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BAETY v~ Fioxtd 5 EM#& G558k [RLN3] 13, AHI(200mg~400mgl H 2 FIE )2 BM&E G Lz & &
DEEMEROENEL BT 22 L2 B E LT, IERIFEMRTEM L7z, ARERTIX 200mgl H 2 [H
Behh —EEE G Lok, Aok, Zeta R LN OB iR T VA v & Lin, ARBRICH
AL, BEERIEN 1 [BIPL BB SN EBEIL 156 Bl Th o 7o, ARBROMER., B Y v~FIoxrd 54K
B OxE 1 FERORMEGEREOZEME L OGMENHER SN,



ARICEY SEA

2) &

3)

~ 14 BE A AE 17
I RIEE 2 0t 5 & LT BRREBR 1T, 1 72 A% W70 SBIARRER [OPil] GEXIIR I/ v v K
BN B W TOEB 0 BE 2 i BRI AR 2 MR L, HEERAI(100mg 58) % F V7= 1 B S AR AR BR
[ODS1] (77 EAxt A EMIGHER), FHIHFERER [216] (GZEL VT T & R xR LEGER) & ORI #% 5
B [OLN2] (FExI PR & EN T L 7=,
LT BAERE I Z % 2 s I SBIAHEER [ODS1] Tlid, ZIEMERIEEIZ 3§ 2 A8 0 H & SOEMEDOfEE KL O
BHEHAEORELZ HWE LT, 77BN 2 BIZAH 3 HEQSmg 1 A 2B 5, 50mg 1 A 2 [B#&E5 L
100mg 1 B 2 B E) %2 AWT, B\{EAL —EERIGITRER LB X 0 Rt Uiz, A2hEo FEEEHEE B 1%
B MR UGEE & L, NSAID Zi55RBAAGR1Q BREILL )N HR G- STV W B 238, #BRIEs 4 1
MG Lz, ARBRIHAAN OGN EBFIZSIBHITHY . 5 BEIEBRIEN 1 BILLERS SN2 ERIE 501
B TH o1,
IETENE BEIIE (269 2 SBIIFERRER [216] 1%, AHI 100mgl B 2 [F1#5- D 2TV B EIE 69~ 5 A 2h i
W, I BRI T DA TR L7 L CENOEERIC KT 2 IES A REE L. 72, %éﬁ
ICOWTHEHER L DN TR e i d 5 Z L2 HNE LT, EEEOT 7 AR5 IREEL L —HEE R
TTRERILEBIC KV ET L7z, XPBREKIE, BEIE Y v~F LEEEIZ, EWNICB W TERMEBEEIE IR 2 i
RIS SN TWnWbderXx Y a7 MU U A 60mgl H 3EIEG AR L, AREBRTIE
NSAID Z{GBRBALARTNC G- SN TR WEF 2 X RIC, #REL 4 @G Lo, ARBRICHAAN S
NIZBEIX99FITHY . 9 BLHERIEN 1 ML B G I IEFNE 958 Bl CTh - 7=, Lk, ARFOERM:
BAEE Z k- 2 A2, A ERIfEE ﬁ#é%%%ﬁ%ﬁ%&mm]T@ﬁbtmE%ITmMg1
H2@&5#W%ﬁﬂf%@ Z O M &AW CINE U 7o 2% B EVE 1 6h 3 2 SBIHERER [216] |
W, 7 7RISR D ERE R ORI C %9 D IEBEDRRGES LD & i \$m®ﬁ£ﬁ%ﬁﬁ%&
FREETHL Z ENRINTZ Enn, BRMHEREEE ISR 2 HESEHE L OH &L 100mg 1 H 2 [Flf 5 &
TOHZEDRRYETHD LWL,
ZEFANERRHEIC R 2 BB 53R [OLN2] 1%, AFI(100mg~200mg 1 H 2 [l 5 )2 i G5 Lz & &
YR OENEERET2 2 L2 B E LT, FEIEEM CHElE L7z, AER T 100mg 1 H 2 [H]
BhAE—ERRRG Lc#, A ReVEE2HER LN OERTRER T 1 v & Lis, RRBRIC
KA B, RN 1 B LG SN2 BEIL 65 6 Th o 72, ARBROFE R, ZHEEEEICRT 5
AR OIE VORI GREO LM K OE WD R Sz,

B °

ARFNOPEIIEI T DA IE « BEMEERFTT D702, [217] KO [1174] OB AR 2 5k %
ENCTENE L7,

[217] 1%, A 100mgl H 2 B4 5 ORERAE I3 2 A DUV TEN OFEESR I 6 5 M & MGk
L. BEMIZOWTHEMER L g+ 5 2 L2 M E LT, FEESB - EERILEGRBRT VA > CTH L
Too RTHEEEIIBAE U U~ F R OVETAEBIEIE & FARIC . EWNIZI VW THEYRAE IS 33 2 B R B 72 ¥4 A3
ﬁéhfvéﬂ%yfm7myfbvﬁAamyH3E&5%ERL TRBRE e G R 4 M & LTz,
[1174] X, A&HAl 200mgl H 2 [1# 5O AEIZ 3T 2 7 EC DWW T T 7 B RISk 2 E BT OMEE K
OEWN OAEAE k) D IELPEERRRIE L, ZEVEICHOWTERERE T IR Lkt 2 L2 L
LT, BEERQPT 7 ARRB _EHEREERBRT VA o CHEE L7z, FRE Iy a7 F MY
7 A 60mg 1 H 3 [EIBE AR U, RBRERE G HRIE 4580 & Uz, Sa%ikBRICITE 1,234 IS AL S
e 2 BAK 200mg 1 H 2 [BIEEGEEZ 411 BIAEID £HT iz,

PL b, WERE A RS & U ENERARRBREGE O . AAIBEOAFHMEE B2 2B R IT, e L
TRHRELEERKe XY 7o 72 U A 60mg 1 H 3[EIFEHE)EIZIEFRBECTH Y, &K 100mg 1
H 2 [\ 5 KO 200mg 1 H 2 [B15 OB 5 72 A2k %éﬂkoit\ﬂéﬁmﬁwfm\ﬁﬂ
100mg 1 H 2[4 5 & 200mg 1 A 2 [5G CHEFRROFBNE, BEMOBHE VTS FrB ORI
DO oT, TOT END, BIRAEICR T D ARE| OHESE LK OH &I, kff@ﬁMﬁmﬁ%
AU SCERR# [ (HE - %i Bl 26 EoER) (OWAKIEZERT 285615, Aok aE% i
RV ARG T2 LI, RGO EBREEG LT &) %E’kiz 100mg 1 H 2 [A[#
HLEZT,



V. JAEICET SIEE
4) EEEEEX. HEBERSE. B - BHme D

KK T8 BIERJE P2 SR BuiE (BEie S OV - SRRt 3 2 A2k « B2 Etd 272010, &4
[POP1] KO [CL201] . [COP1] KUF [CL202] . [TOP1] KU [CL203] O—fxEGHRFER 6 k%
[E PN C5hE L7z,
JE BAEE BH . SHTE B G RE e OV - ISR RIS xt 95 — kiR AREER [POP1] [COP1] [TOP1] iX. AHl
100mg % 1 H 2 mEEH L-IEEMABRTH O | JFEMEFER., SURBEBRECKR UCik 480, B - B
Rt LCIE 2 S Liz & & 0F R Ot 2t Uiz, JEBEEEFEZ, SR BEBERE K OV -
M IR 5 — IR AR RRBR [CL201] [CL202] [CL203] 1. AFKl 200mg % 1 H 2 [Af% 5 L7-FEEHR
BrCdh v, EREEMES. SHEBEGREC LTI 4 B, M- BERIE LR 2 @Bl E Lo
HINER V22t et Uic, Lk, HEEE R, SR BEmm &k OWE - BEM K 2 x5 & LIZENER
PRARBRAE 2> 5 1%, AAI 100mg 1 B 2 [A1# 5} 0V 200mg 1 B 2 [FH#& G128 W THIMENRD b, 222t
B L CTHAA] 100mg 1 H 2 [\ 5L 200mg 1 H 2 A% 5 TRERETRD NN oT-, ZDOZ &M
. ME% 3 EBICKHT D ARFI OHELT R E K OVH B, T8 BEEJE P 28 % 0018 IN5E E A GR AT O TR AT SCEFLEL
FCHVE - HEICHEEST 268 H EordE) (DARIZHERT 2561, A2k E&% alae72 R v i b
THZ LD, RIICOIZ0EREEFEE LW b, #E 2, 100mg1 B 2[5 L5 2 7-,

5) Fiffk. MERAITIREEDEL - $85F Y

HERMEIR IS I T D R TATCE OB RNC BT D2 OB TN 2 I S i BRI A B LT
B 2 UCHETRME, B, R, WE, AHEE OIMEZ R IR & ORIE & F8 8 L 72 /B & %t
G & U TR 2 320 L7z, PR IS xh3 2 ARF O Hal #5123 1 2 F &GO MR & B 5
BORTCEHAE U=kt R 58k [DDS1] 128\ T, Miat L7z 25~400mg O#iPH TAA|D
M ESUGMENTRD Hav, KAl 400mg FEIEZ < OFIEFHIE B ICB W TR bEWAEIMEZ R L, 2O%
EPEICHIBENGRD bienoTo, REOKE ZIT X o THEA 7R OISR BN EE S D 2EER o5 L
TIE, FIREZRGIPH ClIc b AMERHIFRF CE DA EZRINT 22 ENRYLEXT, ZOZEnb, B
PR O M2 R L 72 25~400mg OFIPA T & @ W AIMENHIFFCX | M OLZEMIZRIE O 720 400mg
FHRARGHOEEEGEE T2 ENRY L E X, BINES O RAMEERG L 7-Hkdl %EmBsnk
i Br [1200] Tl %A m HR# 535 [DDS1] T 400mg BEIZR W TEWAZMENRGE S Sz
200mg Z BINEEG-OHEL L, TOHEMEICHONTT TR EDREEZITV., BRGSO RO Z Y%
BOTAIMER NVLZ LG LTc, T ORE, Al 400mg ZHEIFRE L, 0% EICSEFEL LI L
L7 BEIZRIT 2 K4 200mg OB GIEH 07 BMEE2H L, ZEMICHEO RN L BRI
T2 LLEX D MRS T 20RIAELCBEMHAEOZ SRR IND L& bic, ERHIIBTS
AHMEDPHER SN,

2 HEUBEOHEIZOW T, BIEG5o A& LRI, %7 L LR & FEEED 400mg Th DL X0
EEZ BN b SRR A HaER [DDS1] 1235\ TARAI 200mg BT AR 400mg FEZ K TE
WEBMEEZ R L2 & ERNICBT 2B v~ F 2G4 & LZERRRERICI VT, 200mg 1 H 2 Bl #
HHRCH o 28RN RBO N TWAHZ &, FEhE L, 2 HHUBEOH &I 200mg 2 1 H 2 [R5
ETHZ L THOREREENIREL EX T, ZOZ BB IXPIE 400mg, RN T200mg & #5 L,
FH LI 200mg 1 B 2[4 5 & 32 kL O ES SRS 2@ R AEL OHAEEE X, 20
FEROHE T, EROBRIKBSG T D2 OFTCIMEIT R A4 JET 7o FIRE MR [CL102] X
USMG %R ER [1357] 23 L7z, £ ORR., FilrteEmali [CL102] (2B W THMMEICEAL T
7 & RITRT D R K O FRIRIC 33 2 LS RGE S v, ZRMEICBEO 0 2 L AR S vz,
T, RIEIER G A5 & U7 AMER SRR [1357] 1BV T, AKIO S E 51385005 20 1 M OBt
RIENFAA L, REMICMEO RN LRSI, IRBERORGRIRIL, %A Bng5R
Br [1200] CiE 5 BERILL L, PSR HER [CL102] ROSMESZEmAER [1357] Tk 6 FFfLL L& L
THEMLI-Z 2B E 2, HERRIT 6B LT EnRYEEX,

AR OHAGE ENT-HIELOHEIZ, LT EBY ThD,
(EREEE. BRE. BRHEAREKX. EREBUEIREE. B - B
BE, RAIZITELafxy 7 E L C1E 100mg 2 1 H 2[E], 8 - ABRIRAOBET S,
(Fiiitg. sM5#%&. RERDEX - B
WHE. RAZITELax 7 L LTHIEIOA 400mg, 2EH LI 1E200mg & LT 1 H2EROKEET S, 2B, &5M
MRl 6 FERILL EH 1D = &,
A OEATL, WIEIDH 400mg, SHEIG U TLAREE 200mg % 6 BRI EH T TR OS54 5, 72721, 1 H2[AETET 5,



V. BARICEY SEE

4. AERUVAEICEET 5IE
1. BERUVAZICEET 51E
TV BMERABEEIE Y v~ T, BRMEBEEES)ICRT 20 HICB T, AFIOF 5B 2~4 [ 2%
8 LT HIRESRICEENRD DR WA, tOEEIEORFUZONWTEET L Z L,

1.2 KK D 1 FEE2 B2 HEMRGREOZEMIIML SN TE L, AEICBW T, AFIOEMEEIZ X
0. ODAEZE, IMATEEOEE THAIT Lo TIXEum i 7o 0 A R i Ae ZEfe M H 4 O3 B4 HN <
LHEDHENH D, [1.2H]

1.3 MOTERK - EFRAICOINLEREBTHOBNTHEAT L7 A 2R EDOPFHITRET 5 Z &2
EE LU,

(fiF#)

7.1 1B MR BT 5 [E N EEE R BR T, B GBIAA 2~4 BB O THENRD bz 10 &
BRtAT: 2~4 BRI TUENR O DN WA I, AR 2 RINER TH L AREERE 2 b b =
EMLRERE L, RS0 BB ICEBREEABE G 2RI 81X, VAT - XX T v NOBLEN
DAUFELWNWIZ ETIERNWOT, 2O L9 BRGEIZIIMOIBRIEDORIICONWTREFTT 2 Z &,

7.2 EWNEEERRR TIX, AFIOBRSHRARE 52 801 F)THY ., ZThiB 22 TorertoRH -
RREHEAT > TR, AMETCER S L2 KGR U — 7 HIREH TZ O TP CORA OZhEE XX
NI TIHRV) 2 MG L7 ARRBRIC IV T, AR 200mg 1 H 2 [7]1 X (% 400mg 1 H 2 [B] &%) 3 H=fiE H $¢
L7zl Ah, 7T70REEEL T, LILERMEEREES ORI BB RN RED 5T
Wh W FE e ARIEGTRIEAT oA BRI - $URAICIE, B HII L OB G BICRSF L0 R
MARERMEFREIOY AT BNEETERN ENLERE LT,

1.3 hDIERT v A FPEER - BRAIZ O L7256 WA OEREIICE . RITEH OB
NEZOENDLZENLERTE LT,

AR OHABEINT-HELVTHEIX, LT EBY ThD,
(g o<F)
WEL. AL X7 L LT 1E100~200mg & 1 H 2@, &1« ¥ BHBICRO%ES5T 5,
(ERHEESE. BEE. SESEAERX. BEBEREE. B - B
WE. RAICEEL a7 L LT 1IE100mg & 1 H2E, 8 - ¥ BBISKRAKET S,
(Ffitk. sMEHR. IRERDEL - 8
WHE. AL ax 7 L LTHIEIOHA 400mg, 2ETHLAREIE 1151 200mg & LC 1 H2EIRO#KET 5, 2k, &#5H
fEiL 6 RefRlLL L5 Z &y
EHAOEAETE, WIEIOH 400mg, HES UTLAEIE 200mg % 6 RFHILL EdH 1T TROE G35, 72720, 1 H2BETET 5,



V. BARICEY SEA

5. BRERAHE
(1) BBERT—2/1\vH5r—
aliliegss
; | AR . .
yEE Hdag % A R B
g e T Amap S [400] [401]
- 6 | TEEERR ARG T FERBR K OSSR B e R [AKil] [AK) [AK3] [AKi]
_ b R BHHE(E L o Lt 4 [EIPN B x5 4 AR D PK OF ST
BENEGRIBE(R = L= P ( [RDSI, ODSI. RLN3, OLN2] )
P- 1 RO 5 T Fap S B foo1] [003] [032] [006] [037]
BIE(PK) 9 | B I HRBREURYBIBRR [018] [044] [084] [019]
P FeRI 72 4E [ PK 3B lo16] [036] [015]
[072] [038] [040] [050] [039]
14 | WA EERRBR fo5s1] [o17] [095] [109] [114]
[116] [117] [135] [171]
PR TARRRBR( XA 7 v MRER) [RPil]
B Y & F . B TARRER (7 7 A XA ERIGEER) | [RDS1]
PRl 4| IR BR(FESE T R AR B 5388 | [RCT1]
[RLN3]
A MARERER (N1 7 > MR [OPil]
I \ B MHRER (T 7 £ RS RA BRSRE) | [oDS1]
RIALBIEIE | A | 4 st sk R 07 5 & R RS | [216]
BB 53R [OLN2]
. FIARRBR G R B, LT T | [217]
W IE AT 2 b 7R K H i ) [1174]
HEEEEE | BAR | 2 | —RREERRER (pOP1] [CL201]
S HouiE et HA | 2 | —ixERARRER [CcoP1] [CL202]
it - A2 AR | 2 | —#AERAREER [TOP1] [CL203]
TR AA | 1 | BIHERBRGEER O 5 Rt B E#GER) | [CL102]
SMESIETR AA | 1| —ARERIRERER [1357]
D, 55 MARBBR(T 7 & A% IR B SRR [DDS1]
BAGIE | BAR 2 | st o 5 0ok R AT 5 3 [1200]
- BIER U v~ F % OV BIEE 1o 5 % 5 _
El2eem | SE 1 51 5 5 AR A I T ) [024 : Long-term Safety Study]
G| Hdag HE T

Bt Y v~ F

KIE - )5

HigABR R L N RER)

[022]




V. BARICEY SEA

(2) BRPRERIEEAER
1) BEEHSHE (AKi2)

At e R N B 2 36 BI(HME 18 f, Lotk 18 BT AHI(50mg, 100mg, 200mg, 400mg % Z DIEIZ4 1 [B])% 22

JEFHERRORG L, a2l Lz, TR, BITEAIX 6 6 15 F:(50mg $&5-RF 2 41 9 {4,

100mg ¢ 5-

ﬁl%l#\mm@ﬁﬁﬁzﬂzﬁ\mm@%E%ZWM®%ﬁbkﬁ\%ﬁ%ﬁ&@#ﬁﬁ%%&mﬁ
LR8O B o 7o, AHIE OBEMEN G E T X 2 WK R A R A #T 200mg £ 5850 1 4 1 1412
RO BTN, BEK LR 72 2 B A TII R o 72, LLEORERENS, AH| 50~400mg % H[AlFE O

Fh Ll & & oz MBI v Sl sz,

2) REHRSHER (AKid) »

faERER A T 36 B AA] 100mg i 200mg Z B HEFE OG- L, 7 HELL BIREEZ . 2 #E 2 R o
78 AF—R—{EIZ L WK 100mg % 1 B 20X 200mg 2 1 B 18], 7 BB ERO®KEL, %
AR LT, TOME, BEEIEERAEFEFQIIRO N oz, o, BB LEAFERIT
IR (T EE)Z RV CTRTRETH Y | WRITAR L OBEMENRTESN TS Z L, FEFEGIIT
RCHEPHEER SN2 &b, K 100mg 1 B 2 [F1321% 200mg 1 B 1 [BIZKEROEL L& 0%

EPEICREIE RV &l S T,

(3) RERNERFER
1) BE Y o< FHHAE TAREREREER RPi1) ™

BT Y o~ F8EIC, AHI 3 HEGOmg 1 H 200, 100mg 1 H 2 B &N 200mg 1 H 2 [5)) % 6 8 [E#E 0%
Bl Z A, 200mg1 H 2[EETORET, BEFD NSAID & [FIFEEELL OGN IIR: i, Fiz,

EVEICREIE RNV EE 2 HT,

AR T Y A | IR JEE R

*f 5| BIfi ) v~ T 5401
H B | &Y U~ FITT 5 L ax o T OFMER LMD RE

&7 g% PRI | —ERVEOTREME LSRR S LT B

Y f‘ﬁi$ﬁ3%§6%g152@\w%g152@ 200mg 1 A 2 [\ % 6 W MHI#E A x5

& 2 B RS ERUGEEIC R HUERR

EARBNOARINI-HELOHREIZ, UTOLEBY THDH,

(EEiY o< F)

WEL. AT L =7 LT 1E100~200mg 2 1 H 2[E, &1« ¥ BBICR OGS 5,
(ERMEETE. BRE. SEHRAERX. SEEbERE. B - BH)

WEL. RAICEEL R 7L LT 1E100mg A2 1 H2E, # - ¥ BHICROKET S,
(Fflfitk. SMEER. IREROHEK - H#%)

WE ., AT axe 7 e UTHIEIOAR 400mg, 2 [E1HPABEIZ 1[E1200mg & LT 1 H2E®ROKRET 5, 2B, &K5H

Bl 6 RFILL BT 5 Z &

TEHDOHEEIEL, FIEIDZ 400mg, MG U TLABEIE 200mg % 6 R Ll Ldo 1T TRRO&ET %, 7272

L. 1H2EETETS




V. BARICEY SEA

(B SL)
OF AT E B
RRERBEEICHITIHEE
5 B
50mg 1 H 2 [FIfE 3/11(27.3%)
100mg 1 H 2 [AI#F 3/14(21.4%)
200mg 1 A 2 [al#f 3/11(27.3%)

S BB ST R R IR (=)

X TEBYGE) 2o THUEL) o 7BFE TRl Lo & &0 TS+ PERESE OFE

QRIVEM K& OB AR A i 5 25 )

B 55 AIEM B DR A A S 1 A8 )
50mg 1 H 2 [FI#f 3/18(16.7%) 1/18(5.6%)
100mg 1 H 2 [AIF#E 1/17(5.9%) 1/17(5.9%)
200mg 1 H 2 [FIFf 3/15(20.0%) 1/15(6.7%)

J& BUIHUIRAT R IR (FE B

2) ERERISAEAEASE O HEERERERER (OPi1) 7
FEERIEE R 12, A 3 FAEQSmg 1 H 20, 50mg1 H 2B %N 100mg 1 H 2 [A)% 4 #@ERE O &5
Lic& ZA, 25~100mg 1 [ 2 BlOFHO H & THMEN IR S, et TRV EE 2 b,

RET A v | JERHR, EERAR
pa % | ZEIRIEBETE R 61 61
H 0 | BIMEREEEIC T 5 L 23X o T O R N2 DR
F IR | —E AW B
B AF 3 HE25mg 1 H 2\, 50mg1 H 2@, 100mg 1 H 2 [E)ZOWT, BE T L ITHEEZIT
RN B 4 EMRE O E
FEFIEE | S SRUGEE IR T 5 daER
(RS S3)
OFZEFHME B
RIEERWEEICEITSHERE
e R e e aal
25mg 1 H 2 [FIEf 8/16(50.0%)
50mg 1 H 2 [FIFf 10/17(58.8%)
100mg 1 H 2 [AI#E 10/15(66.7%)

EIWE A e

B BRI 6T R PR (B )
Mo EEREME) O 7BBE TG L7z L &0 [FHHSE+ P EESE) OFE

QREIVEM K& O AR A i 5 25 )

B 51 BIl1E A BRI A 1 S A5 )
25mg 1 A 2 [E1#f 3/18(16.7%) 1/16(6.3%)*2
50mg 1 A 2 @R 2/19(10.5%) 3/19(15.8%)*2
100mg 1 H 2 [l 6/18(33.3%) 1/17(5.9%)*2

STV IT X R B CGERER)

W2 REBLR= [RBFIE] / [FHHE ORERIE DM S 5 F%] X100

AR OAB S NIZMIEROHEZ, UTDLBY THD,

(BAEA) V< F)

WL, AL a7 L LT 1EI100~200mg & 1 H 206, & - ¥ BBICROBE5T5,
(ERMEEE. BRE. BESTEAEX. WEBEREE. B - B
WL, AT EL a7 L LT IEI100mg &2 1 H 2@, 8] - Y BBICROEET 5,




V. BARICEY SEA

(4) HRELMIEAER
1) BRHEREERER
ORI < Fi&H#A%E I HHERERSAER (RDST1) ®
RS ) v~ FBE I, AF 3 HEQSmg 1 H 2E], 100mgl H 2 [ &% 200mg 1 H 2 [E) X7 TR % 4
R OBEE L& 2 A, 100~200mg 1 B 2 [ O 508k b AIEICEN, ZRMECHER WA
% HETHD LN L,

= Er = s o . e . - o

&%gﬂgfé TSR, R . RS R

W % | MY v~ T % 374 b

B B | BIERY Ikt T AL ax U T O AERIGHEOHRE OB EE G BEORE

* ACR OBMIIMEIZ L VG Y v~F LM s - BFE

IR WIRIAS 3 AL B B

- FREO 48 BAEH . PR BIEN R (R ST EhE SR O D b O) 6 L Lo B
(AR AT 5 B & (B &) ]
FHEAHI(2). MgHRARN2). HEARIUE R 5 T0)(2). NBIRIQ). FRSI(FREH A4 ET)Q2).
BaEI(2). BRBAEI(2), RBIHI(2). RAREERR). FH(DIP B & Fr<)(20), 2Rk R4
fa&»T1 &3 5)(10)

 FRLOFAE G BEN & 0 IR A bRz 46 BRI, PR & £ O JEIRBIEN SRS 3 (ELL o B

o FRBRBA AA R (B R BIRIBALART 1 » H LAIRN) O FRIE(Westergren %) : 30mm/hr LA_E (1 BEREE)

- FBRBA AR R (BLEL IR BRAART 1 » H LAN)® CRP @ Img/dL BA |-

T e R AL

- RBRBRARHTIC FRROMR LT T D B3

OBRBAAAAT 3 » LIS, HLY U~ T Al - Soaitifl, sl omnpz s Lz B,
ik U7 38 ST ERIR R DSHERPIRIA IS L TRV EE

QFBRBRAART 4 WHILLNIC RIS BB AR VE AR 52 Bl L7z B3, ik Lo ik -

7 B Ak Ik ue MEELT U7 B SUIRIE BE R VE kBT 1 ARREE LTV F=Y1
R Smg A A D BAERE T OBE

QFBRBHAATT 4 LA BIRIZEHI, BRI 2 T RIB B AR L A BRI E (R
EORMEAZZ T BE TR N b DR ELEE T2 & Bbh o 8E

A

i'_—‘F
- o | ASHI3 FHEQ2Smg 1 H 28], 100mg 1 H 2[8], 200mg 1 H 2[E), XX 7R % 4 B D
B 5

A AR | e A RR IR b U R

(RS H) (T MEfRNT X5 4E R« PPS)

1) FEFHHE A
REEBREEICEITIHER
B 51 S
7T AR 17/73%2(23.3%)
AFl25mg 1 H 2 [FIRE 15/78  (19.2%)
AF 100mg 1 H 2[R 23/72 (31.9%)
AF) 200mg 1 A 2 [A]#E 25/79  (31.6%)

S BE AT e R A5 B (S =)
X1 TEWYGEE) 1o [ERE(L) o 7RI CRIMl L7 & &0 ERLE+ PEELE) OFG
K2 A ERYCEEAVHERRE & Sl 1 & Fr <

EARBNOERBINT-HELOHEIZ, UToLEY TH D,
(Eg)o<F)
WEL. RAICIEE L =7 LT 1E100~200mg 2 1 H 2@, &1« ¥ BBICR OGS 5,



V. BARICEY SEA

i) EVEH K& ORGP B i 5 7 A2 )

iR i3 E A A 1 2 2
75 R 5/95(5.3%) 9/89(10.1%)*3
AF 25mg 1 H 2 IR 8/98(8.2%) 12/93(12.9%)%
AFl 100mg 1 B 2 [AI#f 8/89(9.0%) 9/88(10.2%)*3
A 200mg 1 A 2 [A1RE 3/92(3.3%) 11/89(12.4%)*3

FEBLGIHRAT R BB (FEBLR)
X3 FEHR= [FEHAGE] / [HFHE OREGATROMERH 2610 X100

Q%R BAETAE R HASE 1 AHERERSAER (ODST1) '
B RIEVE R 1T, AKI 3 HEQRSmg 1 H 208, 50mg 1 H 2[B[&ON100mg 1 H 2[E) X7 7R % 4
HEEREOEEG L& 2 A, 100mg 1 H 2[ED &S AMEICEN, BEMICHEDORWHE - HETHD

CoHIWr L7,
g"%ﬁg ﬂ;’ | 7T, SRR R
%t 5| BIAEBIEE B 499 B
H H) | BIRMBEETEICRT 2L ax s 7 o HERIGHOMRL OEREZE S5 BEORTE
< B B 7RI R R ORIERER & BT 5 B
- ERBALART 6 7 A LN O XHRATR T 72 < & Haiiigk, ik d 2 VTR EE o BIF 2R
T 7 AR I DO/ RBD D BHE
- NSAID(AMH A % & ToaBR3E 2 5 5-BAAGRT 2 BRI AICEEH L TV 220 EasE
- PRI 40 DL o BE
%
SEROBEIXEE T, FIOEISNE 2 b b BE
- HOfE, ARRORPERIETE ., MR, REMEERECEHRIEZRL), MEEERBEADFL
TWHEHE
. N < BH &7 TR O A BAEITE 0 B
Ll I N s oyt
cFIEEEARAT A NAl, BESEREREAORANPLIE L S BE, TR 5Bt
i 1IN B - PR A SEhE L 7o B
3
BB 7 vk | A3 AEQSmgl A 2B, 50mgl B 2B, 100mgl B 2[0), X7 TR E 4 B OGS
FEFMIEE | KSR EEE BT sER

(FRERAE S (FRMERRNT XS 4E R« PPS)

1) FEFHlEA
RRERBEEICBITIHEE
B8 e RSl
AN = 45/90(50.0%)
AFH25mg 1 H 2 [FIFE 64/98(65.3%)
AF| 50mg 1 H 2 [a]#E 59/95(62.1%)
AF) 100mg 1 B 2 [B]# 57/84(67.9%)

X BB R R R E (EE=)
K1 TFEHSE Mo EERE L) o 7BEEFCRMli L7 & & o EEREEE+ S ELREE) 0Fe

EARBNOARINI-HELOCHEIZ, LTOEEY THD,

(BEEiY o< F)

WHEL. AL 2% 7L LT 1E100~200mg Z 1 H 200, - ¥ ABBICR OGS 5,
(EREEEETE. ERkE. EEHREX,. ERbERE. B - BHL)

WE, RAICIEELr 7L LT E100mg % 1 H 26, 8 - ¥ BFICKRAKRET S,



V. BARICEY SEA

i) EIVEH K& O RGBS 7 A2 )

B 55 AIVER R R R AL 5 25 )
AT N 13/125(10.4%) 9/125( 7.9%)*?
AF 25mg 1 B 2 [FIFf 13/128(10.2%) 8/128( 6.7%)2
AHl S0mg 1 H 2 [AI#E 16/125(12.8%) 12/125(10.4%)*2
AF 100mg 1 F 2 [A1#E 8/117( 6.8%) 12/117(11.1%)%2

FEBGIE AT X R B (GEBLER)
M2 3BLR= [FHGHE] / [T H OREGATR DML H 2 610 X100

iRk ERE [ AHEEIR SRR (DDS1) 2V
TRESRAE Pk BN BT, ARKI 5 HE(Q25mg. 50mg. 100mg, 200mg. 400mg) X (X7 7 EARDN
Tz AL L& 2 A, BEWETHESUSEAGE® S, 400mg 235 b ADIMEICE, BRI
AN 72 WHE - HETH 5 &l L7z,

gﬁgﬁ;f% bR, CE SRR, RS

o G | TR B B 332 B

E IR L i T NS T s
PO FRRE BT AT 5 BED 5 b, Wl B A B & bR O 5 B LT
e

F PR EENE | - 20 LA L 65 BRI O B

- Pt OB EHIBR R O e Dk & £ 5 BE
< PR AMERIE & bV R

« BE R N BEFHE TR E 21T - T2 B A

& 7 bR AL A UE -
o B S AH 5 HEQR5mg, 50mg, 100mg, 200mg, 400mg), XL 7 EARDWT i % HElRk Ok E
o (BRI 5 )
O BEOHNEOH R
I:J\, E
ERFMAR | e oa s

- R DA F T O

A DORREDHERE D AUC

« R & 9 4 DI e & C D IRp [ (R 2122 NP ]

S IH DA TR O FFE E T O (A Frise e i)

B KR T H

EAFIOARB S NT-HELOCHEIZ, LT LBy Tho,
(ERMEETE. BEE. FEHRAERX, ERBERE. B - BHL)
WE, RAICEELr R 7L LT1E100mg % 1 H2E, 8 - ¥ BBICKRAKET S,
(Fifrtk. sMEHR. TREHROE - 875
WHE. ATV ax T L LTHIEIOA 400mg, 2 EIH AR 1181 200mg & LT 1 H2EIRA#KE T2, 2k, #&5H
fRlL 6 LA EdiT B 2 &
TEHOEATE, WIEIOA 400mg, MBS U TLAREIE 200mg Z 6 BiLL Ed T TRABEG$ 5, 72720, 1 H2[EETET5,



V. BARICEY SEA

RBRAE IR (A 2T 5821« PC)

1)FEFHIEE
BEONEDHHEX
e e A
77 v AR 11/49(22.4%)
AHl 25mg B 28/56(50.0%)
AFH| 50mg BE 26/51(51.0%)
A 100mg #f 36/51(70.6%)
AF 200mg #f 36/49(73.5%)
AF 400mg B 46/56(82.1%)

A BB AT R BRI (5D 5%)
K1 TESNTe) b Thhieinode) O 4BRBETHMi L &0 TR +ahniz) oFlE

ERBEEORERN
e bt SR
PN 12/49(24.5%)
AFH 25mg Bf 31/56(55.4%)
AH| 50mg HE 27/51(52.9%)
AF 100mg B 31/51(60.8%)
AF 200mg BE 36/49(73.5%)
AF) 400mg 47/56(83.9%)

SR RAT R BRI (=)
#2 [FEWHEE o UML) o5 BRETRME L7z L &0 EEREE+ PEENE) OFlS

i B EEATE B
REH BRI DO AR £ TOWRERH], JHADORREDOHERE D AUC, IR B A DK £ TOREM (R 2]
EEREME]), TEADIERE, FADOFFRE E CORBIERRFGREDICBWLTYH, HEofEme: & HichE
IOPEDREER T DA AFE8D B v, AH| 400mg 23 b B WA IINEE R LT,

it ) & 7E
e R e RIEH

7T AR 1/53(1.9%)
AFH 25mg BE 2/58(3.4%)
AF 50mg Bf 5/55(9.1%)
AF) 100mg B 3/54(5.6%)
AF 200mg #f 1/53(1.9%)
AF 400mg BE 1/58(1.7%)

S8 TN R BB T

AANDOH B GRS T 2 BINEMREIRICHESOSMEITRED S o T,

AR OHAGBEINT-HELVTHEIX, UToEBY ThD,

(Fffitk. SME#&. IRERDEL - 858
WE. AT L ax 7 & L THIEIO A 400mg, 2 [E1HLAREIL 1 [E200mg & LC 1 H 2E@EA#ET 5, k. &E5H
fRix 6 RefILL BT 5 Z &,
TEAOHFAIL, #EI DI 400mg, LI U CLAREIE 200mg % 6 BFRHILL LS 1T CROE G35, 72720, 1 H2EIETET 5,



V. BARICEY SEA

@Rt ERS 1B SRR (1200) 2
RN B P R AR DR A e R A e L LT ISR L. AR 400mg & BRI G- L, £ D% 5
RFH LA IC SRR 2 LB & L2 IT . AHI200mg UT T T B ROz Biks Li-s 2 A, A
MR B, DAPEICRIED 2 < AH 200mg IBANHE G- OF AP R S vz,

ggﬁ; *j;f | 7T, S EE R

i & ﬁ@?%@ﬁ%@%@ﬁ%ﬂF¢%§®%#J&éme%§®ﬁﬁj®ﬁﬁKiQ?V2%
7 400mg ZHIEEE - L, Z 0tk 5 R LIRS IC ISR IK 2 L3 L U7 B 122 i

o " 7T AR BRI, AT SR e Ptk i g BB T A L a7 200mg BN G-

HME R O PRI SV T ORE

<207 LA E 64T UL F DA

 [ERTAS, T SAMMR R Pk T O PSR B B A KR 1 NSAID TfT 9 2 & 28 AlHE & Iy L 7= B
F AR LU | - OB YRR ORI A A S R e T & = T R

< WIETRBRIEAR FA 1% 5 BERILAME 12 BE & T2 A L, BINOEREZ LB L 95 BE

c OMERICTE A2 B A AMERIERT R AL 5 B

PRI AN RS FE R I ONC B FE TIT b B TiEDBE

< PREHT 12 AT IR R E ToOMICMo OFEAR T2 S AR 2 2 -BE. &
F 7 B oAb A v HVNITEDH D BE

« HIIVE R OVZE NE DRI BB % T3 T HEME DS & D E G D A & St S C a5 B
H

A

£
S B H ME&ﬁbbfﬁﬁW%1%%u%z%%uﬁgtu:%vfﬂmg?ﬁm&ﬁb‘ME&
5% 5 BRI LI R 12 BRRILINICE L 3 27 200mg, T 7 T R Bk 5
& 2 Al O | BRI 2 R Al U BB OFIRIC X DA%
Bl R FE A OB | - EIRIREE(PI)(VAS, 4 BeBEETAM)
MBI GHIEE T L, BINES2 038, HERGORTHK T LTBE L&D SRR T 2 B 5RE1E 255
T B,

(RRERRR) (A RMERRAT T SL4EM © FAS)
1) TR H
BME5H% 2 BHZE L -EEDMRICK 2 HHHF
17,

ik i
BN 58 ’ 36.2
(n=58) - ‘ ‘

tLaFi7s
200mg

Bz IE PSSR '
(n=64) i

188 —1.6

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

WG B AL AR BRIl

(R f

1 p<0.0001 (t M5 vs 7T LA 5-8F)

K2 TERBNTZ) DD Thipiahole) O ABRBETIMELIZ L&D TE e +2niz) OFlE
K3 RPMEEIELES] & LTI ICE O T2

AR OHAGBEINTHELVTHEIX, U ToEBY ThD,

(Fffitk, sMEHR. IREROEL - #HH)

WE, AT ax o7 & L THIEIO A 400mg, 2 [BIH BABEIE 18] 200mg & LT 1 H 2[EREAKREGT 5, 22k, &5MH
fEiL 6 RFfRILL L5 Z &y

WHAOEAIEL. WIEIOZH 400mg, LEIEG U CLREIL 200mg % 6 RFHLL LI CRROBET5, 72720, 1 A2[EETET D,



V. BARICEY SEA

i )AIREEATE B
BN 5-4% 2 BEREIBOCF)IZ 1T D2 M PI(VAS)IL., 77 B AR IBIE G-I L ~ARA] 200mg 1B
I ERETHBEITIRNDZ & 2358 5 1u(p=0.0003, tRE. vs 77 B RBINFEGEE)., KT 5EE P4
EPEETAINC BT B AFK 200mg BN GREL 7 T £ RN G~ TR vy T#RED
WA OBEIENE NI,

i ) B4R (B R R A i 5 28 B 2 5 )

BEE RIVEH . ERPR IR 2 5 A &
A7 400mg F[E1$% 5- 0D 7 21/133(15.8%) 17/133(12.8%)
77w RBINE SR 16/ 58(27.6%) 15/ 58(25.9%)
AFK| 200mg BN G- HE 11/ 64(17.2%) 10/ 64(15.6%)

ST IAT X R B CGERER)

B ER

OB o~ FEMAELLLEELER (RCTT) 1©
RIS U v~ F B, AAI200mg 1 H 2B e %Y 7Fa 7 =) b U w7 A60mg 1 H 3[E)% 12 8 [k
A Lzl 2 A, AA1200mg 1 H 2 [FIEGIX, R EAHTHDL Z LRSI,

;Eﬁg ﬂ; o | S, SRR R

*f 2| B Y v~ F B 77141

A " nXxy a7 f My AEMRIZ, B U FICHT e L a7 OFMER LS
PO
« ACR DBWIHEMEIZ L VBRI Y v ~F L gl Sl Bz
- FRRHAR Y 12 B o B

L | PEMBIEIE 6 AL Lo

- KR % fE O TEIRBIEI S 3 P oo B
+ CRP : Img/dL U

- BUEHIRIBRAARTIC FRRW TR DOIRR 21T TV 5 B

OB HFBRLART 12 BRWIC, LY v~ F Al SETEAL EmmA oRRZHLE,
AESUT A - %E%ﬁﬁbt$%mﬁb A N b LY — MBI AART 8 T A)

Q@2 WP AR 2 TR CHIE B AT B B (EEEA LN 2 BAG, ik, SUIJHE -

3 y HmEEE L BE

TR BRI QRITREFRLE 1 ANREE LT L F=Y o U Smg 282 5 B2 &G Fh 0B
@ﬁ?%ﬁ%%m2ﬁ$ﬁ CRAENZRR], PR, BIEIE RIS OBIBIEAE Z T o mE

7L, FIBRE TW%/®%%EA_owfiﬁﬁ%ﬁ%%m4ﬁ$%)

-ﬁ%%ﬁ%ﬁmzaum B HELAAI(NSAID, Al %2 & e AAN D BG4 5% 1) 7= B

A

AOB O | AM200mgl H2EIXZeXY Fn T erF R A 60mg 1 H 3 EA 12 MR A #%E

TR E B | ACRUELE(EIAIC L DEEE

« ACR BB LM X 5 ok

*ACR =27t v bOEEE(LE

- BRRUGEREIC X DR

&

Rl K BTl ZHH

ERABNOHAGREINT-HIELOCHER, LTty TH 5,

(Ffiitk. sM5%. RERDHEX - B5RE)

BE., RAZIEELax 7 & LTHEIOA 400mg, 2ETHLFEIX 1E200mg & LT 1 H2ERAREG TS, ok, &5
WX 6 BERILL BT 5 Z &)

TEHOEATE, FIEIODOA 400mg, HEI5E UTLREIE 200mg % 6 LI E&H T CRROBG-92%, 72721, 1 B2[EFETET D,



V. BARICEY SEA

GRBRAE R (A2 MEREHT - 54 : PPS)

1) EEFLIE B
ACRENERE (BRI L PWEE
(%)
S S ——
s S
20.3
W0 e B -
& 158
# 151
$
J0f—e B - N -
SJ
O T 83l 128 A
(n=313) (n=291) (n=276) (n=261) (n=318)

* ACR LELEE IR L 2EER  LTOOKVQETH-H6 hE 75,

O BB OMEIRBIF AN T4 20% LA s

@B OFEFHRHM(Visual Analogue Scale : VAS), 35 O BIGEINERARGTG(VAS), B OB BIGEME A FTM(VAS), &
B O H RHEREFT(MHAQ)D 4 THH @ H 5 3 IHH LI RICR VT 20% 8L FikiE

i )@ EEA T B
ACRNEHE(IC L DWER
(n=318)
EREfifiER] B 5.2 Wik #5481k 5 8% | &5 12H1% b5 diiflisg
o oH R 8.7% 16.9% 21.4% 24.1% 21.4%

(S

ATt G 1) (27/312) (49/290) (59/276) (63/261) (68/318)
A 95 %15 8 X ] 5.37-11.93 12.41-21.38 16.36-26.39 18.75-29.52 16.72-26.05




V. BARICEY SEA

ACRa7ty FOTEHEILE

12 LA EDOFIEE T, &&EFTHMEREEZ & T X COFMERICB W TSEZ R L2, CRPIZOWTIE,
WA IXER D IR Do T,
AR B2 % B 5 4 8% 5 8% | 5 128 % T & ETA B
! (n=314) (n=291) (n=276) (n=261) (n=318)
P B Hi R 2.1 2.7 3.2 3.6 3.2
(1) +3.86 +435 +4.60 +4.82 +5.03
JERR B Bk -12 -1.7 -1.9 23 2.0
(f#) +2.50 +3.20 +3.26 +3.68 +3.72
BB O
-8.31 -8.99 -9.82 -10.36 -9.41
(VAS) +15.078 +16.621 +19.616 +21.432 +21.147
(mm)
BA ORI B 7.86 8.51 9.75 10.43 9.25
RFli(VAS) +14.993 +16.486 +18.401 +20.448 +20.258
(mm)
PRI OPRRIE I 6.43 8.77 9.84 10.86 9.62
AN BLETE “V. 0. =7. = . =J.
BAEFFI(VAS) +12.151 +16.186 +18.485 +20.069 +19.845
(mm)
By R RE ATt
HAQ) -0.8 -0.9 1.1 -1.0 -0.8
(m( o +2.03 +237 +272 +2.99 +2.95
CRP 0.675 0.684 0.558 0.784 0.844
(mg/dL) +1.4937 +1.4762 +1.6875 +2.0369 +1.9914
CE¥IZ L& +S.D.)
ERREEICLIBER
(n=318)
ERafiilisz: 5.2 JEH# BG4 % Be 5. 8 Wik 5 12 @ =g SRk
G = S 13.1% 18.9% 26.4% 28.4% 26.4%
Ge2lid
AT 1) (41/314) (55/291) (73/276) (74/261) (84/318)
T 95 % {5 FE X R 9.17-16.94 14.23-23.57 21.06-31.83 22.69-34.01 21.41-31.42

i ) R OB A o A1 5 e AC )

BIER - RRREEEELY

il 1

40/382(10.5%)

A AR A0 5 2R

57/376(15.2%)

. HLETES -

HH i oD B E

58 TN R BB TE)

1 BN BRI biT,




V. BARICEY SEA

Q%R 5 AR ELEEAER (216) %
EIANERIEEBE I, AAI(100mg 1 H 2[E), %Y ru 7> F FY 7 A60mg 1 H3ENEOT T+
R dBEFREOEG L-E 2 A, AK1100mg 1 H 2B 51X, R EEHTHD Z 3RS,

gﬁﬁ; *7;;’ o | RO T AR, I RTINS

st % | T B B 949 b

. n nXxy a7z f N A TTRRERRIZ, BEREEEIEICHT I E L a X T OER
M O et b

o B OFEIRFT(VAS) K ONE Rl D2 FTAT(VAS) S 40mm B o>
F Ao PLIEE | - FEBRBRLART 6 » HLINO XREEICRB W CTERL Bk dH 2\ VIR OB MEo 3
N1 DU ERD LS BEE

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

< RERHAM RS, BRI R A0 B )OS EHRTE XX OMORBRILE 21T S Z L & T
ELTWSH#EE

- B EBRAART 4 W LANIC R R E AV v OfRR O, AN, BIEIN U N &5 %2 321
T bR UE FRELDIVFE T e U EOBEENE S &%) B

« R—2 T A VBB O 72 < &Y 5 FITHRS 3 B HAR LLINIZAT 5 230 NSAIDs X
IXEREFIO® G 22 T B, B GEFEZHE CERWESIE, N—R T A BT 48
REEILANIC B 5% 5% 1 T- 1B

Yoo

£

S T, AAFl100mg 1 A2 XiFeXyra 7o oA 60mgl H3EG LIZT78AR%E 418
o R A 4% 5

FEFFMIEE | RAEDRUCEEICIT 2 SEB R E R O'deE

- BBFE OEIRAAT(VAS)

- BFE O LBEFAT(VAS)

BIRFMER | - EAOSKFEM(VAS)

* WOMAC OA Index(Ji %, ZHiZ V. AEITEONEELE, HAEE)

(RRUBRKSR) (A 2WEMRAT X R EEH : PPS)

i) EZRHm I H
RREBBEEICETIREEHERUVLER
TR
(n=151) 29'1%13
rLaxy T iz
(n=286) 136 /4 07

0 20 40 60 80 100(%)

W HGE EhEEGGE MEEGE DA% BELR () rpSEEER R
#: p<0.05[Cochran-Mantel-Haenszel ¥ 5 (4 ZAHETH 5%) ., vs 772K E]




V. AEIZCET 5IER

i )E R H

B E OFEFEEEM (VAS) WOMACHE &4
2 4(;H)
BE DA (VAS)
2 4(:8)
-
[ Bifi D 2 fi 57 (VAS)
2 4(:H)
—@- 7 7 R (n=151)
— a2 F Y 7 (n=295)
* 1 p<0.001 LR, vs 77 £ )
PR LA A
i ) BIE S OV A A A 52 5 28 )
B 51t EIEH] Fifh A A A 1 S 5 25
77w REE 61/192(31.8%) 32/191(16.8%)
AFHHE 134/377(35.5%) 64/367(17.4%)

ST S BIREBF)




V. BARICEY SEA

OIEFEAE S MAHLLBERER (217) 2

ESRIE R, AAI(100mg 1 H 2N O a %Y F a7 =) kU w7 A(60mg 1 H 3 [8]) % 4 8 [E#E 0 #%
B L& Z A, AHI100mg 1 H 2[E#EIX, K EAHTHL Z LRSI,

gﬁg*;f% SRTIR, R R R R
*f £ | BEJRIE A 846 fFI
H B | ey 7a 7o M) U AERRIZ, BRIEICKT 58 L asx o7 O R VL aE ot
« BE O FN(VAS)AS 40mm Ll o> B
s N « AR OFER O REFR R A 2 WL Lo BE
ERBIOEE | e w12 K R 0 b F (i s B
CPRRIFEED S D & D WA R OTE R (AR I . AR M E O BT B9 2
ERT D ERE, AT RO EAR 18 A B R 2 B HE R B2 SO HERI R~ L = T 7 &
< D ORI L OREMBEE O BEERE X = 2 b a— L RRE DB MR RO BEERE D 12 DGR B AT
(GrH)ERAIZ X 0 NSAID #HEMAEE) Tha &N S iz s
c ARBRPICFINREREE TEL TSRS
< 4B LANICIERISR O 7= DI FER 2 =% T -8
BRI U U~ T MESOSEMEOFHEBISIECRIEER M . SRR, B &
R, RX—T = v ME, BRHERTRIE, BHOUIMERR OIEE OTEGE, & D WITEHMEE
3 7 R A e U JROIRK & 725 2 OfOBEBOELH T 5 BHE
- BB ERAT 6 v H LINOIMEGEHET 3T, SMEMFTHEBETEZ2 O L 2R 2/ 3 5 B&
- WIBR B (A BREEHE 2 O)NTERT2 B2 N 2BFE 6T 2 8%
- PR EBRLART 4 WEEIDAPNICEIR R AR VE L ORI, BTN, TEIBESN S R B~ D 2 5
BT T BB (WK OV & BTk 2 R e 513 D)
c R—2 T A CBIERIFRNCERW 0D 22 < &b 5 5ITHRY 9 5 IR LIS 5 50 NSAID X
SR A OB 5 2% - BE, BEEAE/HETERVWGEIEL, N—RA T 1 UBIEET 48
WRELANIZ % 5-% 52 1 7= FR
=3
RO O | AM0mgl H2EIXiEeXY Fu T erF R A 60mg 1 H 3 EA 4 BEROKRS

F= ZRF Al H

R R CCE LTI 1T D W

EIR/ R (TR

- B OFEIRFAT(VAS)
« BHE O LT (VAS)
- ERT OEARFEAT(VAS)
+ RDQ(Roland-Morris Disability Question : & 455 QOL R FF)

(GRBARE ) (A PERRAT X546« FAS)
1) E2EEEARE H

BHERUBEIC K HREE

tLaks T 651 |
(n=401) _ N

T
0 20 40 60 80
CEEL

100 (%)

X TEWHSE) 2o B o5 BTl L2 & &0 FEREE+ PEENE OFl6




V. AEICBEY S1EH

i ) B A 2 H
BEDOEREEE (VAS) BEDOSMEEE (VAS)
{mm) g 2 4(H) (mm)
q’i # ~T" o
£ ft
H -
- ELaF L7 (n=414) & bLaxI T (n=414)
ELMDLAZEEE (VAS) RDQ
Gl 2 4GH) ELaFLTEE (n=414)
0
Y S
10
b2
% 15
% 20
25
-30
- LLIXTHE (n=414)
it )@I{E

R AR H LB 2 S TRIEM 163/425(38.4%)
TR AT 3 G B0 (G 3L



V. BARICEY SEA

@F ik EmE MHELLEER (CL102) »
TR BE I, AFIWIENT 400mg, KT 200mg, # HIZ 200mg # 1 H 2[0), 77 ERER= k
KZ27200mg 1 H 28)%& 2 B OG- Lz 2 A, RAIRE LT 7 2RI+ 2 BHEER = N R
TINCHKTDHIEBYE, SHICAFIE = b RT 7 OMICIEHFNRGBENRBO L, BREGHTHD

LR ENT,

RBRTY A2 | e 07 5w R, I B TR e

&k O xR

Xt % | FINHRIERBE 616

& iy | T ET 7 TTRREHRIC, FHTRAREFICHT 2 L ax e TORYMET T BRI
KT HEEEROT N K7 7134 250 & etk
FIRICH SR H R L, T ORFEBAEE N NSAID THIEE &Il S D B

w @ gy | HRERDFIRROWBOR] HETHT, FHEOH, WA, BIGGE T A BB, B

%O % HidE T ARSI, MEhEAIT, RYEEGMHM T 7Y Ao JBlE, 77 n—A4, 20

fill), FAREIEGRE, FHTEREGRE, AN, BE~Lv=7 TREIRE, £ ot

TR I NSAID 2k % & OVER AT L PR U B

- i 24 WML OBRTRIERF & L, DUF 2 S0 IS A i B 56 e LT
e F

EREREE L mmrmc thsEoRz) Ut LD

* VAS #iffi T 45.0mm 2L

=
< PN ORT 12 BRI O T EMIT SN2 EBE, X, PIROK TR~ RBIERC o
FiTOTEND D BHE

« HEhE K OV R ORI R & AT RIREMED & B MR O &0 2 T (T )AL A
FERBRAERE rmE

- RIEMESR AN X DM B LB B

c PR EFMEEEL T CTirbhd TEOERE, X, 1ThhizEs

ey

F
® B 5k Tt BE I, AAZPIEIZ 400mg, K\VNT 200mg, 3 H I 200mg & 1 H 2 [B(KAE &
5y, XE7T7%AR, = FZ7 27 200mg 1 A 2% 2 ARREAZL

FEFMEE | H5HMZ2EC COBEOMRICELDADHR

- JEIRIRE (P)(VAS)

BIRFEAG S H | - DA+ L DIk

A

S

(RERFE ) (A ZMERRNT RIS AER © FAS)

1) FEFHmIE B
BEHEZELC TOEEDONRICL 2EMFEX
(95%CI : 0.32—15.98)
T oswoiiasT-2a36)  (9s%Clisms-l4dn)
[ il |
63.7 )
ELaFyTH TR ' TRES B ;
(n=248) (n=124) (n=244)

Mantel-Haenszel#f &
ML) b Thipdedhiodc) OABBETHMLIZL &0 TLIhniz+8hniz) ofla



V. BARICEY SEA

i &R EFATZE H

FRER R OERRE (P1) (VAS)

LB CEE L B s
wE R R AR
OWGRG  AWERT  GRER
\ 1HH | 2HH |
= L% T (n=248) —C— 75K (n=124) —O— TIFF2H(n=244)

% p<005 k% p<0.001(t HisE. vs 77K
(1 HHERHERT DABRI I BOE L Ty iens)

NRARF R DFIUFOEIEGIL, 77 B REE 194%., FARE 109%., = FT7H 143%ThHV ., IR
B, = b R VB ARRIBEOIRICE o To, IRAT DI L D RBIEP ILROXHIRIC XD BEDOH T, AHIRE
L7 TR L ORIITRE R A EZENTRD b T (Log-rank FR7E : p=00231, —f%{k Wilcoxon F7E : p=0.0273)
B, TRRITIREET TR, WRCAFIREE = N RT 7B E OBICIIABRZITRO bR ho T2,

BT+ LD EARY e LI-REHRIEER

gt Hk 95% 15 #8 [X.[#]
A Y 3 24/124(19.4%) 12.81-27.42
AFNHE 27/248(10.9%) 7.30-15.44
= kKT URE 35/244(14.3%) 10.20-19.38
i) AIE FH (BRI AR A S A B 2 5 Tp)
58 BIVEH W, R mRE T A
7T RN 30/124(24.2%) 25/124(20.2%)
AHIEE 45/248(18.1%) 41/248(16.5%)
T MR VB 53/244(21.7%) 48/244(19.7%)

FEBTIE AT R BT (FEBLR)



V. BARICEY SEA

2) REMHR
BAfi U U~ F R OLIBIEREEIERE 25345 & LT, AFZRMREG Lo & S OREMELROAIEE BT
L E&xAME LT, EHIEERIC K DRI GER 2 3054 5l L7z,

OREER ) o< FREAZSHER (RLN3) *77
BT U v~ FBEIC, AH200mg 1 B 2[E(300mg 1 H 2 [E], 400mg 1 H 2 [A1Z 4 & Al RE )R 4% 552
ML7-& 25, AFI200mg~400mg 1 H 2 [A1-E #5850 A g0 K O VD HER S vz,

RERT A .
% 0 5 B 5305

b3 % | MY U~ F B 156 61

B B | B Y v~ FIckt T 5 L ax s T OEMBEICIIT DA MER L e OB

F BN | ACROBZWTEREIC LV E Y v~TF LS -8

< 0 B ERERT 12 BAIM(83 H LAMICARKI D 5% %1 7= BE

- B M UTTEEERIE 2 G0 L TS EF, T 0 BEIZERAT 2 A3 HUN)IZ He
SREERH, e bR CTHEAR, TR RAX T UV VBIE A VT 7y — hOESE

T BE
X e |+ PRBREI I RBE O A R O A DRI B RIS L B NS RN TES
F e bR Ah L UE
nTWniE
- 0 JEBIEMERT 8 WAIM(SS B ELPNCHTT- 7ot U v~ FHl, SIEHEHl, sEmfiFiosEs
Btk LT-
- 0 LI 2 BERIRA3 HEIPDICEIBRE AT @ OAL ERAL ALE)ORSE %2 5
\ZBR%A L 7= B
. o | AHI200mg 1 B 2 BlERE 52 B ORGSR S, SIRA 5372856 400mg 1 H 2 [H]
OB 5B T CH R
THIET)

#F i W HBH | -ACR=7 kv NEH
(B % PE)| - ACRUGEIEMEIENC L DR KL ACR BB IEHEIC L D s

AR OAGB ENT-HIELOHEIZ, LT EBY Thb,
(g o< F)
W, AT E L a7 L LT 1EI100~200mg & 1 H 2[[], 8] - Y BBICRO#EEGT 5,



V. BARICEY SEA

GRERAER) (AT XIS EE R FAS)
1 )aHilE H (A 2hE)
a)ACR =27 & v MEH
A3 B 15 2 JER IR 1) BT %
(g 4 8 1216 20 24 28 32 36 40 44 48 52(M) ‘ﬂﬁgo 4 8 12 16 20 24 28 32 36 40 44 48 52(H)

=<
T

BT Ry

b s d bk b
T I

CRP

% 05} --
1t l
L e N A S S S B B e
-15 N N il it ) J:'
20 = -
HEOEREHM (VAS) B OB BIEEPE RGN (VAS)
(mm)o 4 § 12 16 20 24 28 32 36 40 44 48 5208) (Mm)g 4 8 12 16 20 24 28 32 36 40 44 48 52(H)
1] S —~,y |/~| e i g 5 i R sull U RS REE oo
5t 10
% %
1 -10 ’!Ils 15 l
" s = a0
20 25 . -
2% -30
HAEO SRR (mHAQ) 2% fiff o> ¢ ST Bl 4B SEA (VAS)
Uﬁ)ﬁ 4 8 1216 20 24 28 32 36 40 M 48 52(H) (mm()) 4 8 1216 20 21 28 32 36 40 44 48 52(H)
-
,1 b
% % 10
1t -2 1t
= =
L | .15
o [ 20 1
T 25
(n=156)
B LE=SD

b)ACR U FHE(ZEVENC K DB R KON ACR UGEFEMEIC X HUGETIE, 48K D 52 HRFIZ /T
THUENFHE LTz,

MARIOER S I HER ORI, UTFOLEBY Tho,
(BAERY < F)
BHE, RACEE L a7 L LT 1EI100~200mg % 1 A 2[E], & - ¥ BERICROKEET 2,



V. BARICEY SEE

i )RR M OV A o A1 5 A2 )

EI1ER
AIE 37/156(23.7%)
200mg 1 A 2 [#E 31/156(19.9%)
300mg 1 H 2 [ALL RS 9/ 45(20.0%)
IR RT R S B1E(EHER)
R EEEEEE
AIEH] 18/151(11.9%)*
P58 200mg 1 H 2 [A17# 9/111( 8.1%)*
Ak 58 300mg 1 A 2 [ LL B#E 9/ 40(22.5%)*

FE B0 AR 6 GV L)
SCRESS [REHI | (A B OB ENIE OIS 5 5 B X100

QZEMEMEER IR S5AER (OLN2) 27
I BAEE A (2. A 100mg 1 H 2 [El(200mg 1 H 2 [ACHEATRE) R IR G-(& & 52 B L= & =
A ARH100mg~200mg 1 H 2 [l &4 G- D A 50 o OV P D HERR S vz,

RBRT YA _

% o0 % R G0

xt % | BRRIEREERSE 65 4

H W | ERAEREEE ST 5 L ax s T ORI GICB ) B HER e ORE

« BT ISR E IR I RIESER 2 A 5 B

T BRI | - 0 EBERELIRT O X BREIZ T EBIETE \ S R 72 B OB, B b, BAEZER D
BeMbD 5B 1L RS FHEICER D B b B

- 0 WBIZLRE 12 HARNG(83 H EAPICAKI OB G- 252 1) 1= B

< AR I SOV E BB 2 S 0F L TV A BT, U, 0 EBLEIREET 2 A3 B LN
Hy ZRMBHEETH, 70 SR TBRER], TeRy 75D UBE AT VT 7 — ho
B2 o B

CREBRIEIC, FEREICRTT D RIS FESN TV D AE

LR iz ) o T SMEGSE G, FR. BB S LRI A L. SR
I2 & B B & KR T 2 B
- 0 BT 2 A3 B AP RIE IR L (RO AL, TR, AN B 5 % B
TG LT- B
e
s o | AFN100mg 1 2 (B2 fed 52 e 04 5L B HER SHv, DR T2 70456 200mg 1 B 2 (]
RO OOk TR

« BHE ORI (VAS)

« BH O LT (VAS)

« [ERI O 2T (VAS)

AR (LR, R, MENEENR). SRR ETGT IERR ST s BB, Rl
B, AEARSEEEGLD LNV EIfE, Lol

o m A
(H B )

EARANOARBINT-HELOCHEIL, LTOEEY THD,
(BEEiY o< F)

WHEL, AL 2% 7L LT 1E100~200mg Z 1 H 2[E, ]« ¥ BBICROSGT 5,
(EREEETE. ERikE. ERHREX, ERBEREE. B - EBHL)

WE, RAICIEEL a7 LTI | 100mg 4w 1 H 20, 8 - ¥ BBICRAKRET S,




V. BARICEY SEE

(BRI CHMERRAT X S5 © FAS)
1) RFAfZE H (F201)
BB ORI (VAS) BH ORI (VAS) BE IO A EFA (VAS)

(mm) 0 4 8 121620 24 28 32 36 4044 48 52(3ll) (mm) o 4 8 12 16202428 32 36 40 44 48 52 (GH) (mm) 0 4 8 121620242832 36 4044 48 52(:8)
o T T T T T T T o T—TT—T T T T T T (L L e e e e e e e e e

(n=65)
SEHZEALE=SD

TPTRREIR (2 BHREe . R, BB ), SAEAE IR (R B R R AR S 3 2 B Bkl . R P BER)
HHAESEIEREQLD LAV EE, Loense@liff)) Tid, &RERMGEK 4 806 8ET m~DZ1L
DR BV, 52 W E TUELFRE L7,

i )RR R OV AR o e 5 o 4S8

BI1ER
A 5 11/65(16.9%)
100mg 1 H 2 [AI# 9/65(13.8%)
200mg 1 H 2 [AIf# 2/10(20.0%)
FE G MRNT 6t G B1 B(FEHRR)
R EREELE
AEH 9/64(14.1%)*
e 58 100mg 1 H 2 [AIE 8/55(14.5%)*
By 58 200mg 1 A 2 [m#E 1/ 9(11.1%)*

FEBUFI R SRAT R S (G BLR)
MEEHR= [FEEHIK] / [(FHA OREHIROERH S 6144] X100

EARFNOARBRINT-HELOCHEIZ, LTOEBY THD,
(ERHEETE. BEk. EEHRAEX. ERbUEIRE. B - BH)
WHE, RAICEEL a7 LTC1E100mg % 1 H2E, 8 - ¥BBICKRAKET S,



V. BARICEY SEA

<HBE>

BAETY < FLBER (EEEEERNBERE) (022) WEAT—%2) P

SMENBEER Y v~ F IS, A3 HEE(100mg 1 H 2@, 200mg 1 H 2[H], 400mg 1 H 2[A), 77 r %+t
(500mg 1 H 2 [ENT 7 Z &A1 H 2[E)OWT g REMEOES LZEZ A, AH100mg 1 H 2[4
BEGRER N 200mg 1 B 2 EHEGEHX, 77 B ABECHER U CRR IS, IERBIFEIC WV THERH 72
HEZNRD BTz (Fisher DIEMEMEHRRIE @« p<0.05, AL, 77 EARHEL 200mg 1 B 2 [AI# 5O I
Hochberg's step-up procedure % iV 72), F£72. ACR-20 t#ERICEB W THRMEMNRAEZNRD L
(Cochran-Mantel-Haenszel i€ : p<0.05, AL, 77 &AREEL 200mg 1 H 2 [BIFED LLEL T Hochberg's step-
up procedure & V7o), #5122 BHBONHE FICHBITHE « + HBHEERTRIL, AHK 100mg1 H 2]
B 5HET 6%(9/148 1), AF 200mg 1 B 2 B 5-HE T 4%(6/145 ) TdH > 7=,

RBRTYA | FEEROT TR, T E R iR

OSSP
x5 R Y o~ F B 1,149 4
HeY F7uxtr FITRRELBIZ, Y v~FICHT o2 L a o T OFYMER OV

ORFIEET Y v~ FREITB T DHRIAE - BURIEA. HILEREE BT DAH L EkDIERT
B FYEPLAIESE & O i)

TR BRPULHUE - ACR ORBWIEEIZ LV B Y v~ TF LW S - fB#
« A7 8 A R, DMARDs(EEEMMEIY v~F ), A N MLXH— FOBREENR—ETHY .
BRI b Ak L CR— St CEFRTRE & ofllr S 5 B
TR | SREBRETO B LA ARSI L 0 EELAE ICIEE U 10 LA EOONS AREN T BE
AR TE AFH| 3 AHE(100mg 1 H 28], 200mg 1 H 218, 400mg1 H 21[a), 77 m¥%&> 500mg1 H 2 [A]
XIT7Z RO % 12 BEE DS
FEHmE A - B U~ T OER S E
(&R B, MEARBIHI S, B IC X 2 BN, EMIC X 2 MG, ACR-20 i#E3R)
< EEVHILENTISERAIC L D -+ IBEEREIE

(FRR A 2R
i) SR H
ERESB R VERESROHRE
(fiil) (fiE)
35 24
—o— 75K (n=231) —o— 7Z £ K (n=231)
—e— £ L% 37 100mg LH2MEE (n=240) 29 —e— L 3% 7 100mg 1H2E (n=240)

20 —a— B L T% Y7 200mg L H2ZIEE (n=235) —a— kL3 E 7 200mg TH2ER (n=235)
” i 20
W =
il 18
i =
¥ by

20 16

14
15
12 [
10 I ! | 10 I ! J
0 28 6 1% 1237 0 2 638 128
AR AT R0

* 1 p<0.05. Fisher D IEMMERIREIZ L D7 7 EREE L DL,
AL, Z7EAREEL 200mg 1 A 2 [F#5-#£0 Lg% Hochberg's step-up procedure % V7=,

EAFROAR ENTHELVCHEIR, UTOERY Th D,
(BEEY o< F)
WHEL. RAICEEL X7 L LT 1E100~200mg 2 1 H 2@, &« ¥ BHBICROKES5T 5,



V. BARICEY SEA

ACR-20 &=
(%)
100

90 | o 77 AE (n=231)
8t 3% 7 100mg 1H2EE (n=240)
80 8L 3% 7 200mg 1H2EFE (n=235)

70 |
60 |
50 | )
40 | . i
30 |
20 |
10|

e sE

2 Ht% 6 Bf% 12388
R R R
* : p<0.05, Cochran-Mantel-Haenszel fR/E(Z L 57" 7 & REE L O L,
fBEL, 7ZAREEL 200mg 1 A 2 [AIF 5RO HL# % Hochberg's step-up procedure % FV 7=,

¥ACR D ESEAE ¢
PN BRI L OMEIR B O WL b 20% 2L Bt 2y o () ER O BISEIE 2AXEHE, (2)EE OB EIE
THPEARETAT, (3)BE OE M. (4)CRPE. (5)EE OHEHREFT MO STHED S H, Wi 3HEBICE
WT 20% 8L Lot

RNBRREICELSHE - T2HRBESRERE

Cochran-Mantel-Haenszel 52

(%) T:p>040 (vs 77 L HE)
15 S () MIiF95%CI
6 (22-100)
E 10
% 4 (01-79) 4 (09-73)
H
4 T
5 |
0
100mg 1H2ME  200mg 1 H2Mm#
AR tlLaxy T
(4/9961) (9/14815)) (6/145%1)
K12 WM FEH (D U < I3 G%R)ICNESRE 2 550 U, FEEICEL 3mm U EOEERLLNZIGA 218
e Lz,
i 224k

HEREGHT, AHKI100mg 1 B 2 [BIF5-FET 68/240 i, AAI200mg 1 B 2 [BIF 5-FET 63/235 5l TH - 7=,
LR DA EFEFGRBLRIL, AH) 100mg 1 H 2 58T 28%., AAKI200mg 1 H 2 [AI#5HET 25%
T, ERLOIXHEHAR, TH, e Thole, 77 BROAERGIT 55231 fiiTh-o7-, Wk
RO FEFGIHEBIFEIT19% Th ol

EARBNOERINT-HELOHREIZ, UToLEY THD,
(BEEiY 92 F)
WEL. RAICIEE L =7 LT 1E100~200mg 2 1 H 2@, &1« ¥ BBICR OGS 5,



V. BARICEY SEA

(5) BE - RAERIHER
OREEARKxEE (POP1)
JE BEE PR BT, AAI(100mg 1 B 2 )2 4 B OG- Lzl 2 A, AH100mg 1 B 2 [FIE 50
TR BE & PA 2R 12 kE 9 2 A e e OV 3 el S 4Tz,

ABRT VA .
%R, FEE RS

%O % FExTR, FEE BB

%t S | HBAEE IR 77 GBI R, GRS, BEARITR, RO RO HH )

H 0 | FEREIEPRBE T DL 2% 7 100mg | H 2 [FIEG- O R OZ 2O

« N— 2T A VBEERRHCFHIBALIC BT B FERIEIR (R, B ENERR . SR, )
F Ap AR AL v OWTNDNFEELLET, 23 o_—RA T A VBRI BH OERHE(VAS)Z 40mm 2L E
DEE

© TR ORERAME . EE, e, VU~ TFICRRTL EEXONDBEE
 FEAMERAL I B 1 D MRS REME O 7 KA S

- SUBMUEWERE O B

« N— 2T A BERRERT 1 E R IS NSAID, S0 Al (BREE « FEBRSE) SFRRELA O 5 5% 5 1)
7o HE

c R— 25 A BT BRI ISR E RN E L ORE TMIE LRI AR E T
IER N TR T B

c N— R T A BERRERT 2 AR BAFIRCE REAI(E 7L 1 BRSO R~ B N
AR

o

3

T bR A

A OB F IE | AHI100mg 1 B 2 [\% 48RO S

EEA MR | et RKEE B U

- BBFH OEIRAAT(VAS)
« BH O LT (VAS)

BIDCREAEE | e i o g i (VAS)

(GRERFE ) (A ROMERRNT RIS 4ER © FAS)

1) EEFGIE B
BREBUEEICS ITIRER
E(a;twsfls%f
(n=74)

0 20 40 60 80
I e B P AR R I IO £ A B
a



V. BARICEY SEA

i) &R AT H

BEDERETH
2

(mm)0

(VAS)

B R

(n=74)
FEALSD
EER D £ iR ST (VAS)

4(#)  (mm)0 2 4%(5@)

mk el -

20 F---- \ -

%5 30 |-~ -

~ccf %740 -----

50 f---- — )

50 60 |- -
S =y (n=74)

IR SD THLEALR-SD

i B (1 - R AR AR A A

BIER - RIRREERELY

il 1

12/77(15.6%)*

il A A i 5 S )

7/75( 9.3%)*

FEBLFIE AT R GBI (FEBLR)

KRR AR W AT O RBR= [RBFIE] / [FHE ORGRIZROMENH 2615 X100



V. BARICEY SEA

@

YR b REEEE (COP1)
FURMEERE B 12, AAI(100mg 1 H 2 [ENZ 4 BRRO#KEG L7zE 2 A, AHI100mg 1 H 2 [F#5-0
SHJE BUIE BRI 03 2 B 2R V2 M EGR S v Tz,

BT A . s
e XM, BB
xt 5 | SUEBEERE R 82 BT PESHMEE . SHMEMERIOE, ISR E B AES)
B B | SHEBEGREESE ST 58 L 2% 7 100mg | A 2 B#E5 O E ONZEMEORE
7 SRR L v « N R T A BRI 3T D AR AR (L E R . B EEDE . R oV
D PERELL BT, 2yo— R T A LRSI D BE DR E(VAS)AY 40mm A o
< FHWERAL OSSR IME . NS, Y, VU TICERT S EEX NS BEE
- BEOTBER, MRAREREF T o 8E
- JHBARIE PRZE D B
c N2 T A CBIERERT 1B NSAID, SR AI(REE - JERREE) SUSRIRAI OB 5% 52 1) 7=
F 7 R ok AL HE maE
« N 2T A ARSI 2 BRI R R E AR E L OB E FHEEALIC R T AT e
7RIk B Z T IO RE
c FHIERALICRT LT, N AT A BRI | BRI AR I L AEEEZ T EE
3
OB B | AH 100mg 1 H 2 B 4 BERORS

TR A

IR BRI IZ I 1T D B R

&l Gl 2 H

- BE OETRRHME(VAS)
- BE OSEFHE(VAS)
- ERIOEMEFHE(VAS)

ey

23

GRERAER) (AT XIS AE R FAS)
1) EEEHhE A

RRERBEEICE T HHEER

(@ HT700%)

(n=80)

0 20 4b 60 80 100(%)
I e B AR R I R O] A B L

X TEWHSE) 2o B o5 BTl L & &0 FERGE+PEENE OFl6




V. BARICEY SEA

i )@ EEAT E H
BE D& (VAS)
(mm)0 2 4(;H)
0 T T
(n=80)
P bE+SD
BEOEAEE (VAS) E= AT D £ % EE 4@ (VAS)
(mma() ? 4‘(5@) (mm()]() 2, 4‘(5@)
-10
20 frmmmmneees
7
1t -30 ===
i
T, ) P
T
60 3 K
(n=80) (n=80)
e LA SD

i ) {1 - TR PR AR A A

KRR

BlER - RAREEEELRY

EIEM 22/82(26.8%)
P R A A2 A1 B 2R )y 6/81( 7.4%)*

58T MRAT R B ()

REEBOREHF= [BEHEEK] / [FHE OBRGHIZROMAH 26151 X100

QB - B BE (TOP1) *0
Bt - BERRZR AT IS, ASAI(100mg | H 2 [N % 2 B A G- L7z & 24, AHl 100mg 1 H 2 [al5 5 O -
IS 2 V256t B AT B O e R S LT

BT YA
K OV xf B

XTI, FEE AR

*f E S

Jif - FOME - BRI 80 BI(ERAZMENES 2% (de Quervain JiF), JEINEMERG . EEFHIE, AT
HHBREE)

H £

i - BERRRBE 1T 58 L a7 100mg 1 H 2 [0 5-OFZE R L 2O

s N— R T A BUERHI RO BT D AR (R, B BEEE, TR, R

T p R AL v FHERIZ L DB O WT RN PEEL LT, hoN—2 T 1 UBIENOBE DKM
(VAS)AS 40mm LA o> 3
< FHIEALORER MG EE, Y, Dy~ TFICRERT L EEZXONDEE
- BB, SUSBEFERE O B
« R—R T A SR 1 AT IS NSAID, SR A (FRER « FERRE) UL RS D3 5% 52 1) 7=
F 2p bR AL UE BE

c R—= 2T A LR 2 WARWICRIR R ERNVE S OG5 2% T T B
* FHIEEALIC R LT, N—R T UBIERRERT LR IS B RIS L DAEEIC L DR
AR e




V. BARICEY SEA

R OB 1B | KA 100mg 1 B 2 [E% 2 BEROKE

TEAMIE A | R ERUEE ISR D UEER

« A OFETFRHIEI(VAS)
- B OEMEHIE(VAS)

BRI | e i o oot i (VAS)

GRERAER) (AT XIS AE : FAS)

1) FEFHmIE B
BREBREEICBITAIRESR

(% 5671%)

'
i
1
i
1
i
1
L
[
L

(n=79)

40 60 80 100(%)
I I [ v R I R EAAE BB
X TEWSE 1o LML) ©SEBIETRHMEiLC L 20 [ERdE P HERE] OFla

il )RR EEATE B
BE DK B (VAS)
(n=79)
P LR ESD
BE D AETEAE (VAS) EEEm D £ A% 5T (VAS)
<mm30 1 2(H) 2(H)

(n=78) (n=79)
EHEALE=SD FHEALEESD



V. BARICEY SEA

i)AIMER - B A 2 22 E)

BER - BRRREEEELED
&IVEH 13/80(16.3%)
Fif AR A A i L 5 2 ) 2/77( 2.6%)*

FEBGIERATR RBIE(EBLR)
KRR I AT DR BL== [RBFIHK] / [FHE ORGSR OED H 5 H1%] X100

@ sME®REREE (1357) ¥

SMER IR BRI, AFI(#FIENT 400mg, ROT 200mg, 2 H LAFEIL 200mg 2 1 H 2 [B)% 8 HRERE O &
L2 A, AREGIIBE EERTHD Z LIVRENT,

BT A -
SN A
%O % FExtiE, I B MRERER
*F G| SMERE R B 80 1l
H B | AMERIER BT 5 BREICRT AL ax T 0N, BEMEROEBMEIC OV TR

koG ORI FTEE BT, WAL B PRI

< FEATAS, #% 0 NSAID 12 K BAMEIZIT B ALE % OFEIREHLNTTRE &M L7 B

« B 48 FEILAPNIC, 2R (H J8)ICB W CLL T O RN 23 7= TR 2 A 5 B
PRI [PI(4 BePEREMM)] © THEEEORA) UL TEEORFE )

RN e [PI(VAS #ffi)] : 45.0mm LA L
< A% 48 IERILANIC . EIR. Bk, BFTEUED 5 b0 7a< &b 1 D TULFOREREEi7-9

RIEZATORESIED 4 BebEEM - TEEEE) | TSR] U3 TEEED )

ey

- SMEDIVERFH HREEE, SRIEE o EE
© AIME R OV 2 ME D RIAM (2 5228 2 B9 W REME DS & 2 MR G D & BF 2 2 G EMLIC A T 5
BHE

A

£

= B 5 SMEARIEIR BT, 51k 48 IFRILINIZ, AHIZIEIZ 400mg, YRV T 200mg, £ H 1% 200mg
Z1H2ME, 8 AMKROES

TN EA | B AE U BEOHIRIC L A AHFE

« TR IR (PT)(VAS)

BRI THE | - RAEFEROFEEE

A

E 7 bR AN HEiE

GRERKER) (A2 MR R 2E : FAS)

i) 2Rl H
BREHHZEL-BEDOMRICESAME (HRBEZEH (LOCF))
(47 45487.5%) ‘
. :‘
(n=80) ’ 13
0 20 10 60 80 100(%)

W LG BRhe: mALEvE B $hdol:
LOCF : f#* Bl flicHfise
¥ TEL< W) b [hiehodc)] OABRETIHMI LIz &0 TE W e+5hnwiz) oFlE



V. BARICEY SEA

i )RR EHEZE H
RHEE (BRB RUBETEBREICH T HEHEE PI) OHFE (VAS)

(mm)
T [mmmmm = mm e e
—— R (R385 ) —e— FIERE )
L3
I
R
S
BTN R T T o SRR
A
S
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JEYIE K OVE A HUE 6(0.2)
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[ F@En En 5(0.2)
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PSR AR PRk 25(0.8)
PG YE 24(0.7)
H N 12(0.4)
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i ) JHRATE SR B 12(0.4)
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100mg 50.9 548+227 | -161+188 | 232+216 | 209+239
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200mg 59.6 605+257 | -15.1%250 | -327+228 | -29.0+252
(62/104) (65) 1) (52) (65)
DU 70.0 63.0+198 | -312+224 320+229
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HARATE H

LARVERAT R GHUER] 1,360 FllZI51T 2 RIERARIEIG I, HLEREE D1.8%(24 #), L& R
H90.1%Q2 PNL S « BEMNBIERE 90.7%((10 Fl)yTH Y | /AR £ TORBRRREBR(Z 2N
FEMTHRAER 3,899 BN 51T 2 FIVE AR BLEI G THLEBEE 99.3%((362 1), LB 0.1%(4 #1).
A& R 0.2%(6 B1l), AMFEZE - B M 0% (0 i) & OVRE G « B2 fG B 2 B P 92.8%(110 i) & L
_RCEHL ol
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d)MedDRA H ey B4 HE D F2 )i B O TR o5
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- _ AR UE P S (%)

G E COUER 1% A% 6 » A 12 % H%
g Y v~F 21.4~319 46.5(74/159) 62.2(84/135) 68.8(75/109)
IR TEAE BRAE 66.7~69.9 61.1(359/588) 67.8(270/398) 66.8(159/238)
PSR IE 65.1 59.7(173/290) 66.1(127/192) 61.5(75/122)
T P i [ ¢ 64.9 64.8(68/105) 76.4(42/55) 60.0(12/20)
SR T f i 70.0 70.4(50/71) 69.6(32/46) 60.0(12/20)
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B - R RSO A 2 - 3 4R
FEE AR 3 ¢ 3 ML M AE R EHE LRI TN
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FEE L7 RIEH,
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B MR X SUEFIEL < FEE T TR 2« ARKIRE ¢ 5,470 41
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HEFEABBERAZ 2 RV ICETH0OMERFEERERIKR

e A ks T AFRE | JEEHH NSAIDs B
AR B PR CGERE %)
BAEODMAERA N R 66(1.2) 65(1.3)
oA IE 9(0.2) 4(0.1)
WM 6(0.1) 16(0.3)
DRA 17(0.3) 18(0.4)
RS 28(0.5) 21(0.4)
Jibd H ifn. 8(0.1) 11(0.2)
& g S BAEDMERA N FI(ETDA B 79(1.4) 84(1.7)
( kBt =)

HAHAEE
LM 2 10,529 B 0D 5 B AREZE, PolE, DLAA, IMFEZE, ML OE A EHRREHE
BEEEDOLEBY THY, AHIRE L IERIRA NSAIDs BE CRIEE TH -7,

(EZhI%]  FeEfE A

FRREFRA 2

AAFEERECOWT, HAHEYEMOFMIC L 2 2R BEELERIIEGHY V~F 53.8%
(623/1,157 1) R O TEMEBIENIE 64.3%(2,618/4,071 B TH V) . AR E TORGKRRER [(@FFE Mk
FABGETAE L (BIMER)OESMR] 2 K& TRIG o1,
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St 5 | EEERLA 1876

EFRAICBNTE L 2% 7100mg 1 H2E 228 S L7-K0E « + IRIBEEREHRREICS
H B | WT, HHREE(COX-21T5%f L CRIREDIRWIER T 1 RPEIH 2 - S#EAN60mg 1 A 3[04 5 &

U CHERE 2 WG

c N2 T A UREONBEERAEICB N T, FE, B, BPTEE WD 2 Wid+ ZEBICEE. O

5 A, THELL o Sk H i (Mucosal Grading Scale 204 1) d % WIS B H 1 2 58D 2 B
FAeBRANEEHE | B EH D VITBTE, WLETEE ORI A A T SR

c A7 V== R DR ELy HUNICTEILEREOFREEH I 29508

c A7) ==V JRICHEE R AT DR

AAI100mg 1 H 2[F] ST BRER(COX-21T 5% L THRIEDIKRWIER 7 1 4 RIS - SR A)60mg 1
OB F B A3ES LT TR 2 MR O &G

FEFMEA, BIROFMERD & HICHREET — 2T =4 1 v 7 FESHEIC X 0 A
FHEFMER | § -+ fRBOEERIE

Bl R iff

B, HAIVIE T IRIG OISR
cH e THRB. H. 220 BB OEE - OO5 ARER
< H e THE. B, AW TIRIBONEER T

H B | - &#BREOHE - +21H. 8. &5+ EBE0oEEK
- BHEREHEOH - BB, B, H2OWVIETHZEBOUS A
- H AR A EFROFHE
(I A )
LECHIEENBREICHTHE - T ZHEBOESREE
(NHEET — 2 =% ) VT EEEHE)
B 5 Bt FEBUE 1155/ 49 511 4K FBLR
traxyr 1451/ 74451 1.4%
T SR 21451/7661 27.6%
N I %
oo 77 R 14511/3 7451 2.7%

T L 3% o7 vskHIRIY p<0.0001(JEEA » AL : 0.0454)
‘L axiIvs/ T EARY p=0.7979(FiE A >~ Xt 1 0.5138)
a)COX-212%f L TEHRIEDIRVIER T 11 A RIE A « S A1
b)Y T REEE ORI B TH L5720, ZEEOFIEITIT > TV,
Cochran-Mantel-Haenszel(CMH) % &

(BB REAL B B
FEEMHEE OfE R E KT D LD TH T,

ABEML L TERFEONERFER L -HE - RBROBE
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(1) 0t
ERNTREET Y v~ LVERIEE, ORI, JHBIEIEIHS . SURBEERRE. BE - BRI TR, SMERE D
PRkt FBAE 2 BT FElE ST BERRRBRIC 301 D A AIMED EEARHHTILA RO L Y Th oz P8 A580,

B ) o~ F. EREEE. BEE. BREMHEAEL. RRBERE. B - Rk

PR MY v~ TN LB AE
=P 44 Parard = 5 /“"‘"m 2 Sp = o =5 PR
B4 B T FRRER ©© fﬁ%ﬁﬁ IS T FRER 17 5 AHER R 2
s Trakyslxlaxysklaxyy ¥lLaxys Traxys
‘ 7R | 100mg 200mg 200mg | 77EAR | 100mg | 77 EAR | 100mg
AL - R 1H2@E | 1A26 | 1H20E 1 H 2] 1 H 2E
e 510 43 1238 43 43
AomEESEY | e | o | 9 318 90 | 84 151 | 295
BE OEIRAAT(VAS) 3.4 7.4 -11.4 9.4 -19.8 -26.4 216D 30,6
SY5)28 b 5 (mm) +17.39 +20.09 +19.01 +21.15 +21.23 +24.77 o e
=3 Y BB Y |
fggﬁﬂﬁ?\iﬂ% 25 15 9.3 9.3 -20.2 -25.1 20,0 2730
e +19.82 +17.03 +18.07 +20.26 +20.69 +24.07 o -
42 Be(mm)
@Zﬁﬁﬁ\ﬁ%% 2.3 -8.8 -11.9 9.6 -18.6 -24.9 I 30,20
n +14.60 +15.81 +16.17 +19.85 +19.32 +21.66 e e
SR B (mm)
ACR(EIE)NZ L D 5/67 12/72 19/79 68/318
g9 (7.5%) | (16.7%) | (24.1%) | (21.4%)
S BMRBCEREHE | 17/73 23/72 25/79 84/318 45/90 57/84 74/151 200/286
IZ L DER (23.3%) | (31.9%) | (31.6%) | (26.4%) | (50.0%) | (67.9%) | (49.0%) | (69.9%)
R4 IR A FEEES | SURBEGERE | B - B
R4 o5 M AHFABR 2V — i B R AR B 2000
HA TLaxys TLaxys
A - & 100mgl H 2 [=] 100mgl H 2 [=]
5411 4 4 3 4 3 23
A MR AT iE 1 4 © 414 74 80 79
e @%ﬁiﬁﬁ(\“s) 2949 33242057 34342128 31.5+19.80
SR B (mm)
A OBIEGFAH(VAS) 5.0 32442356 36.0+21.77 228142041
Y ZEAY B (mm)
AN LS
B OSEEI(VAS) 2710 139.9+22.72 373+17.38 33.5+19.75
)25/ b B (mm)
O S A R 36/74 43/80 41/79
(48.6%) (53.8%) (51.9%)
RDQVFEH A E(A 2T -3.60
Fofs MR UGEREHIEIC L A8EE Y | 261/401(65.1%) 48/74(64.9%) | 56/80(70.0%) | 53/79(67.1%)

a)PPS(Per Protocol Set) : 1RERIFE G AT E I A L 72 %I 5L M
b)Y ETE Tl B ORI

) JEAEBIETE TI, Rl O fRFEAT

d)ACR SR ELE)NC L D 8ERCL TOOR V@ xRz T HE T8 &9 25, OFRWBAESE& CNEIRBIEHRS VT 20%
DL, @BE OEERHti(Visual Analogue Scale : VAS), B O EIREIESARTEM(VAS), EAiOR BIGEINE SAREEM(VAS),
BE O ABEREF(mHAQ)D 4 THH D 5 b 3 THH LA LTI T 20% LA k)

) R UE EH) E D I AT IZ 36 1T D BB 3R T ik S UCE EEH B 1 D s ( W) L EoEIS)

DILHIIHTIC K 2 FEEE A EIIETH B 72D FERZEIZ OV TR #EE T

2)FAS(Full Analysis Set) : 3#41% 1 0120 EARA L. $ 5% ICH RGN B 2330 S TV S35 E

h)HE OUCEEFM A TR 2olz) M LEoEE

i)RDQ(Roland-Morris Disability Questionnaire) : ZE{EITENOFEEFIZEE 5 24 THH O'ERM




V. BARICEY SEA

Fiiik. MERA N IIRERESE

PR, T4 LT SMEHIE T
s, 5 TR —RERR R
FEHA - . e d T~ F FZ 7 200mg RN
i - B 77 &R raxi 79I LA 2 TlLaxiT
5 HIH 2 H 8 H
B IVEREAT
r— 124 248 244 80
BH OIS 79/124 189/248 166/244 70/80
IZ L DHEED (63.7%) (76.2%) (68.0%) (87.5%)
AR TR 7
(VAS) 34.82+29.318 45.51+24.781 37.01+27.24 52.6+15.2
(mm)®)
B4 Pt 2R Pt 2R
oy o5 W ARRBR 2V o5 AR
Eav . .
i H[E#% 5 SENIIES A
FEFH tlLaxys tlraxs7|kraxy s
FE - R TR | 25mg 50mg 100mg | 200mg | 400mg |400mg+~'Z | 400mg+
Hi[H] Hi[H] HifH] HA[H] HA[H] AR 200mg
¢ 5- 1 1 [ (HiR) 1 B(2[a])
B MR
r— 53 58 54 54 53 58 58 64
BE OIS 13/53 28/58 27/54 39/54 39/53 47/58 15/58 41/64
WCEDABEY | 24.5%) | (483%) | (50.0%) | (72.2%) | (73.6%) | (81.0%) (25.9%) (64.1%)
YA IR B
(VAS) 123+19.5 | 33.4+242
(mm)®)

a)FAS(Full Analysis Set) X /% ITT(Intention To Treat) : &1 % 1 [HILA LR L. BE&ICH MM B A5 S v T D5 R4ER

bHRE DG LD AR T 72) T TR0z LRl L= BE OFIE)
OEITRIREE(VAS)(BHE T K 23Hll, ~N—R T A IR — AT TN
DFIEE L 2% 27 400mg #5%, FBICEL X7 200mg #4445 L, FAITELaF 7 200mg % 1 B 2 [B#EY Lz

efllElt L a X7 400mg 5%, FMAICEL 2% 7 200mg 25 L, BHLUKETEL 2% 7 200mg 2 1 A 2 E#EE Lz

DL a%x 7 400mg FEH%IC, HICEFRIEA VNI L L2 BE 25 RITBIE G 2170, BN G OR 22 38 L 7=




VI. EHFEEICRHI HIRE

1. FBRFYICEEHSHLEMRITILEMH
nxyrarvzrF M) uraki, v xFrF NI A A Ta Ty RIS Ak
HL, Al ) XU H LR EDIERAT oA A - SR A
HE  BEO S (LAY ONEEUNIRE L, HFTOETIRLEZZRT L2 L,

2. IR

(1) YERBRLL - 1EFAKRE
TLaxyAiE, TIXFRUVBETORE TV GH IIZEBRT 5y 7 at Xy 7 —B(CoX)D 2
ODTAYFALTHD COX-1 LTV COX-2 DHH, COX2 A HRMIZAEFET L L2k b, ik
iE - BIRIER 2R B2 b5,

tLaxy TOrREE
TI¥ B
| | |
COX-1 COX-2
(H ) (B
pg PENECOX ga | mg  EEHCOX2
S) B o, | 2 i
CRNCsan Jnp [N =r s
TUAZT STy TUAFT G T Y
LA © il | JEHEUIL < S - A |
(1A B
WO BEREAERE

COX-1 & COX-2 DT X/ FEELHI L ONLAA G I T —H 72 5, COX-2 DIEFELHALIT COX-1 12T
JR<, 523 FBEHDOT X FBROEVNCOX-1 XA Y u A, COX21F3Y L)h COX-1 DIEERE ST
EIFE2 VYA RAR v b EFRIN DR s 2/ LT\ 5, BEFD NSAID O /VARF VI,
COX-1 X OVCOX-2 IZ3@ED 120 FEH DO T A F = ZHFEEZ /R L, COX-1 XU COX-2 % FEERIRAIIZIH
ET 5,

—J5., aXTTRIBEER - EHFEAITHL L IR, ARG E R 2T COX2 ITHAIE RS
B O COX-1 ITHEE LEES . INARFINIEEF SN EhD COX-1 1Zx9 5 % O IE
VW, COX2 IZRFL Tt B a7 DANKLT 2 RENYT A RER7Z Y MZAD, 90 ZFHOE ZAF Y
VUSBBEHOT ARV ROSISEHD 7 ==L T T =0 LKERAT D, SHICELaxyTob 9
FHDAF T = = )VHD COX-2 DBKMED FERESTNNBANMEZ R 2 & TMOEEEZRT &
EZoNTND, ZOLITELax 7L, X BkESETIc L 0 2 OERBF R LS TG 2,



VI. EMEEICEYHER

LaAFXTTDCX-2AEA DXL
e ™
COX-1 COX-2
A F VT xR
BERYESF ¥ 2 &
74w b .
J . Gk B
T i
L RAL 5230
AV
\\ \:
5236a i 1
TIFFIE N 7 b
120 @ IFE
ThF= N \
ANEYT I Rl COX-1ED 190
il UNE TI¥= v
\ J

(2) EEEMTDRBRE
1) COX PRE/EM
@ #8#az £~ COX (/n vitro) %

FHLZ B N COXIZELaHT 7 0.001~100uM XiFA > KA X 2 0.001~100uM ZUSINL, 77 % Ko
FRINC X 5 PGE: PEAZFRIE & LT, £HHAID COX-1, COX-2 (257 5 BLETEM:(ICso fif) 2 54l L 7=,

ZORER, Bl aF 71 COX-1 KT COX-2 ZRERFIICIHE L, £NEN D ICs D H(COX
1/COX-2) & ¥ COX-2 ZEINIZPHE T2 Z EWRIB STz, —J7. A2 RAX T 03 COX-2 IZFRME

NS IRl
ELaXPTRUA AR UM Z E  COX-1 R COX-2 IZxt3 B EEEA
s COX BHETEMCs0, uM) COX BH SR M
Lz v - COX-1 #lz v b COX-2 (COX-1/COX-2)*
traxys 15+2.4 0.042+0.0066 360
AV RAZT 0.82+0.14 1.8+0.43 0.46

* o COX-2 2B D ICs iz x4 % COX-1 1281F % ICso AP L% 7’k

ICsofifi : 7T % FUMAIE L Lz L & O PGE, FEAMGIHHR S

@ E ~EEMR (/n vitro) ®

B

4 [ OFRBRHE R OV + SE

COX-1 ZHEMNCRBLT 5 & N HEEREHIAERR(U-937 #ifE) & OY TIL-15 FIIZ LV COX-2 Bz 75E L
72t bR RME S (CCD-27SK M) I L = 3% 27 0.03~100uM K OBEAED NSAID* & /EH &4,
7 7% RUBBIRINC X% PGE2FEEAZRIE L LT, COX-1, COX-2 |[ZH¥ DL EIEMEAZFHME L=, £ D
FER. B L 3% 70 PGE FEA IR FERAFAICEASE L, U-937 i, CCD-27SK ffaic:i) 5 1Cs fiEl

ITZNEI 2800 LTR9InM T, ZDLtklI 31 ThoTz,

XA RAZT L 0.0001~03uM, ¥ 27 17 =F 27 Na 0.00003~0.1uM,
a¥ Y77 e -SRSY0.01~10uM, 4 77 77 x> 0.1~300uM,

F7'a¥%E 2 0.03~100uM




- BOEBICEY SER

TLaF L TRUKERAFOD NSAID ©
E ~EsEH#ED C0X-1 X1 C0X-2 I=xt9 HFRE/EHA

COX PHAEIEGYE (IC5”, uM)
COX FHE Sy
A COX-1 COX-2
(U-937 Hlf) (CCD-27SK i) (COX-1/COX-2)°
traxy s 2.8+0.44 0.091+0.012 31
AV RAZ TV 0.0026 +0.00041 0.023+0.0016 0.11
Yrnu7 =72 Na 0.00066+0.00012 0.0011+0.00012 0.60
n¥ Y717z -SRSY 0.0210.0038 1.5+0.41 0.014
AT77Tu 7z 73+1.8 11+2.1 0.66
Fraxt 0.44-0.050 3.5£0.39 0.13

5 [ O FERAEF O I fE £ SE
AR XY a7z M)y AORBENEEY
b)7 7% NUEEEIFE L Uiz & & 0 PGE PEAMMI a2 5 Fi
¢)COX-2 (28T B ICso EIZHTT 5 COX-1 1251 B ICso D b &7~

@ TV rASH_UFEREIEETIL Y
N T =K DRIEFTED 2 BN L 2% 27 0.1~10mgkg Z BB ARG L, KIEFFKED 3
e # ., COX-2 IZHIRT D RIERFTD PGE: &MY COX-1 ICH¥KT 5 HHMED PGE & &4 HIE L
7o TOREFR, B ax U7 IEIRIEHE 2 FEFRNCHEBROZE G T 52 L2k, BRENBHIRT
PGE: & &% B FHIICHD S8, EDsofflT 0.72mg/kg TH-o7-, —F7. BT PGE2 G &Ik L T
X 10mg/kg £ CHERMEWERZ RS2 &b, L ax v 73 COX-2 Z&IRMICILET 2

LRI T,

SYMISHT_UFRELREETILO
ZERENRUVEMET PGE T 2 LaxL TDER
400

40 .
ZERIEN) CHARRIND
30 L 300 —L
=) b
= £
Sy =
Y &
B 201 £ 2004
g b i)
22y =
o] >
[= ) (aTH
101 100
F¥k ke
0 0
T I 0.1 1 3 10 VeI 0.1 1 3 10
L a% 7 (mg/kg po) 1l 2% 7 (mg/kg po)
£ n=6, E¥JHE+SE #% : p<<0.01(Dunnett O Z FE AR E, vs VA IREE)



VI. FEEBICETHER

2) MRIEEFR
D Sy bhSHF=UFEREFEETIL Y
L a7 ROBEFO NSAID¥0.3~30mg/kg & HEHR O 5 L7z 2 FFEITRIC, 177 =10 X0 #hk
WCRIEZFR LT, Z0 | %O RERBEE L VR PGE & &2 HIE Lz, TORE, Wih
DK S B 757 = G 2 RERIRTO BRI 0512 L0 RPERIE TH 2 RIFIEE H BKIFHIC
P L, R BT O PGE: & B2 A BT S8 72,
AV RAZ VY, ¥/ TxF Y Na, 2¥ Y77 x Na

Sy rASHZUEREFBETILICHNT S
ELa% S TRUBERD NAID 02 FHLR, U PGE B & HIHIAEFl

1.2 Bl 124 # 14 10
3 # mE T =R ] mE
o i ’ e, | g = 1
) — # i =
2 0.8 r T = 2 2.8+ &
2 PR O 5 S
Z 0.6 e 8 E e 3
5 g ] B OS] s
== 0.4 L~ 2044 ~
= 2
#h —2 e
s~ 0.2 lor} 0.2+
i) il i - =) i i
0 - 0
EH# @ 03 1 3 10 30 R OHEE 03 1 3 10 30
+ L 2% 7 (ng/kg po) A v FA% Y (mg/kg po)
1.2— # —10 A 12 % [
377] @ Ol | o O |
.1+ WreE, | g 1+ ﬁ# WreE, | g
| . L] . A
A9 g A9 il o
= 0.8 e = 0.8 &
8 S =
2 6 2 F 0.6 g
& 1 ;, “ i =
2y © =
= 0.4 T 2044
B i
oo 22 0.2
o 02 o )
0 _.rI‘i_ 0 4
EH OB 03 1 3 10 30 EH @B 03 1 3 10 30
¥ a7 x+ #Na(ug/kg po) T ¥ 707 = »Na(ng/kg po)

#% n=8, FIEESE

## : p<0.01(Student D t FA7E, vs IEHEE)

* 1 p<<0.05, ** : p<0.01(Dunnett (O B FLBRE, vs IRBEG R RATH
AR : BT =5 LG 3 BB O RARDE

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



VI

RMFEICEHT SHRE

@ Sy r7oany FEAFRETIL OO

TV any M X ABESREEE 15 HE2 B 'L 3% 7 0.1~3mg/kg/ H X OBEFED NSAID*% 1 H
20\ 10 BMERDHEE L, BARKKSGEAOT Va2 FERE RO REBEZHE LT-, Ok

R Wb FEEKAFANIZBIERAEIC & 5 IR 2 #n] L 7=,
¥uXY 7 m7 2 Na0.12~3.7mgkg/H. 1> KA X2 0.01~1mgkg/H

ZYRFTOaNY FEBRETIVICETS
+ Laxs JRUVEEFED NSAID D RERRINEI/E A

(mL)
#t
= =
3,
ik
7P
sk

B2 7_
-;{_F
)

1,

0

EE HE 01 03 1 3 012 037 12 37 001 01 1
tLaxi7s 047072 Na AVEAT LY
(mg/kg/day) (mg/kg/day) (mg/kg/day)
traxyr o¥%Y7u7 ) Na AV RART Y
84% 63% 83%
ES
MRl (3mg/kg/H) (3. 7mg/ke/ H) (Img/kg/H)
EDso it 0.42mg/kg/ H 2.1mg/kg/H 0.18mg/kg/ H

EDsofifl : MERRAMIZE X v R

% n=10, FHfE+SE

## : p<0.01(Student O t IRTE, vs IEHHE)

*:p<0.05, **: p<0.01(Dunnett D FEILBARTE, vs T HREE)




VI

RMFEICEHT SHRE

3) EEIEA

DTy b HST=UFRBEBBETIL ¥
NTF =N KD BIEICRIERR L7z 4 FEREI#ZICE L a7 ROBEFO NSAID®0.3~30mg/kg % H
[ERE ARG L, S 512 2 FFRICRIER SRR E R Z 5 2 TRRBIEZHE Lz, £O/RER, Wi
NOEHN G b 2 BRI W THBIKTFR2EREM 2R L, £, B8 545 5 i Rk
HR K O B T O PGE2 & B4 b S 17,

KAV RAZ Y, Va7 F 7 Na, ey 7a7x2Na, F7uaxtr

Y MASHTZVERBREBBETIVICE TS5 ELIFS ITRUERFED NSAID O1EA

UM MR F R 2 5 2 TH 6 IRERUE 2 7R 97 F TORFRHE(#) &2 7l E

(%)

751
]
8
# 50
il R R T i g S
(Z
xf otlLaxy7
-;— o5 =Ly FEAFVY
/:J < Jra7F7Na
%ﬂl +~D*xY 727z Na
il FF7oFky
53 -t #n=10
¥ 0 'I"[;fJf\I’IZ +SE
0.1 1 10 100 (mg/kg po)
(&A% PGE2 7 &)

(%)
150

EREWERNE
T

-
o)
=

(3]

222 50
=
H
)
il
& (il
1
0.1

otLaxT
- { s FAYL
<0723+ 27Na
+OFy 707 Na
Froexer

#n=10

T £ SE

UM BEW PGE: & ) MBI O PGE2 R % &

(%)

150
1
B 00
==
PGE, e
L~
|
hE
w0
il
':.(F.;_
_50 -

1 10 100(mg/kg po)

otLaxi 7
*=fyFA¥T Y
- Vra7zFr7Na
+0Fxy 707z sNa
FFrFoFxtk s

#n=10

SEHfili + SE

0.1 1 10

100(mg/kg po)

A B L B
EDso & 1K T oMl
(mg/kg) | ROLNT-HE
(mg/kg)
traxyr 0.81 1-30
A RABET 2.1 1-30
vrnu 7 )7 Na 1.3 3-30
n¥%Y7n 7= Na 1.6 3-30
Fraxt 2.8 3-30
WIS p<0.05(vs TG FREE)
Dunnett % 5 HLE R E

SEARRRIZ R O PGE IR ZJIE L, Bk S 7= o micHiE

HE 2 BB R
PGE2 & & Db 3
R BT A B (mg/kg)
tLraxyr 3 30
AV RABZ 0.3-30
v/nm7x} 7 Na 1 -30
n%Y a7 Na 0.3-30
Fraxt 0.3-30
WIS p<0.05(vs TSGR EE)
Dunnett ®% & SR E
HE e ME R+
PGE: & & DD 0
B BT H &(mglkg)
AV RAZ 3-30
vr/nm7x} 7 Na 1-30
n%Y a7 = Na 10-30
Fraxtk 3-30
WIS p<0.05(vs TG FREE)
Steel M E



VL.

RMFEICE T SRE

@3y 7P any FEBRKETIL
TVany M X AMEiRFERE 15 HEASLELaFT 7 01~3mgkgH, m¥Y 07 Na 0.12~
3. 7mgkg/ H, A RAX T 001~Imgkg/ H% 1 H2[E 10 AMKERA#ES L, BEESERIZ, F
HIMBSIR O E LCT ¥ a Ny MERG RO RO 5 BEMIC X D WRMEEZHE Lz, £
OFER, Fraxy7 1 KO 3mgkg/H, 2% Y7827 x> Nald.Tmgkg/ H Kk UA > KA % > Imglkg/
BIZHRWT, WA G B ORRE D SH T,
WEUEEK 7Y 28y MR SR O SR ARBIRE A 5 BB S5 Z LI & 0 BT DR A F

ZYRFTOaNY FEBRETIICE TS ELIFL TRUEEE®D NSAID D EFE/ER

*%

## .
m) [ ]
51 - @D @p»- O AU N A A G K
4 * o A A X x
i 3 . ®mom A X x X
e
% 2 o o o At x ## : p<0.01
. . o o oo . § (Wilcoxon DNERLFIRRE, vs EHHE)
lleo— oo —aa o, —— * 1 p<0.05
IEH#EE 01 03 1 3 012 037 12 37 001 01 1 % p<0.01
ELa%S7 | 0Fv707:oNa ASFAFLY e
(mg/kg/day) (mg/kg/day)  (mg/kg/day) (Steel BRIE. vs FAIKIER)

B OIS RIS 2 5 [El 0 BIEI O i #Nc o9~ 2 mEisdk, AT 10 Bloh R A= 7,

<BE>fREER ©
Z v M LPS FREELEFET L EZHWT, B aFx 7 03~30mgkeg & OBETED NSAID™ D fEEE ]
R L7,
LPS (2 X 23 EER 5 R IS EIGE 2 I U ORI B A 2 Mk, &3 BHERR DRSS L, #5452
BRI DO ERRZHE Uiz, Z 05, W LPS 12X » T A L2 iR 2 F B AR T S+,
fREVER 2R LT,

Xl axi 7 03~30mgkg, A2 KA KT 1~30mg/kg,

vru7 )7 Na0.1~3mgkg, 7717 x> 1~30mgkg

Ty FLIPSERKELRETIVICE T2 ELIXL TRUBEHFOD NSAID DREEF

(%)

100 ~ HERERR LR
HHIERD i
b X K IEHN O &
it (mg/kg)
| Y, (1F) I . N TLaxyT 1-30
{imL A RAX 10-30
Y 4 Yyu7 =S Na - 3
D e {4 T Fa T 1-30
) g0 VFIUD p<0.05(vs TRHEATIRTE)
#j ol Tttt Ysu7rdsNa Dunnett (% & H i iE
253 L X B 7 4 = b I %
= #n=8
0 ‘|':;£Jflfi +SE
0.01 0.1 1 10 100 (mg/kg po)



. EDRBICEHT SRR

4) HCERIRISHT B
OERANTT R

Z v ML axs 7 1~200mgkg & OBEFFD NSAID*Z HERE A &%5 L, B OFEEERHOA L
Bl LT, 72, FEIC COX-1 1TH¥KT 2 HHMkT PGEIREZJE LTz, TORE, Bl ax 7Tl
BAEEEF IR T, BT PGEIRE b A B R ZLITA LN Do To i, T OO IS TIL
FH D A EARAF R B RS E BRI U, BT PGEL IR 25 S 7=,
XA RAHZ T 05~16mgkg, 7% Y 7177 x> Na0.3~100mg/kg.
v/ n7xF7 Na03~100mgkg. 7 1%+ 03~100mgkg

L aFTTRUBED NSAID O BRI S 1EH

g =
AN G 5 BEREI IS, BIREREIZ A S5 I, VS A DA 42 5
(%)
100 g my T
= OF-—-f-Hf otlaxysS
H =1 YFX%T
i ~Y707xF 7N
% 7)) ESERUNETRE ' S—— « 0%y 7a7 = Na
Zz R AL =
%
B #n=10
. HR10BB 72 Y O
] I - WAL E S B E ) O
HEERT
OT_I_ 1 1l RN L TI_I_Ilﬂl
0.1 1 10 100 1000
(mg/kg po)
(HHA#& PGE. 12 )
R G 5 R IC, BT O PGEJEE 4 EIAVEIC L VIE L, BMMEEH -V oI HE
(%)
100 HE 7 HARE T PGE,
90 TR DD 03D 5
=& 3K o H &
80
(mg/kg)
70 ATY 0516
W 60 /a7 xF 7 Na 0.3-100
a0 oklLaELT uﬂiy7°u7i‘/Na 0.3-100
s 40F-- =y FAZ T F7axt 0.3-100
" <~ 217 xF7Na WL B p<0.05(vs TABLGIETE)
30 - OFy7Fa7x “Na Dunnett % M LR E
20 BRSNS~ o D & T et
10 %n=10
0 SEHM + SE

0.1 1 10 100
(mg/kg po)



VI

RMFEICEHT SHRE

@7 v MNEEREIE P
Fv MZELaxy 7 1~200mgkg M OBEFED NSAID* 2 B[R O35 L, /NME(H 46815, L)
NG DRBAG ERR B DA EEEBEZ LT, TORE, &L a3k 7 TIIMNEHMBEEEITR D biighro
Th3, Z DOROFEFTITNT IS BTN/ MBS E BRI L7,
AV RAH L 05~16mgkg, 2% 717 =2 Na0.3~100mg/kg.
v/ n7xF7 Na03~100mgkg. 7 v ¥+ 03~100mgkg

T LaF L TRUBAED NSAID O/MZHIEIZxE 3 2146 A
HHIB G 3 BRI, W, RO ZEAL, S, HMPEOVE AR, B8 O L QMK DA 4 B 52

(%)
100
- tLaxi 7
80 r|pomsns -4 YA LY
7N A UFVTFT 7 Na
i - Y7u7xzF7Na
il 60 == F7EFky
s
1% #0=10
5 10- 108127 ) @
5 RS R O
E: AT
20
O_W—'ﬁm—ﬁmﬂﬂ—‘_‘_ﬁ”‘ﬂ
0.1 1 10 100 1000 (mg/kg po)

5) m/MRigeeEIZx 3 1R

D3 v bME (ex vivo)
Zv MZELIXTT (1, 10, 100mgkg) A > R A X 3 v (Imglkg) % HAIFE 0% 5 L 7= BED 1L/ Mok
BRI 2 B A et LT, F3RAIRE 3 RIS, 7y PEDEBLIZRMME DLy o b A %)
T T CRPEL, FEAEIND TXB &AWE LT, TOREER, B ax T 713 TXB: ODFEAITHEEL K
EEP, AV FAZ UL TXB DREA A BT LT,

Sy MLRICETZELIAFSTRUAS U F AR O TXB, EAIHIER

(ng/mL)
300

H+
++

250

#n=6
P fil + SE

(2 1 1 10 100 (mg/kg po)
{>Fx%YY  kLaFLT
AN IRAF ) TAT
#% 1 p<0.01(Student D t HiTE, vs BV T DA A T 7 QBRI REE)
## 1 p<0.01(Student D t I, vs WIS 7 DA F ) T F T FERLERIRBEGTFRTEE)




VI. EMEEICEY HER

@ E bER#EMmm/NR (in vitro) 2%

R AR DL I/ RIS X 103 8/ul) %2 FAW T, B L afo 7 03~30uM K OEEFED NSAID* D [fiL/]s
WEEEE K9 DB E et LTz, S/ MUNSED > 7 W& 3B 2 RN L T 5 ofiisEg, 77% K
VI 10uL Z AN L C i/ IMREESRE 23596 L. Z M IMRIMSE DA & M MREER R A FH L=, £0
faidk, BlLaxo7id, BRHRICET 2 MEPIRE 3.0uM T 7% R UReih 76 i MREESE 2 80 L
RIOTS, ZFOMOFEFNL, BRI o M iR B 25 Lol FERGIH C 2 40 E VIR EERAF RIS i/ MR
H£AEME L 2,

AU RAZT L 03~30uM, V7 B 7 =} 2 Na0.1~10uM,

nX%Y a7z -SRSY03~30uM, f 77 a7 = 3~
300uM

E MI/MRREREICH T B EL I F L TRUEEED NSAID DA 40

(%)

00 s S S RS
O tLaxys
7 a0k -I-i‘/]\")‘i""/‘/
3 <-Y7u7xF7Na
t -4 0%V 707:2-SRS”
< 60k YA B L MR R
2 fus B D7 B
i S NI FAIO R
7 I - . R (M)
1 f v RARY Y 0.3- 30
/- S 'S, SUDSIUNN. &\ N——— Yru7 )Y Na 03- 10
ES o¥Y a7 - -SRS?Y 0.3- 30
. . £ T T Tz 10 -300
gm 0.1 1 10 100 1000 (z:M) WP p<0.05(vs VAL FREE)
SHEH s Dunnett 025 T FLE R E
WG R P B2 35 1 2 e g E4O) B i/ MREEESE D
* A B R 5 B(me) L I (M) ‘&”’fmifmﬁfg
Tlakey 200 3.1 -
LV RAB 25 2.8 0.3-30
P u7 )7 Na 25 1.3 0.3-10
o¥y 7827 < Na 60 3.4 0.3-309
4T T T 200 80 10 -300

arXy a7zt N T AONRENEEY
by 7Fu 7z -SRSVE L CORE



VI. EMERICET HER

6) MERBIT BER (/n vitro)
IR EE RS R OB FricE L a7 01, 1, 1M ZFRIN%E 7 BHREA v F 23— a L,
BT 2B A2 MF L, FORE. BELads TI3MERS ThHL T T 47U B Da
PR L, o2kl ik, TuaTrA ) oREREERINE YT,

LR RESEREHERORERBICHT SR (/n vitro)

TaFATIHLDER HILARENAETOFHTUA DR
(mmolh/g) (%)
15 1 - ]2 —_
T 7
o104
* * Y 4:;-
SO%, 10 EI[J 2 g
2] ﬁ 7
i)' * 7 6
h - | ¥ ), Tj
: & 7
% 7 # g A
biig
BE 24
#*
U T T T L 0 T T T T
avbo—i 01 1 10 (M) BN E 01 1 10 (M)
tlLaxir ‘a7
BrarAJ7Uh O iR WrarA70hOEFE
(%) (mg/g)
8 50 —
7 7
1 1
=2 T 40— I =
¥ Yoo — :
J 7 30 *
7 4 7 1
1 1 *
/ R i
v ¥ #
e
0 T T T T 0 T T T T
avka—n 0.1 1 10 (M) PN R 0.1 1 10 (M)
laxi s laxi7s
—O— LAY (n=6)  Mean=SEM Wilcoxon i
—he— LT (n=1) Mann-Whitney #isE *: p<0.05(vs IXPa—ILHE)
—OF— Efi#R (n=g) #: p<005(vs EHHE)



VI. EMEEICEYHER

D Za—%/0 RREELOHA
<~ AICE L ax T 500mgkg K OBEFED NSAID* & = = —x / 1 o RPTE A 4 OF FH HERE 0 % 5
L. FEARPERESE, SRIECPERAE OFE B R OSE T DA HE 2 5 5-4% 8 i) & TuElfpIc Bl Lz, 61tk E
% 24T DRIECE A MR L, PR, REMERR L OIETIZOWT, TR ENEREIE D
720 DRBEZ RO, ZOFRER, ELaFxr7InTio=o—x% ) o RHEEE O AR DS
ICBWTHEEFERIERARIT, b AOLNRD o7, BEFO NSAID*Cld=a—F% / n %
PUEHE & OPFRIRE ARG K 0 EEEEFIEM . JEC AR b T,
¥ 7 x 77 200mgkg, A RAZ T 500mg/kg, 77 0¥t 500mg/kg.,
2%y 7'a 7 Nas500mgkg, ¥7 a7 =} 7 Na500mg/kg
X ) X 500mgkg, 7 A7 X0 1,000mgke, R 7 B X2 1,000mg/kg,
LA 7 a %42 1,000mg/kg

TLAF L TRUBEFEDNSAID EZa—F/ OVRMEREOHAICK HERFERER

=a—% ) v R
# A T ) FH =D A= R = 0= A I VD =1 A
500mg/kg 1,000mg/kg 1,000mg/kg 1,000mg/kg

CL_ TN L |[CL TN L |[CL TN L |CL TN L
Eraxes S00mgkg | o 9 o |0 o o0 o0 0|0 0 o0
FENCAE NS 200mgkg | ¢ 5 6 | 6 6 6| 6 3 6 1 1 1
AU RART S0omgkg | 6 4 5 | 5 5 5 |5 1 510 0o o0
FraXE Soomgkg | 6 6 6 | 6 6 6 |5 2 5|5 2 5
oY 7 m 7 = Na 500mgkg | 0 0 0 2 1 1 0 0 0 0 0 0
Ysuo7=FsNa  500mgkg | O O 1 0 0 1 60 0} 0 0 0

61l 7- v DI CL : [

RS TN @ SRIELPEERE, L BT

(3) {EFRSIME - SR
AR L



VI. EMEIREICEAYT SRE

1. mpREOHD
(1) BRLAMGMApPIRE
UERR L

(2) BRRAEBRCTHRIN-OFRE
1) BERAIZE T EYERE
@ BE&EEHE Y
BEEERY A B 242 36 B11(20~36 %)IC. A 50, 100, 200, 400mg & Z2fE FHAERE O#L- L& &, MmiE
TR EE 1 3% 5K 2 BRI B4 L v ILHE R EE (Conan V2 2E L7285, 9 5~9 IR OO 22380 (t12) TS Ly Conax J2
ONLAE R BE — IR AR R i (AUC)IX S R CHEL X VIRV T ER LT,

BEBRABXKICELIF D ITEZEBETHEREARELIZLEZD
MFHRECERERVEDBE/AS A -5

(ng/mL)
2000 [ = == = = = = = = e e
1500 s === e
11% -4 50mg(n=36)
H k -0O-100mg(n=34)
# o L | [ ——200mg(n=31)
ﬁ»: —{—400mg (n=34)
‘fg SEIH+SD
e
500
0 oS me——=e==w (.)|
0 4 8 12 24 36 48(h)
¥ 5- kg H]
= s Tinax Cmax t12 AUC AUCint
(mg) (h) (ng/mL) (h) (ng * h/mL) (ng - h/mL)
50 36 2.1%+13 286.89+100.39 53*24 1537.60+ 534.39 1631.44+ 540.19
100 34 22+14 552.59+212.15 6.7+3.2 3329.88+1147.26 3428.921+1149.84
200 34 2.1%+0.9 814.81%303.04 7.8+3.5 5666.04+1701.05 5832.32+1674.54
400 34 2.0£0.9 1296.49 +=457.68 9.2+4.1 10430.72+3600.74 10788.731+=3793.44

AUC: : JichBLNIRE i C o0 i B AR 2L i 5 — IRe Rl i
AUCin : FEBREFH] S CHMB U 7o M R 2 A B — B ] b i A

AR OARB S NIZMEROHEIL, UTD LY THD,
(g o< F)

W, AT E L a7 L LT 1EI100~200mg & 1 H 26, & - ¥ BBICRO#EET 5,

(EREREETE. BiRE. RRMEARER. RRBERS. B - REL

WE., KAy 7L TIE100mg %2 1 H 26, & - YyBHZICKROKET D,

(FifTR. SMeR. REROHEL - EfE)

EHIE+SD

WE, AT axs 7 & U THIEIOA 400mg, 2B H LABEIX 181 200mg & LT 1 H2EROKET 5, 2k, &K5M

balx 6 BEfILL BT B Z &,

TEAOHAIL, #EIDI 400mg, HFTIG U CLAREIE 200mg % 6 BERILL_ LS TR 535, 72721,

LA2MEETLET D,



VI. RYBEICEY SEE

QREHREHRER ©
Rk A Bk 35 11(20~40 7#%)IC. AA] 100mg X1 200mg Z BEHEEFRO&KG L, 7 H LI EREE
2EE2 B D 7 v A A — X —IRIZ K W ARK] 100mg %2 1 H 2 [813% 200mg 2 1 H 1[8], 7 Ei £ 5% SR #E
Oeh Lo, mAERREX, W o HE - ﬂﬂi IBWCHLEELE 7 BEECICERREBIZREIEL, 7=,
AR GAZ L D EREMEITRED e h o7z, EFRIRIBIZIBWT, 100mg O 1 H 2 [EfE A5 £ 200mg @ 1
H 1RO GOEMNRNAFTT XA T8 T 4 1 3EMFICRETH - T,

BERABEICELIF LI ZREREORS LIS
MFHRECERERVEDBE/AS A -5

(I 505
(ng/mL)

1500
P
l’f{ 1000
* —-100mgHi 4% 5 (n=17)
2 ——200mg i[9 "5 (n=18)
}E TAHi+SD
! 500
e
JE

os——t % L
0 4 8 12 24 36 48(h)
G-tk
(R 5-7THH)

(ng/mL)

1500
ll‘fll
"ﬁ 1000
* —8-100mgl H2[1$% 5 7HH (n=35)
% ——200mg1 H1kI4% *5-7HH (n=35)
it FHli+SD
K 500
ikt
JE

04 8 12 24 36 48(h)
P55 s

EARANOARINIZHIELOCHRIZ, UT0EBY THDH,
(&) o<F)
WE. RAICIEE L =% 7L LT 1E100~200mg Z 1 H 2[E, 1« Y ARBICR OGS 5,
(EREEE. BEE. FESEAEX. BRBER. B - B
WE, RAICEELr 7L LT 1E100mg % 1 H 20, # - ¥ BFIKRAKRET S,
(Fflitk. HMEER. RERDHEX - $5F)
WE, AT EL a7 L LCHIEIDA 400mg, 2B H LA 1151 200mg & LC 1 H 2[EKRAKEG-T 25, ks, B5H
FaiL 6 REMILL i 5 2 &
TEAOLEIL, FEIDIH 400mg, MBI U CLAREE 200mg % 6 RFFILL LS TR 5%, 72720, 1 H2[EETET 5,



VI. E¥MEREICEAYT 51EE

AL - HE, 15 Tmax Cinax ti2 AUC12n AUC24n AUCinf
mAR YO (ng/mL) (h) (ng * h/mL) (ng * h/mL) (ng * h/mL)

100mg HAEF - | 17 | 1.970.8 | 573.92+121.21| 4.1+ 1.1 {2353.19+ 562.70 | 2702.62+741.05 |2739.05+ 797.11
100mg 1 H 2 [H]

) 1.810.8 | 607.35+122.06| —  |2651.84+ 781.35(5032.83+1407.54 —
w7 e |3
200mg HiEFEG | 18 | 1.91.2 | 1182.24+295.62| 3.8+ 1.0 |4735.96+1392.67 | 5332.01 +1748.39 | 5392.60+ 1820.69
200mg 1 H 1 1[A]

) 1.950.8 | 1107.75+258.13| 5.542.4 | 4663.37+1431.75 | 5142.67+1670.91 | 5305.81+1767.90
s TR | P
AUCins : SESRIN R S CHMF L 7= MU A 25 (1 A FE — W i T FEESD, — : G
(3) HhEiE
MR L

4) BE - ftAEORE
1) BEOFE ?
fEEERL A B 30 $1(20~30 M. AH 200mg & 7 1 A A — R —EIZ KV 22 T R OV (R 500keal, AR
WA B 20 HIEHR OG- L= & & . BB GO Coa (T 1.5 510 EF- L7228, AUC 1388452 1
oz,

BERABEIZELOFS T 200mg %
EETEHLLEBRICHEREOREL-EZD
MmIEhRECAKBRERVENEE/ RS A—4

(ng/mL)
1500

—&| fmEES (n=30)
~O— I T35 (n=30)

il FI9E+SD

"ﬁﬁ ] R

Ha

%

%

1k

&

?iﬁ 500] W~ - o

>

oK = P -
0 24 36 48(h)

TR I

EARBNOERINT-HELOHREIZ, UToLEY THDH,
(Eg)o<F)
WE. EAICIZELaF> 7L LT 1A 100~200mg % 1 H 208, & - ¥ &%ICKERO#SE5T 5,
(ERMEETE. BRE. SEHRAERX. SEEbERE. B - BHk)
WEL. AT 7L LT 1E100mg A2 1 H2E, # - ¥ BHICROKET S,
(Fflfitk. sMEE. IREZROHEK - H#%)
WH, AT L aXe 7 L LTHIEIOHA 400mg, 2 [BIH LAREIE 1R 200mg & LT 1 H2ERARE T2, 2, HFE5H
BRid 6 BEREILL BT 2 Z &,
TEADOEAIL, AR DA 400mg, HEIZIE U LK 200mg % 6 FFFILL & TR OS5, 72720, 1 A2[EETET 5,



VI. E¥MEREICEAYT 51EE

St %K Tax Cinax t12 AUC; AUCinf
(h) (ng/mL) (h) (ng - h/mL) (ng - h/mL)
ZENE TR 5 30 26+1.2 767.79+£257.03 9.5+48 5228.69+1782.88 | 5423.51+1789.17
B%E 30 22407 1142.00+300.55 45+1.4 | 5838.58+1853.45 | 5926.59+1866.93
BHEL 2 B - 1.53 — 112 -
LS — 1.39-1.69 - 1.08-1.17 -
a) EBIEMERI . T BE 90% B HEHIX A — e

AUC: : T AL AL C o0 i TR ZE A B — IRpf] AR TR AUCh - SERRRFR] &
AR U 7 e o R ZE AL A L — TR ] R T o

2) HEEOCTZE
VIIL7ABEEA) omEER

2. EVRERP/NT A -4
(1) fEFrAE

EHIE+SD

BAET U U~ T BF K OERIERBIETEBE 609 BillZ. AH| 25~300mg & 1 H 2 [0, BHBEXEHRG L-L
X OMFEFPRIEAE 1,160 SEWE LT, EFREZREL Tl RWGERZ ST -3 /X— KAV RN ET

VR L. BT L7 5,

(2) RUGEETE R
1.620.275 /WEH (CE¥IfE = SE) :

BAE U U~ T EE R O TGIERBI T AE . BRIk ©Y
Jz

LaX s TG SAATSLTEV T 4
HEPEZ > b 2~10mg/kg 83.6~108.3%
EM #¥ @ 50.9~ 69.0%
A X - 1~10mg/k
PM D gre 59.7~ 85.0%

a) I E H AR ZEALAR D T 2k D B (K (extensive metabolizer) b)fi 4 H ok
ZEALAR D1 2 D B ME A (poor metabolizer)

(3) HEREEEHM
0.088~0.192/FF [ + fEE Ry A . BA[A]ER 1 f H.Bg 19205250

4 29IUF7FR
21.2+0.551L/R (%) £ SE) -
Bl U v~ T R ORI R BIEE B ERIREE,

(5) PMEHE
335£33.5L(FfE £SE) ¢
BT U o~ FBE L ORI EE S . EHIRE,

6) Z0th
LR L

BARBNOERENTZHERCHEIL, UTorBY ThHd,

(g o< F)

BH. EACIEELax 7 & LTC1E100~200mg % 1 H 2[E], &« YBHITROHET 5,
(ERBEETE. BRiE. FRSEREX. ERPUEIREE. B - B

WEL. AL a2 7L LT 1IE100mg A2 1 H2E, 8 - ¥ B%ICRAOKET 5,
(Fffitk. sMEHR. IREROEL - H#HE)

OGRS VT F A W

R OGO BT OSTARFE

WE, AT axs 7 & UTHIEIOA 400mg, 2B H LABEIX 181 200mg & LT 1 H2EROKET 5, 2k, &K5M

fRlx 6 RefILA B i 5 Z &,
TEAOEEIL, FElDAH 400mg, HEIZIG U TR 200mg % 6 FEFILL LS TRROBES T 5, 72721,

1 H2[EETET D,



VI. E¥MEREICEAYT 51EE
3. B&M (R¥aL—Lay) B
(1) fEWAE

MERe L

(2) RS A—AETEHER
BfT U U~ T BF K OER IR ETE B 21T 2 Eyshfe 5
BEE Y 7~ F B3 K OB T R B EVE BB 609 Fl(BPEL16 B, &ih493 B, 23~94 I AHKI25~300mg % 1
H2 B, B%KERE L& &0 mIERREERE160 &% 7= REM SR EhREMET OF5 R, EFIRIEICE
JA8EA 27 YT T 2 A(CLF) K QLT DA FFE(VA/F) O RHEREL (R EN) X, £ ihvZEi
21.2L/h(F942%) e O335L(KI77%) &E HEE Shviz, 7o, FL OMKREIXCLF O, Mg 7 /v 7 I U REIX
VA/F OEENERTh 5 EHEL ST,

BE) O FEEH S VEERERESFESEICEL2FL T 25~300mg &
1H2EIREZEOBRELE-EEZDHRE 2~12BBICE T HNMBERRTILKERE

. 4 300mg1 H2[1[
10000 + 200mg1 H 20
0 100mg] H2[a
4 50mgl H2[
g . o 25mgl H2[n|
1000+ 3 . .
3
2 100 S a
g o
% o
104 . ° 'D
1 * ’
0 24 48
RE ] (h)
4. IR
) "RAATRASEY T4
KB L
SBE> (v b AT HEMET v b, HEEA XISH L, £ La% T O A AT A TEY T
RO ERBY TH-oT,

(2) BiRE AEATF—%5) ©
L aF L T ORERIIRE Th B8, KA L LTI S - 1 1 C O 1) o bk
e SR T S CI 2 A L CHRES U b O Tl B L RET 5 &, BEHERABIEC Mot L=k

27 300mg & HERE A #E G LTz & & DR L OFEPRBDIPEMERN S v MBI 2WRINERIT 73%RE &
HEE S D,

AR OHAGBEINT-HELVHEZ, UTFToEBY ThD,

(&) o< F)

WE. AT a7 LT 1E100~200mg 2 1 H 2[E, ] - ¥ BHICROKES5T 5,
(ERHEEETE. BEE. SRETTAEX. BEbUEREE. B - B

WE, RAICEELa 7L LT1E100mg 2 1 B 20E, 5 - Y BBICROBSEST S,



VI. E¥MEREICEAYT 51EE

(3) WRURERGL
MR L
<BE>(A X))

A X O+ F515. EELRORIGICESEE L a7 10mgkg &5 Lic & & 0514 24 K £ Tofl

HEP RS — W Ah AR T EIFE(AUCan) i

H U256 6 FREOEIS TRIN S vz,

A XTELaFT T 10mg/kg EREABRERITHELERNZELI-EEZD

TLIAX S TOEPEE/NS A—4

W SR OGRS IZIERBREOMEEZ R L, W OENIZ#

1y AR Cmax Tmax AUCa4n
(ug/mL) (h) (ug * h/mL)
BEO(EW) 1.62£0.36 0.688+0.277 10.3£2.0
+_$515 1.460.20 1.13£0.63 9.69+1.57
7% 1.060.21 2.25+1.92 9.37+0.97
WEOIR 0.789+0.118 8.50+2.02 10.020.9

% n=4, FHHESE

(4) BBRER
LR L
<BE>(T v )
HEZ > M HC-E L 2% o7 2mgkg BN # G L & S IELNTEH 2RO/ »~ o+ 155
PR G- LT b &, %5 48 BRI £ TOREHT(20.9%) e DR T (2.3%)~DHER O TG, Al &b
5 U7z O EBED 231% N HRIN SN D Z AR Sz, — ., 7 v Mo “C-kLrafxs 7
FHERROEL Lz & X O FICREBRITRE SN2 o722 &0 RE(IKE L TIGATIEER

LaWnWs D EEZ b,
5. o
(1) % — Aixi BE P9 @ @ 14

MM ER e L

<BE>(T v b))
HEZ v MZHC-E L ax o7 2mgkg A IR ARG Lz & & AU REIR B33 514 1 KR 12 e s fiE
ZoR L, MR RER L L AL ThH - T,

(2) mi%k—RRRERAME @S
MY ER L
<BE>(T v MO
MR 14 HEDZ v MZ ¥C-E L a¥ 7 2mgkeg # HERR OG- Lo & & TR NACHREREE 133 5-1% 8
i mEz2 R L, RHAIMEFRE ORI 2 5 TH o712, FRHEO SRR L OB IRIZB W T, #5654 24 I
M D G RETR FE 1 Xt i L D 30~40% 128 L7z,

BIRI1ABEDS Y M2 "C-ELaFP T 2mg/kg ZHEEROFE LI-LED
BHAMB R U IR NRSTRERE

o HELR PN RS RE I E (ug eq./g)
1 IRF[H 8 I 24 e

i 4 0.410%0.080 0.223+0.038 0.195+0.036
S 1.525+0.487 2.400+0.098 0.843+0.275
F = 0.8060.178 1.041+0.066 0.401+0.094
g B 1.677+0.525 2.479+0.084 0.877+0.272
5 0.939+0.291 1.140+0.168 0.480=-0.145
ok 0.018+0.003 0.024-0.005 0.0070.002
I 0.376+0.096 0.485+0.066 0.187+0.061

% n=3, FHEESD



VI. EMEEICEET SEHE

(3) Fit~0BITH
GHEANT—2)
AT OLMHEICE L aF7100mg 21 A2 B, &5H4 BROKELG LcE &, AItPiceE L ax o 70 H
S AT (e 5-4.75 W% O FLTE IR © 101~133ng/mL, AUCO-oo : 1445~1751pg/L -+ h)*D, 7=,
AT OLYE 2 Fllict L aF 7 200mg A HEREAKG Lz L&, itk a7 amt Shik
(AUCos 72 D5 L7z 8 R O FLIF HIE © -4 66ng/mL)2,

) BRA~OBIH
AR L

(5) ZDthDEHE~DBITHE

R L

<HBE>(T v h)?

HEZ > MZUC-E L aFx o7 2mgkg ZHEIROBG Lz L & KEBD OMERIZIB W CREARERE 1T # 5
% 1~3 Rl mfili 2 R Lz, 2 < OFRRICI T 2 BRI EE TR e L v @< Fric, B, Mg
LEOME, g, fIE & OVE IS S SR O B BE A AR bivle, WTOMMKIZE N T
HRITHEC)CTH Y . BeG#% 72 FERICIXTEEE L OIS o 0 72 U RE NS FAET 2 DA T, R
NSV (WA IRSoY

(6) MTEAKFEE
GrEANT —4)0D
Invitro X OV ex vivo \Z8TF DRRFTORE R, AFO MR AFEERITN 97%THY, FLLTTA7 Iy
(2. DWT ar-fRMEREE A EICH G T 2 2 L RSz,

AR OHAGB EINT-HELVTHEIZ, LT EBY ThD,
(BEEiY 22 F)
WH. AT EL %7 L LT I1E100~200mg & 1 B 2@, 5] - ¥ BHBICRO#EET 5,
(ERHEESE. BREE. SESEAEX. BEBERE. B - B
WE, AL 7L LT 1E100mg 2 1 B 208, 5 - Y BBICHEROBS TS,
(Fffitk. sMEHR. IREROEL - H#HH)
WHE. RAIZITELax 7 L LTHIEIOA 400mg, 2EIH LRI 181 200mg & LT 1 H2ERAOKET S, P, #5M
fRix 6 RefILL BB i 5 Z &,
TEAOEEE, #IEIOIH 400mg, LELZIG U CLARIE 200mg % 6 RFRILL L& TN G35, 72720, 1 A2[EETET 5,



VI. EYEREICEET H1EE

6.

(1) RBIERAL R UL BB R
Invitro IZHBWT, B MNFIZ7 Y= X0 RE S, BHEERA T IVEDNKEL STz LKL
(K SC-60613, & HITHAL SHLIZ VR U ERIA D SC-62807 % A=Ak L7299,

OMEANT — )%

fERERR A BIEIC “C-E L a7 300mg ZHERE ARG Lz & &, i, REOFER IS & LT SC-
60613, SC-62807. M X SC-62807 D l-0-7 /v 7 v U ERASRNSE Sz, BB, R O
DWTHUTIBUN T SC-62807 T - 7=,

ERZEFZ 2 ELIFL TOHERBRE

CF; CF; CF;
) B B
N — N = N
H;C HOCH; HOOC
SO,NH, SO,NH, SO,NH,
tLaxs7s SC-60613 SC-62807
CF,
| \
N
HOOC
Fvrua s SO,NH,

EARFIOAR S NT-HELOCHEIZ, LTotkhThs,
(Eg) o< F)
WE. RAICIEE L =7 LT 1E100~200mg 2 1 H 2[E, &1« ¥y BBICR OG5,
(ERMEETE. BRE. SEHRAER. SEEbERE. B - BHk)
WEL. AT 27 LT 1E100mg & 1 H2E, # - ¥ BHICROKET 5,
(Fflfitk. sMEHE. IREROHEK - H#%)
WE. AT E L aX o7 & LTHIEIOZ 400mg, 2 B HLARRIE 1 [H200mg & LT 1 H 2EEAHKET 5, i, &E5EH
fRix 6 RefLL Edb i 5 2 &
TEADOEEIL, FElDAH 400mg, HEIZIG U TR 200mg % 6 REFILL LS TROBES T 5, 72720, 1 H2[EETLT 5,



VI. RYBEICEY SHEE

(2) REE59 8% (CYPA0 %) OHFiE. FE5E

1) RgigeR *®
t TSI, AFI 7 v Y —AKONCYP RBEZ %2 W= invitro TR O R, L a7 0N
L LTHETSE b CYP 0 FHEIE CYP2CO THD Z EARENT, F7-. CYP2C9 LV %5 i/J\éwb
DD CYP3A4 DFEET D A[REME bR ST,

2) BREEER ©
27 v Y — A} CYP #BLRE VT, zgf; 5FEOE & CYP 4y FHE(CYPIA2, CYP2C9, CYP2CI9,
CYP2D6, CYP3ANZHF MR IEE ORBHEIEIC KT T L af s 7 oOREBL BRI L7z, CYP2D6 (2%
LEMNTO Ki fHIX 419uM TH Y . o5y 7 FE KT 5 E (CYPIA2 & DWW TIE ICs fE) 1
17.8uM(CYP2C19)~134uM(CYPIA2) T~ 7=, L7243 > T, CYP2D6 DRHHEIEICxT oL axy T
ORLEERIT AR < . CYP1A2, CYP2C9, CYP2CI19 Y CYP3A4 OARHHEMC®4 2 FLEMEM I
BRI EDVRIBE E T,

3) REBROEGZEOEE
TLafxyror MBS EREEETH S CYP2CI ITITEELAMNEFE L, ¥—Lew?™ DT 2/
FAEHUZ X0 3EHNC L > TUIRMHEDNR T T 25605 5,
AAN 218 il Z%8 & Lz CYP2CO DWFFETIE. e’ —Lew’™ D RTHEAIR(CYP2CO*3/*3)IfFAE L 72
Mo T2, Lew’® D~T o A IR(CYP2CO* 1/%3)1% 218 I 9 1(4.1%)TFAE L 7= 9,
CYP2C9 DEIRLAICYP2CO*3) DAL LT, B L axy 7HHBIUIRERS L- L &, CYP2C9 O
AT AR —Leu’?, CYP2CO*1/43) & A9 2R A 15 D AUC [ ZHFARY(CYP2CO*1/*1) D kR
137 BN HE~NTHILG 15 & 2R LT- ),
GMEANT—4)
R A E L a %27 100mg Z HiE G Lo & &, CYP2C9*1/*1(4 f5il) & Hige L, CYP2C9*3/*3(3 1)
? AUC 1TFI 3 fEmEZ2 R L O, /-, ERAICE L 2% 7200mg 21 H1 87 HRERERS L L
&, CYP2CO*1/*1(7 i) & thilz L, CYP2C9*3/*3(3 f5il) D Cunax 1494 5, AUC 1THKI7 £ =iz~ L 72 70,

Q) MEBEBNROEERVZDEE
GHENT —5)
2B D HELEENROA I TH D25, BEERATMEIC “C-2 L a7 300mg & RN
wELIZE é“ Feh% 0.5 BEfRZ 81T 2 i sp R ZS AR B oD i 35 P BE R BE L o6k~ % BRI 84% T
by, PIREEREZ T H L LTHZOER I/ NSV EHERI T,

(4) REMOEFHEOEERVEEL., FELE
MLz B R COX-1 B COX2 12kt LT, L axs 7o 2 MoORHEY SC-60613 K TN SC-62807 1%, W
T 100uM DOPEEE CTili COX IZxF LT 50% L EDFE % 7~k & 72755 72 (1Cs0 > 100uM)7D,

AR OAGB ENT-HIELOHEIZ, LT EBY Th5,

(g o< F)

W, AT E L a7 L LT 1EI100~200mg & 1 H 20, & - Y BBICRO#EEGT 5,
(EREETE. BRkE. BRHEAREKX. EREBUEREE. B - B8

W, RAIIEE L a7 LC1E100mg % 1 H 2, - ¥yBEZICRAKREST 5,

(Fiitg. sM5#%. RERDEX - R
W, RAKIFE L a7 E LTHIEIOA 400mg, 2[ETELIREIX 1HE 200mg & LT 1 H2ERAKGT S, ok, 50
WEIX 6 BFRILL ES T B Z &y
TEHOHAETL, #EIOI 400mg, HEIZ)G U TLAREIL 200mg % 6 FEILL LS CReO# 5725, 72720, 1 H2EETET D,



VI. E¥MEREICEAYT 51EE

1. it
(1) BEMERGL R UHEEE
FS46s L

(2) HEttER
GMEANT — %)%
R AR E L a X T2 RE L & & ORE(EOR L OFEPHEIRITIR S (~3%), BLaxs
TO7 VT T URTEE LT Z VT 7 U RITE D EHEE I,
TR BRI UC-E L aFx o7 300mg # %8 THIER G- Lz & &0, i, REVDEPIZ COX-1 &
O COX-2 PRFEIGM AR S 7 WRE Y 3 FEERNDE S 4, A2 E & UTRE(RENRTFEE L T,
F 7o, BHEBEOREOEFYEREIT, 2R ENHEDR 27% KU 58% Th -7z,

(3) Bt
R L

8. FIUARR—E—IZHT SR
R L

0. FTHICkPRER
AR L

10. HEDERZFTHEE

(1) MmEEnEE GEAT—4%) P
R min 55 22 24 BICHME 12 1, 2ot 12 1], 66~83 %) Xk UFE it % 2 24 BICAME 11 1], P13 B, 19~48
N, ASHN 200mg & 1 H 2 [BIERO#&S(1 BHE : 221 FHEES, 2 HE K3, 3~9HHE : 1 H 2]
BEE, 10 HH - 2ZETHREERG) L& & FEmiln T 2259 2 @RS S 2L 0D Cna L TUY AUCIn I
LS BMPE TR 170% & @EZ R L, £7o. EmE S x4 5 R #5200 Crnax X TV AUCi2n
X, BHETEN ML TR 120% & 0% 130%., ZHETWT b5 220% & &z R~ L, Mo %
BT CHE ISR D b,

EARBOEBENT-HELOCHEIZ, LTOLBY TH S,
(g o< F)
WE. EACIEELax 7 E LT 1E100~200mg % 1 H 2[E], &« YBHITROHEGT 5,
(EREREEE. BRiE. SRSEAEX. EREBUERE. B - B
HWH. RAZIEEL a7 LTIE100mg % 1 H 20, # - YRZICBRAOEGT 5,
(Fffitk, HMER. IREROEX - B
WE L, AT L ax s 7 e LTHIRIOA 400mg, 2[5 H LABEIX 1151 200mg & LT 1 A 2[EROEE 35, 28, &5M
FRid 6 BEFILL BT 2 Z &
TEADOEAIL, FEDA 400mg, HEITIE U TR 200mg % 6 FFFILL E&H i CTRROES3 5, 72720, 1 A2[EETET 5,



VI. E¥MEREICEAYT 51EE

RESHBLHSVIEEEHB X GIEAN) IS
LLaFLT200mg #1 A 2EREEORELIZESE
® 10 BEDMBFARELARERVEY /S A -4

B JEEimB L (n=24)

16 20 24 36 48 60 72 84 96(h)
EasR A |
w il % Tmax Cmax tin AUCi2n
(h) (ng/mL) (h) (ng *+ mL)
IEmn s 24 2.72+0.97 97321+ 44528 11.25+3.71 5870.92+ 2028.51
fat e i 28 2c 24 241+1.03 1808.04+1872.48 12.43+2.569 11851.88 +13360.06
FE it B 11 2.93+0.88 1088.91+ 526.84 10.74+2.97 6440.27+ 2138.10
FEm izt 13 2.54+1.03 875.31%+ 355.07 12.02+4.60 5389.15+ 1878.47
it 5 v i 57 12k 12 2.62+1.09 1254.17+ 306.10 11.49+2.59 8238.00 2644.83
it 5 vt 2 12 2.21+0.96 2361.92+2562.83 17.77+£7.43 15465.76 =18377.13

an=23 FHfE+SD

(2) FFEZEEHIZESIT2EYHE GIEAT—42) P
9% FE JHF (R 55 RS 12 $i(Child-Pugh Class A, 40~61 i), H5EEEFREE B3 11 $il(Child-Pugh Class B, 40~
63 1) S OMEERERR A 23 B11(32~61 )2, AFKI 100mg Z 1 H 2 MIER ARG B A : 22 FTHEE®RE, 2
~3HE K3, 4~7THH 1 H2REE%KHKE, SHE : ZE FHE®RG) L LA, BREFRERE O
AUC I3 RERERC AT LE S TRATEE L TR 130%, FEFEIFREEEE T3 270% L iz R L, EEOR
IR LTI L7z, ( [VIL6.3)ATHERERE ERE ] DIEBM)

EAFIOAB S NT-HELOCHEZ, LToEBh Ths,
(g o< F)
WE, RAICIE L =% 7L LT 1E100~200mg Z 1 H 2@, 1 - ¥ ARBICROKLGT 5,
(EREREEE. [ERiE. BRAEEAREX. FEBEREE. B - B
WE, AL 7L LT 1E100mg & 1 H 26, - ¥ BHICRAKET S,
(Fffitk. SMER. IREROEX - #%
W, AT L ax 7 e LTHIREIOA 400mg, 2 [H1H LABEIX 1151 200mg & LT 1 A 2RO 35, 728, &5M
FRiL 6 BEFILL BT 2 Z &,
TEHOEATX, WIEIDI 400mg, HEI5ES UTLRRIE 200mg % 6 L. EdH 1T CRROBE-92%, 72720, 1 H2[EETET D,



VI. E¥MEREICEAYT 51EE

FEEEEH D VIEEERAGEAN) IS

ZLax>TJ100mg # 1 B2 EREKOKRELEZEEZD
8 HEDMmFPREIKEERVENEE/ NS A4

(ng/mL)
7 e e e
oY ..l 1.1, 7.2 €1 )
e —O— e A CEEFEIFBE B0 IE) (n=12)
T 800 e TEREEES =)
A —O— BB A (i B B 2 L i) (n=11)
% T fii+SD
1t 600
;[é 400 ]
& L e R A
U )
0 4 8 12 16 20 24 36 48 60 72(h)
e s
;(‘ "J' % {ﬁl J iﬁ( Tmax Cmax ti2 AUC 12h
(h) (ng/mL) (h) (ng * mL)
R A » 12 2.08+0.900 421.75+133.550 10.35+2.7229 2574.82+ 840.665
B S I R o R 12 1.92+0.900 627.92+293.100 11.03£3.498 3518.25+1869.173
LRk A D 11 1.91%0.701 424.82+142.890 10.65+3.086% 2287.66+ 761.837
HhEE R R AR 11 2.00%1.095 951.55+349.566 13.56+=5.513 6458.10%2679.646

) LI 5 AR DR b) F S S R A A O % R c)n=11 d)n=10 L+ SD

Q) BEEEFICET2EMBE GMEAAT—4) P
ML RS R 22 IR BRIRIEE 25 35~60mL/4y. 43~78 B)ic. AHI 200mg % 1 A 2 6], 7 AfIE#KEE

BOEH(T HEORZEME FHEEG) LT & & O Crna X N AUC ZaRER CE O N EFR A O T — & Lt
B L72& 2 A, TNEIEFRBAD 04~07 R TN04~13(ETHY . Wb K& RETIRhoT2,

AR OHAGBEINT-HELVHEIZ, UTFToEBY ThD,
(g o< F)
W, BRI E L a7 L LT 1EI100~200mg & 1 H 2[[], 8] - Y BBICROEEGT 5,
(ERHEEE. BRE. SESTAEX. BEBERE. B - B
HWH. RAZEEL a7 LTIRE100mg % 1 H 20, - YRZICBRAOELGT 2,
(Fifiig. SMEE. IRERDEX - #F)
WHE, AL aX T L LTHIEIOHA 400mg, 2 [BIHLREIE 1 F 200mg & LT 1 H2ERO#ET 5, 2k, &5H
fREix 6 RefILL B i 5 Z &
TEADOEAIL, FIE DA 400mg, HEIZIE U LK 200mg % 6 FFEILL E&H i TR OS5, 72720, 1 A2[EETET 5,



VI. E¥MEREICEAYT 51EE

BHEEERE GEAN)ICELIXLT20mgx 1 H2E
REROKRELI-EZD T HBEOMBEFRELAKBERVEMBIENSA—4

(ng/mL)
I e T T T T T T T T T R T e T T S P S m e =
—— SR R (n=22)

FIIME+SD

EpaeN |
;(‘:J—% {ﬁ”i& Tmax Cmax ti2 AUC72h
(h) (ng/mL) (h) (ng * h/mL)
PR P R 22 5.40+4.65 702.8+301.9 13.10%6.79 126545033
FE)fE £ SD
1. 20k
MERe L



. ¥£tt (EFALDOEESF) ICEISHEHEE

1. EERELTDER
1

g

HEIZEWT. >28FF 25 +—EC0X) -2 BRMEEFZEDERSIZEY ., DHEE, KNEFE
NDEETHABICL>TEBGMLELOERMEEREBRO YRV BRI ELAEEEIHY.
NED) RV ITFERABBE EHITEXTLAREENH LI EMESNTILVS, [7.2, 8.1, 8.2,
9.1.1, 11.1.3, 17.3.1 B8]

(fiEz0)

A6 E T I S AL RAGR U — T HIREE TF O R TR CORAOLNHE IR TIER V) et L

TZERRREBR IV T, AAl 200mg 1 B 2 [FIX(X 400mg 1 H 2 [A%K 3ERERAKRELZEZAT TR

R E LT, i SR AR FE AR R OB BN N 7RI T 5 U A7 ARHA

200mg #H5/E 2.6, AAI 400mg #HGRE 3AHNRO LN TS B, 7=, o COX-2 BRI EHI(m ~7

=X NOHNEICBOTEESNZKIBR ) — 7B PR GRBRER L0 =S AL Rk E

BMEEGRBLOY A7 N7 T vRELEBE L THENT 22 ERARINTND O, IHITA4AT7TrT xR

FTTEXE U EORA LD B COX2 BIPEDRWIER T a1 REHEE - ERAOLZEMT — X123 5

SME T ORFFEHRE TV IO T OO INE R AR TERIEFLHBL Y X7 OWIINRA LTINS, 2D X)

(2. COX-2 BRAFAE A0 COX-2 IBIRMEDIRWIEAR T 1 A RHEHER - SERAIORGIZLY | B5HIH &L

OG- BIKAF L7 D R ZERREFRRBEE DY R 7 NEETERNWI ENOLRE LT,

7E. BMERBIC KT D EN KRR (AA] 25~400mg & 1 H 2 [, fF 52 #@F 5B 2 EERD

A2 R MAR ZERR MG DR BLERIL, 0.1%(2/2,398 ], Wi EFEE &K O MAR(E) Th 7o, £, lkEREA

(ZxE9 2 ENERARRER Tk, EE O R MARERIEFROREIITR ST, OlERREE K O M5

D LIRS T( 18 ®EWEHME —HRE HOLIEREHFFROEER] OHBM),

2. ERABRLEDER

B (ROEBFIZIFESLAENI L)

1 ARNORAY XX ANVKR T 2 RISk LIBBEUE DB D H 5 B

2 TAEY UEERBFEAT v A RHEER - $RAIEIC X D ERIEOFER) UIZ OBERO & 5 BHE
[EIEM B BIEEBRTIBENLRH S, ] [9.1.6 5]

2.3 WILMEIEE O H 2 BE HEEREZ2 B I8N0 R1H 5, ] [9.1.4 5]

2.4 EELEEDH HHBE [93.1 21]
2.5
2.

2.
2.
2.

HELRBEEDHHBE [9.2.1 ]
6 FERMEEREDHLBE (Tury 7T DU AEMERIZESLS F R 74 - KSR

fHE R & BT D MR E B I BZFNAH D, ] [9.1.2 0]

2.7 EER A S AR O FNT RS [FMEICRB W T, JEER O FEZE K O 26 1 D 38238804
LEDOWEND D, ] [9.1.1 W]

2.8 WK O [9.5.1 ]

(fiFL)

2.1 EWNEERBICBWOCARBIOKS T AR LT 2 Rt LIBEUEOREERED & 5 BE ~DOARHF| D
BRI, — RIS, & DA ORI K 0 BBUE 24 U= BECF— 0 & &A1 2 AN H
BESNEEEA, TULX—EREZ 2T EENEL . va v 7S50 aEERFNERE2E L 2800
b LMD, RFNOR S UIBBUE DMEREN S 5 BEEZEEE L TRE L, £72. AFITE#K
WZANR YT 2 RER-SO-NH)ZH L TN H728, AR T X Ricxh U CRBUEDBEFEIREO H 5 BE
LA L LTHRE LR,

FRANE T I RERIZRT,

BARBIOERSNI-RAELCHREIZ, UTOLBY THD,
(Eg)o<F)
WE. EAICIZELaFs 7L LT 1A 100~200mg % 1 H 208, & - ¥ &%ICKRO#S5T 5,
(ERHEEE. BEE. SESEAEKX. BREBERS. B - B
WE, AT =7 LT 1E100mg A2 1 H2E, # - ¥ BHICKROKET 5,
(Fflfitk. SMER. IREROHEK - #%)
WH. AT axe 7 L LTHIEIOA 400mg, 2 [BIH LAREIE 11 200mg & LT 1 H2ERAKREG T2, 2, HF5H
FRid 6 BERILL BT 5 Z &
TEA O%A1E. FIEIOH 400mg, MEZIES U CTLIRRE 200mg % 6 UL Ed i CROEEST %, 72720, 1H2EETET 5,



I Z£t (FERALOEES) ICEI HIER

FHRILKRVT I F(—H]RL)

Y7 7 HIST &H

VI 2NT 7YV, AVT 7 A REYY =)L U RXNT Y A

FR I AR & DELEHA

TEHZVSTIR, 7VEIR, AVFRIF, FT7EIF, MU ZalAF7YR, FUARIR* B Rpsn
0 FTYR, 7akvI R, RUFALE RprzoaF TR, AFITUK ATALVR, XUFLe Frson
FTIR e LAY s BNV 7 aLE

FIRFE L ARB OFEEH|

AN_YPE L « NV TONAFTIOR, HUoFHALEZy X EFL - RareaFrd R, FAIPLE
e bhnrzuuaFrY R YL Zr e RrsunF TR aY AL Y UL e FansaanF T YR

SU FI/SU Al & DELAH] (BERFIAEEK)

TER~XVFIR, ZUZFVR, ZUZRETIR, FURLITIR, ZUAEY R, ZaL7uss pE
EATY B R - 7Y AEY R

L VRS

ANT 7 OT DR AT 7 DT VR

KA FRARIKGEIE

2.2 TAEV UL, TeRE T TV UAMAEERNEET AT AE Y U ROFERT B A RHHE
K EFANCLVFERINDIXESWMETH D, ENRERRERIZIKENT, 7AE Y Ui B3z ok
TERED & 5 BE~DAFN OB GREFRITI VN, KR GIEAT oA FHEHE - 8RAICTHY e 2 & 7
TUVVEBEEREZAET2HEAI T D20, TAE D Uk BT OBERO H 5 B T, B
BREEZFETHIBENRHDZ ENDERE LTHRE L,

2.3 HAMETORRKRER VOROHIRE ORGSR CIE MRS, Mk VRN HRE ST 5, 1k
SO H 5 BE IS Legh ., WEHEEEEZ B ST BENRH L bR LTRE L,

2.4 ENEERRBIZBN T, EERIFEEDH 5 BE~ORKOF GBI /20, oIERT a4 Rk
W - BRAITCIIEELRIFEEDO S 2 BE KRG LA, HEEZELLSEIBTNNH H-0EE
ICREINTND, AFIGIEAT oA REEE - ERAITHY . FEOBENRH L bR s L
TRE LT,

2.5 AT O A FHEHS - ERAITIE. TuAZ 7T 0V OAERRLEREIC L > TEMBEE T LY
Ko TRV TLADOIFREEZRZ L, BEEZE(LUIFRSEL Z E08MbNTW5, ENERRERICE
W, HERBRED S D BES~OERFNOFLGRRER TV, LOIEAT a1 R - EFAICILE
BREEEOHHBE LG LGE., BREELZBLLIELIBZMWDMHHT-OERITHEIN TN D,
AR BIEAT B A FHEEER - BRAITHY . FRROBENRH D Z b LTHRIE LT,

2.6 ENERRRBRICIHN T, BEERUEEARO S HBE~ORAOE GBI/, hoIERT A
RPEEVEZE - B A CIXEE R OEREAR 2O 5 BT IR G LI2GE, TrAX 7T 0 DU AREER
IZHASL T R 7L - KGRI L 0 DMEBEEAR 22 BL S BZNRH LT ORI ES LTV D,
AR BIEAT B A FHEER - EEHICTH Y, FROBENRH DL Z Enbiia e LTRE L,

2.7 SETOBKRBRIZIE N T, o COX-2 BIRPIFLFEAI VT 2% 2 75 & m@hfik S A 232 Rl
DJEMTRE ~ G L2581, DRI R O A R O BRGNS 2 Z & B3t ST 580,
AHFH COX-2 BN ERITHY . FEEOBFNNHAZ LB L LTERELE.,

2.8 MIRKRHIO~ 7 X SR Y UNCARF Z#E LImEFEERICIB N T, T e A2 7T 0V ARk
EIZLD BN RAOEBIRE DS HE SN TEBY, thoTaxy 77 2 ERkIEHR & FH
KRICHR IR OB RS BRI 2 5 S - TR E TE RN I EMLEE L LTRE L,
A AR FRIL

3. EREIMNRICEET HTELTDER
HEESH TV

4 RERUVAEICEEY IR LZDEB
V.4 RZRUVREICEEYT 5EE) 2RI 52 L,



VI e (EAEOXES) 1Y 51EH

5. EELRELRMIE L TNDER

8. EELEKRNIE

8.1 AFI =T 255X, AR/ EZFHEZRIR Y MHEK G325 Z LIS, BEYIcH-ER
LEELRNZ L, [1L.B3H]

8.2 REIDEHAZ LY DZE, MAHEDERE THAIT X o TIBH I 7220 R i ie ZER e F
GRRBLTHBZENNHHD T, BELEHITATV. LD OB K OSERORBUI TR
T52 L, [1.. 9.1.1&81]

8.3 AFNIXIM/ I T BIEAN RN D T, DILERERFOHKTT ALY OB E LT
R LW &, JUil/MORIEEIT > TW D EBEITOWTE, ARGV, TOREEZFIEL
TR B2,

8.4 [EN THE Z 6412 0 U 7= BEPREER Tl COX-2 (2% L TEIRMED B AH] & IR PE DR FE 2
TuA FHEEE - SERANC X 2 ELE ORWERBBLRIZETRD oo T, RIS, HEERES
BEDY AT 77 7 X —DEWEBES~OBHIZEE L CXEWER ORI+ R8BI 21TH) 2 L,
[17.1.2, 183 ]

8.5 F A, IF&. AST. ALT. B UL EED B WHOREBLNHE SN TWDHDO T, EHRIITH
BERERMR A 21T 0 72 EBIE 2 012475 2 &, [11.1.5 2]

8.6 LB hEE, MEMBREOEELRBREEORIADME SN TWVDHOT, EHMICEHERE L
1ToREBELHTITH L, [11.1.T5H]

8.7 AHFID¥HIZ X v, a3 B L plfRIE (Toxic Epidermal Necrolysis : TEN), R Ji kIR SE R
(Stevens-Johnson FEERL)ZE D EE CTHAIC L » CxEMm 2 R EERNBHT A BENLH Y. £<
OBE . ZHODOERITHREEEHE 1 AUNICRE L TWAD T, 1BEIEICITERCEET 5 2
Lo [11.1.8 ]

8.8 BBV v~F, BMEBEEES)IZ LAAIZ WA 5E81CE, WOFHEEZETDH 2
Bl
< EHIH 2 WVITHEZS U CHRRERRA, MR, BEHRERE, FgERE, LEXBRA

K OMEEMBES) 21T 2 L,
< 2% - BORANC X DIRFITRIREE CIEa <, AHERIETH D Z LICEET D2 L, iz, Y
FAELANOIFRIELBRETHZ &,

8.9 AMERB(TFINE., IMEZR I N Tt DSk - )3t LA Z W 255121E, IROFHEEZS

BTsz L,

CBMRIEROEFOREEZZBE L, BETDHI L,

CJFHIE LTRGBS 2 L,
JFRRBEERSIUX N ATV, RAIZEARERG LN b,

- WIEIOEGEN 2[E B E Bl s Z LI E L, BEICK URAFEIC O THa#3T 5 2
L,

8.10 AFITHE SN TV AIEHIERIC LY | BYELZ RBMHIT 2B8ZNNH DD T, EYUEDOFI
W CER LEEICERG T2 L,

8. 11 #aEEw W, HistEd F W, HIRENKLZ D Z EXH DO T, HEEOEREGR AL D /EE
ICHEETDEARICIIREESES 2 &,

(i)

8.1 AMETHENE SN KIBGA Y — 7 UIREE TZ OFIRE T AT CTORFIORESIIZNE TIZ2W) 2 K
i L2 BRI BR 2\ T, ARAI200mg 1 H 2 B33 400mg 1 B 2 [RIZK 3 EMEREE L2 A, 7
TEARE LT, LIE R MR ERMEFROBEICHEHBENZREINNEO b TWnD B, £,
AFwGTedEAT A RIEER « $HAICIE, BEGHIM R O 5212647 U720 R i ie ZERR e 5
HHDOY AT BNEETERN ENLERE LT,

AR OHAGBEINTHELVTHEIX, UToEBY ThD,
(g o<F)
WEL. AL a7 LT 1E100~200mg & 1 H 2[E, &1« ¥ &BBICRO#EEST 5,
(EREEE. BEE. SESMEAEX. BEBERE. B - B
WEL. AT a2 7L LT 1IE100mg A2 1 H2E, 8 - ¥ B%ICRAOKET 5,
(Fffitk. sMEHR. IREROEL - H#HH)
WHE. RAIZITELaX o7 L LTHIEIO A 400mg, 2EH LI 1E1200mg & LT 1 H2ERAOKET S, P, #5M
fRElx 6 RefILL B i 5 Z &,
WEHOEATX, FIEIDI 400mg, HEITSES U TLREIE 200mg % 6 LA Ed 1T CRRO#G-95%, 72720, 1 H2[EETET D,



I R (ERALOFES) Y 2ER

8.2 SMENZHRW T, AFEET COX2 BN ERSEORLIZ LY | L%, MaEthEoEE CTHAIC
£ o TUIEMB 72 DS RIMARFERMEFR DN BILT 282NN H 5 L HE I TND B0 LB ERTE
L7z, AR ZEGT D8I E2 21T, 2D O R OEIROFBUIEH3ICERTH 2 &y

8.3 7TAEV AT LOHETLHIFAT v A REHK - SERANCIL, M/ MOBEEMHRIERN 263 2 3H 23 H
Do Lol SMNECREFER % %18 550 S 7= BRARRRBRIZ ISV T, K 800mg % H[E 1 H. ® % TN 600mg
Z 1 H 20 8 HMEHRG(Z72L 8 HEIZFIRGORILIZE Z A, /IR DK T M OVH 1 AR
DIER IR BT, AN/ IMREEMSIER R 22 EBRH S leode, Lizdd- T, ARANT
DIERRETHORTHERASNDE T A ) o ORBEEKIZIZZR R0V T, Juil/MoEEEIT-> T
L6, ARNOBGIZHENEDOREEFIE LN b, B, (IKHET7 AU (1 B 325mg L F)%
OFH LT23G. AREIOZE IR Uiz & AT BB SEORAERNE L 705 Z LGS TIN5,

8.4 AIMETIHHE S - EFIREBRIZ IV T, MBI EIE B ICAAI(100 3L 200mg 2 1 H 2 [8) X 3%t
Wrn7=2F27F b TA50mg % 1 BH2EIF 7ot 500mg Z2 1 B 2 [E)Z 12 BE&HS Lz
&2 A, RBBEITH A AR OWNESEE AW TR T 2 BB - il ORBLEER DR
I G-HE © 2/8,800 B, xPHASEEL GEE @ 7/4,394 5], A Xt 1 7.02, P=0.008)Z & 25RO HIL TS 8,
—., BFERICEN L7 E R TIPS L O R ER L TR 5T, T EEREJER)
ERDOENWERFRBLERIT, KA GHE & HREEREREAAI LD b COX-2 BIRMEDIRNIEAT 4 RHEH
% $IRANE OMICEITBO LN 2 ENBRE Lz, ENTHEGE LB Y v~FBELOE
T B EE FR A 2 e G & L 72 FE35ef I B A Ll akliR 2 SUBR(AA 100~200mg % 1 H 2 [A] 4 X% 12
WG, WHSERIENM) DT —# 285 LR, IMEERECER) 2EORIEHRB R, AL
FET 11.3%(86/759 151]). HIBEIE 5HE T 11.7%(90/769 i) T~ 7=( 8. ®FINEMHEE —EEKE HOWIL
BIEECER)ORWER IR OEBM), MLE oI - ECGER)OBIERRERRIL, AFBSHET
0.1%(1/759 i), *IRRERL ERET 1.0%(8/769 B TH - 7=, F7=. BV v~ F BE K OERME R HIE SR
Brartgl L7 7 v AR _EE R 3 i BR(ARHK 100~200mg % 1 B 2 [7] 4 BEHRE. N
RIEMNC I 1T DL E R FCER) BEO A FEFLIBLRIL, AHIE5HE T 18.2%(123/675 #), 77 &R
B E-HET 16.0%(66/412 Bil), L& O - IEGOER) DA FEHGHBRIT, BHFEEHET 0%(0/675 1),
7T R REERET 0.2%(1/412 B Th - 7=, FEIRIE RS G-I « 4 B Z x5 &3 2 EHx IEER 2
REROWERE T — & ZHEEF LR Tk, HILEREJER) A TORIEH BB R ITARF B 58T
17.2%(144/835), *HEEE(COX-2 1Zxf L TIBIRMEDIRWIER T 1 A RHEEE - SR ADR R T 193%
(160/831) T - 7-( 8. ®RIEHME —ERE HOWLEREER)OEWERBILE ] OHESW), Fif
BEE@EEHM 2 B 235 &3 2 ZENBRBOWHRE T — ¥ 2E5 LR TR HEERE
(ER) R TORNWEA BB RIIAFFLGEET 04%(1/248), = h KT 7 HET 1.6%(4/244), 77 B REET
32%(4/124) Th -7 ( 8. ®RIERSEE —ERE HOWLEREEGER)ORIEREELE] OHESH), &
PRBZ xR E T HENEKR 4 R B2 IS LRI, MEEREGER) A TORIERR BRI
FIHGHET 0.2%((2/861) T o 72,

8.5 EWNEFERBRICENT, FFARE, L., BEHITME SN TOVRVS, TALDFEROBIIEE 25 &
D REHEEE., BRARIREDIERN A DN T25ER°, AST, ALT. B U /LB > OISO RKRA
ERER S D ONTHAEITIE, AR OGO /I OWTEEICHRFT 52 &,

8.6 ENERKRERICIVT, 2MEBREE, FEEBERIIREIN TR0, —RIZIEAT 1A FHEEZE -
PEIRANL., BIRICB T 27 ax2 7T 0 D URRIEIZL Y, BHEEICET2AEELENLZ N L,
EHEERAE., RREZITO 2 B2 01247V, BUN, M2 L7 F= VSO RFERRD L
BAIIE, HERGEORIGICHOWTHEEICHRHTT5 2 &,

EARBNOERINT-HELOHREIZ, UTOLEY TH D,
(Eg)o<F)
WEL. RAICIEE L =7 LT 1E100~200mg 2 1 H 2@, &1« ¥y BBICR OGS 5,
(ERMEETE. BRE. SEHRAERX. HEbERE. B - BHk)
WEL. AT 7L LT 1E100mg A 1 H2E, # - ¥ BHICROKET 5,
(Fflfitk. sMEHE. IREROEK - H#%)
WHE, AT L aXe 7 L LTHIEIOA 400mg, 2 [BIH LAREIE 1B 200mg & LT 1 H2ERAREG T2, 23, F5H
BRld 6 BEREILL BT 2 Z &,
TEADOEAIL, FEDAH 400mg, HEIZIE U LK 200mg % 6 FFFILL & TR OS5, 72720, 1 A2[EETET 5,



VI. Z£t (ERLOEES) 1T SER

8.7 EWNEGRRERIZIB T, HEEMESR BB AR RlZE (Toxic Epidermal Necrolysis : TEN), S J& R AR E R
(Stevens-Johnson JEMERE) DR ILIR VA, BT Y v~ FBE L OEREHESEREEZXRE LT Tk
ARk B MR 3 BRI 100~200mg % 1 B 2 BIFG)NZIBVT, KJF - KE BaRiEEO
RIWEARBLRITI T TR L L TEP o Te(RATGRE 1 6.5%., 77 B RE5H : 22%), 7.
2005 4F 6 H 20~23 HIZBfE S 4172 CHMP(Committee for Medicinal Products for Human Use : BRI 238 5,
FEDTB T, A ZETHRIA COX-2 BLEAI 512 L 0 EER K EERSEZ 2 EARSHPY,
NS OEE R EIER(SCAR : Severe Cutaneous Adverse Drug Reactions)iX (2% 5-BHAA 1 » A LW
WCHEHALTOD ZENORE LT, B8, MIEEEFPRO ONTHAITELICAR OR G 2P L,
WU IEZ1TH 2 &,

8.8 AANIDEEGIZX Y, HLE. O, B, . WROEEENERATIZLRHD-0, KHlE2 L0 ES
WHEHAT 2720 E Lz, EMRSUILEITIN U THIKRREZITV, BE DR b IG A I T ARA]
G HIEXIIRIEST B 72 EO@YI B EZIT O Z &, AANIHEE - ERFITH Y, REEZMD L L
BIEIR A D LI 2720 OxHEFREE L THWHILD A, BH, RIEDORIK & 72 28CE « BEEOR
BEH, MBS OBITHEZL 2 IR T HRIGEILE TIX 72V, L3> T, A Ko QIR EEMER
U U~ FH(DMARD)DOfEH(BEET U ¥~ F O5E) L OFEMFIE LA O AN BHHTERSCEHRIESE O Ei b
BRI DL,

8.9 AMKBIIRBORZI Lo THRARBEOERN/EEIND, iz, AMEEIT, BEEEZN
BOBENEL, TORMBRIEIF CRET 2 Z L 258 E LTS, 2O & bRaMEmEITIL,
RFHNZ L Ao MIfRF cE s HEZEIRL, DRITEHECTOLL %I enz b EnT
WHE Y AMERB(TNR, IMERIT NS ER DR « BUR)ICARIZ AWV 2546 SERIEKR UYL
ORI XY ERE, HHE, HEAOCHEZZE L, BEMRELZETS, £70. AFIOE 51T
JRIREE TIEZR <, BMERIER ERE 2 WET D RHERIETH L Z LITHET D 2 &,

8.10 AFNDOHIAEEMIC LV | BYYEIZ L D5 FE, M., RIEFORRKIERE R T 2820013 & 5
T EPDRE LT, BYYEDOFEBUTITHIER L, ARl EHEICKRET D2 &,

8. 11 BME BT 5 ENEERFEBR(AA] 25~400mg % 1 H 2 [BIEGHZIBW T, AHl L OB#ERGE T
TR WERENE D S 0.4%(9/2,398 1)), BRI D F 03 0.1%(2/2,398 i), MEHHRAS 0.9%(22/2,398 fil)F
BlL7, RAOEGIZEY 2RO ORIERPBET 2BEN0RNHDHZ b, FIHOLHESHITHK
E LTz,

EARBNOERINT-HELOHREIZ, UToLEY THDH,
(BEEiY 92 F)
WE. RAICEEL %7 L LT 1E100~200mg 2 1 H 2[E, &1« ¥ BBICRAOKEST5,
(ERMEETE. BRE. SEHRAEX. SEEbERE. B - BHk)
WEL. RAICEE LR 7L LT 1E100mg A2 1 H2E, # - ¥ BHICROKET S,
(Fffitk. sMEHE. IREROHEX - H#H)
HWE, AT L aXe 7 L LTHIEIOHA 400mg, 2 [BIH LAREIE 1] 200mg & LT 1 H2ERAREG T2, 23, F5H
fRix 6 RefLL Ed i 5 2 &
TEADOEAIL, FIR DA 400mg, HEIZIE U LK 200mg % 6 FFEILL & TR OS5, 72720, 1 A2[EETET 5,



I Z£t (FERALOEES) ICEI HIER

6. REDERZHIHEEICHT IR
(1) AHHE - BIEEFDOHLHEE

9.1 A6t - IEERZEDHIEE

9.1.1 DINEREBEXIIZDERERDH 5 BE(EHIR/ N N\ ZXBEMORAMAEE ZR)
[1.. 2.7, 82 &M]

9.1.2 DEEEEZTDHLIEH(EELTDEETL2OHIEBEZR)

K. TRV DT LAOERENEZ D AREMENDH D . DSREEEZ B ST B8ZFN0NH 5, [2.6 3]

9.1.3 EMEENHZEE
K., T RU D LADORFRENERZ D[RR H Y, MELX ERIEDIBEFNANH D,

9.1.4 BItBEBODBREEDH I EE
LR 2 ER ST 8EN0RH D, (2.3 5HR]

9.1.5 kAT A FEHEL - BRBFIORPIREICEIELEEEDHIEET. AFOEHZSIN Y
ETHY., DIV TAOR MK DBRENTHOATWSESE
AR E e 53 258100, HoREasigg L, mElckb5 3528, I V7R A M—LTIER
TaA RMEHER - ERANC L A U EMEERE A IR TR E LT a R, IV 7 X h—b
2 X BIGRICEPIE 2 R E S L B D,

9.1.6 REXMBNDHIEETAEY VInEXIZZDEREEDHZEEZFRL)
MERIEEZFZRTOIBENNH D, [225H]

(FF#)

9. 1.1 A ETHEME SN KIBR Y — FUIREE TZ OFEIE TR CTORFOIRE IR E TIE )
Ze et LICERRERERIC W T, AHI 200mg 1 H 2 [B131% 400mg 1 A 2 [BZ2K) 3EME ARG L L 2
5. DFEZE « MIAEFEE « 9 o MAMEOARE < BRIEDBEFE O H 5 BE TOLME RFL OB RIL,
AFNEGRET 88%. 7T HAREET3.0%. BEEDRWER TIIAFK G T21%, 77 BRET0.7%
Thotz W, UbXv, LiEREEIIE OO H D BE AR 25T COX-2 BIRAIFLEH
ARG LGA. DIFEE R ONAFREOEE THAIC L o TUIEmMP 7220 M R e FE R 5
DOITADAREMEN B EDBENNH D ENLRE LT,

9.1.2 AT A RHIEE - EHRAITIE, 7uRZ2 77 0 OEEMEEERIZEL>TK, TR DA
DIFEEZBZ L, DEERELZ B UIFRIELZ /ML TS, AFILIEAT oA R
K-ERHATHY ., TOBENNHDZENOLHRTE LT,

AR OHAGBEINT-HELVHEIX, UToEBY ThD,
(&) o< F)
WH. AT E L% 7L LT I1E100~200mg & 1 A 2@, 5] - ¥ BH%ICRO#EET 5,
(ERHEEE. BEE. SESEAEX. BEBERE. B - B
WE, ALy 7L LT 1E100mg 2 1 B 206, 5 - Y BBICKROBS TS,
(Fffitk. sMEHR. IREROER - S
WE. AT L aX o7 & L THIEIO A 400mg, 2 B HLARRIL 1 [E 200mg & LT 1 H 2E@EAHET 5, ik, &E5H
fEix 6 RefILL Edid 5 Z &,

TEFH DAL, FE DI 400mg, MBI U CLAREIE 200mg % 6 BEREILL L& 1T TR0\ S5, 72720, 1 A2[EFETET 5,



I R (ERALOFES) Y 2ER

9.1.3 IERT A FHEHEE « BIRAITIZ, 7oRE 770 PV OERKERRICE > TK, TR DA
DIFREZRBZ L, MEZ EFSE2Z2LRM6N TS, AAILIERT oA REMEE - ERAITH D .
FOBENRH D EMNLERE LT, 7ok, BHEERICT 2 ENERRER(AHA 25~400mg %2 1 H
2 [EHEENCE T, @mlTEEZ S0 L TV D EBE & AP L T W B To s i & OV I O AL
DOHEEFEZREBRIT, TN 0.9%(5/533 Fi) K T 0.4%(7/1,865 By T > 7=,

9.1. 4 ENERRRBRICHE T, MWLEREEORIEREELR. T HBEE. A L), HiftEEER)
HKELTEY, £/, MWEHEBREOBEREO® 2 BH CIIMbEBEs R IEI 8T Wb 52 L
DHERE LTz, 7235, 1BMERBRICKH 2 EANEERRBR(RA] 25~400mg %2 1 H 2 [AE5)ITHB VT, 1k
PEVES K OV MR B OBEERE O 5 D BE & 2 WAFOMLEEEDAEFLRRERIT, Thth
24.0%(30/125 51} T8 20.7%(471/2,273 ) T - 7=,

9.1.5 ¥k 1042 A 3 HTOEARE BAFEE)ERLZ L RL LM RRFFEFICLY, AT A
R Z « SIRAI O LEICAEB 2 #H T2 L9l b o727, ZOFFERKICESEHE
L7z,

9.1.6 SEIMHEBFIIIAFTHLHRELE L THREL TS T ALY U BRENEBEMIZEENT
WARBEMENR H DT, K& XM EBEIIEAT o4 FEEE - ERAZ R 5T 55810 ERENRY
WLEZOND, AFILIEAT A FEBEE - BEIFAITHY ., TOBENRHLZENOREL,

9.2 BHREEERE
9.21 EBLEBREEOHLESE
BHE LW L, BEEZELSEDIBTNARH D, (252 H]]

9.2.2 BEEXIIZOBEEOHIEBE (EELBEEETOHIBEEZKR)
B EE T LUK, 7 N U LORREDIEZ AN H VD, BEFEZENLUIFHE I ELBE
nnH 5,
(A0
FEAT A REHEE - ERAICTHER. 7Tuex 7570 D oEAREERIC L > TELFEEE T ED
K, TRV TLADIEZBZ L, BEEAZFAIIHEIELZ RO TS, BRAICT S
[ PN i A R BR (A1) 25~400mg % 1 H 2 B G)NCBW T, AEHESEIRT, BHEEZEIFL TV D BE
T 46.8%(145/310 fil), &0FL TRV EFE T 41.2%(861/2,088 By TH V. BEESIOFMICELLFE L
VIEWTRRD BB o 7o, AFIBIEAT B A REEE - #ERFITHY . BEELE(LIELIBZNN
L ENORE LT,

AR OHAGBEINTHELVHEIZ, UTFToEBY ThD,
(Eg)o<F)
WEL. AL a7 L LT 1E100~200mg & 1 H 2[E, &1« ¥ BBICRO#EEST 5,
(ERHEESE. BEE. SESEAEKX. BEBERE. - B
WEL. AL a2 7L LT 1E100mg A2 1 H2E, 8 - ¥ B%ICRAOKET 5,
(Fffitk. sMEHE. IREROEL - H#HE)
WE, AT axe 7 & LTHIEIOA 400mg, 2B H LABEIX 181 200mg & LT 1 H2EROKEGT 5, 2k, &K5M
fRlx 6 ReILL B i 5 Z &,
TEHOEATX, FIBIDOI 400mg, HEISE UTLREIE 200mg % 6 LA Ed 1T CRROEG-95%, 72720, 1 H2[EETET D,



VI. R&£tE ERALOXES) (BT SEE
(3) HrRElEERE

9.3 FFgREEE RS

9.3.1 EELHEZTNDHLIEE
B LN b, HEEZELIEI8ZNNH D5, [24 58]

9.3.2 HFEEXIZOEBEEOHSEEEELCHEZTOHIEEZR)
MEZROTRECERICKREGT L2 L, MPRENESRLLOREDRDH D, [16.6.2 ]

(fiR73t)

9.3.2 S ETORKRBRIZIN T, FFEERE L OMEEE R A ICAA] 100mg 2 1 B 2 [BI&% S HRRER
55 BHEIZHESOR) Lz 2 A, RS £ (Child-Pugh Class A)12 il AUC (X fdRERk A 12 i
[ZHEARTHY 1.3 510, P& FRE 3 B835 (Child-Pugh Class B)11 5l T3 2.7 i1 EH- L7 P2 L bk
E LT, AAIZ BRI H B (ERE A R OIS T I, LEIDS U CHELZ O 37 SEEIC
BHET5HZ &,

4) kJBREEHT HE
RIE STV

(5) 4Ei&

9.5 1EHRF

9.5.1 EIRFKEAD LK
BH LW &, FRERHO~ T 2RO Y Y DADFEEIZBN T, BIROBNRE IHE S H s &
nTn5, 28%H]

9.5.2 1% (EIRFKEAZBR ) RIFFIRL TLSAEEHED H S &

18 EOREIEDNERRIEE LA D LB SN DGEICOAREETH L, HETHEICIE, HER
INRIZE &b FKE, IR OBIRE NN 2 % 5 BT 7 2 RSO’ 5- A 2 B e L Gl E R
L PEEICEET O, vradx U —BIEERE DA, AR EEEICER L, B
ESREREE L YR B . ZIUCHE D FAKEENRE =2 L OWMERDH D, vt —F
FLER (ZREEHZ RS 2 8A) ZAEREFPHOEEICHE A U, IR OBBIRE IUHE S & 72 & O
HRND D, FEEMNE WG R R E RO T, MR EEE D DD B TY AR DR
FLUH NI OIS, AFES A MR CERBIE T EOSEE DM, BRI~ L =7 |

FERRERDENBD LTS, £72TF v MIBWTARIRIBIRICBITT 2 2 L AME ST
Do

()

9.5.1 7R & 77 VoA IMEERZA T 23AIL, BEOBIIRE 21 H 5 WX e 2 &
DEISN TG 868D F7- T FTld, BLaX o 7EEIC L 2 HAEROBIRE IGHE IR S 7
Mmolzm, w7 A SR Y Y DRIEEZRAWZERIZEBWNT, L ax o7 RIROBIRE & U X
52 ENMESINTND, [FEOFTENE S THFRDONADIARTEN, o7 e Ry 7700
A ERBREA & RIS, BIRE RWIPASHZ 5| Sl 2 TR BRI SR E TE RV o, IRRIO LI IEAR
FafbGdX&x TRt L, 2 Z2EZABREZTOER] OELOARHEIZZDFEZRHE LT,

9.5.2 F ¥ A =— AN LA —PIEAMMI(CHOWERZ AW T, YRR ARELHEEICELax T 0E

CEMEERF L& A 3, MREENED O L RE CEAGIMIAOEMATRD b, £,
7 v N TOYMIMIEE~DHBIZRT 5B TRV TERBIE T ROBMN, HARKHAEZD
FEANT N RHAROREREICBI T 235k OB W CHEREOBMAED vz, Zhbo@mMEiL, CoX
FREIC LD a2 77 D AR RE SNVARE R, HIRK IIROMEFRFICEE L D & LTI
AT A REEHEE - #ERAITHMONTEY ., L aXx 7280 TR HELE F&(400mg/day) D < 1
FI A%, 10.6 fFDBBICBNWTAHALNT-THETH o7, £72. 7 v MIBIT DR « BRIERAICET
L NEERER VLT v MeIRIZE T dERE~ LV =7 AT 2 ME i\ T, ik 6~17
HDZ v MIAFIZ G UI-BIC, BARHES I E@00mg/day) D 9.6 f5OIRFRIC & 0 Mg~ =7 O34
BE OB A BT, S5I2, UHFICBT IR - BRIERAICET 5 0 & 53R 2B TR HESE
FH #(400mg/day) D 4.9 {5 D OREFRIC X 0 FEMW OITIR 20 B LAREOREHEINEI D 235580 Hiviz,
N OT — 2 IR HELE A B (400mg/day) DV 72 < bt 4.9 [FOMRFERIZ LD ST ETE A AR
27 > MTBWTRIBIZBITT A2 Z RSN TEY O b MIBWTIHERFTOFRGICET 2% 4
PEDSFESE STV, BLEX Y | 10 SRR LT 5 ATREED & 5 VI I RIE 9 L O A TSGR
M LA 5 LB SN A BBICDORMERTRE L ELRE L,




VI. R4t (EALOTES) (T 21EE

7B, FEAT A RMEHEE - BERAIINSAIDS) THA HIVDHHEIN~DO A GTIRMMER, 2R IIE L
AX LT OHEEIZBNTIIRD b o 7-, NSAIDs DIEFIERSE LY, 7 aFdxo 7 —F 2 [iE
ERIC LD B2 N IRIEOBEERE L OIREIR T, ZIUTED FAKBEDIED U 27 BNEEIND
Zh. F BINTRBWT, EEF O NSAIDs Off I L 0 IR IRENIRE B IPASE - g2 = 2 nlaE
WRH 5 EOFEMENBEMI NI & 2B FE x| il GERAR % bR <) TR L TW 5 ATREtE D &
HRMEICE G T AT ER/NRICE B, FKE, IR IR OBIRE IHE 2 58 O BT 7L 2 4R IRE 08 5
A2 ZE L CHEEMRT 2 SEEICRGTIEZEL, EERETLIZ L LT,

(6) RELI7

9.6 =2ELIF
169 EOF MR OFIRBOREELZ BB L, BILOMe UIT A2 RFT22 &, v MELF
~OBATRHRE ST 5 010,
()
SAEIZEBWT, AT O 1 HIcEL 227 100mg 2 1 B 2 (G4 B)RELZE Z A, KEOHK
G35 475 W% O A FIEREIT 133ng/mL(Z) %X DY 101ng/mL(£4). AUCo~lE 1,751ug/L + h(ZE) K Y
1,445ug/L - h(E)TH -T2 L DHWENRH D O, £, SEIZIBWTRILF O 5 fillct L 2% 27 200mg
ZHEETEARE L7-E 25, AUCos L0 EH L7505 8 BRI 7= 5 XLt i 13 66ug/L
L OREND D 2,

(1 IMNRF

9.7 MR
RS L LTe A R OV A ais & U7 BRRERIBRIT 50 L Tueuy,
(FFRI)

ERHIZEARE IR, e, FUR SR NEZRSR L LB Efm S Tl b9 RHARRER, AL,
FURL SR /NI 2 KA DA ZNE R OV EVEDRRFHIAT > TW W2 hRRE L7z,

(8) EHEnE
9.8 mimE
BAEOIRELBIEZ LMD, HEICRE T2 L, —fRICEBEBENIT LTS,
(PRI

— R CIIATRERE . BRSO AFSRENE T L TV A Z bR E LT,

[EI N B RS BR (A 25~400mg % 1 B 2 [BIEE)CH T 5 A EFEFEGRBRIL, 65 MAm T 42.0%(638/1,520
By, 65 ik LAk 75 FRA T 42.1%(278/660 f51), 75 kLA £ T 41.3%(90/218 ) TH v . 65 mLh LD &l
LRI E CIIATEFEROFBBIRIETRD NN o T,

S E CHRERE Bl (66~83 17%)24 B 2 OMAEREFE s lin i (19~48 17%)24 Bl AAI 200mg % 1 H 201 7 H R IE
BHLIZE Z A, BFRIRIEIZIIT 52208 TGRSl HED Cohax X TV AUC0120(Crnax © 1,808ng/mL,
AUCo12n : 11,852ng « WmL)ZFEE i E B (Conx : 973ng/mL, AUCo.121 : 5,87Ing « WmL)IZHE_ TRz~ Lz 7,

EARBOEBENT-HELOCHEIZ, LTOLBY THS,
(g o< F)
BH. EACIEELax 7 E LTC1E100~200mg % 1 H 2[E], &« YBHITROHET 5,
(EREREEE. BRiE. SRHEEX. ERBERE. B - B
HWHE. RAZEEL a7 LTIRE100mg % 1 H 20, - YRZICROEGT D,
(Fifiig. MR, IRERDERX - #F)
WE ., AT L ax s 7 L LTHIREIOA 400mg, 2 [H1H LABEIX 1151 200mg & LT 1 A 2[EROEE5 35, 728, &5
i 6 RpRILL BT 5 Z &,
TEAH OEAIE. FIEIOH 400mg, MFZIS U CTLIRRE 200mg & 6 VL Ed i TROEES T2, 72720, 1H2EETET 5,



I Z£t (FERALOEES) ICEI HIER

1. fAE{EA

10. #HEEHA

AFNE, F & U TEDRHIEESR CYP2CO TRt D, £,
CYP2D6 DIHEER 2= H T 5,

[16.4 Z/R]

AFNE CYP2D6 DI TIXR A,

(FERL)

Invitro® } O in vivo 3RBR VDOFER G . AANT T L U TEMAHETES CYP2C9 2 L TR SN S Z &0
oML o TND, Fiz, CYP2D6 OILE TIER\03,

(1) StREZESEZDER
RE STV

(2) FRFELZEDER

CYP2D6 DFLEIEMAZ4H L T 5 %9,

10.2 HRAZEE BRISEET S &)

ST TN~ LA IR

T v v R SR (ACE) FLE Al O ik 1500 5 % 8095

A4 S BRAER - $5ETIE BT - fEBRIE T
ACE [HE A FEAT v A RN - SEREAINSAID) LT > P4 | o> NSAID Tid, &g

BT 7mRETZ

A X7 VIEREE SELAEERSH D EORENH D, AHlE ACE | v VU ARKIEFEIZL S
TN T VIERRE FERIIT o4 T oy DZREETRIED | EEZBR TS
S | MAEVERIZHE LTI 20V, PFRT 38546134
TUTAT v W | BERAORZZEEEBETLZ L, kB, Y
E7atl ) FVIVEMR L ERRR T, SEE R mE
HTHINE XTI | BRITERO LN -T2 ORENRH D)
2NV LA
=R SN VDAV
At
AR BEIZL> TIMONSAID N 7 0¥ 2 REORTFT
F7 Y RRFIRA Y RRFRFNOF LU T AYEER 2K TS5
M) ZanvAFTTR TEDRRENTWD, AFlE, 7utI FXETF
[ N =/ == AV 7Y RRRRAIE O AEERIZHA LTI RN
| B, AT B AMEAEMRERORZ % aHEtEEE
BIHrZ L,
TAEY AR EARHET ALY (1 H325mg L H)EZPFHL | 7AEY CoffHICE
A KRB ZRM LT & IS~ THAE | © NSAID OiE kLM
W - ML EMEORERNEGL 2D Z LW | % - LB HME%2D)
HEhTHD, E&gLEZLNT
W5,
eI S AH &Pl MCEE R L2356, ARIORER | 2405 OIRAN T /MK
V=2 /¥ AL=E & m«rﬁmﬁmm®%$$¢m<& BEEMEER 2B 2
| D ERREINTWD, 728, NSAID D {5

HmzBhRsEL L%
b TWVD

VI
[16.7.1 ]

UF U LDOMIEPIREN LA L. VFULOEH
PR DB NN DD, VTF U LEHATOR
EIAR OG- 2B AT 192 & xi2id o
B EE=F 952 &,

A%Fi%6ﬁ\ [EEA
2. Bt AR ET S
HEEZLRTY
Do

Z)vaF ) —)v
[16.7.2 /]

AFNOMAEPRED EA L, RKEIOEH S HE587
DBENNRH A, ZraF S —AEEHROBRE
WIEAK OB S AR HA BN ORRBT 52 &,

CYP2C9 |2 & B AFID
RzHETD EE 2
HILTW5D




I Z£t (FERALOEES) ICEI HIER

HHI4 % BRAREIR - H5E 515 EFE - fEIRIK 1
TINRARF AFN R RTIVANRARF o OMBERREN EH L, | CYP2CY 1T X B AFH| D
[16.7.3 ] AFN R RTNVARAZF o OERABERTIBZN | R E2ET 5720,

BB,

F 2 ARHK & FH U
CYP2C9 TR &N D
FHiEEZHRTWY
Do

VasdUINE S7n 31kl
N7y
[16.7.4 /]

7abhr B UBEMERETABERR S D,
SACRICEIRB BT, BEETHAICL o TiE
HFmm B A®EINTNDL, ILVT77r U %k
A OBRF AR O®RE ZRthH D THEE
EHTHEEFH0EE L TRET L L,

CYP2C9 % /9 2% Rt
ORAEHEICLD L&
ZHILTWND,

NRaxtF
[16.7.5 /]

AFNOMAEFRENMET L, 1t F ool
PRED R Uic, AFIOERSREE L, /S
T OERBHERT 280D H 5,

FTEAIBRARMLT 7
[16.7.6 ]

FXRA R A MT 7 o OMEREEN FH L,
TXA A M7y UoOERNERT IBZEN
N b,

CYP2D6 D RLEERIC
LrEEZNTW
60

] e A1)
T =7 LA
< 73w KL

[16.7.7 ]

AFNO IR REDET Uy AFIOVER 2330553
LBENDRH D,

BEFFIEIA 52 Tw,

(fiEn)

[ACE BREH 7o V4T v v N w5 ]

ACE FHFEANZSOWTIE, DI EAT A MWK - BRAIEOFH L72EAI, Bk T 57 m x4
7TV A RREIC L o TRESENEETAHAERANMONTEY . AFTHIFEEOHAE/EMZ
KT AREME N R E TE RV ENSHRE L,

TV FT oy MR BEESANCOWTIE, EFE ACE EH & [FHEOHFIC X A2 EEANSE T
X RN ENLRERE LT,

[ZevI R F7¥ FRAREA]

DIEAT 1A RHEER - $#RAIT, 7ok I RXUIF 7Y RRARAZ A LIZ5E1C. BigicBir
HTORE T TV U EBIEICE 5 TH Y U AEIMERME T T A EERR LN TEY 9, K
FITHREEROMENER %2 K- RN B E CTE RN E MR E L,

(72 )] GMEANT—%)

SMENZ I D AR RBRIZ IS T, AAI400mg 21 H2 [l EAKHET AU (1 H325mg LA F) &2 HKE6 » A
BFRLZE A, EEEEEEEOR EFEGIIOE L2 B TrX0.7%(6/833 #), OFH L T\ nbiE
TIX0.2%(5/3,154 BHRIBLL, PFH L7 BEORBIRNE L 2 5(FAR Y A 745, P=0.01)Z & 3 #HE S
TWNWAOZ LINGERE LT,

7RE. BRI A E N R AR BR (A 25~400mg Z 1 H2 5B 5 iELEEEDHERES
FERIT, M THHEZ AN E LIZIEAET A8 ) > (100mg/ H LA )& GFH L7283 Tl 24.4%(10/41
B, BEH L TR0 B TIE 20.8%(491/2,357 i) Td ~ 7=,

[Hrd/RER] TR I3 THUML /MR & K & OFEA/ERIC X i bE HILofEFRNER- S -2 &
MOHRLE LT,



I Z£t (FERALOEES) ICEI HIER

[VFoLa] OMEANT—%)

fatHERR N 24 BIZAHK] 200mg & VU F 7 5 450mg 2 1 H 2B, &% 7 AL 24, fiEh U F
LEEITRBRYE Z W LT F U 20Le R THD 1.5SmEq/mL B2 2072000, UF 7L
D Cmax 1IHI 1.16 £, AUC 1359 117 fFIC LR L2 D2 EBERE Lz, BEFIZA LTI WS, AFH|
N F7LAOEHMZHE L2720 EEZLNTWS, U F 7 LMo BEICAA 2 855G 3T h
LT 256121, VF U 2ORIERABIUHZ THoICBE 28T L,
(7= —n] GHEAT —%)

BEFERR AT Bl 7 = J> =L 200mg 1 H 1 [\l &#%7 ARG L72&IC, AAI200mg 2 Z2[E T Himl
PR E L72E 2 A, AEIDCnax DNFILTAFIZ, AUC DFKR23fFIC EF LW EMbRELZ, 2T
T3} =N CYP2CY IZ XD ARKDOREAAFE L2 B2 6 TnD, 7rafFy— Lz
FOBFIIIAF ZERAEN LB T D Z &,

[T zxzF o] GMEANT —4)

fERERR 1S BIZAFI200mg & 7 VXA X F 2 20mg 21 H2 [0, #%7 BEOFHAKRS Lz 2 A, AAlD
Cinax X OAUC IZWT BRI G5 BF Lo, 72 @RS BlICAF200mg & 7 /L 82 % F 2 20mg
1 H2 @, B%7 BMPAERE LI-E 24, TANRAEZTF D Cnax 13512 212 ER- L=28, AUC 1T
S Tho72 %, ZHHIXT I ANAZF U RCYP2CI 12 L AAF O ZILE Lizizd, £ #Hl&FH
U CYP2C9 TR s EEX LN TS, ULEORERIY ., IFHOBRIZIZIAA KL R T LN A X TF
COERBRICIERENMLETH D LB ZRE LT,

[~V vRrbuggnA(TLr7 7 V)] GMEANT—4)

R N2 BT L7 7 U iR G LT &2, AH1200mg 21 H2 B & UL 7 7 U v 1~5mg 21 H1
[, 7HAMEAEES L X, KENIUAL T 7 ) o OMEREER N7 oo B oIS 2 RIF S
ol O, L LR, FF 7y —2a%ZHWzin vitro EAERRERICI DT, AFNILIEEKFH
W S-UANT7 U DOEKRERELZZE O, FRFAETOALT 7V U E2HAL TV S EMEET
CYP2C9 40592 N4 2R OFEAFE 02X % L& 2 5N BRI OEEARE S Tng 100z &
N HEELE, 7~V Y RPUBEMAI(T VT 7 ) N EH AT ORE AR Z & 5RAD D VITHIEEET
DA, POICEBR L CREEBER T L,

[RextTF] GHEAT—%)

RN 18 Bl /Nt F 2 20mg & 1 H 1B, &% 7 HEERSG L7z, AHA] 200mg A 2208 T H[E O
HAEG L7 ZA, BEID Coax 1389 0.7 fZIZIE T L7223, AUC IEZRETH - 7= 192,

FTo. MR 18 BIITAAI 200mg % 1 H 2 [A], %7 HREESG L-#&IZ, NaxtTF o 20mg 22 E T
HEIGARG- Li2E 2 A, NaF B F 0 DCmaux L PAUC 1T ZNENRILS (5 OFI1.8 fF1C E&F- L7109,
AN S F o ORFIFEEZETH D CYP2D6 ZHELZZDEEZ LN TS, LIEDORE X
V. PEHOBRZIIAROERIK T ROV e 22 F U OERBRICERNLETH DL Z ENHRE LT,
[FxAbnx L7y o] GHEAT—X)

TR 14 BIZAHFI200mg &7 F A R A L7 72 30mg 21 H2 B, &%7 HIEOFHBEG- LIz 2 A,
AHNOEMBNEIZT A b X M7 7 VBRI K O EREZ T2, THRA A M T 70
Cmax X O'AUC X2 NENHRI2.4 5K OI2.6 (512 EH- L7z ', ZHEABINT AR X MLT 70D
REEERTH D CYP2D6 [ HE L1720 B LN TS, LEOKRELY ., FFAOBIZIZTF A bR
A MVT 7 o OEFERICIEBRE N LETH D Z ENHRE LT,

[HIEeA] GMEANT — %)

(iR A 24 L AF1200mg & HIREAI % 2608 FHEEE G L= 25, SR X W ARIOAUC 1585 1
2o TEM, Coax i IFI06FFITAN T Lz, BLEORER LY | OFHOBIIIARIOERESICERE N LE T
HHLZEMOLRELLID, 7k, T =0 MUK O~ 71w LBEI LIS OO HIER AR EE 71 L
U LENZOWT, AAIE O MAERZBRGH LT — X370, ZRHI2OW T HIEEME 2 X 5 720,
MEEH] : 7V =v A BA|] ~ 7 xo 0 L8FE) Lil# Lz,

EARFIOAB S NT-HELOCHEZ, LToEB Ths,
(g o< F)
WE, RAICIE L =% 7L LT 1E100~200mg Z 1 H 2@, ]« ¥ ABICRO#ELGT 5,
(EREREEE. ERiE. BRASEAEX. FRBUEREE. B - B
WE, RAIIZELaXxy 7L LT 1E 100mg %z 1 H 20, 5 - yBZICRARET 5,
(Fifiik. sSMEER. RERDER - #F)
WH, EAEELaX T L LTHIEIOHA 400mg, 2 B HLAREIE 1 F 200mg & LT 1 H2ERO#EET 5, 2k, &5M
MRl 6 LI EH 1T 5 Z &,
TEHADOEEIEL. FIEIOI 400mg, HEIZSE U TLAREI 200mg % 6 LI EH 1T TROBG-9 5, 72720, 1H2EETET S,



I Z£t (FERALOEES) ICEI HIER

8. ElER

1. 8l4ER
WORWERRH bbb R HDHDT, BEE HICiTV., BENBEOONEHEICIIKEEF
1T 57 CH B AT Y Z &,

(1) EXLZEIER & DHER

1.1 EXHEIER

M112a3avy,. 7HF7453F 20— T HHEARR)
vavl, THFT7 47X — MRS, mMEEE, mES, KB SRRSO B RBEUE DR
NHREINTWND,

11.1.2 ;EIEMHSEE0.2%). EHIEEHMO0.1%A5). HIEEEFLGEE RH)
Mafi, Fifi(A L) EOERPED DN GA TGP L, L@ asiTo 2 &,

11.1.3 IDAREE. BZEFO T b EE AR
DFFAEZE, A DO B CHAIT X » T EMI 2 0 & R ke R E F RN HE ST b,
[1.208]

11.1. 4 DAL, 5 >MELLRENTI L HEEARR)

11.1.5 FARE. FRWOTIVHEEEARP), FFHESEEREE(0.1%K0m). EEGEE AH)

JFA4, %, AST, ALT, B UL E VD EA BHOBBNHRE SN TND, [8.55H]

X

11.1.6 BEFRRMEM, AmBKEE. |EBRIREN T HSHEARY)
FHAEARRMERN, JLILEREAAE, BERRIERE, BB E, M/ MBAE D FEBLA H i ST
%

11.1.7 2UEES. MEEERO T L HEARH)

SMERREE, MEEBREOEERBFREEOKIANRE SN TS, [8.6 5]

11.1.8 hEMREIEFERAERSE (Toxic Epidermal Necrolysis : TEN) . RS IRIEAEIEEE (Stevens-—
Johnson fE{EEE) . ZWAIHE. SHEARMRTHRAE. RIRMERE RO TI S HER)
PSR RS B ARE . B R REEARE R, ZIALEE, RUWEINSPERB YR E, RIDME R J 2% 5
DO EFE THAIT L o TEBum e BFIEIR OFBBIRHE SN TWDH DT, 5, filEEES LI
LD IWBUE I BHE T DR FR D LN IGAITE bICEG A I L, @ORLELITS 2 &, [8.7
2]

11.1.9 FAEMMRGEE R
gk, PRRR REE, BN BE OREEREE)ENRO L NEAIIE, EHOTE X B,
CT. ME~—h—%0MEx*EHT 52 & BN RN AT EEZ DI L, BB
B ARIVE HI OB GO 7R LE E T

o [H
92 &,

(FFRIL)

.11 ERNBERRBRICE N T, [UESTEEN 1S SN TWD, Y a v 7 KOT T 7 4 7F 2 —ITk
L CHIBE CHRAS T D72 I, RGP OB Z 0T TV KBS, PR INEE, Mm% o )
BIEBEDFR O DTG EIITE BIR G2 Tk L, s oY) 2 A& 2175 2 &,

11.1. 2 EWERRRBRICIWT, FId% 3 6. -+ faliEss 2 6, itk SEg 1 flams S Tun s,
CUBIHERB R HEBT 256055 200, BEDKRBIZTH2ITER L, FRHSTFIm, 2558
DONTHEITRG LTI L, EMFOWEYRAELZITH 2L, B, &mimd. 7 A 20t
LCWDEE, UG, HLE LD 5 WITIIEFOREIEOHEIL EREEZGT 50, TOBERH
L EBETITHEME L, BT 27 BEmnZ ERMmbNT WD,



I R (ERALOFES) Y 2ER

11.1.3 EWNRRRBRIZB VT, DFZE, M2afidmE S CnZann, AAETER I KBR Y —
TYIRESE T OERE TR TOARFNOZIEE X ITZh R TIZ AW E Gt L7z R RBRIC BV T AH
200mg 1 H 2 131X 400mg1 H 2 [M &K 3EMERK G- Lo 2A, T8RS L T, L/ R
ZERRMEE S ORI H BB R BEMRRD 5TV E 19 DA R I e 5T B a0 72k
WMEZEDZENDH DD, BELETDITITV., 2D BEEON TG AIITE BICARR O 2 ik
L., BMBZWEOMRELITH &I RLBEEITH Z &,

11.1. 4 ENBERFRBRICBN T, DAL, ) o MPEDAEITHRE I N TWH RNV, DALTIEENEND
LHMRBE T2 EB T ERH DT, LAEOEET T/ —8, NEREESRH Lz ac
i, DERX, WE X MEOREBEZELIITI LIS, ARIOFRGEZFIEL, EYWIREZIIUD T
DG IRIE AT D Z &,

11.1.5 EANBRRBRICBN T, A2, L, BHITHE SN TW RV, IO FROMEL D
L e BEEE, BRERRIREDOIERD A LNIZSASC, AST, ALT, B U /L E > OIS OERKHRA
BEENRD L ONIHAE I, AF OGO A IO OWCTEEICKRF T2 L,

11.1.6 ENEERHBRICBW T, HARBMEEM, FLImERB/ME, MERERIEIIHE SN TWRWA, &
RN MIERE 21T 5 7 &, BEOWRREICHSICEE L. ek, B0 R 05380 5-Ba1c
WX, AFlo®RGE2FIE L, @YRLEEZITY &,

11.1.7 ENEERBRICBO T, 2mBREE, BEEBRITRE SN TORWA, —RICEAT A Nk
R - BIRANT, BIRICB T 270 A2 77 0 D UARKIEIZL Y, BERICET IAERERNZ D
EMD, BREERAE., IRIREZIT O 7 EBIEZ 01247V, BUN, G2 L7 F = AEZEO B 1RG0
NI AITIE, BGERO A BICOWTEEICRGT S 2 &,

11.1.8 [ENERRRBRICIH T, R S R#E(Toxic Epidermal Necrolysis : TEN), R A5 IEARSE
{EE#E(Stevens-Johnson SEMERE), ZIEALBE, FIBLHEEE RITHE S TWZRWAY, 2005 4 6 H 20~23 H
(2B X A172 CHMP(Committee for Medicinal Products for Human Use : BRI [ 352 B 4H)IZ 3 W) TAA
ZETe COX-2 NI ERIP 512 L 0 EE R R EERSE Z 5 L ARSI PY, £2, ENHREIC
BWT AR IEREE) ORBUEFINEM I N TS, LT, Blgas+o1cdTv, %
2. RS S L < I oEBUE I BE T 2 BEDN RO OIS RITE bICR S 2 RIE L, @Y 0@
o R

11.1.9 EATRZICBWT TEMEMR ) ORBUEGINER SN Z ENORE LR,

EARFIOARB S NT-HIELOCHEIZX, LTotkshThs,
(Eg)o<F)
WEL. RAICIEE L %7 LT 1E100~200mg 2 1 H 2@, &« ¥ BBICRAOKEST 5,
(EREEEE. BEE. SESMEAEX. BREBERS. B - B
WEL. AT =7 LT 1E100mg A2 1 H2E, # - ¥ BHICROKET 5,
(Fflfitk. sMEHE. IREZROHEK - H#H)
WE. AT aXe 7 L LTHIEIOA 400mg, 2 [BIH LAREIE 1R 200mg & LT 1 H2ERAREG T2, 2, F5H
BRid 6 BERRILL BT 2 Z &,
TEAH OEA1E. FIEIOH 400mg, MEZIS U CTLIRRE 200mg & 6 VL Ed i TROEES T2, 72720, 1H2EETET 5,
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(2) ZDthDEI1EH

1.2 ot EIER

5%Lhk

1~5% K

0.1~1%K1

0.1%F5

&

g

Bk, nE, R
(el ERES N

B BHRHE, R
?\ﬁTD\WE%
H

BB TR
A VTN PR

Rt hieg R

fER

SR, R E
ANNVSR

FRETIRS, ARALMED F
L 4 7 S
L~ULDIET

IS, BRIRKEE, SEELAR
e, A%, LI, BT
e, S

JTREE R

ALT £

AST 0. »-GTP
s, Al-P #8800,
M ey e 8
m. ®Koerely s
— 7

(AN 3

BUN #4101

CK #8in, &R
#%. LDH #hn, R
HE R

B PRI

M U SN, i
[NURZ: i

HEds

. 0N
9. FHI.
{5 785 1 B

EL, @i, M
NE, E#H, §
&K, AN, &
P, EH, O
PTo A, ERE
W, FIEERE. B
NSRS

BHkEE, TR, 0
PelnyE, RER, 0
DIETEFR, T 7 ¥
MO, Dk
IR, LA
R, HIBR

ORI, FIERNTRTE, b
TR, HRE R
BB, RE, RN
%%ﬁ\%mm\w@@ﬁ
HEm

R

Po-~A 71
Jazy v
HEN

NAG 0.
PRI I 5

REBEE

LR, RE.

T RE MR

BREAE, BAPERTSLARIE K
JE. BISLARSE. PSA I,
fLrp 27 L7 F= 880

i L H PR
i

2| AR, BUIR, TRPERRIR,

PE, NLEPE, K
IR PRSI 2E, Bk
EAGAE, OEAER, T
JIRIARAE , 1.

MASA A, St 5
MASH S

SR, WK, A%, R

Fede. PPURINEE, FEH R

B
5
j==4

E]

7 5 FERE., BT
W, ATBEVERS
Wis, S, K

Z

SR, BEIR L5
BB, BUE R,
SHEDHLERZ . 27T,
BLREHR . RLBE

o

PR HH S R
oy BEBAE, AR RS 5

Eg. RIS F
vy

Him, B, IRZ 5
FEIE

TR IR H
BT

W, AhEEE., B
i, MURR., AIE
TR, ARk
=oAL ARG
AIEPERG A, IR

g, ~~hrZ7 VU v bR
. NErE U, B
BRYe, MREREG, ~V =
INT B —EGe PREEIEGE
FRGERY,, e, R
B, P, ARG,
WY, REER, T LLX
—HEEE MRS, A
KEHE, NelifE, o7 ) A
v I, LB, IP
W, PARRMIER, fo
TANAT v g, EE
K. HEE, g, BE




I Z£t (FERALOEES) ICEI HIER

SEIFREE—BRF
1) BIfERRIREE
@ AZRETOBRRKRARR VRERTRAZTORMEFRERTEE

ﬂﬁzgfw MR 1 | TR 2 aiiigﬁ%
LA MERRAT R BEBIEL 3,899 3,257 730 1,360
B R % D F BUREBI %L 1,009 191 15 55
BIVE RS DR B3 1,625 219 15 68
Bl % DI BIREFI 22 (%) 25.9 5.9 2.1 4.0

BT AATRA 1B ) v~ F, LTRIEBIE)
B BGREAE 2 [BEAR (Firtk. SR, HR k)]

RIE F 2 ORI 58 BUAE Bl (1H 50 F8(%)
BIVER S ofEE » KFBIFE TO i i REE R FARGR
3t FRAEAA 1 | fE A kA 2 s 1)
JEYIE 5 K OVEAE U 6(0.2) 6(0.2) - 2(0.1)
7S - - - 1(0.1)
B 2(0.1) - - -
RIS - 1(0.0) - -
VDS 2(0.1) 1(0.0) -
PANER - 1(0.0) - -
* Jifige 2(0.1) - -
* B RE R - 1(0.0) - 1(0.1)
LSRRG 1(0.0) - - -
B PR RE 26 1(0.0) - - -
B, EMER X OREHARH OB 4y
(BB LOHEY —F & 510) - - 10.H
k T RN e e - - 1(0.1)
MiRFR LY R REEE 3(0.1) - 1(0.1)
2 1. 3(0.1) - -
sk BB I, - - - 1(0.1)
Rt L Ok REE 11(0.3) 3(0.1) 2(0.1)
BEIRIP 1(0.0) - - -
* PEIRIF D . - - 1(0.1)
sF I L - - 1(0.1)
e I A 1(0.0) - -
@A U U A E - 2(0.1) - -
RARIBOE 10(0.3) - - -
il - - 1(0.1)
* RSy - - - 1(0.1)
PRI RIEE 85(2,2) 13(0.4) 1(0.1) 5(0.4)
fird i IE - - 1(0.1) -
Bl L~V 2(0.1) - - -
FEIED E W 13(0.3) 5(0.2) - 4(0.3)
IRAEPED £ 2(0.1) - - -
B L 4(0.1) 2(0.1) -
SHA 16(0.4) 3(0.1) - -
YL SR 1(0.0) 1(0.0) -
TR 49(1.3) 3(0.1) - -
* < BT H I - - - 1(0.1)




I Z£t (FERALOEES) ICEI HIER

I R 25 O FRSEFS BURE B (14503 (%)
=1 A G a =4 < =, -
AR o %n@z;m MR | | MR 2 %%gﬁ%
* PRI - 1(0.0) - -
AR ity 6(0.2) 1(0.0) - -
AR M v N 3(0.1) - - -
T 1(0.0) 1(0.0) - -
ARG E 5 B 1(0.0) - - -
IRE 2 FEiE 1(0.0) - - -

Hi LUk 10(0.3) - - -
Hug 5(0.1) - - -
[EIHAPE D F 4(0.1) - - -

H AR 1(0.0) - - -

Aol PR 4(0.1) 3(0.1) - 1(0.1)

SOp LMD - - - 1(0.1)

sk B SMIHE - 1(0.0) - -
LA e - 1(0.0) - -
Eules 4(0.1) 1(0.0) - -

JiiK=gre 6(0.2) 4(0.1) 1(0.1) 1(0.1)
PE BRI i 1(0.0) - - -
AL - 1(0.0) - -
NS 3(0.1) 1(0.0) - 1(0.1)
TR ERIIR A S - - 1(0.1) -
FTh 2(0.1) 2(0.1) - -

RN (LIS SRR il 4(0.1) 4(0.1) - 1(0.1)

F s B - 1(0.0) - -
Ik - 2(0.1) - -

-z [ B 1(0.0) 1(0.0) - -
2 1(0.0) - - -

sk Wi 28 VR B A 1(0.0) - - 1(0.1)
(mY BT 1(0.0) - - -

H e 362(9.3) 89(2.7) 7(1.0) 24(1.8)
A PR JRK 82(2.1) 24(0.7) 2(0.3) 2(0.1)

R AN PRI - 1(0.0) - -
iR AT 19(0.5) - - -
R 5(0.1) - - 1(0.1)
TG 1(0.0) 1(0.0) - -
R 74(1.9) 24(0.7) 1(0.1) 4(0.3)
77 EZPEA RS 3(0.1) - - -

* AER 5(0.1) - - -
(& 12(0.3) 4(0.1) - 1(0.1)
T 52(1.3) 5(0.2) 2(0.3) 1(0.1)
(mEa LA 13(0.3) 1(0.0) - -

+ ZHRIE S 2(0.1) - - -
HIERER 23(0.6) 4(0.1) - -

* O 1(0.0) - - -
U 3(0.1) - - -
PEEEIEEM 1(0.0) - - -
ERie 3(0.1) 2(0.1) - -

HH I T Y 1(0.0) 1(0.0) - -
EELS 16(0.4) 5(0.2) - 5(0.4)




I Z£t (FERALOEES) ICEI HIER

I R 25 O FRSEFS BURE B (14503 (%)

=1 A G a =4 < =, -

AR o %n@z;m MR 1 | BT 2 %%gﬁ%
OB AMEE % 3(0.1) - - -
ARTIIRE A= S - 1(0.0) - -
B E R A - - - 3(0.2)
B IR E 3(0.1) 2(0.1) - 1(0.1)
R 7(0.2) 1(0.0) - -
GiE] 1(0.0) - - -

* A PHIE - 1(0.0) - -
G 33(0.8) 6(0.2) 1(0.1) 5(0.4)
RIER 1(0.0) - - -

A EN A 2(0.1) - - -
F RS BRI T A 1(0.0) - - -
mEE/S 49(1.3) 12(0.4) 1(0.1) 4(0.3)
EHEE 6(0.2) 1(0.0) - -
S 4(0.1) 1(0.0) - -

* OOV VEIR 1(0.0) - - -

kKA Y —7 - - - 1(0.1)

*HEOHA - 1(0.0) - -
DB AR R 3(0.1) - - -

B bR - 1(0.0) - -
1 O &SRR 1(0.0) - - -
* [ OSSR 1(0.0) - - -
THALE B R 1(0.0) - - -
OB AVERIEZR - - - 1(0.1)

JH AR TE R B 4(0.1) 12(0.4) 1(0.1) 3(0.2)
JFHERE 2L 3(0.1) 8(0.2) 1(0.1) 3(0.2)

* T bR HE A5 1(0.0) - - -

IR 5 - i HEE - 1(0.0) - -
SRR - 3(0.1) - -

B ¥ £ OV TRk R 110(2.8) 33(1.0) 2(0.3) 10(0.7)
SHECRLEZ 1(0.0) - - -
B 4% 2(0.1) - - -
B 16(0.4) 2(0.1) 2(0.3) 6(0.4)
B2 L 2(0.1) - - -

T2 12(0.3) 1(0.0) - -
HLBE 9(0.2) - - -
B2 T . - 1(0.0) - 1(0.1)
iR - 1(0.0) - -
ZITAE 1(0.0) - - -
* T 1(0.0) - - -
SRR HH . 1(0.0) - - -
SRR SIS 1(0.0) - - 1(0.1)
& O PEIE 18(0.5) 3(0.1) - 1(0.1)
9 45(1.2) 16(0.5) - -
ALBE: F2 95 2(0.1) - - -
E-Cia - 5(0.2) - 1(0.1)
IZRINIIRZ SN A2 1(0.0) - - -
B tER 5 1(0.0) - - -
B NENR 1(0.0) - - -




I Z£t (FERALOEES) ICEI HIER

Al 11 % 0 IR 36 BLAE BP0 5 (%)

= faraxy > a Ev) < = s
AR o %“zif@ MR 1 | BT 2 %@iﬁgﬁ;)

EIRZ 4(0.1) 3(0.1) - -

TR - 2(0.1) - -
Bk R I KOS Gk 6(0.2) - - 1(0.1)

RAE 1(0.0) - - -

R 1(0.0) - - -

TR 1(0.0) - - -

* R AR - - - 1(0.1)

A 1(0.0) - - -

VU fie g 1(0.0) - - -

AR AR I 1(0.0) - - -

B L ORI RS 7(0.2) 4(0.1) 1(0.1) 1(0.1)
*IREREA - 1(0.0) - -

BEIR 2(0.1) - - -

ETIS 1(0.0) - - -

R - 1(0.0) - -

RE - 1(0.0) - -
sk HER B 1(0.0) - - -

B REREE 3(0.1) 1(0.0) 1(0.1) 1(0.1)
AGRE L O R E 3(0.1) - - -

H kb 2(0.1) - - -
 Megs i 2(0.1) - - -

—% - EEEER LOBRE OREE 29(0.7) 9(0.3) 2(0.3) 5(0.4)
* R AR - 1(0.0) - -

GiE S 1(0.0) - - -
k1 § - - 2(0.1)

PR T V7 R 5(0.1) 2(0.1) - 1(0.1)
sk B 1(0.0) 1(0.0) 2(0.3) -

T ek 1(0.0) - - -

)=y 10(0.3) 1(0.0) - -

EAI 2(0.1) 1(0.0) - 2(0.1)

FRFY M E 5(0.1) 3(0.1) - -

JEAR 1(0.0) - - -

Hig 4(0.1) 2(0.1) - -

R AR A 554(14.2) 18(0.6) - 1(0.1)

TI=y T MNTUAT =2 T—RN 40(1.0) 2(0.1) - 1(0.1)
kT NT I a7 ) 1(0.0) - - -

TANGEANET I ) NG AT 2T —

BRI 36(0.9) - - 1(0.1)
AP FLER BN 2(0.1) - - -

R a2z a7y AN 208(5.3) - - -

SN T EF )L DLy =2 —PHN 102(2.6) - - -

M ey e Hm 22(0.6) - - -
NI N Ay N - %) 2(0.1) - - -
ki f =2 L AT a— LN 3(0.1) - - -

L2 L7 F 2 R AR — RN 37(0.9) - - 1(0.1)

mH 7 V7= 880 4(0.1) 2(0.1) - -

ifn. HP P e P A S T S 0 17(0.4) 2(0.1) - -
kI F A U o SN 6(0.2) - - -




I Z£t (FERALOEES) ICEI HIER

RIE I % OFESE I FE BUE B (150 F(%)
=1 A G a =4 S =, -
AR o g‘“‘“\zim MR 1 | BT 2 %%gﬁ%
I+ _E&- 3(0.1) 1(0.0) - -
1 A PR SR AN 49(1.3) 4(0.1) - -
U I BRI D 1(0.0) - - -

* AFMEER A N 2(0.1) - - -

kp SN IV N T AT 2T B 1(0.0) - - -
wINHE IV N T AT = F—PHN 23(0.6) 1(0.0) - -
SR R 1(0.0) - - -
PR R o BERG 20(0.5) 1(0.0) - -
~v 7 Uy MED 5(0.1) - - -

PR A I B 54(1.4) - - -
~NEZ a e P 6(0.2) 2(0.1) - -

U BRI 1(0.0) - - )
B ERE R 1(0.0) - - -
B ER AR A 1(0.0) - - -

* i FP RS N 1(0.0) - - -
M R 6(0.2) - - -
PR I ERHR > 7(0.2) - - -
N 1(0.0) - - -
i Bk kb 11(0.3) 2(0.1) - -

* [ LERSE N 10(0.3) 1(0.0) - -

kY R 4(0.1) - - -

kI Y M 5(0.1) - - -
R L7 F = 8N 4(0.1) - - -
B BEEREE N 1(0.0) - - -
PR EE ARG TE 21(0.5) 1(0.0) - -
kM7 AH YRR T 7 B —PRD 1(0.0) - - -
M7 B Y ERAT 7 & —EHN 19(0.5) 1(0.0) - -
{535 1 B 126(3.2) - - -

* U USRI IR 2(0.1) - - -
M7 L7 F R AR —EHE 2(0.1) - - -
JRfoa ey s —7 8 20(0.5) - - -

EE, Pl L ORE S OHE - - - 1(0.1)

* e AT - - - 1(0.1)

KA EOWEEND THITEZ2VEIER - BYYE

E DA EoEEO [ZotoRIfER) OHEICHEHILS 225, HETH D 7-dRM & FHM L7z,
a)MedDRA/J ver.17.1 (2 T4zl

fifi P AR (BB Y v~ M BIEE
fili AR 2 [ (TN, AMEE.

)
P tk))



I Z£t (FERALOEES) ICEI HIER

Q@ EHBEMNDEBREREEREZECRERARARME
i) BRI FRUEMIEREEE (K8 - 200741 A)

traxy 72H & 25~400mg 1 H 2 [A]
K IRE ISR 1,734
&Il E 76 BUE B 4 (%) 426(24.6)
B F 55 D R 2 %Eﬁ(iﬂﬁ'@ B FE 55 > A 2 %Eﬁ(iﬂﬁ'@
JRYSE B & OV A BUE 1(0.1) H P RS 8(0.5)
IR ARG 1(0.1) + R 2(0.1)
R L OB E 7(0.4) HIEARR 10(0.6)
BRI 4(0.2) EAfE 1(0.1)
W DR 9P 1(0.1) B 3(0.2)
AR 2(0.1) HH i R 1(0.1)
PR R IR E 26( 1.5) B 6(0.3)
FEMED E W 8(0.5) o AMEE & 3(0.2)
I L 1(0.1) B Wl 3(0.2)
GIEpEA 9(0.5) R 5(0.3)
fEAR 9(0.5) L 16(0.9)
IR B 3(0.2) HER 1(0.1)
IR gy e 2(0.1) e N AR J 2(0.1)
AR g7 2 FEGE 1(0.1) RN 38(2.2)
B L OkphEE 4(0.2) BRI 23(1.3)
g 3(0.2) TR 3(0.2)
BRSO F 0 1(0.1) M it 2(0.1)
(o 1(0.1) JTREE R P 1(0.1)
iF 1(0.1) 0 e B 1(0.1)
M 3(0.2) e F KO T Ak bR 60( 3.5)
SIS 3(0.2) GERIS e i32 1(0.1)
MRS, MEREs & OMithR R 4(0.2) B9 1(0.1)
- K] 5 1(0.1) s 9(0.5)
S, 1(0.1) 2 e L 1(0.1)
W W% S TR 1(0.1) T2 3(0.2)
Wi (2 1 EELAE 1(0.1) HLEE 8(0.5)
E e 163(9.4) e/ Nantiill 1(0.1)
& BB A PR 4(0.2) SeRRBNER S 1(0.1)
& BB i 9(0.5) % O FEIE 10(0.6)
i8] 4(0.2) S 27(1.6)
TREHRIRE 1(0.1) HLBEMEFZ 92 2(0.1)
R ERYE 33(1.9) BEIR BB 1(0.1)
77 A MENNR 1(0.1) iR 1(0.1)
Y= 4(0.2) B 2(0.1)
5K 5(0.3) B i R B L O ARk 1(0.1)
T 14(0.8) 51 R A 1(0.1)
QRIEMZHIR G DL, AR S IER AR 2 HE SR LEEN D,
b)MedDRA T THEf,
<BESTACETIE, ERREIERREER 6B\ THHL L2 EIEM 2 WHO-ART Z W CTHEF LTV 5,




(ERLDZIEF) (BT HIEE

B PR S5 0D i o0 %Eﬁz{f?@ B FR S O R o % fﬁ({%ﬁ”%‘

Bk L OUREEIEE 3(0.2) mH 7 V7 =80 3(0.2)
BEIR 1(0.1) i, L R A SR I SR 4 0 12(0.7)
EQS 1(0.1) A U o A 2(0.1)
BER B8 1(0.1) £ k5 1(0.1)
EHEER L OR G RFTHRE 8(0.5) I A R SE AN 36(2.1)
e 1(0.1) U R ER B 1(0.1)
BRI IE 2(0.1) IR IR T AT =T —B N 17(1.0)
LR 1(0.1) R TR o RS 8(0.5)
S 1(0.1) ~< b7 Yy Mg 2(0.1)
FRAY e R 3(0.2) SR i B 21(1.2)

R AR f AT 223(12.9) ~NES R E U 2(0.1)
772y TI) MTVAT 27— B 23(1.3) U 2 SEREOR D 1(0.1)
TAT Iy e a7y N 1(0.1) HERER 1(0.1)
TARTEVEET I ) N TV AT 27 —EH 24(1.4) A HREREHE N 1(0.1)

T e FEER A N 2(0.1) LIIRANY o iel % 4(0.2)
Po-~A vy a7 ) N 74(4.3) PRI ER b 3(0.2)
NAG HEn 43(2.5) SHIE> e/ %% 3(0.2)
mH e v e #n 2(0.1) i Bk E N 8(0.5)
LA AL K 2(0.1) R R AT 9(0.5)
L2 V7 IR AR F T — BN 14(0.8) R a ey 4(0.2)
M7 B Y RAT 7 & —EHN 17(1.0)

L5 50(2.9)

a)RIE RIS RF O Picid, AR SNTMEROCHEN &G SNIER b &£ 5,

b)MedDRA (Z TRl

<BEB> IRFETIE, LRAERFIS SISV TRBL L ZAIfEM 4 WHO-ART Z VW CHFLTWD,




I Z£t (FERALOEES) ICEI HIER

i) BEiE. RREEEAREKX. WRPERERORE - B#X GHEeXITHREME : 2009 £ 6 A)

traxy L E 100~200mg 1 H 2 [A]
ml1E HRE Akt & 1 Bk 1,304
il 7 A 56 BUE 61 35 (%) 451(34.6)
B F 55 D K 2 %I%fff” = I T S O R o0 %I%fff” %
JRYEFS & OV AR HUE 5(0.4) ERENSRS 38(2.9)
GLZES 2(0.2) A% 26(2.0)
EAEEDS 2(0.2) R E 3(0.2)
ARG 2% 1(0.1) Mgt = 2(0.2)
Rk L Okl 3(0.2) HEDOUVUEIN 1(0.1)
BRI 2(0.2) D RN PR 3(0.2)
AR 1(0.1) H o Jk i JBR 1(0.1)
PR B 34(2.6) H ORI 1(0.1)
RN FE 5(0.4) T B R 1(0.1)
AL F 2(0.2) JH AR TE R B 1(0.1)
ST 3(0.2) JFpéRe R 1(0.1)
SHYR 4(0.3) FEIE R £ OV TRk RE 43(3.3)
SR SRR 1(0.1) BeF&§ %R 1(0.1)
fERR 20(1.5) Hyp 7(0.5)
R 3(0.2) P2 A 1(0.1)
AR B i 1(0.1) pIAZ 6(0.5)
HH 1(0.1) HLER 1(0.1)
IRZ 5 FEE 1(0.1) BT 1(0.1)
His LUK E 4(0.3) Z 9 FEAE 8(0.6)
oy 1(0.1) 5% 15(1.2)
[EHRED F 2(0.2) BRI IR 1(0.1)
EA PRI 1(0.1) LIRS 2(0.2)
(CogRE 3(0.2) B #E R E & OV Ak 4(0.3)
Ul 3(0.2) B i 1(0.1)
A PR 2(0.2) UL ERIR 1(0.1)
FTY 2(0.2) FEHER 1(0.1)
ke 192(14.7) P e 1(0.1)
& BB A PR 1(0.1) H i L ORI RS 2(0.2)
JiRR AT 10(0.8) BEIR 1(0.1)
i85 1(0.1) P R HE MR 1(0.1)
g 40(3.1) ARERE L OSLRERE 3(0.2)
77 EZMEANSK 1(0.1) b E 2(0.2)
AB% 1(0.1) P H . 2(0.2)
(7 7(0.5) 2HFEER L O 5 RFTERE 18( 1.4)
il 33(2.5) BA NN 3(0.2)
H Nz 5(0.4) PR 1(0.1)
HILAR R 13(1.0) ApR 1(0.1)
537 3(0.2) 1B 6(0.5)
HEERIEHE N 1(0.1) T 2(0.2)
B 10(0.8) KA NE 2(0.2)
R 2(0.2) A8 4(0.3)
EiL] 1(0.1)
L 16(1.2)
IR BRI A 1(0.1)

a)FERHmER Sl O Pz, AR SNz IEROHESN 2 SNTER b & Eh D,

b)MedDRA/J ver9.0 |2 Tt

<BE>S FNCETIE, ERORWERFISIER 1,304 Bl 5 5, AFK| 100mg Z 1 B 2 BH#S L2 ERE. J§EEE
PHYS . SHIE MuSE R M O - IS 28 BB 664 BllZ IV THRER L 7-EIMEM 2 WHO-ART IZ TR LTV 5,




I Z£t (FERALOEES) ICEI HIER

IR S5 O AR o0 %%ﬁﬁﬁ IR A 0 R o0 %%ﬁﬁﬁ
BRI A 241(18.5) SR IR 27(2.1)
TI=v TR NTVART =7 — BRI 14(1.1) NEZ T D 4(0.3)
TANGRAET ) 8T VAT = T—EH 9(0.7) I ER S 1(0.1)
JRE 7w 7 a7 Y N 98(7.5) N e e % 1(0.1)
BN TEFILD JLad I =4 —EHN 42(3.2) AR M ERE R 4(0.3)
e v e HE 8(0.6) REHN 1(0.1)
M= L AT a— LI 3(0.2) SRRz e 7 8(0.6)
M2 L7 F o iR AR S —B RN 19(1.5) F L ER SN 2(0.2)
i LR IR SR EE RN 3(0.2) IRV % 2(0.2)
M Yo L8 4(0.3) A Y > HEm 3(0.2)
M -5 2(0.2) R LT F = N 4(0.3)
i pRSEE N 11(0.8) BB ERECE N 1(0.1)
7 VT FURART T —ERED 2(0.2) PR AR 8(0.6)
I I ER B N 2(0.2) Refo e el R 11(0.8)
yINH IR T AT 2T — R 1(0.1) M7 ABURAT 7 2 —BRED 1(0.1)
yINH IV RN T AT 2T — B 6(0.5) 7B URRAT 7 &2 —E N 1(0.1)
PR R O WG 12(0.9) b=l 50(3.8)
~~ h7 Uy M 3(0.2) U BRI RE R 2(0.2)

)Rl EFHIE Rl o PiciE, KR SN HER O ESN 2 &G SNTER b EEN D,

b)MedDRA/J ver9.0 |2 T4t

<HH> PCETIE, ERRORIERTEMSRAER] 1,304 B> 5 6, KA 100mg %2 1 H 2 B 5 L7 EEE, 8

PR, SFUR OIE BERE B OV - BEFH R BT 664 BIIZ ISV THEL L 7= FIlYEA 2 WHO-ART (2 TH

i) FMER, SMERAPITIRER DA R

- SHIE CHRENLBNRIEMEF - 2011 F 12 A)

FFLTn D,

tlrax vy ikEE

HIEID Zx 400mg, 2 [B1H LAFE 200mg, 1 H 2 [B]E T

gl VE B Ak 5 Bl 2% 861

il 7 F 6 BUE 61 38 (%) 113(13.1)
BRSO %%ﬁﬁﬁ IR 15 ORI %%ﬁ@ﬁ
Rt KOS 100.1) | FRRkRA® 90(10.5)
SRR 10.1) | WRHFpIrmrrzaT Y 8N 36(4.2)
PRI R PR E 15(1.7) R A B © 26(3.0)
iR 12(14) | BNTEFADZAaH I =F—PHj 17(2.0)
ik LUV 2002) | mHE U LEHIN 12(1.4)
AR 1(0.1) PR HR I B 6(0.7)
A8 B 1(0.1) Rfvavel ) —7 5(0.6)
TR BRI M 1(0.1) SRR B 4(0.5)
B G 2(0.2) 2 L7 IR AR F - —E 8 4(0.5)
T 2002) | TARIXVEBT I/ NTUAT 2T —HH 3(0.3)
SRR R fR 2(0.2) TI=Y T RTURT 2T —CHN 3(0.3)
JFHERE R 2(0.2) Ay 2(0.2)
B ¥ & OB T ALk RE 75 6(0.7) A Y g 2(0.2)
Tt 3(0.3) i R S HEAN 2(0.2)
W5 2(0.2) i H LR K SR SR N 2(0.2)
ZITIE 1(0.1) M7 Hh s A7 7 & —PHN 1(0.1)
BB L OIRKERES 2(0.2) RIIRANY % =fel 1(0.1)
R RE bR 2(0.2) PR R o bR 1(0.1)
s L7 =8 1(0.1)

a)MedDRA/J ver.13.1 |2 C4EFF

b)H b 1 PR HL R iR CI e iR B & U CRRIRRRA I35 b L 722> 7,
o) M AR A I T AT RITRAIR D A CREMRHIEHA & LTI L7,

—100—




I Z£t (FERALOEES) ICEI HIER

@ HILEREE (ER) ORERRIRE
i) BAETY Y FEE. ERMEHESRSE

ENEERE 2 B8R 7S B 1T HHEEREE (EK) ORIERASKRE

8 BUIE 1) 550/ A 5L FEELER
L afxsTh

86 151/759 {4l
xRS ©

11.3%
90 51/769 15l

11.7%
QB U v~ FREFAE G-I - 12 ), T BIEE SR (R G-I ¢ 4 )RR O T B
b)100~200mg 1 H 2 [a[#% 5

©)COX-2 [Tk} L TEHRME DR WK RIRGER 7 v A FHEEZR - SR A
i) BRERE

ERNEERE 2R 2ICH 1T 5EEERES ER) ORERRERER
T BUE 511550/ 49 112K FHLR
tlLaxe s 144 $31/835 i 17.2%
K HEHE © 160 $1/831 i 19.3%
)l A (B 51« 4 B R RS0 —EH BRI
b)100~200mg 1 H 2 [E[#&5
C)COX-2 |2k L TERMED IRV K IRIEFER 7 1 o RPETEZE - B A)
i) FiEEE
EREZEAMBHR I2H1+ 5 EILERES ER OBERRER
S BUE 51155 A B 2K TR
L axi 7 1 51/248 13 0.4%
T hRZ709 4 151/244 B 1.6%
a) AN BBl (510 « 2 )50 5 S M kB
b)FJEIT 400mg, YUNT 200mg, 3 H % 200mg Z 1 H 2 5

€)200mg 1 H 2 [Al4&5-

IAKNOAGR SN HEROHERIZ, LFOLBY THD,
(ERMEEEE. BRE. BRMEAREL. RRBERS. B - REL

WEL. RAICEEL R 7L LT 1IE100mg A 1 H2E, # - ¥ BHICKROKET S,
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I Z£t (FERALOEES) ICEI HIER

@ DMERAETEZRORERR
i) BAETY Y FEE. ERMEHESRSE 7
ENEKRRICS T IEERLMEREROHRE

1 e 77 2 RNk PREER ©
s, SRR 12 B RS R 3 38
[ CEER)
wosa [CUIRY T axssalwrane | wmEY  |wraxsTe| 7w
(BFhH-5)
REFIEL 2,398 1,992 759 769 675 412
FEBULE Fil 5L 2 2 0 2 0 1
FEBLR 0.1% 0.1% — 0.3% — 0.2%
)2007 4FOKFRIN £ TIoF M S -3, BURE, FRSEML. SURBUEGREEE, M-
HRBENRERBREE T

b)BAHT U v~ FEE ARG - 12 W), AT B A (B G ¢ 4 B[R]l 5 o> FEHE FEER R

OBIE U v~ FEEE WM 4 WH), BRI S 48RRI 5RO T T R xR B R
d)25~400mg 1 H 2 [E#L

€)100~200mg 1 A 2 [E# 5

HCOX-2 12kt L TRIRMEDIRVIHEEGER 7 1 1 B2 - SR A

i) BRE. FEASEAEX. ERBERBERUE - BEXEE
ENERRARICETLI2EEQDMEREROREE

Bk 4 R IR EER 8 3R
B 5384 Tl axy 7 77 &R XHHRZE 9
RREBIEK 1,304 411 831
FEBURE 15 0 1 1
FEHLER — 0.2% 0.1%

)R B R O T E BRI, JERIEEPRA . SUBBOEEIOO TS B 4 @), i - ERRRE IR
M : 2 x50 — G R ER

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

©)COX-2 IZk} L THHRIME DR WK IRIKGEAR T v A FHEEZR - BIEA)

i) FMER, SMERAUICRERES
FI& R GM 2 AR, SMEREGIRH : 8 HIH), S tedx G- @ 1 B30 2 BYDEHE 2 %5
& L2 ENERRER 4 R TiT, BEEROMERFROFEERITRD bRh o7,

iv) BEFEABRERAE 2 RV IMMOLEREEERZY

I AT | JEEPUN NSAIDs B
B T B B GE B2 %)
BELMERA N B 66(1.2) 65(1.3)
DR IE 9(0.2) 4(0.1)
e iE 6(0.1) 16(0.3)
DA 17(0.3) 18(0.4)
i ES 28(0.5) 21(0.4)
Jibd i 8(0.1) 11(0.2)
BAELMERA N FI(ETDA R | 79(1.4) 84(1.7)

AR OHAGBEINT-HELVTHEX, U ToEBY ThD,
(BEEY 22 F)
WEL. AL 27 LT 1E100~200mg % 1 H 2[E, &1« ¥ &BHBICRO#EST 5,
(ERHEEE. BREE. SEMEAEKX. BEBERE. B - B
WEL. AT a2 7L LT 1IE100mg A2 1 H2E, 8 - ¥ B%ICRAOKET 5,
(Fffitk. sMEHR. IREROER - #%)
WHE. AT ELaX 7 L LTHIEIOA 400mg, 2EIH LI 181 200mg & LT 1 H2ERAOKET S, P, #5M
fRlx 6 RefILL BB 5 Z &,
TEHOEATL. PIEIOH 400mg, MBI U TUART 200mg & 6 FERILL EH 1 TR AR5 5, 72720, 1 H2[EETET 5,
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I Z£t (FERALOEES) ICEI HIER

<HE>EHTHEGRRICE T 2 0 mE $ﬁ$$%%ﬁﬂ%lk7 &) I8108.109 s S| Z 35 1T D KA AR

— 7 UIRBE TE OB T (AR TOREE i@%fj@ﬂ@@ﬁ%ﬁ%k#ézﬁ%%%mb
72 APC #BR 9 3 M o H 5 5) Tk, EERLMERAEFRLDMERFRICLLELE, L
FEZE, MMZAT ORI A BB BN b, 77 B RICKT D% U A 7 13AF] 400mg 1
H 2 [ 5T 3.4(95%CI : 1.4-8.5), AH|200mg 1 A 2 [A1#5 T 2.8(95%CI : 1.1-7.2)TH 7=, —J.
PreSAP & P(%) 3 4EfH oD H & 5-) T, ﬁﬁmmwlHl@&%:iéﬁ%ﬁbm%%ﬁ%$%®
m%%%%ﬂié%t\b%@% MAEHYRBUC BT 2 7 7 BRIt 2% U A 7 13 1.2(95%CI :
0.624)TH V., UAIZOIKITRD b7,

APC ZXBR. PreSAP BHERICE (T 5 DMERFEERORFIKN

APC B PreSAP 5Bz
o . 77 R 200m 400m 77 &R 400m
D AE R A E H g g g
DR E R . 1A2E | 1A2E 1A 1A
(n=679) (n=685) (n=671) (n=628) (n=933)
N FEBLEIEL 6 17 20 12 21
DILE RERIC L BT o
Efﬁﬁﬁgg CEBLR) (0.9%) (2.5%) (3.0%) (1.9%) (23%)
y FExFY R 7 * - 2.8 3.4 _ 1.2
fibg ZE
(95%CI) (1.1-7.2) (1.4-8.5) (0.6-2.4)
DM RERIC L BT | R 7 18 23 12 23
DA 2E (GEHE) (1.0%) (2.6%) (3.4%) (1.9%) (2.5%)
JiEEas K%t U A 7 * _ 2.6 3.4 B 1.3
DA (95%CI) (1.1-6.1) (1.5-7.9) (0.6-2.6)
#5675 R

a) TP IAUIER P27 kR
b) RIBMRIENER U — 7 58 7 Bk

9. BERREHKRICRIZFTEE
HEESH TV

10. BEHRS
REESH TR

EABIOARBINT-HEROCHEIZ, LTOLEBY TH D,

(g o< F)

\BH. RAIZIEELaxy 7L LT 1E100~200mg % 1 H 2[E], &« YBRITROHET D,
(ERoEETE. BRiE. RRASERER. ERBUEIREE. B - B

WE, AL 7L LT 1E100mg 2 1 B 206, 5 - Y BBICKROS TS,

(Fffitk. sMEHR. IREROEL - S
WHE. RAZITEL a7 L LTHIEIO A 400mg, 2EH LI 181 200mg & LT 1 H2ERAOKET S, P, #5M

MR 6 BEREILL EH 1T 5 Z &
TEHOEATX, FIBIDI 400mg, HEI5ES UTLRRIE 200mg % 6 LA Ed 1T CRROBG-92%, 72720, 1 H2[EETET D,
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I Z£t (FERALOEES) ICEI HIER

. BRAEDIEE

14 BRAELEDIE
14.1 EFRFBEDTE
PTP @l DFEHFIIX PTP O — RV L TRAT A L 983452 &, PTP > — M OFAERIC &
0. BOBAT A REREA~TIA L, BICIZFLEB 2 L THBIRAREOEERAIHEEZ TS
ZENH B,
(fiFL)
—RRAEERIE S L C, HEGHREE 240 S (AL 8 4F 3 A 27 HANH KOV 304 5 (CFRk 8 454 H 18 H) IPTP
FARGRHRIC DUV T IHEWVERTE LT,
PTP > — FORAFRIZ K 0 | FEWBLAFNEIEREA~FIA L, FIZIZFL 2R 2 L CHRIAREOEE A
PHEZ MR T2 Z e SN TVD 72D, EHIZMAERZIE, PTP o — M6l L TIRHAT A L 95
B AHZ L,

12. EDHDFEE
(1) BREREERICED <1EHR

15.1 BRERERICE D < &R
NENCBIT D7 b A4 — " —_EEREERBRICIB WO T, KREIFEH GHFIZ L~ TARA G 2 HEIR
FEEDEIENEM LT OWMENDH D, £1-, MOIERT oA FHHEE - BEAZ2EHERE SN
TWALHIZEBNT, RN RERRD N ORERH 5,
(FiF70)
AMENZRWT, 7 B A4 — \—"EHERIEGRBROFE T, AF OIEE G iR U CARAIE G- R I3 PEIP
BEEOEISAHEM U E OB ERH D 10, Fm, FERT oA FHEHE - EFAIORSICBWT, ¥
st T —YHEICLY T RZ T T OGRERD &, Mo AR EE ORI 722
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4 B/S

= 4 Viatris Specialty LLC

W % 4 CELEBREX® (celecoxib) capsules

HIWE - Bikk Capsules : 50mg, 100mg, 200mg and 400mg

KB AR A 1998 4

SHEIT%4hE | 1. INDICATIONS AND USAGE
CELEBREX is indicated

1.1 Osteoarthritis (OA)

For the management of the signs and symptoms of OA
1.2 Rheumatoid Arthritis (RA)

For the management of the signs and symptoms of RA
1.3 Juvenile Rheumatoid Arthritis (JRA)

For the management of the signs and symptoms of JRA in patients 2 years and older
1.4 Ankylosing Spondylitis (AS)

For the management of the signs and symptoms of AS
1.5 Acute Pain

For the management of acute pain in adults

1.6 Primary Dysmenorrhea

For the management of primary dysmenorrhea

MELTHE

2. DOSAGE AND ADMINISTRATION

2.1 General Dosing Instructions

Carefully consider the potential benefits and risks of CELEBREX and other treatment options before
deciding to use CELEBREX. Use the lowest effective dosage for the shortest duration consistent with
individual patient treatment goals.

These doses can be given without regard to timing of meals.

2.2 Osteoarthritis

For OA, the dosage is 200 mg per day administered as a single dose or as 100 mg twice daily.

2.3 Rheumatoid Arthritis

For RA, the dosage is 100 mg to 200 mg twice daily.

2.4 Juvenile Rheumatoid Arthritis

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

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

2.5 Ankylosing Spondylitis

For AS, the dosage of CELEBREX is 200 mg daily in single (once per day) or divided (twice per day)
doses. If no effect is observed after 6 weeks, a trial of 400 mg daily may be worthwhile. If no effect is
observed after 6 weeks on 400 mg daily, a response is not likely and consideration should be given to
alternate treatment options.

2.6 Management of Acute Pain and Treatment of Primary Dysmenorrhea

For management of Acute Pain and Treatment of Primary Dysmenorrhea, the dosage is 400 mg
initially, followed by an additional 200 mg dose if needed on the first day. On subsequent days, the
recommended dose is 200 mg twice daily as needed.

2.7 Special Populations

Hepatic Impairment

In patients with moderate hepatic impairment (Child-Pugh Class B), reduce the dose by 50%. The use
of CELEBREX in patients with severe hepatic impairment is not recommended

Poor Metabolizers of CYP2C9 Substrates

In adult patients who are known or suspected to be poor CYP2C9 metabolizers based on genotype or
previous history/experience with other CYP2C9 substrates (such as warfarin, phenytoin), initiate
treatment with half of the lowest recommended dose.

In patients with JRA who are known or suspected to be poor CYP2C9 metabolizers, consider using
alternative treatments.

(2024 4E 11 HekzD)
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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.

Premature Closure of Fetal Ductus Arteriosus

Use of NSAIDs, including CELEBREX, at about 30 weeks gestation or later in pregnancy
increases the risk of premature closure of the fetal ductus arteriosus.

Oligohydramnios/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 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
SKEOTAT TR administered celecoxib daily during the period of organogenesis at oral doses approximately 6
(2024411 1) times the maximum recommended human dose (MRHD) of 200 mg twice daily. In addition,
structural abnormalities (e.g., septal defects, ribs fused, sternebrac 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.

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.
Clinical Considerations

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.
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Oligohydramnios/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, including celecoxib, inhibit 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—AMZIUTD
I3¥H
(Prescribing
medicines in
pregnancy database)

B3
(20254 3H)

2% SO

A=A ~Z U7 D43« (Prescribing medicines in pregnancy database)

B3 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing age,
without an increase in the frequency of malformation or other direct or indirect harmful effects on the human

fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance of which

is considered uncertain in humans.

(2) NRIZEE T 2iBsHER

Australian Government Department of Health / Therapeutic Goods Administration /
Prescribing medicines in pregnancy database
https://www.ebs.tga.gov.au/

(2025/6/24 7 7 & A)

HARDHS LEDFLBIZLL T O LB THY | KEOUMT SLE K OHEE D SPC & 72D,

9.7 IMNRZ

INREEZ RS L LTI R O A5 EE & U BRRERBR 3580 L Tu7eny,
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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 not been evaluated and it is unknown
if long-term risks may be similar to that seen in adults exposed to CELEBREX or other COX-2 selective
and non-selective NSAIDs.
The use of celecoxib in patients 2 years to 17 years of age with pauciarticular, polyarticular course JRA
or in patients with systemic onset JRA was studied in a 12-week, double-blind, active controlled,
pharmacokinetic, safety and efficacy study, with a 12-week open-label extension. Celecoxib has not been
studied in patients under the age of 2 years, in patients with body weight less than 10kg (22 Ibs), and in

S OIS 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.
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 >12 to <25kg and 100mg capsules to JRA patients weighing >25kg
should achieve plasma concentrations similar to those observed in a clinical trial that demonstrated the non-
inferiority of celecoxib to naproxen 7.5mg/kg twice daily. Celecoxib has not been studied in JRA patients
under the age of 2 years, in patients with body weight less than 10kg (22 Ibs), or beyond 24 weeks.

H[E o SPC
(2023 45 10 H)

Paediatric population : Celecoxib is not indicated for use in children.
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®30°C 92%RH
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