ALY Ui BRENEBENICE 1
TWHAEEMERN D D70, K& S BEEITIERT o A FEER - BRAIZ &R 5T 25810 b1E
BERRELEEZ HND, AFIBIEAT oA REHEE - ERAITHY, TOBZARHDLZ LD
BRE Lz,

(2) BHaEEEEE

: DHHEE
BhH LW L, BEEZE LS BTN H D, (2.5 BH]

9.2.2 BEEXIZOHBEIENH2EE (EELBETOHLIBEZR)
LR R T ROK, 5 M U LADRTREPE Z 2R H Y . BEFE LB XIIFRIELE
TNDH D,

(fiF#n)

0.2.2 JEAT A RMEINE « BIBAICIE. T AX 7500 OESKLEERIC X - C B k&
KTFEOK, TRV TLADIFEEZBZ L, BEELZE(EIIFRIEL LR TNDS,
1B BT 2 EINERIREER (K] 256~400mg % 1 H 2 [FI#E5) I8\ T, AFFLRBIRIT,
IEBREAIF L TWAHEE T 46.8% (145/310 fi), &0F L TW e WEE T 41.2% (861/2, 088
Bl THY., BEREAIMOFEIZLDIEZE LVEWVTRD LN, AAIGIEAT oA Rt
HE - #RAITH Y, BEELZELLSEIBEINNHDLZ ENOHEELE,

(3) MrRElEERE

9.3 IFHEREEERAE

9.3.1 EELEEOHIEHE

B LW &, HFEEZELAIEIBENLRD D, [2.4 ZH]

9.3.2 HFEEXIIZTOBREEOHIEE (EELHETOHIEZZR)

MEZWG T2 EHEICREGT 528, MPRENELS 2D EOHRENH D [16.6.2 ]

ML axo 78 IVTRS) XKL EM L TR W=D, ERRRBREGE IR T 5 iR EK
BRDA A a—T 4 — A58 H LT,
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(fiFEz)

9.3.2 AMETORBKRBRICI T, FFREEEE M O A AR 100mg 2 1 H 2 BIE#% 5 HFX
G 5 HEEFHE®&RGOR) Lk 2 A, REMFEEFRF (Child-Pugh Class A) 12 ffild AUC
IIBEEERR N 12 BN EERTHI 1.3 210, S EEATFEE B35 (Child—Pugh Class B) 11 il CIidK 2.7
FICEHJH L™ Z e BT Lz, AAIZIFRERERE (EIEZR) ITBRE5T 2821, &
S U CHEZ L T PEEICEET 52 L,

(4) EFEREZET HE
RESH TR

(5) WEim

9.5 HEiE

9.5.1 IFiRFREADZ M
BELRWD &, HERHIO~ T 2 2 RO VY 8 ~0FEIZBWT, JREOBIRE IHE D H
EINTWb, [2.8&M1H]

9.5.2 13w (EIRFKREAZRRC) XIIFIRL TLSAEEMHD HH XM
16 EORRIENERIEE LA D Ll SN DGEICOREET 52 L, BT HBRTIE, MK
INRIZE EW, KR, IR OBWMIRE I 2 5 o 7T L2 IR SO G- 0 502 B 58 L Cll B
Ll CHEBEICELG T, YrudR U —YIHEA ROAL BHD) EAERcER L, BIE
DOEHRREREE K R B, EUTHE ) FRKBMERR E 2L OHRERH D, 7t Frt—
PIHER (2F1EA 2T 28A) 2 ERTPHOEGIER L, RILOEIREIE R X 7= & D
N A, BRI A AT e AR TR ER 2 3 T FIRR T ASER D B A PR T ER DL
MR (BEAEIIEOBE) 23, AFEBAFMERBR CHREZ I TESCSEEO, MIEK~L =
7. BREEBDENRO LN TS, Ty MIBWTARIBKRIBIZEBITT 2 Z EmESh
TW3,

(fiz)

9.5.1 Fux& 77 Vo aMtWER 2 A3 2341, FRIEOEIRE 2 1o 2 WIS 5
ZEBRMBLENTND B F= Ty hTHE, B L ad v T EEIC K D HAE R OBIIRE IUHE X
RSN o1, =T A0 RO YV IRE W ERICBNT, BLaxy 7 RBIR
DOENIRE Z DG S/ D Z ENHE SN TS, [FAEROFT RN E M THERD HAL D MNIEARTEN,
o725 75 oV AR EEM & Rk, BRE RIS Ao S RN E TE R
WD IEIRRIO LRI IIAA 2 B 53 _REThvne L, 2. ZaNE L zofdh (RRIZEE%
&) ) OHEELOAHEIZZDO T E#i L=,

0]

L ax v T8 TVTRS ) IZFERFK - BERRBRZ I L T\ =8, FERERIR - BRRRBRAGE 2B 3
DRHEHITERERKLDOA 22— T+ — BB H LT,

b=
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9.5.2 F v A =— A NAAZ—PIEMIE (CHO) &2 MW, Rk REFRBELBECE L axy
TOBGEMEART L2 E 2 A5 MRENEATRD S D IR TSI O BN 280 i
2o £12. 7 v b TOUHIEREAE~ORBIZET 55 % ICB W CERKRIL T OB, HAE
AR ONHZE 1% O F AN NS RHAR O REBEICBE+ 2 388k 9 ([2 B W CHERE IR B OB NGB0 bz, =
o oFEE, coX FHEIC i@7mx&ﬁ7///A%#@£éh5F% IR K QAR D #EFF
B LTt LTIEARAT A RIEHEL - fﬁfﬁUT%u%th%U L ax o TIZBWTIEE
PRHESE B (400mg/day) DFIZEI 8.4 f5, 10.6 (FOMBBICB N THAON-FETH -T2, £
7. 7w MBI JRIERAICET AR 05RO KOT v MEIRIZEIT 2R~ =
TRANCET LR O ICBWT, HIE6 ~17 HDT v MIAFIZ#E LI-BRIC., BRHELE &
M%me>@96ﬁ®%%’i@ﬁ%ﬁm»:?@%%ﬁﬁ@%Mﬁk%hkoéEK\?#
BT DM - BRYERAICEI T DR 0 B 538 OV ICB W CHRRHELEH & (400mg/day) @ 4.9 i
@&%Ki@#@%@%%zoauhmmiﬁm$ WD DT BT,

TS OT —HZ IXERRHELE A & (400mg/day) D072 < &b 4.9 [FOIBRERIZ KV BB - k7208,
AFNE T v MZBOWTRIBIZBITT D Z L ARERTEY ) b MW CIERP o #5128
THREVEPHESL SN TR, PLEX Y | G UIER L T2 AR D & 5 i i3iRE k
DA IMENERRIEE LE 2 LB SN DGR ORERTRE LB ZHRE LT,

. AT aA FHEHEE - SR AINSAIDs) TA LAV D BEII~D 2 TR R, ik BE
Tl a7 oREIZBWT w@%ﬂ@#oﬁ Mmms®rm%¢iw vratxr
F—E 2 BFEMERICL D LB X LD OBHRERE K QR EIK T, 2tk 9 EAGRDIED
YR NBEINDZ &, £, BRMIZB VT, ﬂ%$%@N&ﬂh@ﬁ% Z X0 R IR B RE
HAPASH - IUMES L = 2 A REMEDN & 2 B OEEME 22BN S - 2 & 2B E 2, il (HERY %
B O)SUTEENR LTV B FIREMED & B LRI 57 D BRICIIME R/ NRICE 89, FKE, KIEO

AR U 2 B 5 T L 2 AR A e 5 A 52 BB L Cl MR 2R CEBICKET 2 5%
UL, EEMET AL LT,

(6) $B5LIB

@%L@ﬁﬁﬁ&@i%%%@ﬁﬁﬁ%%@b\%ﬂ@%ﬁxu¢¢%@ﬁ¢é:&oEb{%
FADOBATHHRE S TG . 60

(fiz)

SAENCEWT, AT OLE 1 FIcE L 3% 7 100mg 2 1 H 2108 (Gr4E) &5 LE2EZ A, &
B OB 4. 75 BRI OFLH R EEIX 133ng/mL (/2) KT 101ng/ml () . AUCo~wlZ 1, 751 1 g/L
h (/2) &N1,445ug/L-h () TholotD@ERH LY, £, SEICEBOTEALFOLES
BIZE L a7 200mg 2 HESUTE ARG LiZE 2 A AC s LW R LZ&E1D 8 Kz iz
2SI R EE 1T 66ng/ml & DHENH S O,

KL axs7hE TVTRS) 3K - BARRBRZ I L T vz, R - BRI B
DRI REELOA VA Ea—T 3 —LinHEIH LT,
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(1) MR

9.7 /MR
INREEZ XS UTo A OV et 2 PR & U 72 BRRERBR I3 540 L Tuheuy,

()

ﬁ&i%% i E\@%\m IE R L LRI ER S TR P, EHEREIR
BRI, B, M. NRIC R B AT DA I O A O BEIEAT 5 T U Ao T R LT,
8) BiE

0.8 BIE

BEOREZBILE LN G, HEICKEGTLZ L, —MRICAEBEEENMITL TS

(fifEsh)

— RIS CIIATHERE. BRSO APMERENE T L TWD Z bR E LT,

ENERARRER (ORA] 256~400mg %2 1 H 2 A 5) (2B 2 A EFRREBRIL, 65 WA T 42. 0%
(638/1, 520 i), 65 i%LA b 75 BATH T 42. 1% (278/660 f51) . 75 mbl £ T 41.3% (90/218 f5) T
BV, 65l Lo ElnE LIS CIITAEFRORBEBIETRD DN o7,
HMECREFE S (66~83 %) 24 ]} OMEEREIE =g (19~48 5%) 24 FIICAH] 200mg % 1 H 2 [A]
T HRERG L& 2 A, EBEIREIZE T 22208 FRGREOEIETED Cpy KTV AUC 19, (Cpay
1,808ng/mL, AUC, 4, : 11,852ng * h/mL) 1ZFERMERE (Coax : 973ng/mL, AUCy o : 5, 871ng * h/mL)
IR TEEZE R LT ™,

1. HHEEA

10. HEEH
AFNZ, F & U TERYIGHEESR CYP2CO TR S D, 72 AR CYP2D6 D FE TIiE7Z2 A3, CYP2D6
OEERAEZET 5, [16.4 BH]

(fiE350)
In vitrd® N in vivoskER 9 OFEEND . AFNT I & U TEYCHEESE CYP209 2 LT3 <11
HZERHALMNERSTVWD, FT-. CYP2D6 DI TIL72V )5, CYP2D6 DFHE(EHAZ A LT\ 5 %,

(1) HHREZEREZFNDER
FEESH TR

Mt Lraxo 78 IVTRS) XK AZ EM L TR W=D, ERRRBREGE BT 5 0T e E K
BHDA A a—T 4 — A58 H LT,
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(2) ftRFE L EDER

10.2 fAEE

(BFRISEES S L)

A4 % AR AE IR « i TR W - falRE1
ACE [H.ZEF FEAT T A NHENZ - 8URA (NSAID) 1% | flhod NSATD i, Bz T

TF T T VN~ A R
A I X TV VR
TN T NIEFRIE
%

TUIOFT v MZRE
HHiA

VN NI SRRV S
F v

SNV L H

oY E o HY A

TrTUFT v B REESE (ACE) PFEEA
DREERN R 258 S &2 AREMEN D D &
OWENRDH D, AFE ACE BHER LT
VUK T v N EEREERA & O A
ERIZHA S Tk ew s, AT 254
ITHEEHORZ 2 et 2 ZE T2 2
L, (BB, V¥ 7Y LEE
B ClrE, BE i/ EL TR0 bh
ol OWMENH D)

HIOART TV UHRL
fAEICLDEZEZDBR T
%,

%
a3 R BT X o Tidfthod NSAID A7 &3 R
FT Y R RFRFA EOF7 ¥ RRFRADOF b U 7 AP
MU ZanAXAFTIKR ERZIR TS ZENREINTND
| =2/ A=R=ts Sy SV ARFNE, 7avI RXIF 7Y RRFIR
& | A& OMEIERIZIA L TIZRV, §F
AT 2581 3MEEROEZ 2 /TRetk%
EETH L,

TAEY $ﬂkﬁﬁ%?xﬁ)yua3%muT)‘7xﬁu>wﬂﬁmm
ZOFHL7Z8A. AAIOBREZRMA LIZE & | NSAID OMLIEEE - ML
ﬁJh«ﬁk@%ﬁ{Mhﬁﬂ%@%é HiE+2hEIE 52
$ﬁﬁ<ﬁ5’&ﬁ$ién1mé LRTW5

P MR AH| &Pl MEEE R LI25A. A&l | Zh 6@;@! VI /N AR R A

VA=2= \ R” A%W%Ltk%_&mfﬁmﬁmm@ MEERZ /T 5729
& | RAERNEL KRB ZENRESIN TN NSAID DVHLE i % BhE &
HHEEZLNTND

DR RVVN UF U AOMEFTREN EF L, VF U A | BFEFALLTIERODS, &

[16.7.1 0] OVERERT 2 BENRH D, VF UL | itz ET 72D L5z
EHERTOBFICRBFOEG2RBEL | 65 TWDS
FIET 5 & X2 HoIcBEEE=4—

THZ L,
TaF Y — ) AFNIOMAEFIREN EF- L. AFOMEM | CYP2C9 12 L B ARHDOH %

[16.7.2 0]

BRI I BZENLRH D, 7Na )y —
IV A O BEIZIIAK OB S5 %K H
BENORRIGTHZ &,

ET D EEZLNATND,

TIVINAH T
[16.7.3 /]

KA Je N7 VR R4 T D A R E )
EH U, KRR ORI ZEZF o DIER
DR T HBENNH 5,

CYP2C9 I & B AHKI DA 2 B
ET LD, FRAFERLT
CYP2CO9 TREt SN AT LB
ZHNTND,

VIIT.

et (M EOEESS)
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KA HEAEAR - HEE T 5 L SE

7= U VR PUsE mAl 7u bu VRN TR T L8208 | CYP209 20T SR 0B A E
I AN HD, WHTEHIZCEEREICBWT, BE | BlIckbseEX DN TV,
[16.7.4 8] THAIT L » T EmH 72 i 2SS &

Nz, U7y U EEHPORSE
WCARKOR - ZBRGH D WVITHEEEE
THEIT TR LTSS L &,

NaxtF AFNOMBEPEENMET L, 2SaxtF | CYP2D6 OIHLEMEMICL S &%

[16.7.5 /] COMBERREN EH L, RFOER | 2 5hTna,
NI L., Se Xt F o OIEH AR
LRENRH D,

TXARBRA T 7 TXA R A MVT 7 O mEFREN

[16.7.6 2] EHL. TFA M X M7 7 U OEM
MNERT D BENNH D,

il e 751 AFIOMAEFRENMET L, AFOIER | BFIXH LN TR,

T = LB NI T BTN H 5,

~ 7R KU

s

[16.7.7 /]

(fiz)

[ACE BHEFA] 7 v AT vy v MBI HA]

ACE FHEANCOWTIX, MoIERT m A FHHER - ERA L O L2 GaI, Bk o7 r 2

BT T A RRAEIC K o TRIENENEG T 2HEAEERARM O TEY | KAITHREOHEA

YER & - ATREMEN R ECTE RN ENBREE L,

TV T oy MR FEREHANC W TIE, B0 ACE FHER & [FREOMEFEIC X A AR NS

TERWVWIZ EMBRRELTE,

[ZuevIF F72 RHREA]

fDIEAT B4 R - 8 AIT, 7ut I FXUITF 7Y RRFRAIZ O L2581, Bk

BIFLTaRE 7TV AKEICL S TH M) U AHRMER M TS 2 BRI LT
W OARFITEH RO EAER &2 k- T AREMERN T E TE RN ENLRIE LTz,

(72 )] GHEAT—%)

SRENC BT D ERIRERBRIC BN T, A 400mg 2 1 H 2 [ EARHET 2 > (1 H 325mg BLF) %

RE6 AR LIZE ZA, EEEEEREOAEFLIION L2 BE T 0.7% (6/833 41) . Pf

AL TWRWAEZETIE0.2% (5/3,164 61) BRI L, JFH LIZBEORALRNREL 0D (Y 27

4.5, P=0.01) ZEAMESNTND YW ZEnbRELE,

B, BPERBICKT D ENERRER (A#A] 25~400mg & 1 H 2 [B#5) (2B 2 bEEEOH

EHERLRERT, M&ETHE2ZEME LEERAET AU > (100mg/ HELTF) Z#0FH L7Z#EE TlE

24. 4% (10/41 1), PFAH L TW 2RV TIEL 20. 8% (491/2, 357 f3]) Th o7,

E/MIMN TS|

TR B THLUM M & A & O AR X 2 MBS HILOEF N ERB SN Z & bit#H

L7,

KL axo 78 IVTRS ) IXEERRBRZERL TWRW=o, BRRBRAEGEICET 2RI eREE
DAV E a2 —T 3 —LnB3 L=,
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(VFo Al GMEAT—%)

fREERR N 24 BIIIZAH] 200mg &V F 7 450mg 2 1 H 208, &% 7 HREGHH L& 2 A, [T U -+
U AREITRBHRZECTY F U AOREE LR TH S 1. 5mEa/nl ZB 220> b DD, U F
7 AD Con 13K 116 5, AUCITHI 1. 1T fZIC ER L2 2 EMBRE LT, BFIZBHA S TIEARWN
D AKAINY F U7 LAOFYEMEZLE L2 EEZ LR TWD, VF U AMERATOBREICAK K
R T b3 258120, VF v 2ORWEARBUCHZ CTHIBELZBET 52 L,
(Zrary—rn] GAEAT—%)

fERERCN 17 il 7 L) —)1 200mg & 1 A 1 [E]l, &% 7 A &L L7722, A4 200mg & 225 T
%@ﬁm&@htkpé\ﬁﬁ@Cm#ﬁL7%u\M@#ﬁZSHLLﬂLkw_EﬂQuEL
7o ZHUT T LT — L8 CYP209 (2 K D ARFNORMAILE LIZ7-HEEZ2 5N TWS, 7La )
V=R OBRFIIIAF AR EN GG T 5 Z L,

(Zn"zxzFo] GNEANT —5)

fatBERk N 15 B AH] 200mg & 7 A NRAZF o 20mg &2 1 H 2@, B% 7 HEOHHHEEG L7-& 2 A,
AAND Coa T OVAUC IENT B 13 fFIC EF- Uiz, F72, R 13 BIITAH] 200mg & 7 /LN 2
ZF 20mg & 1 H2[E, B% 7T HBOEREEGE LIZEZA, ZARREZF D C, 1359 1. 2 (512 E5F-
L7273, AUCIZASTH 72 %, ZHHIT TN A ZF 98 CYP2C9 I K B AFI O # 2 HE L-7-
W, FAKNEF L CYP2CY TREENDT-DEEZLNTWD, DLEDORER LY | FHOBICIIA
KR OTNNRALF o OVEABERICIEENLETH DL EEZRE LT,

[~V RbukkmA (Vr7r V)] GMEAT—%)

RN 12 BIZU VT 7 U a2 FEiR G L7oRIc, AAl200mg 2 1 H 2[R &E T L7 7 U 2 1~5mg
Z1H1E, 7 HEfFAERE Lz &, $ﬂ17w77)/@m HAEAN YISV E O\ = N = I N (= 1|
ICHBERES o7, L LAanb, FF7uay—L&HW in vitro HHE/ERRBRICE
WT, AANTRERGFANZ S UL T 7 U OERERELIZZE Y, AFETLT 7 U %O
AL TWDEm8E T CYP209 20T 2 RMOBALEIC L D LB X b D MR OIER S Hd
éﬂfwéW_&ﬂ%ﬁﬁbtoﬁv)/+# mm<vw779y>%&m¢®%ﬁm$ﬂ%&
BRI 2 WITELE R T 28541203, FOICEE L TREZBIZRTHZ L,

[RextFr] GMEAT—%)

RN 18 iz Nm T 20mg & 1 H 1[0, &% 7 HREEE L72&IZ, KAl 200mg & 2208 T H
EIPFAIG Lo & 2A0 ARFND Cpup 13589 0. 7T FFITART L7225, AUC 1X[R1% r@onmg

FTo. MR 18 BIIITAHAI 200mg 2 1 H 2 [A], &% 7 HE#G Lt&lZ, Ne¥tEF L 20mg 2%
ETHEIJFHE G L2 ZA, "rF'TF D Cp KOVAUC IFZENZER 1.5 5 O 1.8 {52 |k
U AR e 2 F o OREEEE TH D CYPD6 ZHE LD EEZX LN TND
U EofERELY . OFHOBICTIIAAOERE T RO et F o OEMAEEICERSLETH L Z
EMMBEE LTz,

[FFA2brar A MrT77 o] GREATF—Z)
@%&AMﬁkﬁﬂmmmk%%anf%w77V%m%152@\ﬁ%?ﬁ%ﬁ%&@bk
LA, KAOEYBREIZT FA b A M7 7 UOFIC K VB EZ T R o2, TF A bm
%%w77/®Qm&UMEi%h%ﬂﬁ24%&0ﬁ26%uhﬁbtmk:ﬂﬂKﬂﬁ?%X
kA M7 7 o OREIEERE TH D CYP2D6 ZPHE L2720 EEX LN TS, UL EORER LY, Of
HOBRZIZT A ha A M7 7 COERABRICEERMLETH L Z ENDRE LT,

Mt Laxs 78 IVTRS) XKL EML T RW=D, ERRBREGE IR 5 iR EK
MDA VA a—T F—L65H LT,
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[HlEeAl] GFEANT—%)

fERERC N 24 FIZAH] 200mg & HilFeA 2 228 FHEER G L7 & 2 A PRI K 0 RFID AUC 13528 %
ZAT IR T2D3, Coa 1IHY 0.6 FFITIR T L7z, BLEDOFER KV | OFH OBRICIXAA O EEII EE
DUHETHDHZEMBRE LY,

¥, THAI=U LREH RO~ 732y DAL OMOFIEEA] (REED VS T 25E) 120 T,
AH & OMAMERZRF LI2T — 2137200, TRHIZOWTHIERMREEZ X 5720, THIEEAl . 7
N =g ABHE 7Ry MRS LR LT,

8. ElfEA
R VE I8 SIS (3 8 [ 3R dn Ot R 2 REdfl L 7,

1. BI¥eA
WORWERMNSH bbb Z BB 5D T, BERE+2IITV., BRENRBO NG EIIIEE %
kg 578 SO e EEITO 2 L,

(1) EXGEIER & DHER

1.1 EXGEIER
112399, 7F745F%F 20— (DT BHERH)

Yav s, TTT7 4 7%y — WRINEE AR, g, RUE ORI O B AR EUE D%
NG STV D,
11.1.2 JHEHIRE (0.2%). JHEEHM (0. 1% . HIEEZFEF FHEA)

b, T (A V) FOMRMBERD SN LA 2RI L, EEYRLEEZTI 2 L,
1113 DEFEE, iz (O b BERIH)

LFRREZE i AE TS O IS TH A & o T B 72 L i E R AR IR E R RS WE STV 5.

[1. 2]
11.1.4 DFZ2. 3200 FE (DT LHEERH)
11.1.5 FAZE. F (WFRbEERH) . FH#EEE (0. 19%AK0) . BE (HERH)

FFR4, BFZ. AST, ALT, BV EVEO ER, BHOBINHRE S TWD, [8.5 2 H]
11.1.6 BESRRMEAM, RMBFEDE. BEFEMIRKE (W90 LHEAH)

FAERRMER M, PLMERBCDAE, MEBRIERAE, M BRIBAME ., /MR E DA i ST
ALR
1117 2HBES. MERBER (OThLHERH)

AEREE, MEEBRRFOERELRFHREEORIANRE SN TV D, [8.6 BH]

5

ML axs 78 IVTRS | FEERBRLY EML TWARW-H, BRRBRAEGEICET ARSI R EK
MDA A a—T 3 —nB5 LT,
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11.1. 8 EMRKRIEFEFEELE (Toxic Epidermal Necrolysis: TEN) . IR IEFLIRERAEIREE (Stevens—Johnson
FEIREE) . ZWAIBE. RUEARKMRDHERAE. RIRMERER (WI L HEERE)
WM R R HSERE . FOREREIEIRIE R, . IEALEE, 2RI EFSENRIEAE . RINME R RS 2%
HEOHEETHEIC L o TEBMm R EER ORBENHE SN TNWDHDOT, 55, MEEES L
< IEA O IFE N2 BE T DR FR O G TSR IXE DI G2 I U e L& 521795 2 &y

(8.7 ZM]

11.1.9 MEMMK BHEAH)

Wk, PEVLIREE, REN, MiE ORE (%
B CT, Mg~ —h —EO&E % I+ 5

25) HDRDONTIGEITIE, BRI X R, N
R AT U H OGO E YR E %

o7
H
& MIEMEMR N gEDN AT KRG 2L, Fl
152 &,

(fiz)

1111 ENERRBRIZBW T, RE N 1RGN T\, va vy 2 KT F7 4 7% —
WZxf U TR RS OIS T A 72 Is, WG FHOBIEAE /312470, KB SRR, PR R #E, i
B O WIHIREA B LG AITIXE L ICE G2 H i L, BUE @Y e @& 52175 2 &,

11.1. 2 ENERRBRICIO T, BIEE 361, + s 2 4, HintEBES | fla®E ShTn
Do THOIMEGENRSHEBTIEA LS Z LD, BEDRRBICHITIER L, FFIC T,
M-I 238D SN /AT G 2 Ik U, kS0 @Eu 2@ 2175 2 &,

B, g, TAEY R L WA EE . RS, HEE IS DT RIEEOIEEME
DO LERBEZAT D0, TOBEND 5 BE TIIHEE S, S UTHImO Y 27 BREan 2
EWEBHILTND,

11.1.3 ENEKRRBRICB VT, O, M2 ITHE S Tnaungy, SMECTER Sz KGR
V—T7YBREE TEORE T (KITOREIOEEX TR TIER) T Lz BRI
BT, AKI200mg 1 H 2 X% 400mg 1 H 2 MZFK) 3ERMBERAREGE LA, FIBREEL
g UC, DA R A FEARME R O R HIC A BB RN AR LT D P i R A
FERMERIIEMN R Z - ED 2 RNb D20, BEE2 T0ITV. Z0bREbh-EE
WITEBICAA OB G2 L, BERZEEOREZIT ERTHEYROMEZITY 2 &,

1.1, 4 ENEFRRRICBOT, ODAR4E, 9 > IMMELRETERE S TWRWVR, DAREITIEENE
N5 EEMNRRBET-EDZERHDHTD, DAROME (7 7 —8, MRRES) 2"H5
b EEITE, LDEX, W X REORELZEDLIZTY & & bIT, ARl EFIEL, #EY
BEEIIUD & T2 LEEITH 2 &y

11.1.5 ENERRBRICBO T, A2, T, BEIERE SN T RN, ZLb OFRZOMEIE L
705 80 BRI, BERAIRZEOERNALNTZEAS, AST (60T), ALT (GPT), B UL E
> OIS OBFEFRREMRET NS b bR I=HAITiE, AAIOF Gk D F 12D CEE IR
TAHZ L,

11.1.6 ENEARRBRICI O T AR B M, BRI E | BRI ERIE 1L E STV,
ENCIMIRIR A 21T 5 70 &, BEOREICHSITERE L, BlER, HiEORERED L
AT, ARIOFG- 2k L, @mYRNE AT Z &,

KL axy T8 IVTRS ) XK EZ L L TR0, BRERBR AR IR 2 iidi T e s E K

DA A a—T =L ba LT
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11.1.7 ENEERRBRICISW T, SEBES, MEEERITRE ST Rng, —RIZIEAT e A
RHEEZR - SRANL, BIRICBT 27 aRA 2 7T 0 DU ARIEICE Y, B¥EEICET2/FESR
BBLNT LD, BERERA, RIREZ1T 9 7 SRS 2 012170, BN, Mg L7 F= {8
LEORFENPBO LNTGAEITIE, BEGRO [ SIZOWTEEICHRET 52 &,

11.1.8 ENEARRBRICIB T, HEMEREESEAEE (Toxic Epidermal Necrolysis : TEN), R
KEREARSEERE (Stevens—Johnson JEMERE) . ZIAIBE, FIBLMER G ITHA S TUVRVA, 2005
H 6 H 20~23 AIZBAfE St 7= CHMP (Committee for Medicinal Products for Human Use : BN
EIMEER) ITBWTARAZ ST COX-2 IBIRIHEAIB G2 L 0 EERREERNSEZ 5 A
Kaxni=z1), -, BNTHRZICEBWT TEMERRERSIEREIE | ORBUERSER SN T
W5, L7eho T, B84 +2124T0, B2, MIEEE S U < I3 o BEUE 2 BE S 2 #2337
DONTEEEITEBICERGEZHRIE L, EORLEZITI 2 &,

11.1.9 ENTRZICISANT FEMEMZ] ORBFEFPEBINTZZ ENORE LT,

(2) ZDHhDEI1EH

11.2 20D EIER
5%Lh Ll | I~5%AM | 0. 1~ 1% 0. 1% Aifs B
- RN, MiB, RRY | e SEE Y. | A v 7N PRRR
P NE 1ZTY ., REHN H®
B R fEE R SRR, PR ENIE O | BANTRS, ROIPESD | NHRE, MR
VY, BRI R VN, RRTEBIRR, B | BEELIRRE, R, X
LV W, FhEREETUME, M
ML
JFRETE ALT &0 AST #8hn, »—GTP ¥4
. Al-P #80, i
v UL, R
oy ) —4
R - e BUN #4410 CK I, BACRIR, | HEIRIP A H Y o 2B,
LDH #400, FR¥ERG M iz e bl N RNy I
HIbgs M. |G, BB, R | BBEE, JR, 0| RHolE, DFEENE
R,OFML | B, OBERA BR, O RN, BIER, 0|5, WEFEE, HR
(R BGTE | NECHE, EREEE, IR | ORGSR, 7 7 & | EMIER R PR
M, OAURDA, B |MEONS, DR | FHE, mEE A
HRREANG . LRI, | ARTERL, (DEES |BE. RRI, PEEER]
EENNR P, Bk Fghn
AR 75 Ba—~A 7 |NAG BN, JR | IREE ARG 2R, WREA. SR, |ERSATE. BYERT
=87 =0 A - T R RERE E RRABE | BT NZARZE
HEN PSA BghN, s L
7 F =B
(e R, WAL, BN | M R, BRI | AR, AR, TR
Ik, BlMiE, NEEER
LVE, KEWRIPPASHR
2E, EEEhREE WIE.,
DNEEAEA, AR
FRSE, I

KL axv 78 TVTRS| HEERBREZERL TWiRW=d)
BhDOA L EZEa—T 3 —IN 58| LT

« BRRRABR AR IZ B 9 % RE T e s R SR
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B, WEE, RIE
TR, B R
AL ARG HE
PERGSE . FEERTR

5%LL | 1~5%A 0. 1~1%K 0. 1% A5 BEARH
I 2 MHEEZS, SHif, & | &UE K5, %hk, =
MHEE ¢ %, BlEMESR, MK
PRI, e
2 & 335 O FEAE . B VR | AURHML, BER 9B | BER I, SR
., RLBEVERZ . W8 KB, R, | MERUGS, BLBAE, /K
%, =S, S |BEEHEEE . 20T, JEMERER
FERE%%. #LBE
R g, BRSO | B, TE, IBE S |- ERRiEy., s
FEIE Him, BEAET
ol e, e, B3| A, ~~ k2 YUy

MBI, ~EZ R
UEEN, B GE,
ARG, ~U anx
7B —EYs, R
Ye FROEY, H
Y, IS, P
. AVERGE, I
Y, KB, T L
JLX— A MR
BifEse . MRSHE. IR
Wil T 70 F o,
e, L7,
PREAEEND . PARIAE
Ry MHFT A FRT
o P, RS
e, B, B
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S EEMEERARERERVERREERE &
1) BIfERRREAE
QEB A DERREEREESCRERAREREE
) BT VX FRULEMIERETE (RE8FF : 2007 F 1 A)

rlraxr T e HE 25~400mg 1 H2[A]

Bl 1E A EF Al kF 5 1 1,734

BIE R EIERN . (%) 426 (24.6)
BRI R %f%ff;w BRSO %f’%if?@
JRYE R & OV A iE 1 (0.1) A PN EL I 8 (0.5)
LA R ARG 1 (0.1) + IR 2 (0.1)
R L ORERE 7 (0.4) LR R 10 (0.6)
BEHRARIR 4 (0.2) PARER( 1 (0. 1)
BRI 1 (0. 1) =R 3 (0.2)
EARRIR 2 (0.1) Hi i B B 5 1 (0.1)
IR 26 ( 1.5) EPS 6 (0.3)
FRENMED E U 8 (0.5) OB AMEE % 3 (0.2)
BRIE R 1 (0.1) H NG hE 3 (0.2)
SHYR 9 (0.5) =R 5 (0.3)
fEHAR 9 (0.5) L 16 (0.9)
AR pE 3 (0.2 RIER 1 (0.1)
IS Hi v ek 2 (0.1) e PN AR PRI 2 (0.1)
AR g7 2 FEGE 1 (0.1) H APk 38 (2.2)
His KOk kRS 4 (0.2) (EEE/S 23 (1.3)
Hig 3 (0.2) HEE 3 (0.2)
[FIHAME D F U 1 (0.1) g - 2 (0.1)
DR 1 (0.1) JF IR R R 1 (0.1)
ElEs 1 (0.1) SR b 1 (0.1)
it 3 (0.2 & E L O TRk R 60 ( 3.5)
IR 3 (0.2) SHERHEEZ 1 (0.1)
20 &N T P ST O 71 =1 = 4 (0.2 FEE % 1 (0.1)
I [ 22 1 (0.1) R 9 (0.5)
£ i 1 (0.1) B RS g 1 (0.1)
N W BEAE S 1 (0.1) TR 3 (0.2)
Wy B R LA 1 (0.1) HLBE 8 (0.5)
H ke 163 ( 9.4) SR HA ifn 1 (0.1)
JEERAS PR 4 (0.2) AR e SO 1 (0.1)
P N 9 (0.5) % 9 FERE 10 (0.6)
{209 4 (0.2) FIB 27 (1.6)
T RE IR 1 (0.1) FLBREM: Rz 95 2 (0.1)
R 33 (1.9) BEIR BB IR 5 1 (0.1)
77 20Nk 1 (0.1) IS 1 (0.1)
Mg % 4 (0.2) e 2 (0.1)
G 5 (0.3) B RE L OV ALk E 1 (0.1)
T 14 (0.8) A0 A L 1 (0. 1)

a) BIWERRHiSB O FIiE, ARINEHELOCHEN ZR S SNERMLEEND,
b) MedDRAIZ T4EET,
<BESIAMCETIL, LERRWEA MR EIC BV TR L 2 BIEH ZWHO-ART 2 AW CHEEF L T\ 5,
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BRI ORI R BV 5 ORI R

Bk L OUR KK REE 3 (0.2) M7 V7= 880 3 (0.2)
BRIR 1 (0.1) I LEE I K SRR N 12 (0.7)

ETIS 1 (0.1) e U 7 S8 2 (0.1)

HERR [E1E0R 1 (0.1) I E E5 1 (0.1)

EHEER X OS5 RFTREE 8 (0.5) 1. HR R SEEE N 36 (2. 1)
s 1(0.1) T EER B D 1 (0.1)

AV 2 (0.1) YT NEINNT AT = T5—PE | 17 (1.0)

PR 1 (0.1) TR R o R 8 (0.5)

T B R 1 (0. 1) ~~ b7 Uy MEid 2 (0.1)

RAYPE IR IE 3 (0.2) SR I BSE 21 (1.2)

B R AL 223 (12.9) A= 2 ) 2 (0.1)
TIoL T NG AT=T—EHM | 23 (1.3) U RERER D 1 (0.1)

TNT I a7 N 1 (0. 1) B EREE ) 1 (0.1)

FANRGEMRT I ) hT AT 5PN | 24 (1. 4) IR EREEE N 1 (0.1)

e SRR N 2 (0.1) [IIRANY e 4 (0.2)

Br~Aruruar ) L HE 74 (4.3) AR Bk H > 3 (0.2)

NAGHE N 43 (2.5) M i ERE ek 3 (0.2)

JiT R ) W = ) 2 (0.1) M L ERBEE N 8 (0.5)

LB v w7 KE 2 (0.1) SRR B 1 9 (0.5)

M7 L7 F ok ARFF—E 14 (0.8) R e vy M 4 (0.2)

1M7L ) RAT 72— 17 (1.0)

T B 50 (2.9)

a) BIEMFHETRB O FIIL, AR SNTZAEROHAEN 2R SNE b EEh 5,
b) MedDRAIZ THE,
<BE> RTIETIE. LEREEH ISR AN IV TIEE L= BIVEH Z2WHO-ART 2 W TR LTV 5,
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i) BEE. FRERAEX. ERBERER OB - B#EX GIEEXITHFEME : 2009 £ 6 A)

a) FITERRHE SFIoFIiE, AR SN-HELROCHEN Z RS SNIENLE TS,
b) MedDRA/J ver9. 012 THEt,

<BE>

traxy TR EE 100~200mg  1H2[H
Bl 1E A EF Al kF 5 1 1,304
BIlVE A 6 BUE B 5L (%) 451 (34.6)
IR S O %fﬁ;iﬂﬁ'@ BRSO %E%iffm
JRYLIERS I OV A e 5 (0.4) RN 38 (2.9)
LT 2 (0.2) AN 26 (2.0)
SRHBR S 2 (0.2) T EE 3 (0.2)
R PERG 2% 1 (0. 1) M i 2 (0.2)
R L ORERE 3 (0.2 AEOONE N 1 (0.1)
BHRARIR 2 (0.2) DT AS 3 (0.2)
EARRR 1 (0.1) RNV NS 1 (0.1)
R R R R 34 ( 2.6) H OSERR 1 (0.1)
FEMWED F W 5 (0. 4) TH LB ) R 1 (0.1)
AT F 2 (0.2) JHFRALTE R B 1 (0.1)
R 3 (0.2) FRERE R 1 (0. 1)
EIEpr 4 (0.3) &8 L OB T fkREE 43 (3.3)
TR BRR 1 (0. 1) FERE SR 1 (0.1)
fE AR 20 (1.5) B 7 (0.5)
AR P E 3 (0.2 J &g 1 (0. 1)
IR R e 1 (0.1) B% 6 (0.5)
T 1 (0.1) FLBE 1 (0. 1)
IR-E 2 FEiE 1 (0.1) BT 1 (0. 1)
HB L OskKEE 4 (0.3) & O PEIE 8 (0.6)
Hong 1 (0.1) 5 15 (1.2)
[Al#RME oD F 2 (0.2) A JE R 1 (0.1)
FR R 1 (0.1) e 2 (0.2)
Dok 3 (0.2 B R F L OV ALk s 4 (0.3)
ElEs 3 (0.2) RE M 1 (0. 1)
A5 R 2 (0.2 lliERaIer 1 (0.1)
E) 2 (0.2) FH I 1 (0.1)
H ke 192 (14.7) VU iz 1 (0.1)
JEERAS PR 1 (0.1) BRI OIRKREE 2 (0.2
P N 10 (0.8) BER 1 (0.1)
209 1 (0.1) B nekEE 1 (0.1)
IR 40 (3.1) AR L OHERE 3(0.2)
77 2O Nk 1 (0.1) H e 2 (0.2)
AER 1 (0.1) PSS H I 2 (0.2)
(G 7 (0.5) eHREER L OS RTRRE 18 (1.4)
T 33 (2.5) PR 3 (0.2)
M Nz 5 (0.4) FLH K 1 (0.1)
LR R 13 (1.0) AT i 1 (0.1)
s 3 (0.2) e sNR 6 (0.5)
HEEEIEE M 1 (0.1) FEHE 2 (0.2)
GRS 10 (0.8) ENELEREA 2 (0.2)
ER 2 (0.2) mpz) 4 (0.3)
=i 1 (0.1)
L 16 (1.2)
1 KGR A 12 ik 1 (0. 1)

IASCE T BREORIWERHR SIEBIL, 3046100 5 B AFHI100mg 2 1 F 2[ml$e-5- U 7= ERE , J5 P& & PR 2%
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SH T IS e R OVt + RS 8 R 6640112 35\ N T L L 7= RIE ] 2 WHO-ARTIZ THEE LTV 5,

B F1 25 O R %%ﬁﬁﬁ AV FI A O R %%ﬁ@ﬁ

Iifs PR A A 241 (18.5) PR A I B 27 (2.1)
ALT (GPT) #3/1 14 (1.1) ~NES T U 4 (0.3)
AST (GOT) 4/ 9 (0.7) I HRER B 1(0.1)
Bo~Arurua7 ) Hn 98 (7.5) BTN 7 <ol % 1 (0.1)
NAGHE N 42 (3.2) IR M ERER 4 (0.3)
ey e H#hn 8 (0.6) Nz p| 1 (0.1)
M= L 25— L 3 (0.2) i Bk Ee 8 (0.6)
1. HF CKEE N 19 (1.5) M i ER N 2 (0.2)
1. H LDHHE N 3 (0.2) A Y 2 (0.2)
mHH U o L8 4 (0.3) Y B 3 (0.2)
M E 5 2 (0.2) R L7 F = N 4 (0.3)
i H R SE N 11 (0.8) B EREEE N 1 (0.1)
CKigizb 2 (0.2) PR B G 8 (0.6)
LR BRI 2 (0.2) R v el ik 11 (0.8)
»-GTPJE» 1 (0.1) 1 HAL-PiE 1 (0.1)
¥ ~GTPHE N 6 (0.5) M HTAL-PES AN 1 (0.1)
JRH TR o WERG 12 (0.9) T 1. 5 50 (3.8)
~~< k7 U b 3 (0.2) U L RERIERE B 2 (0.2)

a) BIEARE S oFRIciE, ARSNEHEROCHEN Z RS SNEEMN L EEN 5,

b) MedDRA/J ver9. 0lZ THEE},

<BE> UASCETE, B ORIVER M SIERL, 304610 5 B AFI100mg % 1 H 2[018% 5 U 7= WS 1E . 8 RO E BHZS
SH R I AR o OV« S 48 R 6646112 33\ T L L 7= BIME AT 2 WHO-ARTIZ THEFH L TV 5,

i) FMR, SMERIVITHRERDOEX - 88 GhEeXITHREME : 2011 £ 12 A)

tlrax T EE #EIDFH400mg, 2[A] B LAKE200mg, 1H2[EE T
Bl 1E H AT Al kF 5 61 4 861
BIERRBIERE (%) 113 (13.1)
B A5 O A R BIE A DR SRR
R L O E 1 (0.1 | EEmE 90 (10.5)
BB IEE 1 (0.1) LN PN A= =t 2 )] | 36 (4.2)
PR R 15 (1.7 {58 785 1 B P 26 (3.0)
TR 12 (1.4) BNTEFADZ L aHI=F—PHN | 17 (2.0)
Bk L ~LOIRT 2 (0.2) JiR==R R A S )i 12 (1.4)
BUG 1 (0.1) R o B 6 (0.7)
I R 1 (0.1) Krya ey s —7 8 5 (0.6)
PEER ML 1 (0. 1) SRR H B 4 (0.5)
H RkEE 2 (0.2 ML 27 L7 F o Ak - —E Hn 4 (0.5)
T 2 (0.2) TANGXET 2 ) F T AT = F—PHIN 3 (0.3)
JHFRATE SRR 2 (0.2 TI=r T I NIRRT =T — BRI 3 (0.3)
I RE SR 2 (0.2) A v i 2 (0.2)
F2 &R KOV TRk R E 6 (0.7) MY e 2 (0.2)
HTE2S 3 (0.3) 1. PR SE N 2 (0.2)
%95 2 (0.2) ifn HP LR A S P S i 2 (0.2)
ZFE 1 (0.1) M7 AH Y FRRT 7 Z—BHN 1 (0.1)
B L ORI 2 (0.2 /N E s 1(0.1)
B nekE 2 (0.2) SR N 0 HERG 1 (0.1)
7 L7 F =80 1 (0.1)

a) MedDRA/J ver. 13. LI C4EF
b) Bt R GBI AR E B & U CEIRMRAI LM L7205 72,
c) (B IMARA 1 X TIPSR Bk O A CLEEVEFIAE & LT3 Lz,
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QHEILERE (ER) DRMEAFERE
i) BETY O FEE. ERHEEESSE 'Y

P 25 i 2

AR IS BT D IMbEREE

(iEIR) DEIVEH ST

FEBULE B 5L/ 2AEFIEK FEELER
traxy o 861511/ 7594 11.3%
o FRES 90451l / 769151 11.7%

a) B Y v~ FBE (RGHIM - 1280H) | 2RSS (&5 48 GRo -

b) 100~200mg 1H2[al#EE

c) COX-21Z%f U TEIRMEDIR ORI IRIE GERT 1 A FHEIEZ - S0 A))

i) BRESRE
[EI P 2505 T 2

AER Y (2B 2L EE

(iEIR) DREIEH FE =R

B i

HEHUE 5/ 2 B2 HEHLR
traxy o 144451 /835431 17. 2%
S RS 160451 /8314 19.3%

a) MUFIESHE (BGHIR  4B) RO " HE R

b) 100~200mg 1H 2[al¥5-

c) COX-21Z%F UL TEINMEDIR ORI PRIE GERT a A NHEJHZ - 808 A))

i) FiREE

PN o ERBR ¥ IR 2 T ERE

CEEAR) DRI ZE L

FEHURE %/ A RE B FEHLR
tlLaxy oY 1451 /24845 0. 4%
E N 4451l /244451 1.6%

a) FITREREE (BGHIMH 2B M) 5o —EERILBGEER

b) #ENZ400mg, YKV T200mg.
c) 200mg 1H2[E#% 5

FH1X200mg% 1 A 201 # 5-

) AROABSNIZHERHEDZ, UTOLBY TH D,

< B9V U~ F : 100~200mg %

- RTCIEBIEE, BORAE. T8 B E P

1 B2MmEBEO#KET S,

SR BEAEGERE, M - BEERR - 100mg & 1 H 2 BIREAHET 5,

- Tk, SMERE. % FIE O A 400mg, 2 [B1H LA 1 [H 200mg & LC 1 H 2[ERAOKGT 5, 7B,
BeHRIMRIL 6 AL EdiF 5 2 &, THAOGE X, FIEIO A 400mg, MEIZIG U LRI 200mg % 6 IRFR

Uk TiRRAREGT 2, 2L,

ILH2EETET D,
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QEELLMERFEERDREX
i) BETY O FEE. ERHEEESSE 'Y

EP AR AERIC 1T 2 HE L LM E R FROREHR

b 7 S 6 7T & ARt R E R
- B R | 9 FH et R B2 AR -
R4 EREARFBR 125 B (— ) (jgg%)
B ~d)
e Sl ?égié; tlraxer?) | wlaxery | Y | wLaxeTyY | TIER
S nECLTIE~ 2,398 1,992 759 769 675 412
FEBULE iR 2 2 0 2 0 1
FEELR 0.1% 0.1% — 0.3% — 0. 2%

a) 20074 DFKFRIRG £ TIZ N S 73R,
ERE, TR B AIRA, SURBUIERRE, B - IR EE NG BR e ST
b) BAM Y v~ TR (G : 128H) | ZRMAEREEERS (G - 4R x50 T MR

o) BAMIY v~F A (RGHH : 48 | ZPMBEEEERS (RGHH  48F) SRO7 7 e AR _HER

R

d) 25~400mg
e) 100~200mg

L H2[ml 5
1 H 2[4 5-

) COX-21T% L CEEHRMEDIRV S IRIE (JERX T 11 FIHETEZ - SEA)

i) BRE. FEMAEX. ERBUERELUE - BREXEE

EP R AERIC 1T 2 HE L LM E R FR ORI R

R4 R BB S B
P 55355 L a7 75 R il FR R
RREFIEL 1, 304 411 831
FEBUEFIEK 0 1 1
FEBLR — 0.2% 0.1%

a) WHRIEBE G0 B SRR, BT P SUBBEGERE (W9 b &G - 4R) | M- R iE (&

M1« 208 kRO — K ERIRERER
b) 100~200mg 1H2[E[#5-
c) COX-2{Zxt L TRIMEDIRNHREE GEAT 1A RYEIER - B A

i) FMR, SMERAECICHRE®RESE
Fhrte (GBI -2 B, SMER (BG0IM -8 HiE) . fsite (G010 @ 1 |33 2 [|])
DEF G E LI ENBRRRE 4 RT3, HERLLE REROFEIUIRD 5o

7.

) ABIOEKRBINTZHAELOCHEIT, Tl Ths,
- Y v~ F : 100~200mg & 1 H 2 ERAHKET 5,

< IERAEAE . MEYRAE. JE RIS PAAE . SUSBEEGERE, M - S - 100mg 2 1 H 2 BEROBEET 5,

- Fifitg. SMEL. Btk - FIEl D A 400mg, 2 [B1H LAREIE 1 B 200mg & LT 1 H 2 [\ A#E59 5, 723,
BeHMEE 6 KU Lo 1T 5 2 &, HAOEA X, PIEIO &K 400mg, MBS U CLARET 200mg % 6 FEH]

UbHTiRARsT 2, 2L,

LE2MEFETET S,

VIIT.
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<BE>RYTIRGRBIC BT 2 0 REFERREBE GMEAT—&) B 1000

WAMNZ BT D KGR Y —7UIREE TEOHRE T (KL TORXITIDRTITRY) O 4« By
L5 2 B A I Lo, APC REBR ¥ (R 3EMoE A E) TiE, EEALIERAEEFSE (LML
BERFEGICL DT, OLAFEZE, M2EF) ORBLRIIHEMBEREMAERO oL, 77 BRICkHd
ZFA%H U A 7 IZAHK] 400mg 1 H 2 FEFE5-T 3.4 (95%CI : 1.4-8.5) . Al 200mg 1 H 2 [A#% 5T 2.8
(95%CT : 1.1-7.2) Th o7, —J7. PreSAP B Y (R 3EMOMA L) TiL, A% 400mg 1 H 1
FEI G L2 EEROMERAEFR (OMERFRIZEL DT, LHHEE, MEH) BBUICHEIT S
TTERIZKT AU A 712 1.2 (95%CI : 0.6-2.4) THYH., URTOEKITERO N2 T=,

APC 3B, PreSAP iBRIC I T 2. LIS A EFHROIEILIRIL

APCEERY PreSAPEERY
DM AT E S s 7 7R fg?g 142051‘% 75 R 14201”1%
(n=679) (n=685) (n=671) (n=628) (n=933)
N . FBLF 6 17 20 12 21
’“mgﬁfﬁﬁéjéﬁtf EEE) | 0.9%) | (25%) (3.0%) | (1.9%) (2. 3%)
W e FRxH Y 2 7 % B 2.8 3.4 1.2
(95%CT) (1.1-7.2) | (1.4-8.5) (0. 6-2. 4)
DIMERERIC L DT | TR 7 18 23 12 23
DR ZE (FEHLR) (1.0%) (2.6%) (3.4%) (1.9%) (2.5%)
JiEE FExF Y A7 % 2.6 3.4 1.3
D4 (95%CT) - (1.1-6.1) | (1.5-7.9) (0. 6-2. 6)
a) HBOFETE R G RIS 8 T B 2 A il B *%F 77 R

b) KRIGUENEAR U — 7 B TR0 AR

) AFIOKRBINTZAELOCHEITZ, Tl ThHs,

BV v~F : 100~200mg & 1 H 2 [ O&K5T5,

- BIRPEBIENAE, MRAE. EBIENFBHE . SHEBOEMERE, M - BE¥AZE - 100mg & 1 B 2 BIREA#EET D,
- Btk SMEL. Btk - PlEl D A 400mg, 2 [B1H LAREIE 1 B 200mg & LT 1 H 2 [\ A#KE54 5, 723,
FHRIRRIE 6 LA Ed i 5 2 &, BHHOLETE, FIEIO I 400mg, MBI IG U TLAEIL 200mg % 6 K¢
PLEHTCTRO®ET S, 72720, LRE2EFETET D,

9. BRBREFERICRIZTZE
REEN TR

10. BEHRE
RESH TV

ML axs 78 IVTRS) XKL EM L TR, ERRBREGEICBT 5 0T R EK

MDA A a—TF—0nb5 LT,
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1. BRLDOIE

14, ERALDFE
14.1 ERIRMABEOEE

PTP AL ZE DAL PTP o — b HH D HH LU CRAT 2 L 25895 Z & PTP > — F OFARIC
TS A TN BRI A~TIA L, BT 2B 2 L CHBEIAAZORE RS ﬁf%ﬁ%?é_
LR 5,

(fiF#)

— R E LT, HIRERSE 240 B PRk 8 4F 3 H 27 HAF) KO 304 5 (CFRk 8 4F 4 H
18 H) [PTP BEARKIRIZOWT ) IZHEWERTE LT,

PTP > — M OFAIC LV | BWELA A REREA~HIA L, HICIXFEA AR 2 U CHERIHAEDE
BRAIHEZIRT 5 2 ERME SN TNDHT2, RIS, PTP > — F22HHY LTk
HI2Lof 8752 &,

12. ZDMOEE
(1) EREREAICEDCER

1651 ERERERICE D C1EHR

AEICBIT D7 v 24— — THEMEBGARIC W T, AFBERGRH A~ TRAIR G-RE
YRR E OFIG M LIz L OWMENRH D, £z, MOFEAT mA FHEHRK - EnAl 2 RIHAHR S
SNTWLEMECEBNT, —RHRRNENRRBD SN DWRERD D,

(fi73)

AENZBWT, 7 v 24— "— " HEREBGERBROME R, ARHI DI G-REIZ Tl U CTAHE 5-REZ
ITHEIRREE O EIS 3HIN L 7= & O SCERERE R B 5 ',

T, EAT A REER - ERAORGICBWNC, v adx A —YIEICIY Texx s
TV OERERD S, LYEO AW RIHEDFIKIZ /R V15 L oS 19 1D 85, Pk
1344 H 25 EIH‘O)Ei‘?‘:‘fiﬁ%‘@%%”ﬁéﬂ%ﬁ%ﬁ%iiﬁ%& LD, FERT a4 RHEERBERAIOT
£ SCENCATA B % 7l & OF/RICHEV, BEHIRE G381 2 — R REEIC DWW CRidl L7z,

(2) FERGRREAERICE D < 1B
RESH TR

L axs 78 IVTRS | FEERRLY EML TWARW0, BRRBRAEGEICET ARSI REK
MDA VA a—T =B 5 LT,
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IX. FFEREREAERICRE T SIRE

1. ZEIHER
(1) ZNFEREHER

VI SIS 5 HE ) 2]

(2) REMERERER

— IR ER O RS AR P

. 5 e PERI R OF o
AR IH H EL7pE0 @ Eran e Tk B R YRR
Phase 1 Phase 1
20mg/kg Phase 1 — AR L
(BT 5 e 2%/#¢ | Phasell
Sk % Phase I e 2/ R | 51RO B 3SEEEN
—RIE R R 1.5 5. 20mg/kg/ Phasell : oy ha—)LREEICR LT,
H 3 iEEh= E'I (‘1 B ‘1@4 B HE : 65/ | 20mg/kg/ H TT5. 8% P, fx ks
) HE - 6401/ 8E | P 51%22- 24 HED £ R
J1h320mg/keg/ B TI7. 4%K T
<2 ®n 50, 150, 500mg/kg %_1‘32;; IR L
\ PTZ (45mg/kg, ip) (T & DM
5k LI ;?gig;f)/ ﬁé | 2}2@ ﬁ@%ﬁ%i’%mg/kg/ A C5/61l)
PTZ (75mg/kg, ip) 1T DR
AR AR FEIE A 1E500mg kg T11/ 12451
F| WHBAHERD Pl PTZ (120mg/kg, ip) (24
% | FEPUER) . Mt - 2 0 L A RS E A& 150 K Y
il A REF | 50, 150, 500me/ke | oy agiy e | s00me/ke 8/ 11K 0RO/ 12
B e (50mA) 12k B HREPERE
P FENE & 150 & U'500mg/kg T6/11
1 Je OV / 1240 431
W 2> b — LRBE2643 1% L
_ . 1.5, 5. 20mg/ke/ | K : 6f3l/HE . SR Ume/ke/ HTCI6K
7o b R R | o el CIBSCHHE
~F Y LY ' W = b e —LREL03531T R L
& — VR I RS . 20mg/kg/ H C6243 1
i - 2y b e — LE48. 647K L
- e qn 50. 150, 500mg/kg AIO.*IZWJ/Ei . 150 % 1%500mg/kg T85. 2% TN
94. 957 IZHEF:
IR - 3 e — LRELT. 1
FEREWT i thinglhk e - [z % LT, 50, 150 & Of
M O’Tail pinch | =7 & o 50, 150, 500mg/kg 10'712@[”%% 500mg/kg CTWrithing[El#% % 7. 5.
ik 1.9, 0. 9[ENZHHI,
Tail pinchiEEIRIZHE 7 L
PRIE 7>k &N 50, 150, 500mg/kg | ME : 7HI/&E | R L

a) FRTWT Y 23720 R Y BRI 5

PTZ : _RUT F TV —b
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5 o FERI R OF .
BRI ; = T SRR S
@J;ﬁmi BT e & LB PR AR
IR
iz 77
AT VA,
e KU KHE
B | de K fzE N I 1. 2mg/kg/15%55"Y
W &5& . ;g. 0141mg/kg/%y) I # 3  E - %T“)E‘ik
. SR . N B 16mmig_F5- (6mmHg 5 | 21
i | 1M R, ﬁ%g%f jﬁﬂgm dmg/ke/ 1553 B sl/EE | i)
i/f W - FERURETE (0. 0465mg/kg/43) SEYIME ¢ A R CR R 1 immHg
a5 | PP A R mHE 5 (TmmHg E5H© | 2143 H)
| WSUHE A i 12mg/kg/15%3
PR i (0. 141mg/kg/%73)
SER I
LA
% AL EN
KA
o U 0. 6mg/kg/15%5"
E%i}igégg (0. 032mg/kg/15%5%) ¥ ff C ko
SR FHE
dp/dt . FEH M | A X N N —J PR ECASRIRIEE O
L L | R HEIRPS Lome/kw! S ey | SBUBE | EER (/i)
W | wown R R
- 4mg/kg/15%y
%’g \ (0. 311mg/kg/15%%)
% | wmd e, | 1x |+
o . . = . v | 200mg/kg C AR BREN R M7 E: L N
DR, KBS | GRET) | ey | 00 100 200me/ke ) RESBUEE | o) 6096, 45~0043 ()
JUR i
T FLEE T DY ] N
i L R RUYT - 51/ | L
HERGF ¥ % /L % | HEK293 in . e
SEIRER, iR
%gj‘@“ E‘ 100mg/kg/ H CHEEEOIEYE (4:1/5
i ﬁ*ﬁﬁ\ EI:DDJ;E —
LR, R i, W - 2/541) \Emlﬂfﬂnvxm):
WA PR | | gy | 5 20, 100m/ke/ 0 | e splme | T DEIEES (M <ALl
JLTF= Y ' (4B IR & 5) it - 51/2% ey s KRS A
g 379. 39 —199. 6mEq/L. M : 303.0
| e WO —129.9mEq/L) | Cl HE-EDIKT
s | (HE + 469. 49 —289. OmEq/L)
1 E 16mg/kglh b THE5140-3HFE DR
zf £28. 3-40. 0%id, & 51%20-6IkF
ZIN ):1 E\ H\ J:u =R Fﬁ‘jffk‘{éjé}fl6. 7_36 4%J:3%|’*O
%; IJ%&EP %%’;; . . 5. 15, 50, 150, | H:7-9%/ | 50mg/kelh b CHE5A£0-6ER DR
e 500mg/kg s £19. 5-31. 8%. JEHFNa* 21.8-35. 1
= %. ClHHE19. 2-34. 3% K UNa ™
/KT EE29.6-35. 9% I8, 514
624 DR R T2 b7 L
" - i 1.5, 5, 20mg/kg/H | #6061/ | o
o N 7k ER | unmsss | e | TR
[21=] ;2‘7@‘ A'Ji;ﬁb 72’& .
f,j -2 ® 50, 150. 500mg/kg 11-1341/ | g7 L
a) FRIWTD 372V RY BiERe . b) Afrks o) 460fEHERERE 4 15 RHERER S o) v hr— UE
HERG : & hether-a—go-goPdiiE{n+  HEK293fE : & kG VE R lshnia
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. Be . PRI O e
FRBRIE & o KRBk A
AR TH B YR i Beh & P A Rl
A MNP ETE A I VRN
TEFALaY k= IR 7. 5% & TR8. 2%
BRI e vitro | b | s | P ORITTEFL) Y €
g|v Emb= N B e pAISELLT | AR 253y, ku k=K UBaCl,
- >\ BaCl, U UHE A 45. 4%, 53.6%. 68.3%.
4 83. 0% Hnil
! - 4y MC B BhE B & OBaCl, U A
% EE), 7t .
g‘ i?i;ﬁj/ . %32, 2% K% US4, 8%, 40 1 M
8 N o , .| cE®ES), 7Tl
2AIv . kw | FAEY b | invitro| 0.04, 0.4, 4,40 «M | HE : 5-9B1/F B2 ¥ I LROEE k=Y RO
]\ = :/\ Baclz Gitr o o
i BaCl, X ##E % 75. 4% ., 78.4%.
62. 4%, 90.6%. 87. 6%l
a) BRI D B7RWR Y BRI S
) ZDhDEEAER
BAN-s AP
2. EMHER
(1) HExREEMHER
;Y BB K O BhHE (ng/kg/H) MG O F3E
F oy o, Him| 0. 1000, 2000 2000mg,/ kg
A X () 1 wEa, Hal 0. 1000, 2000 2000mg/kgiB
(2) REXREEHHER
. . Bh& O FERHER IR
EULY)] BeGRREE K NI R (ng/ke/ H) pilige AUCIZ 35 1
o, 1u A e : 600mg/kg/ H M : 5. 4L B
(+ 1 HIBlEM) 0. 20, 80, 400, 600 1 : 400mg/kg/ H HE - 14, TRELL B
= #o, 3y A #E 2 5. 4ELL L
N 116) b
Z v b (419 F EEE) 0. 20, 80, 400 HEHE & 3 400mg/kg/ A e+ 0. 7050 -
‘o, 61 A HE 2. 5% I
1
(+1% HIaEM) 0. 20, 80, 400 Wk & % 20me/ke/ - 4. 9f%8L F
L 1 A o g
(100mg/kgbh Lix | 0, 25, 50, 100, 250 | MfEkEE & 25mg/ke/ R ﬁi: Z‘ékltiji
230 + 230 [E1 ) o
S% @0, 34 A4 , ? - 510 R & H35mg/ke/ B | HE ;3. AfELLE
(+1% HEEM) 25 (12, 5BID) (17. 5mg/kg BID) W - 3. 64200 B
&, 1244 25 ( QD ) HERE &+ 35mg/kg/ H HE - 3. 8% L
(+ 1% HIalEM) 35 (17.5BID) (17. 5mg/kg BID) M 3. 1fEFLL 1

BID : 1 H2ED4yEIFeE.. QD : 1A 1[E#E
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(3) EinEaER

LAk T ORBIREEEMEEZ NV D EIRERERRER Y | FLE ORI E D BT

GRS Bl 1 |

EFL DR & IV B Y (AR T |

WXV BREILIc L 2 A, Bismthidao ohiahoiz,

4) BNARMEER

F v MBI A/ R ER 120

TLaX T ORAFEMEEZT v B v AP TRETLIEZEZA, WTRICBWTHRAJRNE
IR ENa o T,

(5) AhERAESEMHAR

- BRI b & . BERAHELT BT D
SRERTH . MR L
SR 0 %O (ne/ke/ ) R E AUCIE R 1
B e D — #% M K ONEE
AR AYE L FYEIN
ZHHER O HE: %@E;?Fﬁ%%a 0. 60, 300, | € * B00me/ke/H e - 5. 42 E
TR A L5 600 MED B + G0me/ka/ 1y e
I - AZBEL A2 [ L O W D 52 SR HE o O IR 5% '
IFHETH £ T A ¢ 60mg/kg/ B AT
~7, PN N = O\ N N = N
BHERT | Ty bW o 153030& EAENE - 300mg/ke/H | MR T — L
AR A= [ =i U\O 5 5 ZHERE N OWIHAIRIE AL | =BG RE M O 9] 3 IR 3¢
(&) - io "7 | 30mg/kg/ H A b IfELLE
IR RO HEr e
PR SE A I : 2@EBES%, 238 | 0, 60, 300 IR D 52Re CHRAE LI B Ay S
(A ) RV L 2 BT
. BE (—ixaErE, B
®n 0. 10, 30, | .. e
B - R A " %) : 100mg/ke/ BT — 5 7L
fEIE : 100mg/kg/ H
W ERE |, | e 0. 10, 0, | (2 LRI SR e o0 ot
B k R~ B N ]
(FF3tER) IFIR6~17H 100 WoUR + Lomg/ke/ H MeUR - 4. B0 E
I .Lxlla ;3
H( ﬁﬂ”; Tk %0 0n 30 100 omg e/ AL ECHERE |
i B~ L . RO RN gMT xRl
=7 L o) HHR6~17H 900 400 AL =7 D3 EE AN
%}:D 0. 60, 150, @J#@ (g &%‘I‘ix Ezjﬁ
I - fa Ve FE A FIET~18H 300 HE) : 60mg/kg/H
&Y - 60mg/kg/ H BrEh (—iEtE, A
IR - U %k 7 - 29 . 150mg/kg/ B UL E T3 | §8) 2. 1fElL k-
(o5 I ¢ =0 0.150. 300 | THRZHEET BMEA | AL : 2. 15
W o0 ) KEURT~19H BT, VIR
T — X OFFAN
B (—ixEE) BE (—ixdEM) 4.4
ey . 10mg/kg/ H (Y
HAERTZ ORAE | _ w&n 0. 10, 30
. F v 1 _ o By (5 EE) REEhY) (AFHRE) : 9.6
UMRHAREHE 6 0 ~+2 7.2
K ORHAHRE iTHR6 H ~#2 .21 H 100 Somg/kg/ H ek
WAL - 100mg/kg/ H RHEAR ¢ 10. 64200 |
IX. FERGPRRABRICBII B IEE 112




(6) FRRTRIZIEEAER
Y FOMIREICE L aX o T ROREIREE Lo & 2 A, BIS/RAIERIER RO S 23, WIRIC XY
EIE MR ST ™ . —F . BURICRRERE L2 L 24, FIEMEERO bhieroi ¥,

(1) Ztn%kEtt

R
tlaxo7ohFtEEEALT Yy MBI BIMESGHET 7 0 7% — B (Active

Systemic Anaphylaxis Test : ASA) % R OZHZET 7 4 T % —iklBR (Passive Cutaneous
Anaphylaxis Test : PCA) ' ~ 7 & IgE HiiAPEAZIEIE L 45T v b PCA B 27, /LT v
k% VN2 maximization V52 K 2 REJERAAEMRER 2 IC K VFI Lz E 2 A, HiUFMEITED S

Nl molz,

KL axo 78 IVTRS | IREMERBRZE L TW2RW=D, FERRRRBRAGEICRE T 5 50T 5%
EILDA VA2 —T +—I055 LT,
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X. EENERICAT SHE

. AR5
Bl K kLax 7B 10mg [VTRS)], BLaxs 78 200mg [VTRS |
B, MGEEIES (BB - EMSEOLFZICLVERTLZ L)
sy Bl traxs
BISE, GRS (B - EMEONGTZICLVERTLZ L)

. ARHE
BN - 3 4R

. BERETORE
EiRRAF

- RV EDEE
REMER R L

. BERITEM
BEMERLTA R AD
KTVDOLBY : AV
ZOMOBE T ER - L

. R—m5 - RE
[Al—p%y : B2y 7 AFE 100mg + 200mg
Ml #h . exyrarzcrF NI oLk, vor/uer=F 7 NI vA FAriTvaTor =
KR, AaXxThh, al /)X hh, Fraxkwr, 477072y

. ERREFAE
A% LR

. EEAEIEICEET 5 TEA 114



8. WERFTADFABRVARES. EMEERHEFAR., RETHIKEAR

IR 58 4 RUEARGEARREH A KRE T S A | BRoEBAATEA B
Lakxy T

T L= XL T6E 100mg 2020 4£2 H 17 H | 30200AMX00230 | 2023411 H 22 H | 202046 H 19 H
[VTRS |
L Tk

:F\TT/; zijzoomg 2020 4£ 2 17 B | 30200AMX00231 | 2023411 A 22 H | 20204E6 A 19 H

9. BMEEXEZNREM. RERVAELEEMFOFABRUZORE
L7

10. AEERR. BEERAXRFARRVZORNE
L

1. BEEHH
M L

12. REHMGIRICEET 5 1FH

[ B R R OVEEE BT RIS NS R RIS I C S D X B AE B R E N E D 2 R SIS | (B4 a5
IR 107 B ERR 18 4E 3 A 6 HAP) &0 —#ckiE (BAEBEEERE 97 5« Wk 20 423 A 19
HED 2k TEERBEIC ERNFRIT SN TWAERS ] IZEEY LRV,

13. ®iEa—F
Y BT A SR EYE | EEEKL=—F - Lt 7 NEREAR
R 7 4 AR . . HOT (94%) &/ | _ T C
I E SRS = — R (Y] 22— R) AT A a— R
L 37§ 100mg
1149037F1224 1149037F1224 129476701 622947601
[VTRS|
L a2 7HE 200mg
1149037F2220 1149037F2220 129477401 622947701
[VTRS]

14, RIgfeHFLDER
AFNL, PRBRZIR EORIEIRIICEE YT 5,
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XI. 3Z#k

1.

51 RAXHEk

1)

MEFZRE . (TR SN2 ==Y LT 7 42 OB (1) — A,
Ty IR, 2= NPT YA CERO A GO — ] 5 35 BURREITI AR YT A
TR SCEE ¢ 25, 2009

FHEh fh o T T RSN = NPT A T x> FOBAFE (2) — KT
RECORMIMED bl — | @ 2 35 BURTEARAT > AN ¥ 0 LGEHGR S © 29, 2009

WA 52 fll: T T LV RZEDSNW e == LT A T+ FOBR (3) —K= |k
Z A MIRRECTORHMED bhig — |« & 35 R ARAT S AR ¥ 0 L5k SCHE © 33, 2009
HNEE: L3y 7 Z85E 100mg KON 200mg D22 EMRBEE R GrEERAER)

HNEE : Bl oy 7 Z8E 100mg KO 200mg D ZEE MRS R (B ke

FNEE B L3y 7 AEE 100mg EOEDREO L EMERER (FHRESME) WEE

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

FENER B L3 7 AEE 200mg P EI% OLENREBRHEE @M 1000Lux)
HNEE: B L a3y 7 ZEE 100mg Y08t O EMERBEEE Ot EM 1000Lux)

HNEE L2y 7 28 200mg 5 E#% DL EMHRER)

FERNEE : B L2y 7 ZEE 100mg Ha5y B 22 E MERER)

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

% FE b : Prog. Med. 26 (Suppl.3) : 2820-2845, 2006.

HA ERE i : Prog. Med. 26 (Suppl.3) : 2869-2910, 2006

Bertagnolli M. M. et al. :N. Engl. J. Med. 355 (9) : 873-884, 2006. (PMID : 16943400)
FEH HEE fh : Prog. Med. 26 (Suppl.3) : 2960-2969, 2006

FAR VB L : Prog. Med. 26 (Suppl.3) : 2977-2987, 2006.

RE R fth: REEYEE 20 (3) : 154-172, 2001.

Saito K. : Clin. Ther. 34 (2) :314-328, 2012. (PMID : 22284900)

R 5T : Prog. Med. 26 (Suppl.3) :2911-2931, 2006.

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

FENERE - FAfiREE - EN R

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

HNEE  ENEBRERBRICIS T 5 A 20 EEHmIE B O BRI E

I SET- : Prog. Med. 26 (Suppl.3) : 2932-2952, 2006.
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8. USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Use of NSAIDs, including CELEBREX, can cause premature closure of the fetal
ductus arteriosus and fetal renal dysfunction leading to oligohydramnios and,
in some cases, neonatal renal impairment. Because of these risks, limit dose
and duration of CELEBREX use between about 20 and 30 weeks of gestation and
avoid CELEBREX use at about 30 weeks of gestation and later in pregnancy.

K |E K [E I D RA

*E%%Eﬁm@mﬁ Premature Closure of Fetal Ductus Arteriosus

LE Use of NSAIDs, including CELEBREX, at about 30 weeks gestation or later in
(2024 45 8 1) pregnancy increases the risk of premature closure of the fetal ductus

arteriosus.

0ligohydramnios/Neonatal Renal Impairment

Use of NSAIDs at about 20 weeks gestation or later in pregnancy has been
associated with cases of fetal renal dysfunction leading to oligohydramnios
and in some cases, neonatal renal impairment

Data from observational studies regarding other potential embryofetal risks
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of NSAID use in women in the first or second trimesters of pregnancy are
inconclusive. In animal reproduction studies, embryo—fetal deaths and an
increase in diaphragmatic hernias were observed in rats administered
celecoxib daily during the period of organogenesis at oral doses approximately
6 times the maximum recommended human dose (MRHD) of 200 mg twice daily. In
addition, structural abnormalities (e.g., septal defects, ribs fused

sternebrae fused and sternebrae misshapen) were observed in rabbits given
daily oral doses of celecoxib during the period of organogenesis at
approximately 2 times the MRHD. Based on animal data, prostaglandins have been
shown to have an important role in endometrial vascular permeability,
blastocyst implantation, and decidualization. In animal studies,
administration of prostaglandin synthesis inhibitors such as celecoxib

resulted in increased pre— and postimplantation loss. Prostaglandins also
have been shown to have an important role in fetal kidney development. In
published animal studies, prostaglandin synthesis inhibitors have been
reported to impair kidney development when administered at clinically
relevant doses.

Clinical Considerations

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively

Fetal/Neonatal Adverse Reactions

Premature Closure of Fetal Ductus Arteriosus:

Avoid use of NSAIDs in women at about 30 weeks gestation and later in pregnancy,
because NSAIDs, including CELEBREX, can cause premature closure of the fetal
ductus arteriosus

0ligohydramnios/Neonatal Renal Impairment:

If an NSAID is necessary at about 20 weeks gestation or later in pregnancy
limit the use to the lowest effective dose and shortest duration possible
If CELEBREX treatment extends beyond 48 hours, consider monitoring with
ultrasound for oligohydramnios. If oligohydramnios occurs, discontinue
CELEBREX and follow up according to clinical practice

Labor or Delivery

There are no studies on the effects of CELEBREX during labor or delivery. In
animal studies, NSAIDs, 1including celecoxib, 1inhibit prostaglandin
synthesis, cause delayed parturition, and increase the incidence of
stillbirth

8.2 Lactation

Risk Summary

Limited data from 3 published reports that included a total of 12 breastfeeding
women showed low levels of CELEBREX in breast milk. The calculated average
daily infant dose was 10 to 40 mcg/kg/day, less than 1% of the weight-based
therapeutic dose for a two—year old—child. A report of two breastfed infants
17 and 22 months of age did not show any adverse events. Caution should be
exercised when CELEBREX is administered to a nursing woman. The developmental
and health benefits of breastfeeding should be considered along with the
mother’ s clinical need for CELEBREX and any potential adverse effects on the
breastfed infant from the CELEBREX or from the underlying maternal condition.

F—=ANZ VT DB
(The Australian
categorisation system
for prescribing
medicines in

pregnancy)

B3
(2024 ££ 10 A BIE)
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ZE RO

F—ANZ VT D4¥E : (The Australian categorisation system for prescribing medicines in
pregnancy)

B3 : Drugs which have been taken by only a 1imited number of pregnant women and women of childbearing
age, without an increase in the frequency of malformation or other direct or indirect harmful
effects on the human fetus having been observed. Studies in animals have shown evidence of an

increased occurrence of fetal damage, the significance of which is considered uncertain in humans.
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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

KIEEFEEF S | not been evaluated and it is unknown if long—term risks may be similar to that seen in

DY adults exposed to CELEBREX or other COX-2 selective and non—selective NSAIDs

(2024 48 H) The use of celecoxib in patients 2 years to 17 years of age with pauciarticular,

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

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

12. CLINICAL PHARMACOLOGY

12. 3 Pharmacokinetics

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

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 212 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.b5mg/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 1lbs) , or beyond 24 weeks.

H[E D SPC
(202242 H)

Paediatric population

Celecoxib is not indicated for use in children.
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