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1. PEEZHHEE
(D548 - 1R
F A~ P80 A A Ol b SUTRE S PE OB R T 520,

(2) FafEs
AL —=NVIFTT L 7 = (95) ITEITRT < KUEERR (100) (IR0, YaFre—T
ATIE & A ETE T 720N 20,

(3) B
Rt Ch D, ERFFEXHEE - #952% (25°C) 2V
D Esm (HfiEm). HBa. EEA
BhS : 280°C (i) 2D
(5) BRIE E AR B E 3L
pKa=4.02V
(6) P ECIRE

134 (-2 % 7 —N /K (pHT.4 DV EEfERER) ) 2

(7) Z DD E 13T IE(E
UL L

2. HDESOEBEHTISHT2REN
AR L

3. AU DERHERE. TEEE
Medidbris  BARIKF S /a7 F 75 ) oAb 12Xk50
(1) WEERIC X D 2006
(2) REOSGRERE
(3) AN AT S VIEYE (RAES U U ABEFIE)
@) F MU U LEOEMENG

EwEE: AR/ G (a7 7 F ) vLA] 12X
AL E TR



IV. &XIZBE9 5I1E8H

1. Hlf
M FRDXEH
T —7 Al

2) HENDNE K UMK

W7e 4 YU MveT —775mg
a8 - PEIR AE~REODOZFHRICEBERRNBIESNTZESFEOT—THITH D
W i 1]
SRR
[ ]
: I . | —— H R CGEWEARE)
o
S X
SRR A4 —
I / / \ ( \ \
(=)
SN N N
:>ﬁ%n
VRV ZRNG RN
-/ /
KE X 70mm X 100mm
[Ty 70cm?
Q) #HAa—F
Wl — K HP308T
ERE %0 . AlLEELN
4) HEI D%

(5) € Dt
A% LR

2. WEIDHERL

(MWEMES CEERD) DEERVHFMNHF

HR5E44 YU MveT —7 75mg

ARGy KRBy e 7=F27F Y 7L 75mg

#InAl

FE (7= F AT va—)v) fRERESRFRIEKERE. ATV
ZNRF TR, AKFBERNM P 7V VAT, AF L AT
veRF LT uy s EAK, ATT Y UERER, BRA LA B, R
VAYTF Ly, BT 7 02 (ZOM 3 5%5y)
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BANIRAET 2 FIREMED & 5 I ML, Aoy OGS TRAHMY) (GRcPRE. BIERY) K OMHIH
RORERD T %,
N-(2,6-dichlorophenyl)indolin-2-one
O
Cl
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. HEOBFEFHTICEITAREL

CH MlbeT—F Tomg : 1 #/1 %

. PRAFSRA: , "
AR BRIE ; g L) JphE 1 i
AERTE H (L ) A7 (@) BH PRATIIR S
25°C+2°C /
EHRGRER 60%RH *5%RH,” AR 24 71 A HEA (kse)
5 P
30°C+2°C,/
R AR 75%RH+5%RH,” WEELE Y 12 7 H KRN
5 P
40°C+2°C,/ ; o
. . HEE S OFERBIE OB N
K A +59%, AjHELS a) -
TR R 75/RHH;E%/RH/ IR 6 7 H ERE DT %R T
50°C=*2°C,/ - e
75%RH=*5%RH,” 2 A ! Z]ﬂ iﬁ%*@%@jﬁz HisE ORI
Hﬁ@? %ﬁn}&bﬁ_o
L - b
75%&?%1 p o 0.5 71 i CHERA DRI E DR
= ¢ éﬁ° N O =R BN % 384D 7=,
25°C+2°C / X =
i 90%RH+ 5%RH, 29 A %ii;ﬁﬁ%mmmﬁ@ﬁ?
Hﬁ@? Bty —o
B WL - BA%F O Bk
B 25°C=+2°C,/
30%RH=*5%RH,” 24 A HEA
LS 5 P
25°C+2°C Al 34 AV ;}Z\g;fﬂ%%@ﬂltﬂ%ﬁ@ﬁT%
¥ 60%RH + 5%RH,” -
Des 867 » 7 g o 34 AP Bk

a: 1A WA,

TNI=ZTLETERE LEEEE T4 NVLETHD,

b : KRRREE 120 7 lux-hr LA M ORISR = 2 /L —200W - h/m? LA _E & 72 2 1R,
BIEHER : MRk, meslakbh, MR CEWE) . A —M, KA, B, E&

FERRME © N-(2,6-dichlorophenyl)indolin-2-one

0]
Cl

Cl




CH MlbeT—F Tomg - T#/1 %

e TRAFGAT e T .
HEREH GRE R ) A7 (B5) Bk TRAFH (EES
25°C=+2°C,” etz
—p Eﬁiﬂ%ﬁ ks
RIfrfratk | 60%RH*5%RH,~ For o L 25 A HFEPN (ke )
ST Y > 7
40°C+2°C,/
iR 75%RH =+ 5%RH, AR Y 6 71 H Kk
WA
25°C+2°C,/
W | . ) BB 4 2 H H TN DI ROKT
st | E %“mﬁéﬂm/ Frv B 2] ERDT-,
a: A BEER, TAI=ULEERELEBEE 7 A VLA THD,
HIESEE - PR, mEsdelih, MEalER CHEWE) . A —ME, KiEME, bk, E&
MM : N-(2,6-dichlorophenyl)indolin-2-one
o}
(o]
N
Cl

. REERVRRROREN
B L

CfeFlEDEEA L (MEILFEHEL)
B L

. BRHM
EARWANA

10. BE - ax

(NFBIDELGESR - 2. NENRRERSG - 2%

WS (Fm) 181 R

dll'amlm FETEnLKYNET.
- [1}
S IF5=3 75mg

ZICTHORU.Tapes 75mg
Active ingredient:Diclofenac sodium

ERE NIZASSERIR U
18&1c) OEBREZE

FAIE
L@ ARRERRA R

LEd Ll

HTRAESRD
MU g

EIZET S 1FH
BERNOT A T =12 RSN L O 1 B 25 ) BOEBMEZLHEL TWD

RO E

TAEC.CARE. BELT. R(EIRES)DRNEVSRERPRIIBORE - Rk,
PRIBEORRFBSONLAEE. LESCEMEPLEL. ERICTEREIL,
ERORERIEERE. ERAHFHSNIBOBESBLTIEIL
ER~OMBEZISH. ALERCRITESBLT AL,

— J:¥8I5'Jﬁ —
- BERBELEAT—h

O BHBXPRADSMES T THLVHRICRE EI E 55 H’E{}““
LTSRS, BUBIRNLLTEDET,
Elnb B

NEOFORMOGLHICREL TETL, ke e
hitp:/iwww.harikata.|p/z75, himi
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1.

12.

(2) Bz

AR () 7 KU1 AR

CLTE) = = & £EOARICEI<E FEMRICTNET. p p up

L 5+ 7 [PECCERP R T 5+ 4

isamitsu.

S5~ 75mg

ZICTHORU.Tapes 75mg i

Active ingredient:Diclofenac sodium

BRSNS R U
18&12h OERREE
FATE
O ARRERR SN

HTREEHBG
aas‘tz,!,gsgg

54 F—

DIFNeF=T 75me

ZICTHORU Tapes 75mg

I F=F 75mg

ZICTHORU Tapes 75mg

) (2
03\
201> TH'S )
DOT 1L RAT274ILLE

BHLBECD &S D LENSEDET

ERENBEHEIR U BIEANESETa L

70 K (1 F/1 48X 70 4%)
70 K (7 B/l 48X 10 49)

Q) FREE
BN BANA

Q) BBROME
BER TN I gL EeRXR—=R LIEEHET 4 VAR

ARRE SN SEME

Mz L

Z Dtk

FARANA
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e
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WL L T ST REED 3 BT AL

TARL.CAZE. BNLE. I 1t BNEL S EERPRAMBORE - RE.
rRHELORRFBESHNEEEE. EESKEMEDLEL. BSICIBREI,
ERORERLEEE. ERESISSNIBHBRSELTIRTN
ER~ONBEIDSLS. AUEARICRITRSEVTIRETWL
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- REREELG. r-

EEE AR L T
o RIBNELEBBTED

B S aeinL e,

http:/fwww. harikata.jp/z78. htm]
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RHOOF ¢+ 7ELHTRELTE
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V. AaRICET S1EHE

1. BEEXRITHE
ORBMNAIZEIT 585
ORE/RiE. FEEAREX. WRBUERBERVRBRICE TR - HE

2. MEERIIMRICEET HFE
BEEN TV

3. RERVHE

M AERUVHAEDHESR
(BREDAICEIT S8R
WE., KA L, 1 H LA, 28 (YZ7e7=F27F M) oaE LT I150mg) 2o, MEHEE, L.
B, BEESSUTRBICAAT Ly 1 B (R 24 ) ficE 0 &z 5, Zds, EROIRRBIZL Y 1 H 3
(a7 F27F )AL LT225mg) ICHETE S,
(BiRiE. EEEEEX. EEMERBERUBBRICEITH8ER - HL)
WE L. AR L, 1H1EL, 1 (¥Z7a7=F27F b ) oA ELTT5mg) XiE2Hk (Pru7=F
7F bYULE LT 150mg) AN, BEHE, RS, 1590, MEHSUIRBRICAA L. 1 B (R 24 K
[H) AV R D,

(2) AR UHAENRTERE - R0

(BRENAICEIT 585
O K & K O GB35 O fat

AFIOHEIL, BAROY 7072575 U o AEE 25mg (LT, PR OA]) OEYEEE T X
— & &t L0, BAARROFOARE 1 i KAAZBHE 100mg OB EZB X VK 9 ITRE LR,
AFNT 1 Bk 225mg £ TREATREE B 2 7=,

F7o. AAI225mg 2 1 B 1 EIERS LD AUC 1%, BEAZREOF O 1 HHE 100mg % RKERS
L7-BED AUC & [RRRE LRI Sz, DAEXD . RANZ 1 B 1 BlO®ESRED EB 2, AAIORIEIZE
WL, ARFEOEIEEE, 1 BOEEY A 70 6BE L, —BLTEREMRELZ 24 K/H (1H1E) &L
770

@ 5L O

PSR B e kb & LT B IR E 5135 5-388  (HP-3150-JP-04 #BR) 12\ T, H G Mg
7a 7 oV REIZ 2 DB ERG UTRR, BT OB E TSmg R L ity /e«
F 7 BE CEME) CEb o R Ao b00, BEEEEREL LEGE, RN OEmAMIcE S Sh
EBoOMIET Y 7 n 7 2 F 7 BEOSIT. BBORENEFRRE ThHo7-, £7-. ®5 1B%OHEEE
BRI DO FRAF R L 0 BH L 7= G EALHI DO IREBREE | #edh7= ) OHEE YN =R Z[FFLE Th v #5507
DFFENT L DHEERDWILRIZ K E RE T o7 (VLW EEICET2EA 4. I OEBHR),
PLEX Y ARANIHE, MEE, ERess, A, B, KRG RE L B 2 7,

QR RBR A C X 2 A EORG

DN AR R Aot & U724 T /MAR LR B (HP-3150-JP-03 #RBR) DS HENS . NAKIRICRT 54
o1 BFEEELE LT 75mg X8R EN o Thnb o LB bn-=H, AAIOBRBHEE 150mg,
RRKHEZ 225mg & URIRBR 2 £t L7z, 2SAEREE 235 & Uiz F IHH GRS (HP-3150-JP-06
RER) IZBWT, T T BRI T X AMuiEF T LT A STTRA 150 X 225mg A i, EE. E
e, AFEs, R SOIARMREEIC 1 B 1 EERS L & & O IMEORGEL O EMEOHERZIT - 124
R, FEFMEE CHL _EERMICB T 28HIRA T+ b TOMMIZ, 77 BREEE R L
TARAIBE CHREICIEER LT,

PLEXY | KEIOKFEN BT 28T 2 HEROHER M@, AL, 1B 1FE, 2
(Yrm7xF7F M) LE LT 150mg) M8, M, EREE., 350, M SOIRMEICAT L, 1
A (f24 BefE) BICEED R Z 5, 728, JERSORRBIZEY 1 B3 M (YZ7ar7=F 27 F ) oabLT
225mg) IZH{ETE 5, & LT,
11



(BRiE. SEAMEAEX. BRBERBERUEHXICESITHER - HL)

ERIE R 2 PRI, A 75mg 22 DK 225mg F TOEEWIEIEZ W78 11 ABERRER (HP-
3150-JP-LPO1 5BR) (2B W CTARAIBED G IEN MRS S iz, ARAIBEO A& FHNREIZ 3817 2 8 58X
97.67mg T 1 . FHGED434 1L 75mg 73 48.4%. 150mg A% 27.5%. 225mg 78 24.2% & . B E R 2 5
MR RAF57 T 75mg 2B LTz, E7o, 5 I ARSREAER (HP-3150-JP-LPO1 #ER) Tl
H2lkE T EEZTHLT . 2BREDPAHF 75mg IAF 7 7R 14/ (75mghY) Z&H 5L TV,
YRR RUZ IR W T b ARHIFED A IMED TR S L7z,

55 AR R ARABR  (HP-3150-JP-LPO1 #kiR) OFERGAAID 1 H & 75mg & bl LT 150mg T & D&
FEOWENFTE D LB 20N, HIEHERG/EGER (HP-3150-JP-LP03 #ER) TIIAHA
150mg O 77 BRI T DEEPEZRGET 5 & & bIT, 5 AR (HP-3150-JP-LPO1 #BR) Dk
FEFHIRFIZ 31T 2 3 58 BRI ST ARFI O H &R % 75mg e M 150mg D 2 & TiERTHZ L& L
Too 72¥5. I FEERZRAYFER (HP-3150-JP-LPO1 #BR) (Z351T 2 ARAIRED Fe MG AT RE O - # 5-8 p O
H&OHGAMEY 150mg \ZTHOREROUENHFFCE 5 LB 206N o n, FBIHHH &R R
A& (HP-3150-JP-LP03 &%) Tl 225mg O HEITFHE Lo T,

JERE B et B & U 7 B IAH ) @A it/ LeleakiB. - (HP-3150-JP-LP03 3lR) o FEREARIE B O E /gt ©
b5, &h 2 HRIZHIT D 3 A MY VAS [EOTRHRIIBHAGE D> & OB L B ORERH ELEIZ W TR, AH
75mg BE K OVARHA 150mg BEOWTHUTEB W TS 77 B RBES R 2 RS EE S iz,

— T, BGH% RO VAS IEICBWTIEAA 75mg B L Y HAH] 150mg B T XL 0 K& e B m 25 2
b, 51T, 3 HEEY VAS ERR—2F A 5 15mm LA EiksE L7 BF OEE KO 50%8L Fik
B LICEEORGIL., WTH b AA T5mg BEL Y AH 150mg FEDARE 0 o7c, 2D ORI O &1
X, BRAICERD ® 5 VAS [EOZE L EIL 15mm f2E Th 5 & O#E?42520 ] TR VAS 25O IFE 8L T
BT D 50%LL EOEITIERDORICERE O R 2 BT H8ETH D & OWETB0E BB T
ELTEY., YT s R S AFNL 75mg (2T 150mg D J5 2GRN E R D & 57w Dl FE & ~d
BEOEENE N LR SN,

LZARMETIE, IREIICE T 520 EFLEBEE CREFFICKREREVITAONT, 150mg £ TOL
EPEIZERIR ERE RfEIX VW EE X b,

JEJRR iE 5 D IR B W CTIEZ W e & L 72 B 12 L CRESe TR ORI 2 X5 Z ENEHETH D |
WMELBFIZEBITH NSAIDs OFEHIFHIENRR LD + o722 R THEZRETHZ ENAREE X
oo 2O LMD, KA 150mg (FHHNER LV +0 G802 " HEE L TUERESEDORBEIZE > T
FRTHDEEZT,

— T, AROBHLETITAMERESCEE 2 THEREENEERE SN TEBY . FlCEiE Tl
RITE ORBBLOMEND, DENORBT SR SEBEICHEN T2 Lo EEMENRENTWD, FHIIHE
B et/ ek (HP-3150-JP-LP03 #k) TIXEERAFTFLRITFROLNTHRNE DD, AA] 75mg
HHELE LTHREL, BEOREIZEDE XM AERREAEETHIZEIIFHATHDL EE X,

DLEXY AFOREIFBEOREBICEDE CRINTZ 5 X912 75mg & 150mg D2 E&ZRETHZ
LY & B 2T,

T, BRERE Z AR E L BIHEESEG5RER (HP-3150-JP-LP02 iA5R) K OVEEE EFE%. SEHF
FOAE A M OV 2% BB AT 2 )b B & U 72 B AH bE i EABR (HP-3150-JP-LP04 #R) (235 T & AAl 150mg D
AMIZBRIFCH Y, BEMEICH REZRMBEITRD 2o T2,

JEBAEE S SR IR M OB 28 FB A L33 D AA 75mg # G- ORI Nb DD, T BEEEA
L RGBT d U | HIEGAR (HP-3150-JP-LP04 3A5R) (235U TAG 150mg 13, 4051k
LSBT T IvRE ERIZEEMZR LTI &, 2FERBORAITH > THERIES OEE - 7%
AT HBERROARIEROAN CTIIRMGHERBICEIOST —AHOME - HENPRESN TN Z L akE x, &
JIE CTAH 150mg & [FIFRE OB RN HER T & 72K 75mg & JHBIEIEPAZ . SHIH Bfm e fx O 2% &
FITKT ARG CTEL EE 2 BNLD,

Ko T, ARFNIOMIRIE, J8BIEEFAK, SHEBEGEEE & ORI 2 B RO E&IT @EE .,
ANZRLC THILEL 1 (Y7ue7cF27F ) UAELT75mg) XE2H (Y/m7=F7F K0 »
L& LT 150mg) A Mads, REE. BREEs. AR, MESSOIRERSICAST L. 1 B (8 24 ) EITREY
Bxb.l &L,
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4. RERUVAEICEHEY 5

HT LMD

1. RERUVAERICEEYT 51
(hee &)
1.1 KA G R I D25 Y 2 A5 2 IR B A & OPDFITTRERIRV T D Z L L L, RLe&f5
FTORT 2561013, BER/NROFEMIC E E, BEOIREIZ S
(BREASAIZE T DER)
1.2 KRBKAAREORHREEN Y 70T =75 b U LAEAKIO
« THBMI BRI EB A T L,

EETDZ L,

B AERGFERREICET

(FF)

AUCIZ

B B AFBKOBEAGEREOAIO1H A E100mglZxt 3 2 AR ASA 4T XA Z 8 U T 4 13876%

Tho, Kﬁﬂ%ﬁ(%lHlﬁl)i@&"'@btﬁ?@aa%’ﬁgﬁa‘i BEAGRRR DAl B HE100mg% K iEHK 5 L 7=

B & [RIFRE HEH S D 72

RIE LT,

5. BRERRE
(MERERT—2 /8y r—3
D (BENAICEIT58E5E) HBERRRKRAR
FEALE R
e | OBRR | x4 BEAHERE U | o,
AR B, RERT A Py 54 5 3EH i AR AEAmIE H
HP-3150- | 45 AR HAE)/ - TR HAEE G - 24 BEfE] | HP-3150-E2  150mg SR B HE
Pl b WEASE | e
105 | RERSHER 149 SR I ¢ 14 B A4 75me Rt
¥t i i e
75 BRI 6~RR 2 H (K 225mg/ A) s
HP-3150- | #51/I04H CEER NAERBE - fpEEp Eepoilis
JP-03 T Y S RN 212 i AFI 75, 150, 225mg e Ak
7 v ¥ MLt A% T TR i
ik “HEHRM 48/ e HES
- EHEHE (CEHEEMHRY KR
BATHER & F&)
sy | T |
75 RAE. . 2Rk 4 AW Rk 225mg/ ) fzsh
HP-3150- | &5 TIAH bR S EE S AR BB s HE
JP-06 B oA 341 il AN 150, 225mg ik jmﬂ J2le
Z B MMETRHR S
o SRR | T (ol
- EHEHE (CEHEEMHRY j()];gg s
BATHER E F&)
okl
IR ARG HBH e (PR e
HP3150. | TR %bmtitﬂ 2otk - 100 fi ;E% 12 81 A 75 150, 225mg M ﬁ%l\i
1P-04 1t EI=1N 2L+ 50 fil LR R 12 &5 a4 A
i FExtHR B 59 4 HY* R 8 EM (Fx K 225mg/H) H?‘é;‘ IRy Eh e
AN St
3 EBIRERIR O A A A R EEIE A T oA
S Gk}
R %2;?;2 KT A ﬁ;ﬁﬁ #5500 2 5357 RS | SR A
HP-3150-E1  150mg.
HP-5000- | EWNE 14 FEEMR TERERA 24 15T 450mg A S EHE
JP-01 | KA GRER | 7 7 A A — " — 12 451 A ruzxFrF )| HaemRO | At
U L 7L 37.5mg
HP-3150- | [EWE I 4H HEH TR A 14 HEE HP-3150-E1  150mg e ES/L0)S
IP-02 | AR GERER | MATRER b 32 {3 : HP-3150-E2  150mg < E el bk
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@ (EfmiE. FEEEAREX. FRBERERVBMAICES T HERE - HR) RHERRKGR

FEAE R
e | BEFEAH e xH4 B RERHERIUE | L,
RBES | BT A iy £ 511 1 5IEH Hpigues St H
A - 0 13 B AFUBERE ©
G4 5 . AFIFE IR «
> A 150mg i
I /ff;;;f; vraz=rrr |, Dﬂﬁff .
HP-3150- | 5 MIAHERIR ESE SORER TR AE £ Isme : 49 13 peE | MY U LT — LT e P
IPLPOS | HEMER | T4 Ak, 32 4 m&é§§‘5$ 15mg st Fie
AT AR b . CruzeFyg | [OWEEE IR
A e I e s
U A8 25mg : €1 MU 25mg b
] 5 BN
e i ESCIN AF 75, 150, ggig
TR L s L
mpsiso- | s | 77 ENERS | P LB ot
- 2R HEE N ES 21 sy PRy
TP-LPOL | fRgghaeR | 7L 302 {4 PR Ef Gl
N ” et
W ATRER b (fc Kk 225mg/H) SRR
S I, Ei
A ° S 2 7R %t R < "
Hp31s0. | SR T TERI e - AH 75, 150mg Ewi e
pLpo3 | JHELBRE |7 AME, 538 i 28 i3 A G Rtk
LR CEER. 57 TR &; =
A AT RE R g JolRip A
SRR, | AR ﬁi
5t R xR SE TR (R o N
HP3150- | T4 Hoe i;j;ﬂg“ Eﬁ%ﬁﬁﬁ - A1 150me. R B
JP-LP04 2k - > = 7R AEL LA
CEE R, e g p fulis
ATHE 5 * .
W ATRER His 155 #1] SoRREp
[PES
I s
" % ik 31, S e i
Hpsiso- | RIREM) e, BIERE | 52 mm K7 150me L 2t
e Jext A E; B RE
KEED %

K TR BB

(2) ERPRZF A ER
FMARERE]/ REHRGHEE (HP-3150-JP-05) 3V
fEEERR N B 14 Bl 268 & LT, HP-3150-E2 (Y7 07 =F27F b U 7 A 150mg &4A) % 24
Bl¥ 5 OAH (6] 75mg &) 21 H 1\ 14 BEREERS LR, S 284 v oRmEHEE (K
B, MEROAAE) 280 T, E5A1# O EHEICKRE R bEA LT, 12 FELEXIIETER
ThHo7T,
MEFRIRAEH BBV T, AP A & 1GBRIER 5% CEHEICKR & RE®IIA LR > T, I
RALFREHE TIL, ALT OEHENKER SHICB W TERT 2R A bz, 72, CK O
EAS, HEEGH, KERGHE LITEBRELE SR T T 2EmMA A LN, TOMOIEE TIX, A
PERFR AL & {RBRIE I 5.5 CHEIMEIC R & REBI A DL o T,

TR AAlO THEFENRAICIIT 28] (5L T

BENTWDHELOHEE HEE, RAERL, 1 8 1 E, 2

o (¥7u7=F27F U)oL LT 150mg) ZMfs, BEHS, LBEEs, 580, MR SUIRBRERICAET L. 1 A

(K124 ) mICHED A D, Z2ds, JEROREICEV 1A (¥27mr7=F2F FU UL L LT225mg)
IHETE 2, ThD,
AFN O TSR, JHBAEIE A, SHFBOAEMARE M ORI R (2R 10 D80 - TR IS L TRRB S Th 2 ik
FROMEE M@, AL, 1TH1EL, 1 (¥7r7=F27F M) oA LT 7mg) Xid2H (7R

ZxF 7 F P U AELT 150mg) ZMEL, MEEE. ERiH

) BICHEVEZ D, THD,
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Q) AERIERRFAER

OIAESRE - £ 1 /MALEFRER (HP-3150-JP-03) 32

DN AR B Bt RIS, T v Z DBIBET LT A N TARA 75mg & 1~3 K (V7
077 M) UAELTT5mg~225mg) XIIARKN T TR 1~3 4% 1 H 1B
B E LT- & 2 OaMEL VL e L R LT,
H# HE  AHO THEAAICBTAER] I8 L TEARSLTWA AELR AT M@, mA
WXL, 1HLIE, 26 (YZ7u7=F27F U st LTI150mg) %Mods, BEHE. i
BB, EER, M OSUTREREICAT L. 1 B (24 BEfE]) EICHE0 B2 5, 7ok, ERS
REEWCKV 13K (7 7=F27F ) Ul LT25mg) (CHETEXS, ] Th
%,
WERT VA v | Sk dtFE, T BRI, CEER., 7 X MR IR
23 AT FB A 212 B
FH = ETH e R
s (FEEM) AHIHE 75 REE
FIVEREAT X545 (FAS) 210 76 1 79 4
L2 R VEREAT X5 211 1] 77 %1 79 4
FAS : full analysis set : iz K DTt G4
- AR 20 DL oo R
FARBGEILYE | - MAEIRICK L CIEA A A FERIBEOR 51NN E R B
RBRIARI . JEA B A A RERIE D BT O N ATERRIRE OGS T S 5 B
(Eh=RiReEdisd
- DAEIRITHR U CRIBEBUSAT 7 B I LAINICER A B G ST 5 B, XUXTREREE
AT, BSHRFICEBRIEAOERE A [(KFHE (LAFX2—) LLToTE
N7 27 =2 FORHIIC R Z RIFE S RWRATEERBENO LD Z2RL ] OF 55
FESHTWDEE
- DAEIEICKR L CRIBERSAT 7 B ELINICER /BRI A B G S v Tun B B3, UTiA
N ERSEPY Bl S HIEIPICEENRTEISN TS BRE
- [FEEUSHET 7 B 2> S IRBREESE G- W M I RR BT T 2 1R 2 HIE R O HEDOZEH 72
HEGHEH N TE R PHREND B
UiE e gy (H SR ET BT ]
- FHETRARFO 1 HZIRD K-> & & ORI 1T 5 IR0 m A DFRE DS VAS
i 20mm LA U< 1d 80mm LLE D g
- FRTRAIRFOJ A OTRE R EOFHES [72 L) OBRH
[ EERP~DORBITHUE]
AERSGHICUL T2 2Tz EBE LY “HERPW~BITAREE LT,
- BATHIE B EHT 3 HF O VAS E 9O FEED . FRTRAER 0O VAS 8 & i LT,
15mm L BgGE L TWh 5,
— -%ﬁﬂﬁa%@@ﬁ%3a%&ﬁ%$ﬁ(VX#;—)%ﬁmbfw@wo
e | 1 BATHIE B O BE ORRUGEE OFNA [5EadsE), TFHGE] T THEER
~DRATHME “-
a: VASTEOXKMN o - 72E1E 1 HORXKWEZTR LI, OB, —EHEERMBITHI
HoO VAS X4 E L, 2 AR VAS [ CBITHRUEHE 21T -7, £7-. —HEHRY
BATREOH BT, BEEBEEZLEF L TWRWIREETD 3 HE® VAS 243 L L
77

15




R TT 15

RS GEER : 6 H~&xE 22 HM) 2B\ T, AANX 1 kv 520461,
BEOIEROREBICEVRRIKECREE Lz, —EHEmY (HZEEE : 4 8RE)
IZBWT, —EHEERMBATER & REORFSUIAR 7 Z72R%E 1 H 1 BEEELE,
TRBREIT RIS LT ABANCHBEL . ANRBICRE L-, £, IRk 4288 L <Al
REZR RV [F URERI A ICHE O B 2 24T o 7o BEAHESALIZMOES . REES, bpads, 550, M
WS ERBREREE & Uiz, JRAIE L CRTH SRR 2 @i~ 5 L. F—&Eir~0iEE
BE LN DITLT,

[y R HE %)

- HEECHIE HERT 3 BRI VAS EOEHEN, FRTRER D 15Smm Bl ELE#E LT,
- BEECHIE B S EHE HEAT 3 B TROFHIE (LA a—) 2EALTV5,

- BEECHITER O B OETRGCEE ORI TR SE) . TRE), [E ) OBa,

BRIEEE

[B2hE]

FEFMER  —EHEERMICK T 28R A T L 72D ETOHIM

BRI A T DOER LA TOWT 0 Z 2 L7 RER)

- THERBICEWT, #ifEd D 2 HEO VAS ES “EHERBSIBITHIZ HE O
VAS fEOEHIE & ek LT, 15mm #2882 CEL L7254

- CHEBRBICBWT, BENERIRA oA BEBICR 2R LS E

[ 4k
ANERONA R ORHE

FEA 47

VAS 1E, BEN 1 HERVR- 72 & X OFMETALIZ I 1T B ER I m A DOFEE 2 TR
FHEE ICEREELT,

AT a1

=il

B MR O 72 8D D E B2 fRHT R AEHNIL FAS* & LTz,

FAS IZ2W T, U ¥ Afbtk, BERIER T4 L7225 F TOHMIZ OV T, Kaplan-
Meier #i#R%A W THERE L, Log-rank & (Ml EAKHE 5%) #HWTARFO S 7+
TR DR A BRGE L7z, SRR A 50 & 72 & 72 > o T SE A B OV 20 AR+
USNOERIZ X AT HEI0 & LT o7z,

X FAS : full analysis set : Fz K DO fFHTxF G4E [

IR S

A

THEHERICE T > BESERFERE (9S%EEXME) X, AFBETIX EE RSB
L% 7 H T76.3% (65.1,84.4), 14 H T62.8% (50.9,72.6). 21 H T57.3% (45.3,67.6).
28 HT 51.4% (39.5, 62.2), 77 AREETIZ T HT66.7% (55.1, 76.0). 14 H T 57.3%
(45.5, 67.5), 21 HT53.0% (412, 63.5), 28 H T 50.0% (38.1,60.7) ThH-o/=, &
BEREICBT AR R RERIL., —EHERMBHE 4 BETT T BARREL
L TR, EHEERBIBGHE 28 H CIXRBEE TCh-7-, —HERIICEBT
HEERNBEAR Ty L 22D ETOHBICHOWT, MBI RAEEZIIRD LN
o7z (p=0.5696, Log-rank fRiE).

=& BER

FAEFASYICRB T 2RIWEHA ORBRIL, 13.3% (28211 ) Thotz, & bIEHREN
Eo ZEIERIL. BWAENLZ 2K 4.7% (10211 #) THhotz, FELICE > -EIE
FIZWHILE RIS | BIThoTz, LSO EEZREWER L, R ENEEE, 7
ST, M/MREIE . OB AR 0.5% (1211 41) Tholz, &5+
IRCE S EIER L, FBEREMEMENEEE, by V7 F= 8, i/ Mg, il
DOEMEH AW, FEZN% 0.5% (1211 ) TH -T2,
“HEBRMICK T 2RIERORBBRIL, AFEE 11.7% (9/77 F). 77 2R 26.6%
(21779 B) Th-oTo, AFIFEZISOTHe b RBLEEDN & H>o 7o FRILE AL Z O PR
3.9% (3/77 #l) Thotz, HTHNTRD S7enoT-, LA OEEZRREIER I,
MiZEARAE 1.3% (1/77 #]) Thotc, EGHIRICESTZBIERIZ. EES®EN 1.3%
(1/77 1) TH -7z,
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QMERIE | 3 I ZERMWER (HP-3150-JP-LP01) 3

PSR IEIZ S L CNSAIDs XIZT7T B R 7S ) 72 v G5 L TWHEBREELRIC, 7T

YRR T LM T EERIERT VA CTAF T5smg & 1~38 (P a7 =)

FRU T AE LT 75mg~225mg) XIIAHT TR 1~3 % 1 B 1 RIRKEREZES

L7z & & 0FIM R OZ M 2R Lz,

H A VERE AR TN RBIARIR R SEURIE GERE R RN S T % O - %) 1o L
THEBIN TV HELOCHZET @, AL, 1TR1EL, 1 (¥Y7er=F7
f%)?A&LT7%g)Xizﬁ(/7m71f7fFUWAkLTU%m)%%%\
REER, EREs, 6, M ST RBEEICREA L, 1B (24 BRRE) fBlchlEn B2 5, T
b5,

BT VA v | Sl ItFE, 77 RRE, T2 MM, “EHER, WITEEM LE

LR i HR T 302 51

RIEY (C—EER)

AKIEE 75 R

POE F I FRAT *F5245]  (FAS) 153 4] 149 13

L2 RVESRAT R 5251 153 43 149 %

TR B ERBHK
FAS : full analysis set : iz K O Tt G4
- AR AN 20 LA B oD R

F B GRILYE RIEREO 3 4 A LRI O IERRE & RMICEZH Sz B
oL, WEER, B, AME. R SUIIEBIAE 5 MEEIERR <,

[ A1 B A5 ]

- RIEEUSET 6 4 A LIPNITEIRAIIC BE2 RITT EE XN D T, k7 avy /X
TR L — W —HERIBRBE IR 2 i T L 72 R, b L < IZREBIEHE & 1AW &
TETITHITEZ TELTWBEE

- XMGRBICKRIT D R AT Lo, b L IXREIRERE DIREE% T £ Tl
Mi1T% TEL TS EE

- BERIEOJFIRBICOWT, BE CET DGR, B UIREE /T 5 BE

FRRAENE | - AOHEICEKT DA E A L, fElixf 8 & 7o 2 N O % 7 & B IRl © & 72
=
(ARSI 21 G ]

s PRI GRHIEERT 1 HZIR VIR - 72 & & O AOFRRE D VAS T 80mm
ER):E
- RERHPE SR EERT 1 H 2RV R - AFmEE T IR X T+ IR 2%
RUT-HBE
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S i
~DFATHUE

(BELH] ~ DR AT HaYE]
BB THIERNCLL F O RENEE & i /7- T RE 2B~ BITRTRE S LT,

- BIEHIBATHIEERT 3 H O VAS 9728 40mm L EO B,

- BIEWIBATHEERT 3 B O VAS B 90MARSE I B ERRF D VAS fE & FEZ L 10mm
PLEEML CTWDEBE,

- BB THE R D FRE T R E DM B SR O BT R R L R L L QR
W

G~ BT UE]
IRIFEHIRAT I ERCUL T OREHEZ 2Tl - T BE 2 —HEHEMRM~BIT e L LT,

- IRIEHIRBATHIEERT 3 B O VAS 8 928 40mm L o BFE,
- JRIEIBATHIEERT 3 B 0% VAS 7Y 3 A O VAS i 90 + 15mm LAN D H
#,
- VREHIBATHIE AT 3 O VAS I 97238122 B SRR EL AT 3 H E o0 VAS il
DL HelR U 20mm LA B LT W,
- BRSO BRI AR RO LLT ORI Y T 5 B85,

“AST fH : EHEME LR 3 f5LLTF

“ALT {8 : JEYEfE BFROD 3 f5LLF

AE 7 VT F =l FEYEE EIR D 1.5 (LA T
a: BATHIEERT 3 HHEO VAS D 5 B, BATHEER O VAS EIZHHE L, KAIE
I HETHA L, KRS 255132 HE O] VASE TRATEEDHE 21T > 72,

RBRTT 5

REEH (7 HRE) 2B\ T, SEITIEESH (NSAIDs XiZ7 & M7/ 7x20) %
Washout L 77,

BlEW HEK 7 HBD) I2BWT, AAF TR E | &G LT,

REM (CEEMR 48 2B T, AFIUIAK 77248 % 1 H 1 EEE LT,
Pe GV IO, REES. RREE., . BEE I REREE L Uiz, s, R—8EE
NN TOBH TG IXAFEE L=2Y, FAIE LCR—EE~0EB&KE i3 b0k
2 LT,

AFN O EITFAIE LT T O ERLEICEE LEEAICITY, £, MEE 1 &7
DIV, IkKEBEERII3IK (Y7 ueT=F s F Y oAl L T25mg) & LT,

(4 E AL HE]

- PEECHIE HIEHT 3 H O VAS RS ERIRFIERT 3 H [ D 5% VAS 2> 6 15mm
PLESE LTV WS

FEfHE

[ %h]
FHEFNIEH : VAS

[Zz4i]
BRI ONE R OFEHR %

BR(iPRES

VAS 1E, BEN 1 HERV RS- & X OVHNRMAORE 2 THEEHFE Rl
77

W

AT A

HINEZTAR O 72 6D O T B/ BT R S AEMIT FAS & L7z, AEKYEXMmM 5% & Lz,
TR BRAARE DS D I AR GHIRE > 3 B %) VAS (OB L EIC W T, BEREAK T,
TRIRWIBAMAIED 3 H Y VAS AR L L2 Hoiric L v, KRGO/
TR} OER 75 O f s T ERSERMEN N FE N END 95%EHE X M A B LT,
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BREDRSIKR

BRI I DB O G-I CEE SRR ZE) (3. AFIFET 27.6+2.9 H,
TIRREET 272237 HTHY ., WTFRORED 95%LL LB 3 # L Eo# 511
ThH-oT,

ARETIX, &K (Yra7=2F27F b ) vAL LT 75mg) XIIAKT 78R 14
L0 ELGERG L, BEOERSDIREICL VK 3 K (225mg) FTOMELZ A& L
Too ARFIBEDONEL)F G5 CEEHARHERZE) 13 97.6712431mg/H Th o7z,

TR B B K RTATTRF IS 36 1 2B BRE O & G- & O 0 Aild, AAIFETIX. 1 & (75mg)
48.4% (74/153 #i) . 2 & (150mg) 27.5% (42/153 f5)). 3 #r (225mg) 24.2% (37/153
Bl) Tholz, 77EARHTIE, 1 & (75mg) 31.5% (47/149 #]). 2 £ (150mg)
29.5% (44/149 f3i) . 3 #& (225mg) 38.9% (58/149 f5l) ThH -7z,

B

BRI D EAEITMRFICB TS 3 HEEY VAS EZR{LEOEZE (KEFE—77 R
B, B/ IREME) 1X. -7.50mm (95%1EHEIXR : -11.51, -3.49) TH Y, #FHEHFEHIC
HEENBD LN (p=0.0003),

ettt BEA

BITER O3 BRIL, AHIEE 10.5% (16/153 ). 77 BREE 18.8% (28/149 ) TH
>77,

L 2%LL EORIWERIEL, AFIEE T AL E O FERE 4.6% (7/153 f31)) 18 AL
ALEE 3.9% (6/153 f5]) . 77 BB CHEAEALE 9 R 14.1% (21/149 f) . 86 FHEALAL
BE8.1% (12/149 f5) T -7,

EHEZEWER, BHPIEICE S RIER K OEIERIZ X 2 THITFED /e
77

(4) #REERIEER
BMEREEER

1)

ONAETR :

FMAALLEELER (HP-3150-JP-06) 3%

HHY

WNIIEIRBE BRI, 7T RBRRRT ¥ MMEIBRF LT VA AT TRAZ 2 #

(/a7 7 F M) UAELTI5S0mg) L3 (Pr7uar7=-zF 77 NIonk
LC225mg) # 1 B 1 [BIEEE LTz L & OEDEOKRGER L EMEOMREZIT-
77

HE AAFO (BB 28] (X L TRRENTHWD ABEEOHAEL s, A
WXL, 1HIE, 28 (Y27a7=F27F MU UAELTI150mg) ZM0E, MEES. B
B, . M SUIRIREICAAT L, 1 H (24 B HICRE O BEx 5, 7o, FERSC
REICLV 1H3IK (/e T7=F7F ) vAELT225mg) ICHETES, ) Th
Do

RBRT YA

Sl 3L, 7T AR, ZEHER, T ¥ 2B TR

PSES

D3 AP EREE 341

B i 1 CHEERY
GEER) ARFRE 77 AR

A N EFRAT R S45]  (FAS) 339 31 120 i 118

LM X 5245 339 31 120 1 118

FAS : full analysis set : fiz KX OfiFHTxH G4E[H]

T Rk HTE

- RS 20 B oo A
- MABEIRICR L CIEA B A A RERAI OG-8 LB 2
- JREBREARI T, FEA A A REERAI DI TO N AEIRIRE OGN R S D BE
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TrpRAM AL E

(EE=¥:EEtE
- FERS 7 HEISIERER 5T £ TOMMBII W TEIRA TS AKR I 6T
LERMBANE G ENTWHEE, b LIEEERTESNTWHEE
7277 L, BERANCHOWTIZLL TO®RE 2L
- [FEERS 7 BRI OIRBREREK T £ TOMBICR T DAl R A K IE S Wy
JRFHERBERNO H O
- FIEDAS 7 B o HERSHBITERE CoMBicksTs78 T 72
DTE
- FIERE 7 B O IERER ST £ TOMBICB W TR SRS GRALICEIR R

)\ EIERHEIC R 2 MET LB 2 O LTI SUIME T 1 v 7 FOT 2D AT S
NTWLEE, b LIEFAERSG A OIERER G/ T £ TITHITATES LT
5 1%%
- FEIS 7 BEIOIRBRER G T £ CIORBIC T 2188 & FE R O &%
B kR TE RV E TRIND EE

[RGB T

- HRIRAERAZ, 1BEIEDIR- 72 & & OFMEEALIZ BT B EBRG 72k A DFEEE DY VAS
i 20mm AR5 X% 80mm Z i x5 HFE
- HERTRRA R O A D IRE R EDOFHEL (72 L) OBRE

R 1E

R GEe : 2 BE~KE 4 BM) 2BV T, AFI24# (150mg) kv &E5%
BAgh L. B OIERCIRABIC X 0 SkBeRpIc R L, R34 (225mg) £ CTHEA & L
7o “HERMASOBITRYEL T LIZBEEARIAR 772 R0 2 BT U4
DZEIV AT, ZEERSH HEEE : 4 HE) ik, ZEHSREBITEN & FE
DOAFINIAAN 7 Z7 R E2 1 B (24 B ZLIchi B2z, IRBREIIFEAIE LT
ANBHNHBEL ., ABRRICERE L, £, R Z8E L CrlaE72 R v [ CIRFEH
ARV R 2 AT o 70, BGEROLIZMOES, MEES, bRadl, A58, B SO RBRESE &
L., FAIE LTRTH SI3 R 5@~ 5 L, F—&fr~odfgRG L bendk
Iz L7,

JHETREHCGEE K 2~4H) T HERICH £ E 4 R)
AFHI2H (150mg) BRIV A L !
B A3 (225mg) ECHEG A KA TR A
_ || v 2t (o
AHl (n=339) (n = 240) AFIHE (n=120)

7 7R EE(n=118)

e BRI (h=2)

[ & %] [CEERHI~DOBITEE]

<HAECHIERT3 MO VASIEDS S | FRTRE RS AERHGIOBITHE B 52, 3, 4% ICBNT,
15mmPl B L TORWH 2L H ThH 558, UTOREUERZ T4,

« BEECHE A O B OFNR SR QLM ST BATHIERT B MO VASIE 4T HATR AR O VAS
(R4, AL DA, fEEE# L T15mmbl_EdEL TD,

« BATHIE A O B8 OFSR SGEE ORI [ 58 20 )
FEIISGE ) USSR GE |,

< BATHIERT10 A RS BRI R BRI O &%
ZEHRL TR,
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[ 5h]

FHEFHEE -

:E%@%K%Héﬁﬁﬁﬁx+ﬁkﬁéif@%%

IR A4y

—HEE RN ﬁr%%r+ SEHBIZBEIVHIEOR LERHD, OB LD
ZEHRROTRERO VAS E —EEMRIBITAT 3 HE O VAS EOYLfE & ik L
T. 15mm Z#x TELLZHEE,

RIREHmIE H

FIEE | e 519 B B & 7o - DEI D
-1H%%ULotk%@£ﬁ%u BT 5 ¥R 72 VAS
-%%@%ﬁ&%ﬁ(%éﬁi\%%&é\ﬁ%ﬁ&%\ﬁﬁﬁé\I%\%m)

s RAOERNE (7oL, BE, PEE SE)
- HEROE (KIS, £HEHIRND., HE VIRV, &<y 2%
[ 4]
BIEF ONE R OSEELR %
e EITN VAS (I, BEN 1 AZRY -7 & & OFHMBFALIZ I T 2 FHR 2 F A ORE 2 [H
¥ HHEE ICREk LT,
FZIEREAM O 72 D D F B /e fiF AT GAER X FAS & L7z,
F M E E
F AT
FAS IZ2W T, T U ¥ MMuth, 8RR AN I & 705 £ TOWM A Kaplan-Meier Hi
MEHRWCHE L, —HERIBITRO®KE S & [150mg (75mgX2 ) Xi% 225mg
(75mg X3 #¥0) 1 ZERIN T & Li-@hl—f{t Wilcoxon BiE (WA EKUE 5%) %
AWNWT, RHNDOT Zv R T 5B E2BAE L7z, SERERTD LR o
T E e OB D R+ 4y A DB & A IEENTFTHEI0 & LTI - 72,
BRI FR AT
+ FAS (Z2WTCE, Cox DHHINF—RETLEHNT, REIOTZ7vRITHT D
A2 NP — R OVE D OS%IEERX 2 HEE LT,

E&$ﬁ@ﬁ
- FEFRE BT &
L7,

- HAEFEHPE O " EERIICEBWVL T, VAS O FEHfliERE S O
SRR R L,

- HERESHME O - EERBICEW T, BEOEFWEE., A O E R E K O
IROE DX DB 7 2V BUSHEEG 21T -7, WEROE &S0 CFRikR
) b [RIEEICEF AT o 72,

* 0 HEFHEHIIR G (FRRER) »o. “EERUNIX EERIBGEE (T

EEMRIABITHT 3 B RIOFEHE) 226 0 b

i DA NERRAT R RIE . —EERMIT FAS [ZOWTHT

FEME R O AL R D
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(AahiE]
FEFMEIER - —EERHBICE T AEFENRT TR LG5 FETOHM
FEW —EERHICETLBERIREF TN ELLETOHAM (FAS) (REIMIMEMNTHE
2
TEHERMICBITA2EFIRAT LD ETOWR O Kaplan-Meier HifRZ 7~ L
oo —HEERMICBT2EWIRA 0D ETOHMIX. 78RR iR LT
AHFECHERIEEAZ R L, 77 RIS T AEEER RIS N (CEHSHRB
1TREO P G- B % @RIIK 7 & L7z Jghl—H{k Wilcoxon 2 7E : p=0.0016),
CHEERMICBIT 2R RIL. CEHERYIAGE 28 H TIXAAIRET
80.4%. TR T63.3% TH o7,

“EERHICETHEBIRF TN EB S ETOHMD Kaplan-Meier Bhfg (FAS)

(%) —_— RHIEE  eees FIRRR

100 +
90 A
80 A
%70 St e
ii%i ---------------------------
i 60 4
il
@ 50 A
H
ﬁ% 40 1
30 A
20 A
10 1
0 T T T T
0 7 14 21 28 (H)
at risk SR DR+ L2 D ETO WM
AHIEE =120 108 98 90 81
TR n=118 88 64 59 52
ZEERBICBIT5EBEMNER TR E LS ETOHIE (FAS)
43 R at risk B R 95%/5 ¥E X [H]
(A) (n) AR M| R T FRAE L FRAE
0 120 0 100.0 100.0 100.0
7 108 13 89.2 82.1 93.6
ARHNFEE 14 98 17 85.7 78.0 90.9
21 90 22 81.3 73.0 87.3
28 81 23 80.4 71.9 86.5
0 118 0 100.0 100.0 100.0
7 88 25 78.3 69.5 84.8
75N 14 64 36 67.8 58.3 75.7
21 59 39 64.6 54.7 72.8
28 52 40 63.3 53.4 71.7

BIXREH : —EERHICE THEBHNREL TR LG HETOHEBD /Y — Kb (FAS)

THERBICBI2ERIRAT S ERDETOBMONY — R (95%EHE X
M. 4 H pfE) %, 0459 (0.275,0.768, 4 H p=0.0030, —HEMRWBITROK G4
BERIKRF & L7z Cox DN —RET L) Tholz,
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BIREHEIEE : 1 HZRYIR o= & EOFHEEBGLICE 1+ 5 T 97 VAS
ARSI 5 VAS 1, 3 HH C& A1 CERIMRAERE : 42.5mm) 76021k
B|3-16.1mm & 720 . 3 HHLE 15mm LA EOIK F23H BT,
Fo. ZHEHEMRMICK TS VAS 5 CEEEEEERZ) 1L, AFREC E SR
1A 8.77+9.68mm. 28 HH 92+ 114mm. 77 v AREET _EERIABIIAE 952+

10.69mm,

28 HH 13.1+£16.7mm T > 7=,

T HEERMBMAIE S 28 H B O L&, AFEET-0.10mm, 7T EAREET 1.79mm

ThoT,

REREHIE TS VAS EDHTR (RERHHAOHNEETARER)

(mm)

100 ~

90 A

£33 7 14 2

(FFRTRRAEF)

AR AR

n=339 321 279 144

(mm)

100 +
90 -
80 -
70 A
60 -

VASTE

40 A
30 A
20 A

50 4

“EERHICET D VAS EDHT (FAS)

28 (A H)

52
TR+ B HE R 22

- KFHIHE 0= 77 R

9.52 15.3 11.6 11.9

13.1

®

8.77 9.6 9.4 9.4

9.2

BR 4RI 7 14 21
(REATHI3 B O F-H1i) SAMG G 5

AFIEE :n=120 105 98 89
7SR EE n=118 85 63 59

28 (HH)

72
45

R + AR 7
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(HES

BIREHEIEE « BEDERREER

JR TR R AR L2 3 1 DR U Ly TR e ) LLEOBIG L, 77.9%
Thoi,

Hlo, “HERMIRMFFMEHC TPSEYGE) UL EORIGIX, KRARET 75.6%, 7
7 ERBET 59.0%Th -7z,

REAICR T A ERRERERE (RERTHOAINERTIRER)

'*“2!'3!

77.9% > (n=339)

Fe e FEATI 44.8 25.7

o iﬁ

20 140 60 80 100 (%)
BEORG

W EeiE U EZHNE  TEERE WNEExE B AZE BEL

—EERPORTHERRICES T IERAEEDHRE (FAS)

S TSR FE
(a=120) f=118)
100.0% e 100.00% ———————————»
B 558 35 63.6 28.8
(n=114)
86.0% > 35 [« 58.5% > (n=106)
91.9% énzggg_o « 78.3% > (=69
2% 556 232 ‘ 493 217 SRR 4
(n 93)
90.3% 22 [* 83.9% » (n=62)
i) P 3 269 IIF 500 274
90.4% =) 1 87.0% »(2=34
432 P 542 181§ F 519 25.9 5.6
75.6% > (n=118) |e 59,0% > (=117
4 R h s s a7 p w2 ons EEEEEE
0 20 10 60 50 100 0 20 10 60 80 100 (%)
BEOEE BEDEE
NEedrE DEFHEE  HEERE NESGE ERE WELEL

BEOERREEEN THEELE] ULTHL LR THERMA~OBITEED—D>TH LD
WIRE & B ISP OREMIT SAERI T ThSFREdE) DLk,
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(HES

BIREHMAIEE  BAHDBERE

HAEFEHICRB T 2 OMEREN T8E ] DLFoE&E, 581 (FriRi
) 36.9%. A EME MR 77.9% Ch 7=, 7=, —EHERBICBITS [
B DT OEIGIE, —EERMBGREDAKTET94.2%, 77 BREETI3.2%, _HE
TR B A A S AHIRE T 75.6%. 7T B RREET 58.1% CTH - 7=,

AERFHOZFMEFRICE T EEADBRERE
(RERHHAOEMERITHRER)

36.9% (n=339)
& 5
(EaTREes)
. 77.9% > (n=339)
0 20 40 60 80 100 (%)
EEOEL
WL s W o

“EERHOETMEFRICE T SRADREREDHTR (FAS)
A TR

(n=120)

94.2% I 93.2% >
PR AGIRE
N _(n=114) R
86.8% > 65.1% (n=106)




EES

BIXREHEIER -
FEFAEHIZ
) 77.6%,

WRATFE) 19.8%.
“HEEMRYIC

EN
HIEET 90.8%.
REET 78.6%.
RHET 45.8%.

EIRD G
BIFDHEROEN TEFHEHIRND ] L EOEIS
mgﬁm%ﬁﬁﬁﬁﬁ84wmfi<mﬂéj®%

FH &R E R FEAMRE 33.4% CTh o 72,

B2 FHEHENE ) UL EOHEIEEZ
7??%%18&%
[E<IRND ] DEE

TR HRETNEE DS ARHFIRE T 81.4%.
X, " EEMRYIBIEEESARFIRET 31.7%.,

X, BehaT CFRTRM
Bix, BG5a1 G

B R B AR IR 3 AR
7Tk
7%

:E%@%%%ﬂﬁ%ﬁ$ﬂﬁ@yﬂ%\73tﬁﬁf1ﬁ%%oto

REREHOEFTMEFRICE T HEEDE
(RERHHAOEMERITHRER)

N 77.6% > (n=1339)
(EEiRE)
84.6% (n=1338)
0 20 40 60 80 100 (%)
BFORE
B I<END W EHEHENS B HIVENZY B £2ENZW

4%

s

_EERHOEFTERFRICH (T HEEEDEDHTE (FAS)
Sl TSR
| =120) (n=118)
[+ 90.8% 88.1% >
o — T e E -
(n=83) (n=54)
91.6% > 90.7% >
e W s B
+ 81.4% + (n=118) 78.6% > (n=117)
0 20 40 60 80 100 0 6‘0 SIO 1(I)O (%)
BHFEOREG $ HORIG
B <D B EhibiEnD B HIVENZRV B 2dEnZN
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(B S

(&%) BER
HERE (RAES)

RIWERFEBLRIL 21.2% (72/339 i) T, HBEN 2%, EThH o7 gHWEMIX, A5
NALBE 5.0% (17/339 1) . 368 FHENLZ © FERE 3.8% (13/33943), 77 =T hT v
A7 =7 —BEIN 2.1% (7/339 f) THo7-, EEZBERIL, i, TAMAER
WEENRE 1 Bl ThHoTn, HGFIRICE>TZRIEAIL, @ AALZ O FERK « @ AL
BE2Hl, 772073 NIV AT7=2F—BEM - y-INVZINEIT AT =2F7—F
W 7 A YR AT 7 Z—BEN - FFEEERE . s L7 F = #n, %
BOEIR - k. . BIAE 1 BITTh o7, BWERIC X B2 EHITRD B

77,

CHEHEMRY (RAIRD

RBWERFEBLRIL 12.5% (15/120 1)) T, FBEN 2%, EThH o7 gIWEMIX, A5
AEALEE 4.2% (5/120 1)) . 1@ AL E 9 FERK 2.5% (3/120 ) Toh -7, HEZREIEM
X, BN 1 BIThotz, WEDILIZEST-EWERA K OEIWERIZ L 2 THITEED
LIRS T,

THERY (77 vRE)

BIWERFEBLRIL 17.8% Q1/118 ) T, FHBLEN 2%, ETH - 72gHWEMIZ. #HE
NZE D PERR 5.9% (7/118 ). WAEALALEE 4.2% (5/118 i) ToHh-o7-, EELREIE
. &5 IEICE S RIER R ORITERIC L2 EHIERD SeinoT-,
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QMERIE - FMMAERET/LLEEER (HP-3150-JP-LP03) 3

HHY

FEJRIEIZ X L CNSAIDs XX 7B F 72 720 2R E L TWHBREENRIZ, 77
VTZTXTH{%7/5'A{I:#E R T A N TARKZ 1 # (YormT7=F27F 0D
AL LT75mg) XE2#H (Yr7ue7=F27F R YAl L TI150mg) % 1 H 1 RIXE
BehH Lz EOFIEORGE, BiEH &R VLM OMREIT -T2,

HE  AF o TEwE, ERIEEMEZ, SRR L OWER RIS 280 - 4280 IoxtL
THARBEIN TV HEROHET HEE, AL, THLEL 1K (¥7/r7=F7
FRUTALLT 75mg) XiI2H (Y7ua7=F27F U oak LT I150mg) ZME.
REEB, BB, . ARSI RIS L, 1 H (R 24 BFR) Il x5, )
TbhD,

RBRT A

LR ALE. I RRR,. T o X M. ZEEMK. WATEER] ek

SRS

LR i HR T 538 31

R (CEER)
AFH 2 ¥ AFHN 1 K e e
(150mg) #5H | (T5mg) fxhp | 7 7 ENHF
FIVEREAT X545 (FAS) 135 4 136 41 267
L2 R VEREAT k51 135 4 136 4] 267 i
¥ RIS
FAS : full analysis set : iz K Ot G4

T B UE

- AEERDN 20 DL B B
- RAIEEEO 12 B LRI GIERIE & BIRICZ I S - BE
772U, WEERE, B, AME. e, BEEN Y U~ T UIIEBICE O BR IEERL< .

ERERAHUE

(EEERIEEIS)|

BT ERE S 2RI (IR R OB L — W —HERI BRI %) & 5E
i U7 8 SUIREIAGRE D DI T £ TIcHE iz T7E L TV 5 8BHE,

© BURIEDJFEIR IS OWT, BE TET L M0R. BASUIME 2 AT 5 B4,

- BOMEICERT A2 A L, b5 L 72 5 IR Off 2 2 i Y11 5l T & 20 R
o

(RSB G F ]

- RERWIBAAAREE D VAS fEAY 80mm LL B,

- REEHABRAARE O BT R L IC RV T TR T T IR 23R L2,

- BS-POP & DOFEE., EARIHT 11 ALLESBRER T 15 S0 EE2 R L BE UL
PRAEIR X0 5 G DT O E K S Rt B (R R BRI 12 L 5 6 o &fl &
AW iais e

4534
~ORAT R

(B2~ D BT HLHE]

BIEHBATHERFZI W TLL T O EA 2 T 7o T IRF I TBIE M ~B1T LT,
- BIEHIBATHIEERT 3 HE O VAS 1 9728 40mm L EO B,

- BIEHIBATHEERT 3 HE O VAS i O23MARSEHIE GO VAS B & e L 10mm
PLEEEML W5 B,

- BZHIRS AT E R 0D FE AT B SR SR R RN 0 BT R & bR L L TR
WERE,
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el
~OBATIYE

B ~ D47 I %E]
/ufﬁﬁ;ﬁizﬁﬂmﬁ# IBWTLLFORENEE 2O 7= 3 B X8R ~1T L=,
- JRIFEIIBATHIEIERT 3 H O VAS L 9728 40mm LA o B,
- JRIEEABATHIEERT 3 H D% VAS B3 3 H RO VAS B 20> + 15mm LA D
#,
- VR THIE EAT 3 H MO VAS B 92 BLE I kIR ELRT 3 H ] Y] VAS fE
O & b L 20mm LA _EJED> LT n B,
- BIEWPR SRR O BRIR IR AR RO LT OSSN T 5 BH,
- AST 1 : ZEYEME LR 3 L0
- ALT fH : FLYEfE BFRD 3 52T
cME 7 LT F =l EYEE LR 1.5 LT

a: BATHIEERT 3 HM D VASED 9 &, BATHIEERIO VAS EITMZE L, KT
1 BETHAE L, KHIRH A1 2 HEIOFY) VAS H CBITREREOHIEEZ1T-
711—0

ARBRTT 5

REEW (1 HE) T8V T, ZITIRFEE (NSAIDs XiZ7E T/ 7=20) %
Washout L 7-,

Bz (B 1A 2BV T, AR 7 78Rz 2 FKigE L=,

IR (CZEHEM HF’?) TBWT, RFISUIARKN T 7R %2528, 1 H 1 EHES
L7z, #5507 iﬂ@nfﬁ\ s, bRuEh. Es. MR SOOI KBRS & U, JRAIE L Chi
H & 872 DAL E LT,

PREEL) (18 ) B (SR 1A ) 1B (CH SRR 208 )

JEATIRMESEY & Washout TIeRERG AHN T T TR A G-

ToeR || FvH b AF2A (150mg) B -
(n=659) (n=538) (n=135)

AFN L (T5mg) 2 57
(n=136)
AN 5
(n=267)

a) NSAIDs X7 b7/ 7=

[BREH~DnBITENE] [iGEA~DB1THEHE]

Lﬂ%%@% T4 T OENEE 2Tl 54,

« BATHIERTS B O FHVASHEY 2340mmLh E,

. %”TT# TERI3 BB OYY o TuE RT3 H 0% VASIE S B O X VASTED O
VASTED A340mmbL E, + 15mmbLIA,

S BATHVERTS A RO g a3 B M0 VASTED ASBLE2 1313 A #l o
VASEO PRSI Sy vASHEE L C20mmEL B LTV,
VASHLEICRELTIOmMEL . g i OB AR RSN T OIS,
g/}”{ — ASTHE : FEHEE _ERRO3FE LT, ALTAF : FEAE(E LR

BATHIERF DM WML 3ELLF, MiF/ L7 F =4l Y RO 1S5
PRI G5 0D 8.5 T :

Eﬁktbﬁmﬂzﬁmw
AN
b) BATHIERI3 B MOVASEDY S BATHEERTOVASIIZLAEEL . KX A ETHET D,
RPABHHEA T2 H B OFHVAS I THATIEEDHEETT),

A E H

[H7h]
FEFMIEE : VAS

BIVREHEEE -
- RDQ (JEJmHE A QOL R E)
- ARUGEE GERKE. E AL, B, FRHEL)

(2 4xtk]
BITER ONE R OFEHR 5

BR(PEES

VAS i, BEN 1 HEIEV K72 L & O RRADORE LY THRFEHZE] IZieskL
7=,
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FEFMER - AEKEIEE 5%, [FEAZIEEE 95% & LT,
FAS 2D\ THREHT L 7=,

FAEAT
Beh 2 %o 3 BEEY VAS OB E 9% B HRE K QYRR BRAR O 3 B FFEY
VAS HZHAZHEE L5 Botra AW TEB L, AR T IR 5
L2 REE LT, ARAISEEE 77 B ARREE OXFEIIAAI 2 M (150mg) % 5-8F &
TR RO LA L, AEENBO LNZHA. AF 1 K (75mg) #&5HF
LT TR RBEORE AT 72 (BENARFE),
a : FUEFIIBEMRT 3 H O VAS 5 TR L7z,

Rl R AT

o B HRE D LIS TR A OV AR 51 D 3 B Y VAS B & O D &AL
B|IZOWTC, Rl EERE L,

- 3 HEY VAS [EANEEINBRLER S 15mm LA i LB, 50%0L LiE L
7~ HBEOFIEL OEIE (EHEXRIT Wilson D F1E) &8 58 O &SR 2 &

SRS 1 1] ToREAMIE sl & 2B L. Fisher EEMEFIEIZ LV AKIERE L 77 B RO L
AT o7,

- 3 HIEEY VAS O ZE L& & ORI 5 15S HEETO 1 HZ LD VAS
EOEbEZE B GRL OGHER S Z S ICRE N L, AR E 7 7 B RBEO LR %
1To7z, 728, 3 HEFEY VASEOZ L&KL N1 HZ L O VAS fEOZ b &ix, #
HRE, REMEER, G X GRS O AAEMH & B e . IRRHIBMGRED 3 H
W %) VAS a4 88 Bty vk is 2 s & 3 2 KEHEIR A I RET v

(MMRM) % T GRE L ORHlRE A & &2 FE L Lz,
BIVKEEARIE B : FAS ICOWTHRHT L 7=,

- B2 %O RDQ O &% B G- HE L ONRIE B AARED RDQ EZ LI A% & L
OB EHWTHEIB L, AREREE ST EREOkRBEZI T2, £,
RDQ K O\ DAL B OFLRHE T & & B G- BE L OFE R 2 & IZH M Lz,

- BRGEEO T TV EFHEEGEEROTHER S S LI T o7, E0, aikdeE
E ek LLEoBE ORI L OEIAZEH L,

ABREOHRERR
B AN OTEBREMSL ABBILTERD LB Th o7,
TS ERALR DREREE M (REMMBITIRER)
TRBREEAE B (K0

e | A2 K (150mg) | AFI 1K (75mg) N
FGHRAL s By 7(117:'12221;?}?

(n=135) (n=136)
TRERIE O ESULN 3,763 (100.0) 3,762 (100.0) 7,383 (100.0)
PR g 446 (11.9) 389 (10.3) 834 (11.3)
&S 610 (16.2) 579 (15.4) 1,231 (16.7)
i 562 (14.9) 516 (13.7) 1,134 (15.4)
b 444  (11.8) 498 (13.2) 901 (12.2)
[ 888 (23.6) 983  (26.1) 1,756 (23.8)
KRS 619 (16.4) 617 (16.4) 1,242 (16.8)
F D, 194 (5.2) 180  (4.8) 285 (3.9)

n (%)
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(AahiE]
FEFFEIBER : VAS
TN /5 2 BRIZCHTS 3 HETEH VS EOR—XS A4 UL DEILEDEM L
B (FAS) (REERYMEMTHER)
Beh 2 %IRRT D 3 HEES VAS EDOR—2 T A > (FRIRHIBRLEIE) 75 D%k
BORERLEZ /R Uiz, 7ed, FIEBNTRIEIIK T% Ol CHlise L=,
BhH 2 H%O 3 HEEY VAS EOE&EIL, 77 B L I L TARA 2 &
(150mg) BEBTHERK T2 L, 77 2RI T 2 EEENBIES N (K
THEHMEOREM 75-5.67mm ; p=0.0025. H5EOHT) .
é%i:\ AH| 1A (75mg) BHRETS 7 I B RBHTT 2 EBMEN R S h - Ok
TR ORI ZE-5.68mm ; p=0.0024, LT,

®’E 2;BRICETSH 3 BETH VAS {ED
BERHBRERN O DELEDEMLLE (FAS)

AFI2HC AFIH
(150mg) £ 5- (75mg) £ 57 T REE

(mm) (n=135) (n 136) (n=267)

-12.85

E:f:f:-18.52:f:f:f

-5.68 (-9.34, -2.01)
p = 0.0024

_30 4
-5.67(-9.34, -2.00)

p=0.0025

L BIEEEIIAS B RO THIVASIE T
-40 -

T f/h IRV — RS
REMIZE « R/ T SRIME (95% S HEIX A
BT FUBAIZE : G R ONE R IIBIAAIF O 3 H [ VAS fE)

(KA 2 B GHEE 77T B AN & O ATV, WA EKYE 5% THEZEPRO bk
B AHNBEREREL 7T AR & ORI E T 72,)
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UEES

BIRMEMN  REEMIFRICHE T2 3 BEFEH VASTEOR—XS 4 U bDELE (FAS)
3 HEEY) VAS B2 k& CEEE SRR 1. AAI2 8 (150mg) #5#ET 1
H1%-14.40+16.45mm, 2 #%-18.51F19.60mm, HAEFFMIIF-18.51+19.60mm. AFHI 1 4%
(75mg) #5EET 1 #H14-12.8715.31mm, 2 #%-18.89 £ 18.64mm, Hf&iTAHifE-18.57
+18.73mm. 77 BARRET1H#%-8.25+13.27mm, 2 #H71%-12.95+17.22mm, & AEA
-12.86+17.19mm ThH 7=,

FEHMER RICEH 1T 5 3 BREITH VAS {ED
BERHBIRED D DEILEDHETR (FAS)

138 % 218 % I HEFTATIRE
<m“:)> M) (134 (136) (264) (135)  (134)  (265) 135)  (136) (267
825
410 1 :
‘ 1295 1 -12.86
i :
= e
= BTN 1557
£ 2
<
_30 4
40

WA 244 (150mg) #-5-7 O A4 (75mg) Fe G- O 77t

i — AR
IRAEREAIRE O A, P LGS IRASEHRFELRAT 3 A RO VAS 5 CHisE
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Bl RfEMT - REMERERIZE TS 3 BHREFH VASIEDR—R 54 >hvis 15mm ML EkZE L
-BEDEIE (FAS)

BRI sUC 3 T 5 3 B VAS EANTREIBAAARE 2 & 15mm DL BokE U7z B
DOEIEIX. AA24 (150mg) HH5FET1IH%41.8% (56/134 1), 201%51.1% (69/135
) . BeRERTAMEE 51.1% (69/135 ) . Al 1 42 (75mg) BeHRET 114 34.6% (47/136
Bil) . 2 W% 48.5% (65/134 Bil) . FcA&aFAiiiF 47.8% (65/136 ). 77 BARKET 1 %
23.9% (63/264 f3il), 2 1% 36.6% (97/265 i) . FALFHAMIRE 36.3% (97/267 f5l) Toh -
77

77 R ARBECKR T DR S (95%IEHEXM) 1%, AAI 28 (150mg) #5-HET 1 %
17.9% (8.2, 27.6) (44 H p=0.0003), 2 #t4 14.5% (4.3,24.5) (4 H p=0.0072), Fk&
M 14.8% (4.5, 24.7) (4 H p=0.0053), AH 1 £ (75mg) #HHET 1% 10.7%

(1.4,203) (% H p=0.0252). 2 #% 11.9% (1.7,22.0) (& H p=0.0238). HAKFLAHil
11.5% (1.3,21.5) (4 H p=0.0316) Th-o7=, (T4 Fisher EHEMERE)

FEHER R(CEH TS 3 BRI VAS fEAS 15mm LL EekE L =-EEDEIE (FAS)

(%)
100 -

90 -
17.9% * 14.5%* 14.8%*
80 A (8.2,27.6) (4.3,24.5) (4.5,24.7)

11.9%*
(1.7,22.0)

07 10.7%*
4 4 | (1.4,20.3)

o

11.5%*
(1.3,21.5)

50 A

BEO

40 -

30 A 36.3

20 -

(n) (134)  (136)  (264) (135)  (134)  (265) (135)  (136)  (267)

1E % 208%% B KA Iy
W RFHI124 (150mg) #% 5-#F B AHI 14 (75mg) % 5-1 O 7" ZuR R
* 4 H p<0.05

REREI 7S (95% S HEIX )
Fisher [EL#2HE 1%

Bl R - REMERERIZE TS 3 BHETFHY VAS EOR—R 54 Uh i 50%LL EeZE L
-BEDEIE (FAS)

BRI 23T 5 3 A VAS BRI BRAERED B 50%LL i L7-BF O
FEIX, AH 2 8 (150mg) FE5HET 1% 17.9% (24/134 fi) . 2 H% 30.4% (41/135
). FASEEAMIE 30.4% (41/135 651)) . A1 K (75mg) H5HET 1 #% 11.8% (16/136
). 2 Wk 23.9% (32/134 f5i]) . B H&ETAMME 23.5% (32/136 f5]) . 7S EREET 1 W%
5.7% (15264 f), 2 ##% 15.5% (41265 B) . HAKFTMEE 15.4% (41267 #) ThH-o
77

7T R ARBCKRT D RER A (95%IEHEXE]) 1X. AHI 2 B (150mg) # 5T 1%
12.2% (5.7, 19.9) (£ H p=0.0002), 2 #H% 14.9% (6.3, 24.0) (4 H p=0.0006) ., HFf&
FHMRE 15.0% (6.4, 24.1) (44 B p=0.0006) . A#l 1 £ (75mg) #&5HT 1 % 6.1%

0.5, 12.9) (4 H p=0.0466). 2 % 8.4% (0.4, 17.2) (£ H p=0.0543) . HA&FTAMREE
8.2% (0.2,16.9) (44 H p=0.0551) TH-o7=, (Wb Fisher EHEREFRE)
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RES

FEMERF RICEH 1T 5 3 BREI T VAS {EA 50% LU LekE LI-EBEDEIE (FAS)

(%)
100 -
90 -
80
70 - 12.2%* 14.9%* 15.0% *
(5.7,19.9) (6.3,24.0) (6.4,24.1)
<‘_j 60 -
#o 6.1%* 8.4% 8.2%
S 50+ (0.5,12.9) (0.4,17.2) (0.2,16.9)
jo
m 401
30 -
20 -
10 4 . 1155 sl 154
0 57 SRR
(n) (134)  (136)  (264) (135)  (134)  (265) (135)  (136)  (267)
RS 218 1% T A R
W AR H024 (150mg) £ 5-#F O AANH (75mg) & 57 0O 77&RE

* 1 44 H p<0.05
B2 (95%(EHE X M)
Fisher #2815

BIREEH 1 BZTED VAS EOR—RX S A4 UMb DELEDEMELE: (MMRM (2 & 5f#
#) (FAS)

1 HZ LD VAS OB v E (/b R T AR HERRE) (X, A4 2 # (150mg)
WHRECT2 HHA-8.6710.97mm, 14 H H-19.44+1.65mm. AHK| 14 (75mg) #HEHRET2
HH-7.91+0.97mm, 14 HH-18.76=1.67mm, 77 &AREET 2 HH-521+20.69mm, 14
HH-13.92+1.19mm TH -7z,

77 R AR D ZB B O RN ZIFREIEORERMZE (95%EHXH) X, AAI 2
K (150mg) #5582 HH-3.46mm (-5.79,-1.12) (4 A p=0.0038), 14 H H-5.51mm

(-9.51, -1.51) (£ H p=0.0070), AH| 1 # (75mg) &5 T2 HH-2.69mm (-5.02, -
0.36) (% H p=0.0235), 14 H H-4.84mm (-8.86, -0.82) (% H p=0.0184) TH-o7=, (\»
T4 H MMRM)

VAS {ED B REARIIREF N o DR E DB LLE (FAS)

(mm) - RANK (150mg) # 58 —&— AFIK (75mg) £ 58 -O- FIRRt
0.
10
iz
A
S
&
e
vy -20 A
<
>
=30 A
-40
0o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
FEAMRRE (A A)
AAI2H
(150mg) £ 54 :n= 135 135 135 135 135 135 135 135 135 135 135 135 129 122 13
AN
(75mg) # 5-#% :n= 136 136 136 136 136 136 136 136 136 136 135 134 124 111 14
TR n= 267 266 266 266 265 266 266 265 265 265 265 265 244 224 30

* 4 H p<0.05

/NI B + YRR
MMRM (BEERNR : HGHE, R A, &5 X B R O 22 AR
AR IREEIBRAEIRF D 3 H Y VAS fif)
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EES

BIREHEIEE : RDQ

5.2 W% 0 RDQ OIREMIBAAERE) D O g (/b e VI = WERR 75) 1,
AFH 2 # (150mg) #5-H£-2.0110.26 5. AH 1 H (75mg) #5H#£-2.23+10.26 &, 7
F B R HE-1.55£0.18 M TH o7z,

7T R ARRECK T AR E (95%EHEXME) X, AK 2 B (150mg) #5-#£7T-0.46
AL (-1.08, 0.16) (£ H p=0.1442) . AHKI 1 K (75mg) & 5-8£7T-0.68 . (-1.30, -0.07)
(4 H p=0.0294) Th o7z, (T b ILEoHT)

%5 2 8% 0 RDQ DA REARFBEN 5 DELEDFHRELLE (FAS)

AFI2H AFIH
(150mg) #% 5-1 (75mg) % 5-# TRk
(#) (n=135) (n=136) (n=267)
0 - — —
-1
-1.55
I
K [
(@4
2 |
o~
-3
-0.68 (-1.30,-0.07)
44 B p=0.0294
4 -0.46 (-1.08, 0.16)
4 Hp=0.1442
RIS T %Ol e

T s/ TSR — RS
HERIZE « f/ D 3RFIE (95%IEHEIX D)
oot FUIIASE : S5 L QNG HRIIB ARF © RDQ i)
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EES

Bl REHAIEE : &RNEE

FOEFHMRFIC I 1T 5 B BGEE D TGS DL EOEIGIEX, AAI2H8 (150mg) 57
T 62.2% (84/135 f5il) . AAI 1 # (75mg) #HHET 65.4% (89/136 f5l) . 77 BAREET
48.1% (128/266 f5]) T o7z,

HEHHF RICHE (T L EMRBEEOHRE (FAS)

AH 2K (150mg) 13 15 B A 1 (75mg) £ H-#% Faraceit 3

«— 59.7% — (n=134) |¢— 56.6% —» (n=136) 38.5% —» (n=265)

o B ws SRR p w0 Wk =
«——— 62.2% —* 0=135) |¢—— 65.7% —» m=134) |+— 48.3% —» (n=265)

2 wo [Eiao s Eeofs o
62.2% (0=135) |¢  g5.49% —» (n=136) 48.1% —» (n=266)

s [ A o S o+ B T
0 20 40 60 80 100 0 20 40 60 80 100 0 20 40 60 80 100
BEOHL BEOHL BHEOHL

BEHNE NEE WAE EEL §EFHEL
TERRIIBA A O R AR 2 FEHE & U TR

(Z£t] BElEA
AF 2 ¥ (150mg) Bf -

BHWERFEBLRIL 12.6% (17/135 ) T, FHBEN 2% ETH - 7-BWERIL, B
NZF IR, 7 L7 F R ARFF—BEINNE 22% (3/135 ) Thorl-, &
BEREER, B5FHIEICE S ZRIERA L ORIERIC X 2 THNIEERD Do T,

AHI 1 (75mg) B -

RBERZBLEIL 14.0% (19/136 f5i]) T, HBLEDN 2% L EThH o 7= gIWEMIL,
N 9 FERR . T TALBE N 4.4% (6/136 f5]) Th-o7-, EELBIEMN. #E5HIE
(CE - EWER KR OBIERIC X 2 EHNITERD b oz,

7T B REE

RIWERZBLEIL 19.1% (51/267 i) T, HBLEDN 2% L EThH o7 gIWEMIL, #HEH
N D EEIRK 12.4% (33/267 141]) . T EBALALEE 9.4% (25267 #l) Td - 7=, #EHHIEIC
Bo-RBIERIL, BEMEMEEN 1 #lTh o7, BERBWER L OEWERIC X 53T
BNIFED B o T,
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QEMEEAREKX. BEPERE. BWX  FMAALEFER (HP-3150-JP-LP04) 39

JE BAEE PR SHIE BOIEWERE K QRS R 2% L CNSAIDs XiZ7 8 b7/ 7= v %
BHELTWDREEZXMNGIC, 78RR T X AMe ZEERIERT A T TARA
2K (Vorm Tt )AL LTI50mg) &1 H1EKERELEZEEOR
it M V22 M OREB EAT > T2,

H# PR AAID BRAE. THISERER Y. SR IOE R B OB 1S 351 B B - W) ISR L
TERREN TS AELOCHRIT NEE, AL, THI1E, 1k (Pr7e7=F7
FRUTALLT 75mg) XiI2H (Y7ua7=F27F U oak LT I150mg) ZME.
MR, B, A, M OSOIREREICAAT L, 1 B (R 24 BER]) fIcE 0 B2 5,
Tb b,
BTV A v | ZhaskdtE., 77 vARRE, T4 b, “EHEMR, WITRER
JE BAE R BH IS SFUE B i S O ¢ | 155 il
e (ZEE/HR) (FAS)
AFIRE 77 v REE
B N EFRAT R 5205 78 4l 77 15
J& BRI JE P2 30 30 4l
SR e A 24 151 25 13
POE TR 24 151 22 13
LN RRAT K545 78 14 77 4
JA BE & JE P 2% 30 31 30 f3
S i i 24 25 B
TR 24 151 22 13
¥ IR SR L
FAS : full analysis set : fz K OfiFATxH G4EH]
- AR 20 UL LD B
T B EUE | - ARG 4 BRELL LR GJE BEEE RS, SEE BTG SOOI R L RIS
Wr < 7- g
[ 11 B A5 ]
&ﬁ%u@rrwwwr$\%%\%%\@%\@%\%ﬁuvv%\ﬁmX@E
IRMERER NG D L& 2 b b BE
- BEITH GBI T HAEROTER (TR O L — — MR ORI SE) %
Fh L7 B, UIRBEBRER DIREIK T E CIeE 2 TE L T\ 5 BHE,
AR « FEHESEVE O BEOR ., AN USRS OMREIR 2 A L, FEIiRT S & 72 D0 A & i Y)
- (R © & e R,
- BOHEICERT 2 A28 L, dlixt5 & 72 5% A 2w YN FHN © X 720 B,
[ AR 2 G ]
- IRIEHIBRAAIE D VAS B2 80mm UL E DB,
- IRERHIBE AR O BEH R EICRB W T TR XUE [ IR 23N L7- B,
(B~ DR T HYE]
BIEHBATHERFZI W TLL T O EA 2 T 7o T IRF I TBIE M ~BIT LT,
St~y | BEEMBATHIEERTS [ O VAS i 923 40mm UL EOLA,
%%%ﬁ - BIEIRBATHIEERT 3 A OYE VAS i 92MASEI SRR D VAS B & el L 10mm

PLESINL T2 B,
- BLEIIRAT I E I O REH T R BE S RS BR Gk iy O FEE T )R B & PR LGB L T
WA
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I~
BATHAE

DGR ~D BT HL1E]

/ufﬁﬁ;ﬁizﬁ#ﬂmﬂéﬁ ZBWTLLF OB 2 2Tl 7= 4 B 1R R~ 4T L 7=,

- AR THIE AT 3 H M O VAS E 973 40mm LA EO B,

- JEEIBATHIEEAT 3 D% VAS EAY 3 HE O VAS i 900+ 15mm LA O H
#,

- IRIEMIBATHEERT 3 H MO VAS 8 903 B I G IE AT 3 H M O %) VAS B
AL il L 20mm LA _EJAD U TR W

- BIEHIBR SO BERREE RN LT ORMICEY T 5 85,
- AST fH : FEYEfE RIRD 3 f5LLF
- ALT {8 : EYEE LR 3 5LLF
My VT F =l FRUEE EIRO 1.5 FLLF

a: BATHIEERT 3 HM D VASED 9 &, BATHIEERIO VAS EITMZE L, KT
1 HETHE Lz, RUDBHD5E1E2 HE O VAS H CTRBATHREDHEEIT-
77

RBRTT 5

B (MR LHEB) 2BWT, AAI7 78R % 2 k5 LT,

RS (ZEEMR 2 @8R I8N T, AHl 2 K (/e F 27 F I oabLT
150mg) XIIAAZZ7vR%E 1 B 1 EHEE L,

BeGERALIT s, REES. BRI, WER, PSRRI L L, JFHAIE LChTH & &
IR B EALICERE LT,

IRZEL] (1) B (S R 1) TR (CE SR 20 )

SEATIRMESE 9% Washout T TR Es AEINTT TR A G-

TR || T MME AFIBE
(n=204) (n=155) [ (n=178)

WATA Nt
(n=177)

a) NSAIDs (377 /7=

(B ~DB T H%] e ~DBIT R %]

DUToRMEEZE T8 UToREZETHZTHA,

é;;, “ — « BATHIERT3 B O SEEIVASHEDA40mmbL L,
ATHIEAIS B O L4505 813 B BI04 VASIEAS3 H B 0 I VASIEDD
VAS O AOmmEL L ?gﬁﬁj& JOEI D4 VASTE 33 H [H D ¥ VASTE
SBATHIERTS H MO L g rpp) 2 413 B R o0 -4 VAS D2 BLE2 01413 B R 0D
VASTEP S RIRINRRERINE g vASIE L Ho L C20mmbh B LV vaus,

SASHEFERRLCIOMMELE: . gy e s oo Bk el S T oD L3,
V?‘}{J“'Hﬁ@$%‘%ﬁﬁkﬂﬁ ?STﬂE:%ﬁﬁﬂﬁm{%{%gggﬂﬁ:ﬂ%@‘{ﬁﬂ&m
o B A T E IRF 0D A it )& BE ELLR, M7V 7 F =l 5 BRED1.5ELLT
PRI O 6 § nErE

LI LT T

£V,

b) BATHIERD HHOVASIEDS S BATHIEEATIOVASIEIELALL KA ETHET D,
KMBDHLEE1F2 AR OFEIVAS I TRATIEEDHIELTT,

BRIEAE

[BH2hE]
FEFMIEH : VAS

IR A E H

[Zatt]
RIE ONE R OFEHE %

BR(PEES

VAS 1Z, BEN 1 HEZIEV Ko7z & O FHNREAOREZ [HRE HE) (2R L
7=,
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W

FEAIT = I

FEIMTEE : FAS 2DV THREHT L7-,
EfEHT
¥eh 2 %D 3 HEEY VAS [EOZE L 9% 8 57 L ONEREIBIAAIRF D 3 H R
VAS EAFAZERE L8O ERWTEE L, AFIFEE 75 B RO ik %
1To72,
HESNEARBEO R/ SFHEN T T R iEE LA SWEL T LSS I A K
DAZED R X7z LW Lz,
a: HIEFNIEIERWIRT 3 H MO ) VAS i CHfise L7,

RV fR T

- RIRIER T LT 3 B VAS fEO B LRI DWW T, EMRT & RIERIHRT L7z,

o B HRE D LIS TR A OV AR 51 D 3 B Y VAS B & O D &AL
B|IZOWTC, Rl EERE L,

- 3 HEY VAS [EANEEINBRLER S 15mm LA i LB, 50%0L LiE L
7~ HBEOFIEL OEIE (EHEXRIT Wilson D F1E) &8 58 O &SR 2 &
ToRFliFE R Z S ICEI L, RABEE 7T B RBEO B 21T > 72,

- 3 HIEFEY VAS O ZE L &K ORI 5 15S HEETO 1 HZ LD VAS
EOEAL EZH SR OGHliFR S Z L ICEH L, ARIKRELE 77 B REEO Lk %
1To7z, 728, 3 B VASTEOZ L&KL N HZ L O VAS fEOZ b &ix, #
HRE, REMEES, B GRE XGRS O HAER & B E 2R, IRFESIBMGEED 3
WY VAS fE & R R, /By o is 2 s & 5 KERERAIRET v

(MMRM) % W CHRGREL OGBS Z S ICE B L, AFIREE 77 2ROk
WEIT 72,

BIVREEMMIE H : FAS IZ DWW THRMT L7,
- BIRWEEO T IV EF ARG RORHMERS LI T o 72, Ee, efkikE
E [%E ULEOBRFEOFELNEEEZFEH L, AFSEELE 77 2RO E21T

<7,

BEREED
BRI

BREORESIKR
BEEAMORBEME AT TRO LB Tho T,

TS EBALR DREREE M (REMMBITIRER)
TRBCEA B (B

P AL AHIRE A Y 53
(n=78) (n=77)
ESXLN 2,156 (100.0) 2,134 (100.0)
JHag0 312 (14.5) 309 (14.5)
S 376 (17.4) 424 (19.9)
i 386 (17.9) 423 (19.8)
i 285 (13.2) 241 (11.3)
HEE 336 (15.6) 297 (13.9)
KBRS 306 (14.2) 319 (14.9)
F D, 155  (7.2) 121 (5.7)
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[(BExhiE])
FEFHHIER : VAS
TN BE 2EBRIZEITS 3 HEFEH VS EOR—RXSA4 UL DELCEDEME L
8 (FAS) (HRERRIBEMRHER)

B2 WZICHE T 5 3 HIFFYE VAS EOR—2F 1 > (RHREMBRLEE) 226 021k
BEORMKZ R LTz, 7ok, PIEFIIARSEIIK TR OME THise LTz,

52 %O 3 BHEEY VAS OB L&, ARIREO &R/ " FEWEN T T v Rt
Z ko7 (/I ZIREBMEOFEM 725-4.10mm ; fENTEFEIC L 0 . HEE S 7= AR
D/ AN 7T v R Z BRI D EE R LT E ICARKI O I ED R S i
7T LT,

®’E 2;BRICE1TSH 3 BRETH VAS ED
BERIBBRN O DECEDEMLLE (FAS)

AHIHE 7R EE
(mm) (n=178) (n=77)

-10 1 -11.85
1
]
S
E‘ 20 4
2
>
-4.10(-8.64, 0.44)
=30 4
LB IARIRE TR OfETHlsE
-40

ZeAb g« f/h R RE — AR YRR
HERIZE « S/ 3R (95%I5HEIX D)
HHOIHT GUAZEEL « B 5T R ORI AR 0> 3 [ [ VAS i)

BIREMN  WBEBRZEDBE 2 BEICHET5 3 HEEH VAS EDR—X 54 U5
DELEDEMELLE (FAS)
RIBIRB T L o5 2 %O 3 BRI VAS O IREHBI MG S OB(L B O K/
TIHREMEOREM ZE (95%IEEEXM) X, JEBAHIEH K T-5.9Imm (-12.15, 0.34), #
JEWUEBERE C-3.81mm  (-12.90, 5.28) , J¥EA CT-1.98mm (-11.16,7.21) Th o7,

1’52 BRICETSH 3 BRETY VAS EDARARBE N > DEICEDHRMELE (FAS)
HREBR - T T I — T

TR BE i A B % SR BEAE A -3
AH PAZA T ARFIRE TR AFHIE TR
(mm) (n=30) (n=30) (mm) (n=24) (n=25) (mm) (n=24) (n=22)
07 0 1 0 -

-9.65

-10 4 -11.90 -10 1 -10 4
-13.94

J

-20 -20 1 -20 1

-5.91(-12.15, 0.34) -3.81(-12.90, 5.28) -1.98(-11.16,7.21)
30 A -30 4 -30 1

—

VASHEZAL

40 40 4 -40 -
R BRI T # O THliE
ZAb R« RN IR — AR ERR

FERIZE © R/ REIE  (95%(E X [H)

oot GRBIZAE R GHEAROTRRBIBAAAIF O 3 1 #F VAS fH)
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Bl fEMT  HEMAMEICHTS 3 BETHY VAS EOR—XS A UM oDELEDHTS
(FAS)

LRI SR T B 3 B VAS fEO 2 b CEWE EmERZE) 13, AFRET
13#71%-10.76 £13.88mm. 2 #71%-16.13+15.81mm. FH&IFEHKF-15.97+15.77mm,. 5 &
AREET 1 H%-7.5411029mm, 2 M%-11.85+12.72mm. HA&EEAHHE-11.85+12.72mm T
HoTm.

BEHERF RICE (T2 3 BEFH VAS ED
SREARREN S DEILEDHRE (FAS)
138 % 24 A AT

(mm)
(78) 77 (77) (77 (78) (77)

0
-7.54

-10 4 -11.85 -11.85
1
3
K
fm -20
2
>

-30

-40 -

LR 077 LR

T — el

BN - REFEMELICH TSI HEFHVASIEOR—X S A4 Uhib 15mm LLESREL
-BEDEIE (FAS)

A FHMEE SIS IT 5 3 HIEEYE VAS E IR HIBRAGRED & 15mm DL BdGE L7 B
DOEGIET, AHK 150mg B 5RET 1114 30.8% (24/78 f51]) . 2 #% 48.1% (37/77 f5]) . #%
FEEEAMAE 47.4% (37/78 fl). T B REET 1 #E 182% (14/77 HI). 2 #HE 39.0%

(30/77 ) . e H&EEAMFF 39.0% (30/77 i) Tdh-7-,

7T BRI RT AARKI OB ZE (95% (5 M) X, 1 8% 12.6% (-1.0, 25.6), 2
% 9.1% (-6.4,24.0) . FALFHMEE 8.5% (-7.0,23.4) Th o=,

BB RICH T2 3 BREFEY VAS ED
SAEHABIAEEA S 15mm LLEHE L -EEDES (FAS)

(%)
100 ~

90 A

80 A
12.6% 9.1% 8.5%

70 (-1.0,25.6) (-6.4,24.0) (-7.0,23.4)

60 -

50 A

BEOEEG

40 -

30 A

20

18.2

S (78) (77 (77) @n (78) (7n)
L% 23 % A& AEATE
W ARFIE O 7 FRaE
BERDZE (95%ISHRIX D)
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BIRMEMN - REEMEFEAICHEITS 3 BHETFHY VAS EOR—R 54 Uhid 50%LL EiEL
-BEDEIE (FAS)

KRR SUCIS T B 3 BRI VAS VA HABRLARE N 5 50%LL Bk L= BE o
FEIL, AH 150mg FEHET 1% 7.7% (6/78 ) . 2 1% 15.6% (12/77 1) . HHEaF
fliFF 15.4% (12/78 ). 7" Z & AREET 1 81% 3.9% (3/77 ), 2 % 6.5% (5/77 #1) .
HASFEMRE 6.5% (5/77 #) Toh -7,

7T R ARBECKT T D ARANORER 22 (95%EFEXM) 1L, 1 HE 3.8% (4.3,12.3), 2
W% 9.1% (-1.0,19.5), FA&FHIRE 8.9% (-1.2,19.2) Th o7,

FEHMER RICE 1T 3 BRE T VAS {ED
REHBRE N 5 50h L ERE L-EEDEIG (FAS)

(%)

100
90 A
80 |
70 |
4o 60 3.8% 9.1% 8.9%
e (-4.3,12.3) (-1.0,19.5) (-1.2,19.2)
S 50
s
40 4
30 A
20 A
N - m Ej :
0 (n) (78) 77 77 M (78) (77)
L% 2% I A& FEA e
W ARHIRE O7FvREt

FEfIZE (95% (5 R X )

BRI -1 BCEDVASHEDOR—RS A4 UMb DEILEDEMLER

1 HZ LD VAS fEOZ b & (/) 3 VERAME EAEAERRAE) 13, AAIRET 2 HH-6.78
+1.44mm. 14 H B-16.61t1.49mm. 7 AR T2 HH-4.07+1.44mm. 14 A H-12.83
+1.5lmm TH o7,

TR AR K T A AL BEO R/ R EEORE M E (95%EEXE) 1, AAFIHE
T2 HA-27lmm (-6.72,1.30), 14 H H-3.78mm (-7.95, 0.40) TH -7, (WThb
MMRM)

1 BZED VAS EDERAAFIBEA 5 DEILEDHER (FAS)

(o) - sl -O- TSR
0 A
-10 4
i
AJ
PN
E(l
%— -20 1
>
-30 4
-40 T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
R (RE)
ARFRE n= 77 77 77 77 78 18 77 77 77 78 78 77 69 62 8
TR ‘n= 2 A A v A v A A v A A A A [ T A 7 A C A V'

I/ ST AR
MMRM (EEZR - B, R, B0 X T A oD 22 AR
JLZEE  IRERIIB AR 3 H[H] -84 VAS i)
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BIEEBIEE - &BREE
BRERHMIRE I 30 1T 2 2GRN TdaE ] DL EOEIG X, AAI2 K (150mg) & 5.8
T55.1% (43/78 f5) . 7T BREET 48.1% (37/77 #l) T -7,

HEHHF RICE T L EMRBEEOHRE (FAS)

AHITE TR
|« 48.7% > (2=78) —— 42.9% —» (n=77)
« 5580 ———» (n=77) 4810 —» (n=77)
< 55.1% > (n=78) 48.1% —> (0=77)
0 20 40 60 80 100 0 20 40 60 80 100
BEOES BEOEE (4)

ERERE CWE ATE BEC nEFHBL
TR DR 2 JEE & L CREAN

(&%) BER
ARKIFE -

BIVEFARBLRIL 11.5% (9/78 f5l) T, FBIEN 2%LL ETH > 72 IWEMIL, AL
FOPER, RPN, 77 =07 TR T =T —BHEIMNE 2.6% (2/78 )
Tholz, BERBEN., HERIECESTZREA M OREWERIC L2 EHITRD &
nNighnot-,

TR REE

BIWERFBLRIL 22.1% (17/77 #I) T, FHEN 2% EThHogHWERIX, #HE
N D FERE 14.3% (11777 f511) . 36 FHEBACHLBE 10.4% (8/77 B1) . R B 2.6% (2/77
B) Thot-, EERBWEMR. BETIECE>7-BWERA R OEWERIZ X A 51 H1332
O HENIRENo T,
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2) REMHBR

OMWAER : FORREHRESHEBE (HP-3150-JP-04) 3
DAEFREE ZXRI, KRN K~3 %K (Yr7uer7=F27F R AELT75mg~
225mg) Z 1 H 1Ml E 12 B ERLEG Lz L 202 R+ 5, e TH
hEE T 5,
H# HE  AHO THFEAACBTHER] I8 L TEARSLTWA AELR AT M@, mA
WXL, 1HILE, 2/ (YZ7u7=F27F U st LTI150mg) %Mods, BEHE. i
B AR, ARSI ARBEERICARMT L. 1 B (5 24 R[] wICAEV B B, 7ed. JERS
WREBIZELV 1H3IK (/n7c2F7F Y yAELT25mg) IKHETES, ) Th
60
BT A v | ShekdE, FEEMR. FEXTR
D3 AP R 109 15
. BN LA FRAT
BB %051 (FAS) Y
e &t 109 {1 109 1]
FEA A REIFEAIZ M L T g™ 50 44 50 44
A VA A REFAIZ A LT b BE™ 59 i 59 i
S5 B Sk b
FAS : full analysis set : e K DA R SREE]
- AEERDS 20 mELL B0 B
E7RBGRIEUE | - BNAIEIE IS L CIHEA A A REREOR G RN ER B, IIEA A1 NS
DR HE (LAF2—) 2<] 2&REHT0BRE
[ 7] B ]
- HEEARMEEY, IFEE, BEE., SiE X OERERE0H 5B
- HIbEEEE AT A EE
TakrotsLue | DEGI RS ]
- EFPEGERRT 7 BRINSHTZICIEA B A A FERE I A A A REREN KL Sz
e
b L UERIEERRT 7 B RENCIEA B A4 RERIE T A 44 FER O T 1
HEG&ENER INEE [BEHEE (LAX2—) 2Bk
A&KlZ 1 H1E 1K (75mg) K0 EEZBL L, BEOIERCIREEIZ X 0 kP21
B WEEZHWE L, &K 3 f (225mg) FTHEGAIE Lz, B, EA A A N
HAEEA T OBREL., LS A FERENOU VB2 CTRE LZ, &E 1288 OE
BIBGRRFIC A B4 A REEIA A L T WEE DT 12 B, JEFPSRERHC A B4
A4 FERELZMHEH L T2 EF L 8 @) &5 Lz, AFNIFFERIE L CABEIZH
BEL., ARRICES ULc, BEEALIE, M, M, B, 550, MR SRR
e L7, JFAIE UTHIA S IX R D@ ~BSG L, F—Epr~0EE&kE L7 b7
Wk ol
B 5RT B RGES 8~ 12181)
SEGIIRANTT B L A% 2 —FFR< AN (15mg) 5Bk
% fﬁ?ﬁ ji {22 g%ﬁgf@ﬁ%ﬁké;ﬂﬂ%ﬁ% Fe R34 (225mg) ETHEG- ]
e 5 (0= 50)
gk
(n=109) S R —
; B = A7 (n = 59)
$—Hi;&ﬁ§ 8 k121
(B gknT) [ E %]

« AEIMED TG H A3AA D e 54 AT A ITELL TOD5 A,

o ROFHEE(L ZF 2—) BN T BT U7 =R O#ILH2400mga B 272554,
[ - R3]

« AEFLRORBEBURIUC IO L BEMEAHIBrL | 58 B SUTIREE,
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(2]
- VAS
C RHBOFRERE (e L, B, PEE &E)

AR B - EROE (KRS, EbEHIRND, HEVIRNV, £2<RZVY)) 2
[Z24:1E])
BIWERH OWNE K O R &
g | VAS I BT HARRY ST & X OFMIBHILICE T B P ORI E TR
¥ HHE IcEEk LT,
BEE FHMEEE : EEMENT I RERILFAS & LT,
VAS
- B FEATR I S O E M K ONFE R AR D OB ROl R B2 E M L,
A DOFRE R MEROE
S - BRSO B T 2 BB AT o T2,
P77 — TR
JEBPERGERIF O A A A RER RO OA BRI GEFPEGRE A B4 A NEE 3R
B L QR W SEFISEIC A A A FESFEAHH L TWAERE) O
YT T N—T IR EIT o T,
[(B3hi4]
VAS
VAS fii CEHE =R X, BGar (EFRiRAER) (27.1£23.0mm) 725 21 H
H (16.3+18.5mm) T CTREEFEGICEAD L, LIEE 56 H H £ Tl 15~19mm OFiJf ¢
HeB L7, 57 HBLU% 84 H B F TD VAS BT 9~ 15mm OHiFH THER LT~
FZEMEBE R (B 1T DVASTED#HEFS (FAS)
EFIBFEOA EX A FEFEFEROFER T 5 L— T
SEA B ERIF OO A A A N $ELIF S
) =&tk =Rl = HY
50
B 40
R -
2 30
<
20 A
10 1
0 7 14 21 28 35 42 49 56 63 70 77 84 &
(HH) A%
AR A5

£fk:n= 109 104 100 97 92 90 86 82 67 33 33 32 22 109
72L:n= 50 48 46 43 42 40 38 34 34 33 33 32 22 50
HY:n= 59 56 54 54 50 50 48 48 33 59

TEIfiE A B 7
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BHDEERE
JF8 A D 58 EE RLFE A3 F%Fﬂ LT oHIER, &581 (FaiRER) 62.4%, 2 #H
74.3%. 4 W% 74.7%. 8 W 78.3%. 12 #H1% 90.3%. HAEFEMIF 67.9% Tdh - 7=,

FIERRICE T 5 READBEREDHTR (FAS)
EFIBRFOFT EF A FERREROFER - T IL— TR
IE A1) R ST DA A A I~ B 48 il T

ESNEN L &Y
62.4% — (n=109) 64.0% —» (n=50) 10% (n=59)
BEH 55.0 73397 37 8o 58.0 NG 6.0 a7 1.7
(FAURER 65.4% —» f=107) T35% ——>  (h=19) 58.6% —» (0=58)
8% 49.5 20T 5.6 53.1 BZ0ET 6.1 46.6 %2 =2
T43% ——» =101) 87.0% > (n=46) 63.6% —>» (n=>53)
2B 574 14.0 F 65.2 &516.5 50.9 s 18
79.4% —— > (n=g7) 84.1% > (n=44) 75.5% ——  [@=%3)
3EE 62.9 131 P 63.6 1445 62.3 236N 1.9
747% —>  (n=%) 85.7% > (=42 66.0% —>» (n=53)
4B 56.8 2 4.2 _ 59.5 7.1 54.7 SN 19
12.5% —» (n=91) 77.5% (n=40) 68.6% —» (n=51)
6B 52.7 W2E 3.3 525 (2000 25 52.9 275 309
78.3% ——> (n=%) 88.6% —» (=33 708% —» (n=148)
8iEE 55.4 65.7 11.4 47.9 L2292
87.9% > (n=33) 87.9% —» (h=33)
10iE# P 66.7 66.7 121
90.3% > (=31 90.3% » (@0=31)
12i8% 613 9.7 61.3 0.7
- 67.0% —» (n=109) 74.0% ——>  [@=50 61.0% —» (n=39)
B HEEE MR 46.8 NN 8.3 54.0 JEsoNs.0 40.7 030500 8s
0 50 100 o 50 100 o 50 1oo (%)
BHEROEIE BEOEG BHOB L

Wzl BEEF B hEE N EE

RERDE
MEIR D E S Fiz!@iibﬁ&héj uﬁ@ill/\;t B5H] (FERRERE) 85.3%., 2 M
89.1%. 4 #H1% 89.5%. 8 %% 92.8%. 12 1% 90.3%. HHEILAMEF 80.7% Tdh - 7=,

FBEIMBFRICH T HEEDBEDHTE (FAS)
EGIZBREFOF EA A FEBEFEROFER - YT 7 IL—THEHm
SRR B DA E S A B

L 2 U]
85.3% ——» (1100 78.0% ——» (n=50) 91 5% ———* (n 59)
5 ; ws WY i — -Izo
(FRIRES) 4.1% > G=107) [* 87.8% > (1=49) |a 1.0% > (n =)
13 % 303 sl 0.9 408 1-|20
89.1% > (n=101) 87.0% ——» (n=46) 0.9% ———» (n 35)
23 46 109 30.4 -
01.8% > (n=g7) |+ 90.9% (n44) z 5% . (n 53)
3% 30 Lo _
95% > (n=95) 92.9% "(nA") :ss% . (n 53)
4% 389 — il _
90.1% > (n=91) 92.5% » (n=40) sz% > (n 1)
638 % _ 396 SBIL1 00 78 w1 8E0
« 92.8% > (=83 | 94.3% > (n 35) [« 1 7% > (n—48)
gl s 72 _ 71
90.9% > (n=33) [+ 90.9% (n 3)
103 % 242 91
90.3% ——* (h=31) 90.3% ——» (n 31)
123 200 87 29.0
D 80.7% —>  (n=109) 82.0% ——» (n 50) 79.7% —-
e ST 339 W&o 320 (16020
0 50 100 0 50 100 0 100 (%)
BEORE BEOE|E it m#l%

B IEND W £hEHEND B HEVEAZY B 2EAR,
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il R

(Z£%]

EIER 2K

RIWERFEBLRIL 20.2% (22/109 1)) T, FBLHEN 2%, EThH o7 gHWEMIX, A5
AL 9 FERE 4.6% (5/109 f) . EREERTR. w# HEALALEE % 2.8% (3/109 f]) TH -
oo BEEZRBEWERIX, M7 L7 F=8n, WERA% 1 flchotz, BEHIEIC
EoREIWERIL, M7 v =8, BREyRmEEE, UEERE 1 ficho
72o BIEFAIC X B THNTRD B> T,

E B GRIED A © A A RS R0 72 URE -

BITERZELRIT 22.0% (11/50 fil) T, BEEDR 2% L THSZEIERIL. LIEE
i, W ENLZE O PR 6.0% (3/50 ) | dE FHERACALEE, MR LT = U HE A
B 4.0% (2/50 #l) ., HEEYHERMEEE, MP 7DV RAT 7 Z—BH#EIN, 7 A7
XUBT I/ N T AT 2T —BWIN, y-I A EZIN T AT =T — BN, Sl
M, SHMEE 9 FEIE, BN 2.0% (1/50 ) Thot-, HEELRBWERIZ, mH s L
TF=UHENN 1 Bl THoT, HEPIEICESRIEMIL, 7 v F =8,
HEESTIEREENES 1Bl Th o7, RIERICK 2 THNITERD b o7,

JEGPERERIFO A © 4 A REERIRME A H 0 & -

BIWERFBLRIL 18.6% (11/59 #i) T, FHED 2% EThHo7=gHWEMIX, #HE
P 9 FEIK 3.4% (2/59 ) Th o7z, EELEBIERIX. WEWRS 1 #lThoTz, &5
HIRIZE > ZRWERIZ, UBIE?S 1 Bl ThH o7, BHERIC L 2 TEHITED S

-7,
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QMEJRIE : 5

MRS HER (HP-3150-JP-LP02) ¥

HHY

JESRIE R E 2 RIS, AFI2H (P27 e 7227 F FY AL LT 150mg) &1 H 1
Eﬁ%ﬂHW&@@&%%LK&%@?@E&U%J%%%E?5

R AFI O TR, J8REEEBEZE, SR BIEGRE R OB 250 2 8409 - T2 loxiL
THARBEIN TV HEROHET HEE, AL, TR LB 1K (¥7/rT7=F7
FHRUTALLT75mg) Xit24 (P27vurv=F27F FUoAaE LT 150mg) % M58,
REER, BB, A, FEEHOSUIREREICAST L, 1 B (K24 R mIcifv x5, T
HD,

BT A

S diFl, JEER, xR

ISES

5 SR AiE SR S 136
BHWEfT S5 (FAS) 135 #
LA PERRAT %5245 135 151)

FAS : full analysis set : fx K Ot G4 M

ER R UE

< RN 20 UL B B
- [EEESGO 12 BB LA BT 5B E & BRI 2 S - B
2L, WIEER, B, SME, e, BRI U~ F SUIEBEICE O BRITER< .

ERERAHUE

(RS HsRE]

B EITBYRE ST 2 AR (TR OB L — F — HERI BT 55) %

i U7 8 SUXREIAGRE D DI T £ TIcHE iz T7E L TV 5 BHE,

© BORIEDJF RIS OWT, BE TET 2 M0R, BASUIME 2 AT 5 B4,

- BOHEICERT DM AEA L, GFid S & 722 % B O e A & @ U FRARG T & 20
o

IR BRIE B 5 B AR T )
TR G BRARIE DR - DFREE R EEDS T72 L) DB,

R 1E

AHKlZ 1 B 1E2 8 (150mg), 52 WKL Ui, M, M, IG5, Ehis
R, BEER SOOI RBEERSE & U, JRAIE LCRTE & BARDEMICHRE Lz, 7ok, 1B
JEIZRF L CNSAIDs XIE7+E 72 7 7= AP OBREF L. NSAIDs XiZ7 & N7
72 bR TS L,

P55 1] (GEE R 5238 [H)

AFH 2K (150mg) % £ 5-

ik AH
(n=136) (n=135)

v

FEAHE

[B2hE]
FEFMIEH : VAS

BIRFEEEE -
- RDQ (JEJH R 50 QOL R EE)
- BRUGEE GERMGE. &, AE, BYb, FHEL) 5

[Zz 4]
BEAHONE R OFEER &

BR(PEES

VAS IZ, BE 1 HEIR VR - 7= & & ORI BT 2 W HY 2 da A OFLE &
[VAS FFAi A% 2Rk L7z,
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HME  EEIMGEE : FEAEIIEM 95% & Lz, FAS IZOWCHENT LT,
T
* VAS B O'F OB & ORI T & % S A& RN &2 & TefRE S Z SR L
77
Bl IR AT
- VAS [EN RIS 15mm PA FikE U= BE OBk OEIE (EE XX Wilson
DIF1E) % &SR 2 & DRl R Z S ICEH LT,
W7 T — TRRHT
- JREREK B G BAMEEE ORI (NSAIDs XII7 B T3/ 7 x) OFEYN (B

BT P HBARAIFIC NSAIDs X7 b7 2/ 7= 2% 5 L WA WEE, JREREK
B 5. BRI NSAIDs XIZT7 B F 72/ 720 2% 5 LT i2EE) o770
— TR BT o T,
BIREHMGIE H : FAS (COWTHMT L7z, F72. BIBROGER] DY 7 7 — T b
1T-7=,
- RDQ KU D2 & OFLIR M i & % &GN R 2 & el e Z E ICE i L7,
- ERGEE O T 3 ) BIBHE LG & R KRN A2 B iR R S s It o e, F
7o, fRWEE TUEE) L EOBREOFE N NES 2B L,
AREOHREKR
BRI OTEBREEME A BILITERDO LB ThoTo,
BEEAMROABRERARE (REMBINRER)
TR B (B0
Be G- ERAL AKI#E
(n=135)
TR 0D ELY 88,838 (100.0)
P R Hg R 14,429 (16.2)
S 15,389 (17.3)
i 13,297 (15.0)
il 13,726 (15.5)
B 18,035 (20.3)
KRS 10,645 (12.0)
D 3,317 (3.7)
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RES

(FHahit]
FEFHEEE : VAS
IR VS ERUZDELE

FAS &R D VASHE CEHME EERER 22) 1L, &5a1 (FaTRERs)
Thy . BHEFINHS ORI, 2 #H%-8.2+18.5mm. 4 H#%-12.0+£18.5mm. 12 H#%-
16.8 £204mm. 24 1% -21.0=222mm. 36 #H % -21.5+241mm. 52 # 1% -26.6 *

22.1mm. HfEEEmE-23.724.9mm Tdh -7,

FEHER RICE 1T HVASIEERLEDH#ERE (FAS)
BRERSFRIRFORAROFER : T 7 IL—THEi

(43.7+20.4mm)

iithe
<m213> -0- 42fk - 2L - HY
10 A
0 -
i
= .10 -
Pty
27 =
v
2 ﬁ o 4
>
-30 4 r
40 A
-50 4
-60
a2 4 8 12 16 20 24 28 32 36 40 44 48 52 53
() FFAHRE
FEATRF AR
2ff:n= 135 135 134 132 130 128 127 125 122 120 116 115 116 116 116 135
72l:in= 72 72 71 72 69 68 68 68 66 65 64 64 65 65 64 72
HY:n= 63 63 63 60 61 60 59 57 56 55 52 51 51 51 52 63
AL fE AR 22

BTG « BEERT7 HRIDONSAIDS X IE 7 & b7 3 ) 7 = U

BIRMRHT - VASEDAR—ZX S A4 UMD 15mm LLERELEEEOHIKRUVEIS (FAS)
FAS @ 9 L5810 VAS fE73 15mm LI EDOBE ST, VASEA 15mm LA Fdk#E L

7o B OEIGIE, 2 Bk 34.4% (42/122 ) . 4 1% 41.3% (50/121 1)) . 12 % 59.3%
(70/118 ) . 24 #H% 67.3% (76/113 f51]), 36 il 74.0% (77/104 f51]) . 52 #H# 80.8%
(84/104 f51]) . FeH&ETAMRE 74.6% (91/122 ) ToH - 7=,

FEHIE R RIS E (T HVASIEA R E5RTA S 15mmLl L E L - BEDEE
(FAS. B RTDVASIEAY15mmLL £ D EH)
RRERSRRBOIAROFER : YT IL— T

[iIRIEYS

%3 -0- &tk —A— 2L - HY
90 -
80 -

70 - .

I

i 60 -
ﬂ% 50 -
40 -
30 -
20
10 A
0

2 4 8 12 16 20 24 28 32 36 40 44 48 52 Hfd

() FEAmRE

AT R A

4fkin= 122 121 120 118 116 115 113 110 108 104 103 105 104 104 122

L= 69 68 69 66 65 65 65 63 62 61 61 62 62 61 69

HY:in= 53 53 51 52 51 50 48 47 46 43 2 4 42 43 53

BB « BEFAT 7 BRSO NSAIDs U7 b7 3/ 7 =
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RES

BIREHMEIEE : RDQ (FAS)

FAS }JZ'KU)?Q'?-?WU) RDQ £ 69242 ATHY ., EGHINLDOENEIT, 2 F%-1.9

+3.0 45, 4 W%-2.613.4 5, 12 H%-3.453.6 S, 24 W1%-3.913.6 £, 36 %41+
4.0 )5, 5242441 5. BAEFHMFE-3.8+45 M ThH T,
ZEHMER R (25 1T DRDAZEILE D HEFE (FAS)
REREL SRR ORABROEER - I IIL—T#ET
IR
“*;)_ -o- 4fk - 7L - HY
0 -
= PG ®
%;; 4 RE&QI QA
a4
6 4
_8 -
-10
EeCa:] 2 4 12 24 36 52 s
() FFARE
SR
2k :in= 135 135 134 130 125 116 116 135
2L :n= 72 72 71 69 68 64 64 72
HY:n= 63 63 63 61 57 52 52 63
S AR

BIVEHE : BEEET7 BB ONSAIDs ix 7 & b7 2/ 7 = i

BIREHEIEE : £MiRWEE (FAS)
FAS RO EEN [tE] DL EOBEEIT. 2 l% 52.6% (71/135 #).

52.2% (70/134 f31) .
75.9% (88/116 fiil) . 52

ST,

BREREFRRFBORIAROEEHR

12 #1% 70.0% (91/130 1) .
T 93.1% (108/116 #1) .

24 1% 77.6% (97/125 #1) . 36 u
B ST 86.7% (117/135 ) T

FIEHMERRICE T2 MBEEDHTR (FAS)

Y I IL— T8

RIS
EL S ZL ®Y
52.6% — =133 50.7%  p =7 44.4% —p (n=63)
28 48.1 G 0.7 2 556 L 30.7 o ss6
52.2% —p =13 549% —» =71 492% —p (n=63)
4B 178 T S 479 .6

64.4% —» n=132) 7% ———» =72 61.7% —» (n=60)

5384 508 s s m——— 6.7
70.0% —» n=1%) 79.7% (=69 59.0% —» (n=61)

1287 638 s s P 725 U ) 541

77.3% n=128) .8% > (n=68)

168 % P 69.5

66.7% —» (n=60)
I R

sl s 63.3

< 80.3% (n=127) F 86.8% »> (=068) 9% —» (n=30)
2038 & 732 s 24 P 79.4 UK BAY 66.1 s 10
6% =1%5) 80.9% =68 |4 73.7% > (n=57)

4\ % 72.0 e 0s 721 -1 s s 719 o263
76.2% —» n=12) 788% & n=66) 732% —» (n=56)

283 68.0 ez 6 68.2 .0 £ 67.9 . 268
82.5% — » fn=120) 87.7% > =6 76.4% — (=53

2AEHE 733 175 P 78.5 67.3 . 236
75.9% > =116) (¢ 73.4% > n=64) T88% (a=52)

363E P 672 EE 0o 656 sl 1.6 69.2 oz
77.4% > =115} 19.7% ——» =64 & 74.5% > (n=51)

408 6.5 Iz 0.0 67.2 -1 5 58.3 [mzssam
819% =116) 80.0% [=65) 843% ——» (n=51)

MiBEE 681 O P 66.2 T 70.6 (157
845% —» n=116) & £.1% > =6 |4 86.3% » (=5
43 68.1 0.9 662 169 70.6 el 2.0
03.1% » =116 93.8% > =64 023% > (n=52)

S2 A% P 7L.6 6.9 70.3 731 [ ]
+ 86.7% > (=135) 889% —» =7 841% —» (n=63)

BHF@EE - 674 26 0.7 66.7 L) gt 68.3
! T . : T . | T r T T ! I T T T r )
0 20 40 60 80 00 0 20 40 60 80 00 0 20 40 60 80 100 (%)
BEOHS BEOHS BEOHE
N E=HUFE wE MFE BEL WEHEEL

BTG « BEEET7 HDONSAIDS X E 7 b7 2 ) 7 = i

TR BRI OIRIE 2 JL 1 & L CRFifi
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UEES

(Z£%]

RBIWERFEBLHIL 36.3% (49/135 f51]) T, FHBLFEN 2% EThHo7gHWEMIX, #HHE
AL 9 FEIRK 21.5% (29/135 B)) . 1 HERALALEE 13.3% (18/135 1), 7 A/ NT X U7 2
) NTG AT =T —EBHIMN3.0% /13561, y-INFINET AT 2T —BEN,
TI7=20T ) NIRRT =27 —BHEIMMNE 22% (3/135 #l) Tholz, BEERRBIE
L, I PEIBER 2N 0.7% (1/135 #il) Thot-, G P IRICE > ZRIEMIL. #H
ERALE O EEIEE, W EACELEE NS 1.5% (2/135 i) . JE R ERAL/ N K, H MR AR R SR 28
% 0.7% (1/135 %) Tho7=, BIERIZ L DI THNIFED HiLien-oT,

(5) B - WEANHBR
AR L

(6) Ja Ao fE A

1) FERARERE (—REARERE. HEERRERE. EARBLERAZR) . RERTRT -2 —

RFE. WER

TRERABROAR

O— kﬁ%ﬁmﬁﬁm(ﬂmﬁr “T)
ISR B e xtge b L, BLEIRTE 1 O FFEE TSR 1T B 2t O 2tk % fesd Uiz,
H Ay AN ORIERFE % O A FEEE FICB T 522 M O 2RI 5,
EMEmREE | MEEREE
TR kg 5 5
AT AR 2021 4E 10 H 1 H~2024 %2 H 21 H
KR EBE [EFERANCE T 280% ) 2 B, KAlZ o595 8%
$ﬁﬂﬁ%ﬁﬁ#%i%bfu Al LGBt EZ 1 HAE LT84 HEET) &
mer |02
e 72720, 12 BRT CARF Z Pk L2 fERNIT ik E L 45, b, &EPIEEZED
BEIIATD7RW,
R SIE BB LR R SIE S 389 Il A ZhMEMEAT xF GHAE 115K 365 il
(Z£tE])
BEY REZRNBOBWEH OBBEIS OITIL, BEE RN 2 KoOEROFHEIS
- (26t LT3 Fisher D EEERIEIZ L D HEZITV, A EAKEETWA 5%E L7,
WAL )
BT R B R OVERE A 1R, T <K UE e & RMli S iEp 2 A
e L, FOEEEERE Lz,
(Z£tE])
BERAFRBTIRR
ZZAREVEMENT R RAEF] 389 FHZ B W CEITER ORBEIE1E 7.5% (29/389 #) TH -
to%@ﬁ% E%& WEH OFRBEISIT 03% (1/389 f5) THV . FELI-EHE
X TEERE) Thotz, £, [BEFERORIE) ZBBIcPIE LERI
76 B TH O | %ﬁthﬁ@ﬁ%(%ﬁ%ﬁzwubaiFﬁm%&%ﬁﬁﬁjs
B, TEHEREREE ) 4 6. Tl EALALEE) 2 Bl CTH - 7=,
HER B ST A S DRI
L NEREAT X GHE B3 389
IR FF 55 00 6 BRUAE 151 29
RV S D FEHEN & 7.5%
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Bl PR 25 00 R BIEH %gﬁéﬁggﬁmﬂﬁ
bl 2 (0.5%)
EA 1 (0.3%)
RHRAE 1 (0.3%)
e, MERIs K OMithR R = 1 (0.3%)
i UE 1 (0.3%)
H Ik 5 (1.3%)
R 1 (0.3%)
M5t i 1 (0.3%)
ALTF 1 (0.3%)
D 1 (0.3%)
RN N 1 (0.3%)
RIEREEA 2 (0.5%)
ITksRE R H 2 (0.5%)
FERg ¥ L O TRk IR 3 (0.8%)
B K i 2% 3 (0.8%)
B d L OURBEEEE 4 (1.0%)
N 4 (1.0%)
—f - BEEER X OB GENLORE 13 (3.3%)
B ACRLBE 2 (0.5%)
1 AL O PRIk 7 (1.8%)
L3S 3 (0.8%)
S 1 (0.3%)
Z2n) 1 (0.3%)
0 T B R IR 1 (0.3%)

MedDRA/J version (27.1)

HIEBEREZORERAREKR

LB ENRBL LT EF 0% 1L, BEHEND 4 ERmTRELL TEBD, %
BlETORBEDOHFYAEIX 200 HTHH- T,

HLERENBE L 5 T2 TABIOE G 2L Lz, 5 B0 55 1 FlIEIEE
EAT-oTERY ., EBFFE, o 4 Gl CiJmIXEIE 1 F, 8k 2 fl, R
1B ThHolz,

PR ek A B 389
HEE FEE
LR - - - -
FEHUEGIE EBEIS) FEHUEGIE EEEIS)

THILE RE 0 (0.0%) 5 (1.3%)
PR 0 (0.0%) 1 (0.3%)
I HH I 0 (0.0%) 1 (0.3%)
ALF 0 (0.0%) 1 (0.3%)
B 0 (0.0%) 1 (0.3%)
TR AR 0 (0.0%) 1 (0.3%)

MedDRA/J version (27.1)

BEHEEEE 8T 5EE
BMREREE 2 T B IEM OEIE X, 3.9% (15/389 #l) T. BHREREL G T HIE
B I B EWERAREEISIZ 13.3% (2/15 B) . BHREREEL A L722VIEFNIZRBIT 5

53




BIMERRBLEIA X 72% (27374 #I) THY, FELRETIRDLNroT- (p=
0.309. Fisher O EHEMERIEIC X DME), Fio. BHREREE 2 AT 50EH] 1 T, &
ERRIER IMBSHgREREE ) 2B b,

(H3ht4])

EEERERVEMGRE

HIMERRT X GHERFI D 5 B IR RE O E SR - RiLHE CAaVWEFNZIS 1
B e KGN F O A RT . AT R 71.8% (234/326 1)) . =Rl & E 73.6%
(267/363 f3)) TH o7z,

BEMEE (BTl

WELLE B2 . N W - RO N o

g | o <imame | TR WE |ebpoupn| W Tl

R o B e P | 8 s P2 | 8 | 98

%) %) %) %) %) %)

326 234 71.8 29 8.9 205 62.9 75 23.0 16 4.9 1 0.3
ERfGEE (RIEFTHEmES)

WELLE (A2 o e W - RO ; o

ste | rocmane | TR W |epoTbmn| W T

SEHRC T HE e B8 e B8 e B8 | e BB | e SIE

SEFIEK %) JiE 4K %) SEBIER %) SEFIEL %) SERBIE %) SERFIEL %)

363 267 73.6 37 10.2 230 63.4 88 24.2 8 2.2 0 0.0

ANERIT I GIEFI D 5 B, Ff&REAMIRE DNl R EEAS AR + RFLHE TRV VES]

@ —flfE I pRARFAA (BORAE, T8 BIRIE P2, SR B (re b OV 2% « #6T)

RERAE . TR BEET A PH % |

SHIBRAE MR X ORI R B 2 & L. REHGER OISR Tk

o @M R ORI R LT,

B H RAHNOFERR 5% O A FERE FIoB T 2 a2k OE M4 R4 5,
HALE RS ITHRRERE S BMEREREE, 7 A ) U BRE IS DR IR~
BEER, vavy, TF747F% 00—, BERBMEA M, Wi rtgim, MEEEkER
LEVERRFTEI |, f/REAE, PSR R SRR ARAE . R R RS ARE R . RLRRE (B R

JE ) . RVEMERiZE, O RS ZERME S BRI . APEIE . AR
R AE

A Hh B g =

R AR 2022 4£ 12 7 19 H~2024 49 H 27 A

P [ dE, JH BAENE PH S . SHIEBOIE MR M OWERS 22 1238 1) 2 850 - %) 2 AM

- 2. AR E T IcEET S BRE
B HAR 1258 (2023 4£ 6 H K & TITBEE I NTIERNZ DWW T, & 52 #H)
S GIE I RAEVERNT I SAE B 268 4. B ZOMHEFEAT ST SIEFI %X 258 151
(Z£tE])

BEEEERYORWER DORBREIE OMNTIL, BEEEN 2 KOOEKRORRES

b 2b (Z%F LTl Fisher DEBERERIEIC L DME 21TV, A EKRETIMA 5% E LT,

(Bt
SR R B K VR R R BE 1, T Tl ) S TR ) & Rl S AL 7 Bl & A
e L, ORI EAZHRLE LIz,
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RES

(&)
BMERRTIKR

LR VERRAT R SAEF] 268 BBV TRIER ORBLEIG 1L 8.2% (22/268 f5]) T -
2o BERBWEMIIRD N -T-, -, THAEELOFEI] ZFAICHIEL
TRERNE 18 Bl TH Y, I L-ERFINER CGEBLHIE 2 FILLE) 1%, TEAEALZE
PR T, TEERRECRE 2% ) 6 B, (3 ERALALEE ) 2 Bl CTdh -7z,

RGN T T A ORI
LR ek G B 268
RIVE F 2 0 3 BUE 1145 22
RIVER DSBS 8.2%
5 0 K RI1EH %gg;ﬁggfﬁmﬂi&

H ik 2 (0.7%)
N R i 1 (0.4%)
G 1 (0.4%)
FERg ¥ L O TRk IR 7 (2.6%)
FEfih K i 2% 6 (2.2%)
B RER 1 (0.4%)
—fi% - BEEER L OB G ORE 14 (5.2%)
B ACRLBE 3 (1.1%)
L D FER% 8  (3.0%)
L3S 1 (0.4%)
Jass 1 (0.4%)
AR M 1 (0.4%)
= R ALTEZ 1 (0.4%)

MedDRA/J version (27.1)

HIEBEEZORIERFETIKR

HEERENFEI L 2 flORERE TOMEILZ, wWThd 2 #B=<4 8] TH
D BRI TEE - R LT,

KA PR E LN O L VG FHIZZ Y T 2 RITERIZRE O Do Tz,

LN ERRAT e SR B 268
AR R
FBUEFIEE (FEBIEIE) FEUEBEL (EHEIE)
THILE EE 0 (0.0%) 2 (0.7%)
iR liAT 0 (0.0%) 1 (0.4%)
i 0 (0.0%) 1 (0.4%)

MedDRA/J version (27.1)

EREEETZATLEE

RAHERERE E 2 A HIEFIOEIAIL. 0.7% (2/268 #) T, BHEREEEAZ AT DIE
Bz T HEMERARBREIEGIE 50.0% (172 #]), BEEEEZ A LRVEFIZEIT 5
BIERZBLEIGIE 7.9% (21266 ) TH Y, AEZRZEFBO LN -T2, (p=
0.158, Fisher DEFEMERIEIZ L H107E) .

(B%hiE])

BEBRERVERMGRE

HIWMERENT X GIEB D 5 B B A& FEAM R O fii & FE 23 AR B « RELHE TR WEFNIZ I
5 RGO BRIk, BRET R E 76.8% (195/254 1)) . [E Rl 2 B 73.8%
(189/256 f5)) Th o7z,
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BEBEE (RRETMREF)
WL () e " W - R N o
e | o) | TSR We  eppoome| T T
G T HE | pie B8 | B8 | B8 | BB | gy BE
SE (K o e e I e N T
254 195 76.8 54 21.3 141 55.5 41 16.1 16 6.3 2 0.8
EENE R E (R
WL (2 e . W - R . s
g | (o) | 7 CWR LT B N N R
R 0 e M0 g M0 Lemm 00 [mpm 00 | gpn 00
- (O @ | ) | (O @ | (%)
256 189 73.8 54 21.1 135 52.7 56 21.9 10 3.9 1 0.4
A OHERRNT X GIEF D 5 B | B FHMRE O i B AR - REEHE T2V VER]

2)
YL

(1) 0t

HERKRAED :

AREHELTERETEOAERIIEREL-AE -

HEBROBE

LEVHIEERBE~NDZEDOARFEZ ALV &E (HP-3150-CR-04) “V

HHY

R EAER L RIT, T X DMEHEGERERIC TARF T5mg 2 28 (V7w 7 =7
7 F hY AL LT I150mg) XTI (EWNIZIBWTERBE N TS NSAIDs #£H
#) 60mg & 1 H 3[ml, 2 AMKERS Lz &DF « + IRIHEERBIR K OV etk
e L7,

HE  AAO [BEREBAICKIT D8/ 1O L TERBENTOWDHELOCHEIL @, A
WXL, TR 1, 24/ (/e 7=F27F U obE LTI150mg) ZMaER, JEES, L
B, I, MEES UL RERESICASAT L, 1 H (R 24 BFR) Il B x5, b, ERR
REBIZEV LA (P7r72F 277 ) UL LT25mg) ITHETES, ] Th
2.

AEIO TIESwiE, THBIREBHA ., SR BOEERE R ORI 351F 2 80 - THZR) ICxf LT

AREINTWD HELOHEIT HEE, RACRL, 1R 1B, 1K (r7uery=F7F

) TLALELT75mg) Xid2# (Yr/u7=F27F ) UuabLTI150mg) &WER, A8

B, LREES. AR, BEERCSOIRERERICHEEMT L. 1 H (R 24 BRR) fICHED A %, Th

2.

KA FRIT IR SO E I LV ITTON R ERIRITIE TH D,

BT A v

Hiftigk, 724 b, FPE SR, EATHER

PIE S

BB T e 455 e 60 Bl

ARFHE
27 1
29 4]

Sk PRSRRE
30 i
30 %l

PR R A AR AT 6 524511
L AEVERRAT R G

EAR R UE

RN 40 1% LA 75 ORI O B AR A BT AR &

ErbRAHE

- BIELHABRAART 4 BB LANICHFFE S 2 &t NSAIDs, HUIEEHK, 22T oA R, #i
HE (RFTRAIZERS), EA T+ A7 33— b REHRIERZ M Lo

- WFZERRE GERAE B O EEEALE NREERA I VT, BiE, H. PR E O U
+ THEICEE, OV AL 1AL E o S0R i SO XTE B i 2 5 2 w5

- HEEES A RE L VD E, IBEERE A AT DR E

- BIEHIBRLART 4 R LINIC AL E R B ORI 2 5 2 ghE
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BE OFgM 1 3~14 B 138 s U, WFgeRk 58 GHMEE S 2 BR) (1
BT, AFI28% 1 B 1 EIIRFEEEZ 1 B 3 REEBEERICES LT,
ARENIFAIE U CAWBNCHBEL . AWRICES Lz, £/-. BB ZE L CAlhe

RBITE | om0 /) BRI B 0 85 2 2T o o, GBI, MRS, LRI, .
TR & L, FOHIL LCHIH & 13BA 5 BTt 5 . [ 7~ o0 gt
B Yy oLz,
[ 2]
EEMEE LR COH - IO REEA
SRR 3mm 282 5 B IR T, A oTE S RITRER b O & LT,
S
Z D DR AT EE -
AR
LT (B, BbA, i) 13R<
[ ett]
EEIMEIEE -
BEAE B T SIS R R (BLF . TS oW - + fe IR O R ek
s | ROEBBAEGM L, 25, BRSO, LHSLEARIHET LY - +
h THEM IR 1 ELL ks S geRt s b L,
Z DDA EE -
BIERIE. Aefk. S8l o Se BB % OFH 2 B L 7-.
TEMER B T EBEBREEE NARRERFNREN) (REIEE)
WE | R | REEA (%)
ARKIFE 27 1 3.7
o WA 30 5 16.7
com

z2tt : BlEA

BIER ORBLERIT, ARHEE 6.9% (2/29 #) . xFHIEHE 16.7% (530 5)) Th o7, £
DOWNFRIZ. AFIEECHEAEALIES 3.4% (1/29 6) . HREEE 3.4% (1729 #) TH O, *F
SRR CREL LZBIERIZ TR 6.7% (2/30 1)), EIEER. OEHBAPRENE 3.3%
(1730 ) TH-o7=,

HEZBWER, #5FIECE S RER L OEITERIC X 2 THNITFERD /e
77
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L5

ERRFE :

EEHIEERBE~DEZEDOARFEZE AL =154 (HP-3150-CR-06) *+»

JESRIERE 2RI, T & MMUEGEABRIC TAR TSmg 2 28 (Yo mw7=F7F
FU AL LTI150mg) ISR (ENIZEHB W THAGE STV % NSAIDs #% 1 Al)

25mg % 1 H 3\, 2MXEREG LZEZOTE « + HBEE XIS ARBE KL
et E R Lz,

AFND TEFENRANCEIT D8] ISR L TRREIN T A AELOHERT HEE. A
WxtL, 1B 1E, 24 (¥27e7xF 27+ ) oAELTI150mg) Z=MEE, IEES. i
B, S, MR OSUIREREICAMT L. 1 B 24 BEfE]) EICHE D B2 5, 7ok, ERSS

HE

H RRECE D 1 A3M (P/m7=2F2F U W AE LT 25mg) CHETEX%, ] Tb
é o
AAlo TIEFAE., 5 RAEE 2., SHEME G & OMEF 2210 2 850 - M2 1Txi LT
KRS TOAAELOAET HEE, AL, TRLE, & (¥ra7=FsF
MU T AL LT 75mg) NiE28 (Pru7=F2F M) oad LT 150me) ZHE, 8
. RREE. A, M SUIRBEEICAT L. 1 H (R0 24 BERED RSV B D) Th
%,
AW TE T AN B XS DB S L 0 ITON I EREM T Th 5,
RERT A v | Hhtisk, 74 oMb, FHE SR, W TR b
[ iE R 60 151]
e ARFAIHE Sk PR SRR
PNAR S5 R S AT et 52451 30 41 29 151
ZZEVERRNT R 51 30 41 30 41
T 7B ek FLYE | RN 40 R LL_E 75 BRI O B AN ERIE B
- BIZRIWIBAAART 4 B LANICHIFESR 2 & Fe NSAIDs, FUiEER, 2525 o/ R, #
HE (RFTRAIEZERS), EAT7 4 A7 53— b REHBRIERZ A L-wirE
AL - WFZEEEE G-BAMA B O EEEACE AR AW, B, H. PR O X
R + EREBICIEE. OS5 A, 11 fELL B S0k i TR B i 2 3R 6 5 R
C HEEEBEEREL VWD E, IBEREE AT H58RE
- BIEWIBAAART 4 BB LANICTHILE R B OB 2 7 Wi
B GEER :3~14 B (XEBRE L, WFEREEH GHEE SR : 2 #E) 12
BT, AFI2 K% 1 B 1 EISOIREEZ 1 H 3 RERBRICKS L,
SeBR 1 ARENIFAIE U CAWBNZHEEL . ABRIZES Lz, £/, 1BBRUM 28 L CAlhE
i 72BR Y [F URERIHAICAE O B 2 24T o 72, AGATEBALIEAOER, EER. ERadr. i, MEE
ST KRR L U=, JFHIE UCRTH SRR D EFT A~ 5 L., [[— &7~k &%
Bk ool
[ 22 4]
FEFEIER - EETEEENESE TOE - + THRIBIEE XIS AORHE S
BIREEIE R © EEIEENEETOE - + BB ORRE S &
SOBEITELS 3mm 2B 2 DFE KRBT, ORI Bk LD L Lz,
FHmTE A KOS AT O RERBTH AN, IRIPHE TRV BD L LT,
Z O DM FAGE R
IR
% EITEILENREET R (85, DA, Him) (3kr<
[ 2z 4]
FEFMER ., BIKEHEER -
WFFE SR B G A& TR SO I IR (LR, &RHmRE) oF - + HEBEE XX A
DRI ORREEGEEZEHH L, 2B, \EXITIOLARERENL, EEEEERN
AT F WHEREICIDE « B TIEE XX AN 1 EUEEE S gE

e L7,

Z OOz ENERHREE
BITEAIZ, ik, LM ORI L OREHRR2HH LI,
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FEFMEER : B - TTHRBEBX IV L ARREE (MRBEREBTHRER)

(B #& ST RS )
Bl | IEBEUIOND AREGER | BEEE (%)
AFHIRE 30 8 26.7
S A SE 29 25 86.2

BIZRGHHIER - B - T HRBESREREIE (NRRRERTHREH) (&)

il TR B FHHEIS (%)
ARFHIRE 30 1 3.3
X FRSERE 29 11 37.9

=& BER

BIVERH ORBLEIE, AKHEE 0% (0/30 ). <FHHRSERE 20.0% (6/30 fB]) ThH o7, *F
PRRIECRBL U - BIERNE, MEERATRE, (HRL, OB 6.7% (2/30 1), EREHHE
23 3.3% (130 1) ThH-o7=,

EEZEWEH, B#5FIICE S RIER L ORIERIZ L 2 THNITFRD Hivieds-o
77
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VI. ENEB(CE T HIER

1. REFMICEEH DILEVMRILEEYME
AT v A FPEFIRIESR
—f4  rhTa Ty TERNTI ) T2v, IAAMET BT 2T XRETFARE
HE : BEDH DB ORIRE - ZIRFIL, BEHOEHLSNIRICEFEEZSZRT L2 L,

2. FEMEH
(D EREML - 1ERRF
vruTZxF s F RN yNIT I AR S —RBERETL LN, TuRE TV DES
RN &V #RSI R R T EFE AL ND Y,

(2) Esh &= R M1+ D HBRAHR
1. NSAIDs DEBRFERFE (Tv b —X FRIEREB/ETIL) P

ARSI« ST B OSDRIENET » b & W THRIBUR O M BIE 4 fi5 iR |2 45 NSAIDs O 857 1F F 2 7
fili L7z BRI TEB L, 2R ZRORBRICIB W CERFRE (R A& 5-7)
DR BME A FLIZ58E Q0L /#F) ICHED T L7z, &NSAIDs (7 U —{&& L T30ug/body,
40v/v% DMSO/PBSEK. 0.1mL/body) M ONEZAI (20w/w%1 — A Mg#E#E. 0.1mL/body)
ARG O R FICREE G U, 55300 Oy % B 2 340 U 72, RIS BA & 4
B DR TG L, RO Z1T > 7,

FRERAE R B O 722 T ONSAIDSI R BIE 2 A BA S8,

T b —R b RERERBETILE FLFNSAIDs O $575% 15 FA STl

3k
40 | * 40 t *
T
* : i L
35 | i 35 N «
T
30 | =30 F -
EZS - EZS -
=l =
% 20 T §20 - T
M e
{’3& 15 'BS'\\ 15
10 10
5 F 5 F
0 0
Popic! 4= TA == % A xR 4= Lo 7%= F
e P27 o= i S = e X7 A= EN S
FNITLA Tavxzr FRIUA FRIT L
HIE AR SE (n=20)
* xR RTL CH B 22HY (Hochberg?D H1EIZ LN 2 B % Ji4E L 7= Aspin-WelchD tHi &)
Sy b —R FRIERERFETILE R NSAIDs D §87E 15 A LLES
/A= . A7 )L . [=I= YAy st .
TIRT= N g | ATV S ies | wLa w7 LUk
FITHY gey | B7ETEL aoL sv7 | TEITML San
v A - v - PN
75 a)
;(jJZ;J;E 100 90.9 70.6 60.1 57.2 49.2 19.7
0

a  FRENORRBRICBNT, SRBICKHTA2 7072+ 7F MU v AORREBIE EFIEE100%E L TEH

L 7= 4 NSAIDs OO #5 M1 1545 o 5
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AERGHETE (v b —X MREREBETIL) “

AR T ik

PR

S OSDRMENET » b % W TATR B O B E & FaEE A F oo 8895 15 o F & 505
PEZ R U7z, BRI (RRFIRGAT) OXIFRIME A FLIZ5HE (150878 (2R L.
A FHl Qo0ww%A — A NG, 0.lmL/body) % ARG RBER FH 5 L, #5%40F
M OV BRI 2 314l L 7=, AANE3. 62 T2em¥body (707 x2F 27 F U AELT
3.2, 6.4 ON29mg/body) % T v ISR HLAIRR R & 5 LTz, BRI G513 ARH & &%
HL722WZ ELSMNERR OB EZ AT o 7o, Fio, HlgxileE L TBEAR Y 7 v 7 =) 7
F R U U AR E A A 12cmYbody (V7 07 =) 2 ) R U v AL L T2.6mgbody)
A I H R R B 45 - LTz, SERRE 2> B B U 72 ARF O ) 5 51324.0mg/kg
(Bem*body#¥) . 48.3mg/kg (6cm*body#f) MK UN95.8mg/kg (12cm?body#f) . F N BEAK
Ry w7 =FrF 8T LR RGO G813 19.3mg/kg ThHh o 72,
AANF3ecm?/body D H &2 b A ERSUFRIEHZ 7R L, 12ecm*body F T H EAKAFAYIZ & T B
Bz EH w7,

Ty b —X MRIEREBETIVIZE 1T B AFORAE RIG ST
35 F * %

(9%
[}
T

]
(]
T

[
(=]
T

J95 B fiE (mmHg)

W
T

(=]

AFH R
12cm? 1t F A

12cm?
SERIE + R YRR E (n=15)
% :p<0.05 vs #E{LL$¢ 5 (Dunnett type 25 & LR TE)
%k % :p<0.01 vs #EEIH 5 (Dunnett type 25 B LR E)

B 5

NSAIDs EHRFIDMARIEERTE (S baS>S—7UBEEXETIL) »

RBRITIE

AlBRG R

SIEERDMENEDA T » b & W CHGIR IR IESR 2 FEIZICNSAIDs & A RUA O FLRIEEH % 7T
i U7z, VRIERIZBIEI R IIERTO R BRI ATT 2 KM EREDO L Aol & L THEI L=,
TN 2 T — 7 U EAEALE Z K0 BB R & RE LT O A R R AR A SR 4RE (10
VC/BE) \CBE T L, 1B BT ARIERE RS Uiz, B5#%3, 5, TRICBIT 5 2 & H
ZRE L, BEIBG RIS T 28R E O KIEMEHA 230 L., SBME T 4a T

lem*body D 58T, RFNLT v MFEIZ, vy a7z M) U LARFILORT b

7n 7o CRBENLT v NAEBRICRERE L, USSR E A RS Lnw o L

DISMTIRIRRE DO BAE (B G PRELE) 21T-o7,

THMOKERZ G- OFE R, RFNE G5O PR ERIIHE G MM 28 L TR bK<, 8
PG HT L, BHE3IABRNOERERIIARICIK T L (p<0.01),
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v baAS—7UEEBRETIVIZE T HNSAIDs & F HHFI D ZE 55T

(%)
120

100

80 4
¥
60
s

40

20 #

-0 @®PHRE & KKl —0— mXVuaTorFRNYLRE O e e
0 1 2 3 4 5 6 7 (RH)

Ege il e
S+ EAHERRZE (n=10)
% % :p<0.01, * :p<0.05 vs. HELL 57 (Dunnett typeZs 5 LLELIR E)
##:p<0.01, #:p<0.05 vs. #E{LLH% 5- B[ Dunnett type H LLE R E (Joint™Y) ]

NSAIDs EFHAIDMAEMERATME (Sv b7 2 a/\2 FEERETIL) 4

AR5 - I OIEYELEW 7 v b & JHW TA 4 B B =2 & F5 AR ICNSAIDs & A B4 D FL R SEVE I %
FEAM L 7z, VRIESRIIBIEI R FIERT O R BRI T 2B MERFO BRAEMOE LTHEIB L
Tre T v NEBREHEA~T ¥ 230 MAIR (1w/v% Mycobacterium butyricumiii&) /X7 7 ¢
VIREIR) 0.1mLEZ FHGIZ K DR RAE 2T -7, BRLE4HZICBEEIREFIE LT
T DL %S AR & FEIZ48E (1008 7B ISR L, 1R 1EN4H B REREZES LT,
B30 7,100 14HRICET 2 RAERMEZRE L, SO GRS 5 S EBRME OfiR
JEVER Z 3 L7z, #BRME L2 Tlem¥body D% 58T, AFNTZ » MEEHIZ, =¥V
a7 ) ULRFIROT e T = CRENT Ty NERBICR RS Lic,
PR B I3 E 2 5 L7V 2 & DSMIRER O #E (REENIRELE) 21T > 7,

ARG R - 14 B M OERE G OFER, RAERG% O ERIIHR G WM 28 L TR bik<,
O Gox L, EIHENGERERIIARICET L (p<0.01),

Sy 722Ny FEAERETIVIZE T BHNSAIDs & B HE D FEZN T
(%)

120 A
100
[
80 A
N *
2 i
= * %
40
%k —o
*% %
20 A
-O- &t -e—AFK —=— oXyForzlFRULEE T AT aT 8
0 T T T T T T T
0 2 4 6 8 10 12 14 (B)

P55 41

S+ B HERR A (n=10)
% % :p<0.01, * :p<0.05 vs. HEELE 5-F [ Dunnett type 2 B L E (JointY)
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&2 NSAIDs DERIKAEIZH1+5 COX BBEIER (in vitro) *)

B TIE © 20~40 D B RANEEB LR T 7 4 T LEIR L2z VW<, BEHAETDOCoX-
IBLOCOX2DHEREMF L, Y27u7zF 27 F NI TA BLaxsy 7S A7
n7xy, ZAAETa Ty =k RT7 7 ZDMSOIZIEME L, COX-17 v A Tii,
B FENSAIDSYAIR 2 MAICEm L, 37° CTIR M E %, EiEZELISAY v F CTXB: % /€
L7, COX27 vtA Tlix, COX-127vF N4V FAEETRIEL L., LPS & & IEAIA
WA MR L, 370 C T4 EsEFP% . FI5ZELISA¥ v h CPGE2 &2 E& L 7=,
TXB2, PGE:DEEME L 0 AN DK HBETOREMTIEE (Crx) ZBITHCOX-18
L OCOX2MHERZFF LIz, P77 =F27F FU 7 AL, 50%HERE (ICo) MO
80% PHEEE (ICso) ZH M L7-, FFENSAIDsZ# 5 L7~ & X DCmaxlE, KIH DA

A a—T4— LD ESIH L,

FRERFE R« NSAIDsEF| DK EICE T D Cnax THOCOX-1, COX2MHERKE NMIET 707 =

7 JERE L COX-1& TRCOX-21Z%F 9 B1Cs0. ICsoDBURIZLL T OEY Th o7,

NSAIDsBUFIDEERFAZE (28 1T BCoax TDCOX-1FEE ., COX-2HEZE (/n v/itro)

Crmax COX-1pAZEH COX-2fHZE
(ng/mL) (%) (%)
vruZxzFr7F ) UL
B0, 25mg, HEIES 415 83.4 97.2
AF, 25mg, Hi[E S 570 86.1 98.0
Bz, 75mg, $¢51HH 22.9 42.5 63.4
W, 75mg, #5140 H 64.0 59.3 83.4
BfZ. 150mg (75mgx2). #5-1HH 458 53.9 78.1
WAz, 150mg (75mgx2). #5140 H 128 69.8 91.2
lLaxs s
#O, 100mg, H[AH 5 552 35.8 473
O, 200mg, HAE 5 814 37.7 60.3
a7 e
O, 40mg, H[EE5 5,600 99.1 69.6
A7 7a Tz
R, 200mg (100mgx2) . H[E# 5 16,600 94.0 62.8
T hRNZ7
O, 200mg, H[EFES 12,200 69.3 97.7

m#gho o027 xF+ 7 EE ECOX-1RUVCOX-21=xtF B 100, [Co®DBEIZR (/n vitro)

!

DUA=VES K/l VL7 SN
AA 25mg

!

DZA=VES 2 a N I/¥
&0 Al 25mg

(ng/mL)
600 -
500 -
#
% 400 -
N
N
5
E 300 -
AN
N
+
& 200 -
=
100 -

COX-1 ICy, (294.4ng/mL)

D2A=-VESY 2 N7 DA=VES 2 a VLN
AR RN EIBIA 75mg R E WX B BA 150mg
#514A 8 #5148 H

D2A=-VES 2 V7 FN D2A=VES »4a Nl7 I
% BRI B 75mg RPN BLA] 150mg
#5108 #5188

i COX-2 ICy, (51.3ng/mL)

N e e EEEEEE COX-1 ICy, (36.2ng/mL)
""""""""""""""""""""""""""""""""" COX-2 ICy, (13.5ng/mL)
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(3) YE AR IRRERT - $F#aFR

EREBHEETE (Sy M —X MRIERERBETIL) @

BT IE - ST OSDRIEME T » b & TS O3 BIE 2 FREE I A 0 840 7E A O FRfse it % A
L7z, IEWK GERAE AT OFFEEEZLIC6RE (1SIE 8 (RS T L. BRA
(QQ0w/w%1 — A NME#EH . 0.1mL/body) % 45 &I B TG L, &5 1% 4R O KW
25 L 7=, AFlZ6em¥body (Y277 =F 27 F U AL LT64mgbody) % T v ¥
H120.5, 8L U4 HIRIFR R P - LTz, #RE G- O XIS BRI G- & L, RFIZHEE L
RN ELANTIRBROEEZ T o2, e, BERRELTY I e T =F 2 F U UL
10mg/kgZ R A5 L, OGO RAOBUEES) TIRESHK A& GE5E)
EEE Uiz, RO&G ERRAEGIZRRFIITV, &5 AR RIS B 2 R0 L7z, %)
REN DR L ARF OFEL G581, 48.7mgkg (0.5HFMEE) . 48.3mg/kg (8HRRIRE) KX
48.1mg/kg (QQ4FffHIEE) Th o7z,

ARG L« A8 K U4 # 5 TR IR 5 e~ TR RS A RIS R o 7o,

Iy b —R FRIEREREE TIVIZE T 5 AF D1 A4 5T

* K % sk
30 1 :3:-|1—:1: -|— idi
25
“eb
%20— T
= T
3m)
%15-
bE
o0 |
s b
0 R BEIEIE IR
#ER A A EN &n Trn
SRS 0.5 S 2415 Sy 77

PRNIZSN

SR+ HEERR 2 (n=15)
% % :p<<0.01 vs FELZ BRI 5- (Dunnett type 26 B LB E)
##:p<0.01vs % HELIFE 5 (StudentDthiE)
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VI. EYEREICEAY S4EE

1. MPEEDHR
MABELEEDGMPEE
LR L

Q) EERABRCTHRIN-OPRE
1. REHE BEKAN) 3V
RN B OEE AR (Pr7ar7cF 7 F M) o AE L T75mg) #1HI1IA14H B ER
HBlLlzbtzomEdhyr a7 o F 7 REHBIZ TR, %51, 7R O140 B OFEYERE T 2 — X%
TEROELEBY Tholz, MFEF Y7 a7 o) 7 REIT, REHI6SFERILIE (B570HLUK) IZE
HARREIZRIZE LT,
) ARFO THEFERAIZEIT D80 IZ L TERBINTWAHIH &I UMK (Yr/aery=F 275 )y
AL LT150mgX1E225mg) Th 5, £/, MMEAE, JEBEITIEHLK, SR BAE BT L O R ICBIT 5
BEIE - W) IR L TAR SN TWAIHEIX IS UL (Y7e 7 =) 27 F U o AE L TT5mg i
150mg) Th 5,

MR r 07+ REHER

oo fil(n=14)
72~360hriIn =13

(ng/mL)

120—‘
% B N U U A O A O O

e Rl

Mg rar=Fr7BE

384 (hr)

0 24 48 72 96 120 144 168 192 216 240 264 288 312 336 360
R

4 s
R+ R (R

#51. TRU14BBE DEYFHE/RS A —4

B5 B Ciax AUCo.24 tmax tin
(B1%50) (ng/mL) (ng * hr/mL) (hr) (hr)
1HH (14) 22.9+7.07 372+ 126 13.0 (8, 20) —
7HH (13) 441100 | 813£169 | 10.0 (4, 16) -
1488 (13) @ 64.0+21.4 1070 + 299 4.0 (4, 10) 2.86 +1.44

a) tiplZ1241

b) R (Fe/IMiE, FKAE)
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2. REE#RS WDNAKRESE)

DS AETR BB OIS, MEES. B, A, MR SUIRBRE S I AAN B, 28T (Ve
=7 F RU AL L TT5mg, 150mgXi$225mg) ZAERURAEIZIS C1H LR, AR 1208 MR E &
Lz, FEFOXEGEOEKNERFRICBIT2MER T 7 a7 =5 7RE, WA
TERF R O AR ERFIZB T G ETSmgllA L7 a7 2 F 7 REIITROLEEBY Th
>77,

) AFIO [BRENACBT D8R S L TERENTWAIARIEIIM (Y7 T=F27F 0D

L& LTC150mgXiX225mg) Th 5,

EREORREENEKAEHAICETANEFCI/DTF IV RE

h58 (B BHER YO MIET Y 7 07 =) 7 BE (ng/mL)
75mg (94) 22.1+17.9

150mg (41) 402 £352

225mg (17) @ 57.2+43.8

T £ AR
a) FBEOFREGEORMKHER N

FAERRRURRAERICETSRE5EImgBEL-NEFR T/ DTS I RE

TER S (B BHR7SmgiE L-Eth Y a7 = F 7 #BE (ng/mL)
L% (104) 18.7 £ 14.5
4% (91) 22.0 £20.6
g% (81) 22.5+23.0
12;8% (30) 26.8 £18.9
FA&RIERE L (105) 2124175

FEIE (R

3. RERS (EEERE)

HEm I B OIS, REER. ERBEER. . MR SUIKRBEHEICARRE (Yorue7=F 7 F MU D
LELTI50mg) #1HI1EL, HE4BEMKERE L2 L X0, ZRER S LK ONEERIERSIZBIT 5
miEfh>r a7 F 7 REITROLBY Tholz,

o) ARAlo THEERE, 8 REEE K., S8 BEERE R ORI T 2808 - THK ) I3 L TURRB ST

HIHEF I I (Y7/ue7=F27F ) oAb LT75mgXix150mg) TH D,

BAEHRRUORKAERICEITAMFERS /0T FIRE
HERE A (B30 iY77 a7 =) 7 EE (ng/mL)
2% (135) 45.0 +£30.9
4% (133) 429+27.1
128 (128) 36.3+23.6
2481 (122) 28.5+21.2
BORGAER S (135) 30.4 £23.0

EHE RS

(3)
RUER R L

D EBE - HAEOEE
B R L
<BE>
1. BEDEE
AANTRREEZ WP RIATH D Z Lnn, BEOAEL OB FRFMICE BT 2 L8 11720,

2. BHREORE
VI 7. FHAAERH ] OESMH

66



2. EYEERIV/ANTA—S
(1) B A&
(VI SEMmEREICRET 2THE 3. FHEM (Rl —vay) i) oEsR

(2) TR UR R FE TE 35 4
0.0276 (hr!)  FHEEMEEYEIREMENTIC L D HEEE

(3) B EH
LR L

DIIYTFTZURD
CL/F=83.0 (L/hr)  RHEMZEYEHIREMNTIC X 2 HEEE

B) D HEEY
V/F=5330 (L)  RHEMSEWEhREAATIC X 2 HEEMH

6 Z Dttt
MR L

3. B&H (REalL—av) @i
(1) AT 7535
HRIGREDIRETT VEZ ATz, | WO H S 1-2 28— A FETFAVEHFMAL, Ka I2¥
7 FRSE . EENEBRETT L E LTRABETT VERE LIZET LV E AV, EYBiE s
7 A =2 ORLMFIEE RO, AAOREREAEE T 2720V,

QNG A—REFHER Y

AHNDIEMENHE /N T A — Z AN, BEENA N ONF O OIS BN G 2 5 B A a5 72012 2 R
(B R B3 GBI E A/ E R GRER) L0155 14 61 K O AR B8 105 4
DEF 119 FHZHWTER LT,

ML EED Y b, BT M —FREREEL 52 BT VIF (A ENT TR A
DAERBEHE (TUMOR) ] Tho7=nd, EEMRAN & DAEREEOBEOENE WS L0 FIMEEY
Be 5B CITRIBER O R Z R TIRET — X BREON TR W Sk U, 5 I A/ K % 5535
TIEHEHHRE BV CHBFZ DMK EZ R TRET — 2R+ TS Z E0EWCE D LD EE
2 HAL, HBEEOWKETRTIRET — 2 030 DHERE & 72 OHRE OFE WD T B RN &2 A
EIRBEDBEVNDO L IR Z b0 EEZ BN,
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4. RN
1. DRIRERLL
R

2. DRURER 3137.50)
BHR R OGS L O FHEEERYRIERIZKR E REN TR o T,

BE 1 ERICE TS5 EMLUMNDBEREI KR ED
HEEYRRERHEERYRIRE DAERBESE)

N 1
s — __ /A=Ay /A ]\Hi?A
HEEI DRI E (mg) HEE IR (%)

g (n=24) 26 7.806 + 6.431 99+82
&R (n=24) 28 6.958 £ 3.619 8.8+ 4.6
FREH (n=13) 13 7.208 + 5.409 9.1+£6.8
W (n=23) 25 7.839 & 4.233 100+53
5 (n=10) 12 8.754 £ 6.036 11.1+£7.6
KERES (n=7) 7 7.983 £ 5.657 10.1+7.2

A £ R
BREBLAMNDBREIHIED
HERYMBNERVEEENRIRE (BRERE)

> 1
W Mk _ /7&7:’?‘7’?‘]\{?.&
HeE YR E (mg) HEE IR (%)

Jias 130 7.252 +4.257 9.6+5.6

R 196 7.729 + 4.745 10.2 + 6.3
S 166 8.004 + 4.185 10.6 £5.5

HH 120 9.012 +5.106 11.9+6.8

JE 238 7.349 + 4325 9.7+5.7
KBRS 128 6.055 +3.858 8.0+5.0

HE £ AR E(RE

ERFARREPOEYZRFEN SHLH L HEERYRINE
(BERA. NAERREE. BRESRSE)

e a7 =575 KU UL
X & bl (m ;5‘ Hi[a],/ A Bl | HEESFEWIR A | HEE SR WU ER
€ (mg) (%)
B N HP-3150-E2 | 150 B[] 14 20.206 + 6.895 132+45
}ﬂ;&ngi%@ém- I 14 6.081 £ 2376 7.8+ 3.1
e AH 75 | &t | 7EAE 13 14303 + 3315 184 +43
3150-JP-05 #kfR) »
14 [a] H 13 16.386 + 4.103 21.1+53
AR R B 52U 75 | X | 1i#@H 90 8.049 + 5.324 102 +6.7
(HP-3150-JP-04 & AH
) 150 XiE 1B 11 11.706 £ 5.657 74+3.6
e ey 2 W@ 135 18.959 +9.226 12.5+6.1
ARSI 53405 4;“ 132 | 17.221+8.658 114+57
(HP-3150-JP-LP02 AH 150 K18 i - : - -
preAl 12 JE# 128 12.957 + 7.596 85+5.0
i 24 EH# 121 10.825 = 6.669 71+44
VAN R
a) fAEREER A
b) NAKIREE
c) NEJRIE BT

HEAB O THEREAACKIT 280E) IS L TERIN TS 1 HEEF 2K UI3IK 77 =F27F )AL T
150mg X1 225mg) ThH D, Fio. [MHEE, HBIEEFAZ, SR BEEERE R OWEIE RIS T 2 80m - 1K) ISR L
TARINTWA I HRIZIBEXI 2 (P27e7=F2F FU 7ae LT 75mg Xit 150mg) Th 2,
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3. RIRDERLLE 01
P G (s, MEES, EBuEs, #59. BEES, KBRES) (SR 2MmiETy 7 n 7 =7 7 REIC

K& 7pEX o T,
BRESEANDZREE Tong ICBREL-MIEFS/ 0T F0EE (DBARRES)

I - g | BEE ISmg R Loy 7 ez
v DA = iy

&g‘ﬂﬁ{l T*mﬁjﬂ?/lxxgz IT&?}%E (ng/mL)

fa R 52 153+12.7

iR 73 23.1+17.1

s 62 269 +28.4

S 39 23.0+17.3

I 34 225+ 19.1

AN 19 13.9+11.6

T £ BRI
RERAUANDIREE 150mg (CHITAMFEF I/ DT+ VRE BRESRE)

e G ERAL 2 % M7 07 =5 7 (ng/mL)
R 64 3744242

NE 96 38.0 £24.6

- JpEEs 82 46.6 +30.9

R 59 50.7 +28.8

[ 119 34.0 £24.7

PNl 61 247 +17.1

T + P
a) fE AL = JIE H AT H 05 A

5. 2%
(1) % — BXREE P9 & @
LT L

(2) % — R A& R P @B 14

MR L

<BE>

“Clv7va7=F27F ) OLERIEO~T AKRDRT v MZ Smgkg OFRETROKLE L L&, W)
WO RIS RE R S e, ~ U AR OB REIREE X, B5-% 24 Wi CREER O IR
RRIRE LD bIRVMEZ R L2, 7 v MEROBSEERE X, 5% 24 Wil £ CRELE FRERT S,
a7 o7 IR H D5\ IEE O B IEE A EIET 508, BIROSRESCHER~OERF TS |
BIRND OFHBED T RIIREER L R CTH o 7= L ST %%,

@) A ~DFITH

MR L

<H#E>

MCly7u7=xF27F ) T LAERILT v MZ Smgkg THEREOKEG Lz L &, Wit aei3m
HENTZM, T OMEEERE T 0.3ugeq./mL LLF EARWVIREHRE 2R Lz, BE/RIFOILHTFIEy 7
07 =7 W SA%AFAE LTS, $5-4 24 BRI CIE 5%ICIE T L7e, 5% 24 B & CTOIA & Mg
BaLLE L& &, BEGHREREIZRB T BT (AUC 9y AUC jse) 1202, Y707 o) 7REDR
BT 0.14 TholzHESINTND 3,

vruZoF 7 F MU ULERILEIZ S0mg DA ECHEFRNELE Lz 24, &5% 6 RO AH
Y rzu7 o7 7 i3mEh T (E& TR : 100ng/mL) . 100mg/day DA T 1 EBKEROKEE L
bt HIcY s e T o7 i3 (ERE TR : 10ng/mL) e ino7zZ ERHE STV D 32,

4) ERA~DBITHE
B R L

69



(5) Z D DR~ DIEBITHE
HEREESEOMEBTRS I/ 0729+ M) LEESD
FERR iE O JEU K R BB C 8 D IEMEMERIAR ~ /L = 7 U BE SRS S A2 E (2 6h 9~ D AMRH T 2 T8 L T
BHHEE 326 (BRES B ZXBRIC, AAl 28 (YP7u7=F2F U 7al LT 150mg) XIIEEFEDOY
7=t F ) OLAEE (a7 F NI UAT—F 15mg XiZY /a7 )7 F FU D AEE
25mg) & HLAIEEE L72BR D ARAE RN OARFIFEBIBCRIT 5. AL, B L OV i S8 fE 1
TEROLEBY THoT-,

Hghoorsroo oo EE
. \ w DY/ /S 35
A woE s (B A R OWHHY « ng/g, 4% : ng/mL)
P ASK B 8 9.52 + 8.29
ARHINIE B 8 0.539 £ 1.52
s ARH B 8 15.6 £24.1
" RFIFE R 8 1.10+2.03
e AF AL 8 40.9 +24.4
K . y
AKIFE B RE 8 423+173

EE = AR
< ERTIRME (HR) : 4nglg, ER TIRME $IH) : ng/g, ER TIRME (LYE) : 0.4ng/mL
- B %OMBERBURRNE, BRGEEOESNL2MIET 7 v 7 = F 7 JRED tno fHiT & LTz,
B EERALIE, AHI IR, AR LA & LT,

<BE > AR GRE OB P AEERE (7> K) ¥

CrudxF I F ) LEEETDHT—7HE SD RMEMET v b O E O K& 2.74mg/body
(P& 14.5mgkg) KMOHEEREZ v MCFME CESEEE : 15.0mgke) THEIREL L& X
DR R RESR FE 2 MR L 72,

Z v D ORGSR RS Lo & & OB TR X, AP, B0 R i & OVE R . 2
JE R OVB R I 5% 12 Wef . i, fiR, M OVEE AR I3 B 5-1% 24 BERH, B G3NL R R IZ BV T
Ht% 48 Rl ENE NI EMEZ R Uiz, @O BRI 2R U 7o ik T B G R RS . B e & OVl ©
HY . T ORI 5% 120 REEIZ B W T O BURRES R S iviz, —J7, BERE T v MCHER K
B b Utz & & ORI REIREE 1T, B G-I S 2 RO AR 3B 504 1 R B G R S 1 B 514
24 BFfllIcENENIREEEZ R Uz, HEBRIET » MIMEFEE T » M SRk O i e B 1 &
EZR U720y (BN 28R <) . Kk P B REIRE . (T/P) IXFRRE TH -7,
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6.

B P RSIRERE
G AERE O RERRE (ug eq./g or mL)
R 12hr or 1hr® 24hr 48hr 72hr 120hr
s 0.37£0.05 0.400.09 0.050.02 0.010.00 N.D.
i (1.00) (1.00) (1.00) (1.00) (N.C)
i 0.23£0.03 0.26+0.06 0.030.01 0.010.00 N.D.
0.62) (0.65) (0.60) (1.00) (N.C)
P 0.6220.08 0.60+0.12 0.12+0.02 0.05+0.01 0.03+0.01
(1.68) (1.50) (2.40) (5.00) (N.C)
—- 1.28+0.20 1.56+0.35 0.31+0.09 0.10+0.03 0.06+0.04
'=’ (3.46) (3.90) (6.20) (10.00) (N.C.)
e e 5547 70.07+10.55 98.91+26.44 109.44+31.00 78.24+27.18 26.60+8.71
B Jidi] (189.38) (247.28) (2188.80) (7824.00) (N.C)
fﬁ £ SRt L1A 0.14%0.04 0.09%0.02 0.010.00 N.D. N.D.
H 3] (0.38) (0.23) (0.20) (N.C) (N.C)
BHEAL 0.04+0.01 0.04%0.01 N.D. N.D. N.D.
A& (0.11) (0.10) (N.C) (N.C) (N.C)
. 0.06+0.01 0.06+0.02 0.02+0.01 0.01+0.00 N.D.
i
(0.16) (0.15) (0.40) (1.00) (N.C)
. 0.05+0.00 0.06£0.02 0.01+0.00 N.D. N.D.
(0.14) (0.15) (0.20) (N.C.) (N.C)
B 0.04=0.01 0.03£0.01 0.01£0.01 N.D. N.D.
(0.11) (0.08) (0.20) (N.C) (N.C)
5 2.79+0.79 0.94+0.22 0.06:0.02 0.01£0.00 N.D.
" (1.00) (1.00) (1.00) (1.00) (N.C)
e 1.7240.55 0.57+0.14 0.04+0.01 0.01+0.00 N.D.
(0.62) (0.61) (0.67) (1.00) (N.C.)
P 3.52+1.08 1.25+0.23 0.220.04 0.100.02 0.070.01
(1.26) (1.33) (3.67) (10.00) (N.C)
- 7.03+1.55 3.85£1.01 0.530.14 0.25+0.06 0.14+0.04
(2.52) (4.10) (8.83) (25.00) (N.C)
L B EEN 34.03+3.10 56.51+8.30 32.20+18.44 38.729.82 22.37+9.77
1A
& B (12.20) (60.12) (536.67) (3872.00) (N.C)
;z BB 2.2020.98 0.29+0.13 0.04+0.03 0.01+0.01 0.01+0.00
H B 1% (0.79) 0.31) (0.67) (1.00) (N.C.)
e 5-5BAT 0.28+0.08 0.07+0.02 N.D. N.D. N.D.
B (0.10) 0.07) (N.C.) (N.C.) (N.C.)
0.39£0.12 0.18%0.05 0.03£0.01 0.01£0.01 0.010.00
iR
0.14) (0.19) (0.50) (1.00) (N.C)
e 0.37220.09 0.15+0.07 0.01+0.00 0.01+0.00 0.00+0.01
0.13) (0.16) 0.17) (1.00) (N.C)
. 0.29-0.08 0.08+0.02 0.01+0.00 N.D. N.D.
'H'*ﬁﬁg b)
(0.10) (0.09) (0.17) (N.C) (N.C)

PEME EARERZE, n=5

N.D. : & H RS A
a R R R TP G54 12 BERE, TR RS I3 5% 1 BRI O R PR Ao T,

(6) MIFEEMER

Invitro FBERICBWT, B MIEEARKERIZ9.5% U ETHY, EBEHIZEITAT IV THDHI N

X, TN B 205556

e

(1) KB R UMK

57)

In vitro FJEZHRBROFERNG, 7 vn 72773k MNETRE# SN D FTREMHEIIERVWE B 2 5T

a7 PR AINRRUNEO TV v oA, XU EAe,. RUB VRO KERE EF D

HHE S

N.C. : HHA AT

()« MR RO BRI /M BE TR R

B EORBETRHSND Z EMHEE SN TN D38,
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2071 F) DEERBER

0
CHy- E R CH,COOH CH,
C{ O-Glu $ O: @: “Taurine
NH 4 X
cl f cl Zw b \©/ I i
-~ —)
DF 77 o sk Cruz=t DF # 7 ) A&k

k
7

H
3°_OH DF 4’-OH DF 4°, 5-OH DF 5-OH DF
Ek Ek Ek ek ek
L L L
Fv bk A4 X
7w b
CH,COOH
@ CH,COOR RO CH,COOR
. o
o o NH NH
Cl cl Cl cl
H
H3
3°-OH-4’-methoxy DF R
- 0
= fatk fatk
7

\
CHzCOOR CH,COOR E/\:ICHZCOOH
NH ©:NH
cl J: cl cl Cl
SO4H

HORERES sk 4’-OH DF Wit & (&
R, REVRIFFESN TR (1R LRV a VBRUIFREBIRA R E o T b b e HiEIND),

Q) KBI<EA5T 5Bk CYP%) OHFiE. F5F

v NIz ua Yy —2%H0 invio RRBROMF LY, ¥27v 7 =727 D 4-0H DF X O 5-OH DF

~ORBITITE N LI CYP2C9 KT CYP3A4 2B 5 2 L 3l S Cun 55001,
Fz, b Mg\ T I/ a 7= 70 Vs v oA =S Ea R UGT2B7 THDH
ERHEINTNDO),
tEhFI 7Yy —2&2Hn=Y a7 2F 70 CYP2CY ([CMIFTEHENEDOREIZHONT, Y77

TP ITEBAHEICLY ML T2 I RO X FKEBELTENE iﬁ?éﬁtﬂ\ﬁﬁﬁfwm%W% Y

bt P a7 =F 7 OREILCYP2CO ~DILFEMINTFR 2 EmESNLTNDY, £/, ¥/ nm
7 =F 71X CYP3A4 ICPEEM Z2FF> b OO, Kifiix Immol/L (296ug/mL) LA k& #E ST 5,
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7.

8.

Q) MEEENRDEERVZDEE

18 BRI R 0> 7= o0 . T C D W) R 0 R A 52 1 720,

@) KEYDEFLEDHERVEEL., FELLE

1. B

B REOFEBZNENE (A& 7T DU EREER) 12, Y7ue 725270 1/300~1/5 &5
WZEDRE IR TU S 2200,

FRH#WTHD 4 KBICEOMBIEERIT, v 7u7cF 27 F NI ULA CGREMEK) @ 130 (7w b
N7 7= FEE) ~140 (T b7 Vasy REEIR) &, ETo 3UKRMERIE 130 (T A Y U
) ZR"d, 4-KBBALIRIIMEWER 258D B0, REIKRD 1/60 (7~ FMEREFEE) OIEHETHY, 45
OKBALROSIRIERIL. REED 1/15~1/30 (T v FEEERA F L v F) L5 2, 3KER{L 4-2 b
X UROBIRER L ARELARD 1/50 (=7 A Writhing test) & 550> 66,

2. FHEHE
MCHE#RE Y 7 a7 =2F 7 F NI U LEZGHAT LT —7H% SD REEMET » b O IZ
2.74mg/body O E (FHJ¥ G- : 15.0mg/kg) THIEHER G K O[MClY 7 v 7 =F 275 F U U A 2.5mg/kg
EHEREOEE L & 2o g REMOFEL A TRICR L7z, 7235, 3'-OH DF & T 4'-OH DF |L[A]
—OBEL (RfE) Z/RL7m7H, ARLUCHE L7, ZORE., BEEGIIROEE & T
a7 o7 OFERITR 2 5 EVME A 7R L7297,

Fy MI["CIE#AEC IR T 0 F NI LEERT T —JRIZEERRE
EXFMCICHI/ 07+ F MUY LEBERAKRS LI-LE0mEPRBEYM T

B774)
% on TLC
A 8P G- Fogh

12hr 24hr 4hr 8hr
vrsuzZxFo 394 40.7 17.5 20.3
3'-OH-4'-methoxy-DF 34 4.3 3.0 2.9
3'-OH DF + 4'-OH DF 10.5 10.3 9.4 10.1
5-OH DF 24.7 27.6 35.0 24.3
4' 5-OH DF <1 <1 <1 <1
Origin 21.1 33.2 32.0 41.2

YHfE (n=5) a:n=4

Heitt
1. HritER AL
E& L TRPROEE RIS SN D,

2. PR
b RZMClvY 7 v 727 F FU DA 50mg RN XU OREREO®R 5% 96 B TORF
12, WINHIEEEDOR 60%D B HENPEI SN 7= 2 & NEREIN TV B,

S U RKR—2—IZET B1EHR

vr7 a7 =) 7% BCRP X°~ 7 A Berpl &40 L CTHik 41503 P-gp X° MRP2 OFREEITIF e b7 02 &
DHE SN TWNDY, Fiz, OAT2 OHEIZ/eD Z &0, RE¥D DF-acyl- B -D-glucuronide (DF-AG) I3,
OATs (OAT2, OAT1, OAT4 KU OAT3). OATPs (OATP1B1. OATP2B1). BCRP, MRP2, MRP3 DOJ}E
W75 Z EbHEINTNDT,

vru7=F71% BCRP 2/ L7z A b b L& — F OBk HE 2 IR ERFAICE L, 1Cs (X 71pmol/L
QlpgmL) U LETH o, 72, P70 7=2F 2713 MRP2 OB THH7 XXk, FEZFEL
KOY T L Ofgikbe % S0umol/L (14.8ug/mL) TILESE7ZZ EAME SN TV D 70,

T/ 17 =) 71X hOAT1, hOAT2, hOAT3 ¥ (X hOAT4 %43 % PAH, PGF,, X OVt A b 1 U Hilg (%
ALZI hOAT1, hOAT2 KUY hOAT3/hOAT4 DOFEE) OELY IAZZFAE L, ICso 1ZZNEAL, 446, 14.3,
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10.

11

7.78 KO 34.5umol/L (1.32~102pg/mL) %/~ L7z, £72, Y717 =F 7T hOCT1 LT hOCT2 %44 %
TEA (hOCT1/hOCT2 DHEE) DY iAZ % 2.0mmol/L (592ug/mL) THE L7 2 L 3G S THWDY,

Wb, b MCARIORE KRR (225mg) & REERE LTZBEOEFRIEIZE T 5 Cnx (£9 192ng/mL)
ZHEARFHFITEmNZ LD BRBIGICB O TARBNTS N T v AR—Z —% T B3 EAEH 2 5Bl
2 ATREMEITIR VN & B 2 72,

. BREICEHREE

B L

BEDNEREHILESE
UERR L

Z0tt
AR L
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. 2% (ERLOFEFESF) CHAYHEAB

1. BHEARLZDER
BEEN TR

2. ERRBELZDERH

22 (ROBHIZIFERELEWNI L)

I EEESEO B 5 B (MBS 2B 2B8F0H 5, ] [9.1.1, 9.1.11, 11.1.2, 11.13 &
iy

2.2 HELRMEORTEOHLBE [MKOREZEASEIBZENRH S, ] [9.12, 11.1.4 B8]

2.3 HELREWEREDD HBHE [9.2.1, 9.2.2, 11.1.6 ]

2.4 EELRTHEREEOH HBHF [83, 93.1, 932, 11.1.11 ]

2.5 EELEMELEDSH S EE [9.1.4 2]

2.6 EELIEEREDOD D EE [9.1.5, 11.1.9 ]

2.7 RBND Rk LiEBUE OB ERED & 5 B

2.8 7AEY Ui (FEAT A FHEERETRAIEIC X VSR INLMETRIE) X2 oREREOH 5
BE [EEWERIELZFHZRT 5] [9.1.7, 11.1.7 ]

2.9 [HIE SRR LTS aTREMED & 5 &0tk [9.5.1, 9.5.2 2]

210 N T AT L EEEFRORE [10.1 2]

(fFaL)

2.1 AT uA FEHREFAIEORIERN & LTHBEERH Y | hoeg My 7 v 7 =F 7 fH oM
ML, EEREAMERENRE SN TV D, HIEMEREOH 5 88 DERZE(LSE B2
b EMBIRE LT,

22 oEHEY 7 v T = F 7 BFIOMFERIIC LY BARSREE NSO HERMEESE S HRESNATEY
MEDRE ZENSELBENNH D LNDRE LT,

23 DAKREEZNR L LIZENEERRICBWNT, 2V T7F = EF7 1.4% (9/659 #) 0B HEietn
TEORFENBD SN, OLGEY /o7 = F 7 ®RFOHHICEY . EEARRBIERRELHD .
AFNOMERIZ L VIERZBE ST LB8ZFZNNH DL ENORE L,

24 MAKRBEE ZRGLE L-ENBEERBRIZB VT, ALT 800 1.4% (9/659 ). AST I 1.2% (8/659
Fl) HOITEREREEORENTBD SN, oLy 7o 7 o 7 /-EHIOMEHIC LY, BEEARR
ER#MELH Y . AFOEFICLVIEREFBLSELIBZNNHDL ZE0HERE LT,

2526 foOEHMEY 7 v 7 = 7 RAIOHEMCL Y HEZBEHRERH Y . AFOMHIZ &0 AR
LS EDLBENNHD Z LINERE LT,

2.7 RENDO R TxF UBBUEOREERE O H 5 BEMEA L7256, BEUEZ BB T 8EZN0RH5 2 Lo
HERE LT,

2.8 IERT EA REHRERAILBORBMEACH Y, REMLETIZZRL, v7uatxv 7 —BlHENE
boTWb, thoEEMWY 7 a7 2 7 fAIOFERIC L2 EERBERRENHD, 7TAE Y UIE
XIFZDOBREROH 5 BE BV UEREFRTIBINNH L Z 0D RE LT,

29 hoeFMEY 7 v T = F 7 WEZEm A~ L7ZBRIS, BIRXUTHER~EENH -T2 L OW|ENH
DT EMORRE LT,

210 thoHMy 77 = F 78AE R T LT LU 2R LB, 2B EENRER L & OREN
HV, NITATLUVOFEHAEOFEEEZZEREL., RE LT,

75



. DEXIEHRICEAET 5FE L TDER
BREIN TV

. REZERUVAEICEHEY 5T L TNDEH
V. 4. HEAOCHEICEET 2EE] 220752 &,

. BEELGERMIE L ZDER

8. EELEAXMIE

<GhEedE>

8.1 WBBANC L 2 1BMITEIRIRIE CTII RS RHERIETH D Z LICEET D Z L,

8.2 WMEDKIE TR, B, WBHSEND 5D Z ENHDDOT, FTEmBE L O milins T HEE
HREOBFIZBNTUL, FHBEOBRFOREIZHPEETHZ L, [9.85H#]

8.3 HEMIEEMREND ODOND ZENHDHDOT, HEDRELZ /BRI L, FCEATS
AT EHIMICITFEREMAE 21T) 2 E N E LV, [24, 93.1, 932, 11.1.11&0#]

8.4 AFIFHPIZIRG, HFV., BHEFRZDEE L HBHOEIRS G Z F 5 RO BRIEICEE X
‘NI ERTH I L,

IBiRiE. FREETRABEX. EREBERBER VBB XICHTH8ER - HX

8.5 {BRL Lo ITRET, WOBEHEEZETDHZ &,
- REIBHT 25810, EPICRRE., MEHRE R OHHERERES 2175 2 &,
- EMPELSNOPFE L BET D L,

(fif0)
8.1 HRBRWANDOEKEIDRHERETHDH Z LI HO>WT, hoeHEY 7 a7 = 7 {AIOMEH EoRE%
EBEL, RELE,

8.2 AFNIMANCEET 22REZ A L TR0 s, @B E O Ml & SUTTHAEMIR B O BE IR L, AHl %
R L7zt RRES T ICliE Lanicd, RMICRBEK TZ2RR1T28thnrdH 5, thox
WY rn 7 =F 7/ RO EoEEEZBE L. RELL,

8.3 MNAIKIR A x5 & Lz [ENERERBRICI VT, ALT B0 1.4% (9/659 1) . AST #1 1.2% (8/659
) HEOBIEREMOREENRO LN, £, oY 7 v 7 = 7 fAICIXEELBITER
WELHY ., B EOREICCTHEBRRESITo TWA, AANCBWTY, BEEZBIERARE LY BT
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OXE ORI DA (VOLTAREN® @ (diclofenac sodium enteric-coated tablets) Tablets 75 mg) D¥
fF303#E (2021 £ 4 A 28 H) : (FDA, FDA-Approved Drugs, <https://www.accessdata.fda.gov/drugsatfda
docs/label/2021/019201s0481bl.pdf >, 2026 47 A 1 H 7 7 & &)
Pregnancy

Risk Summary

Use of NSAIDs, including VOLTAREN, 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 VOLTAREN use between about 20 and 30 weeks of gestation, and avoid
VOLTAREN use at about 30 weeks of gestation and later in pregnancy (see WARNINGS; Fetal Toxicity).

Premature Closure of Fetal Ductus Arteriosus
Use of NSAIDs, including VOLTAREN, 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.

There are no adequate and well-controlled studies of VOLTAREN in pregnant women.

Data from observational studies regarding potential embryo-fetal risks of NSAID use in women in the first or
second trimesters of pregnancy are inconclusive.

In animal reproduction studies, no evidence of teratogenicity was observed in mice, rats, or rabbits given
diclofenac during the period of organogenesis at doses up to approximately 0.5, 0.5, and 1 times, respectively,
the maximum recommended human dose (MRHD) of VOLTAREN, 200 mg/day, despite the presence of
maternal and fetal toxicity at these doses (see Data).

Based on published 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 diclofenac, resulted in increased pre- and post-implantation 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.
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The estimated background risk of major birth defects and miscarriage for the indicated population(s) 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 VOLTAREN, can cause premature closure of the fetal ductus arteriosus (see WARNINGS; Fetal
Toxicity).

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 VOLTAREN treatment extends beyond 48 hours, consider monitoring
with ultrasound for oligohydramnios. If oligohydramnios occurs, discontinue VOLTAREN and follow up
according to clinical practice (see WARNINGS; Fetal Toxicity).

Data

Human Data

Premature Closure of Fetal Ductus Arteriosus:

Published literature reports that the use of NSAIDs at about 30 weeks of gestation and later in pregnancy may
cause premature closure of the fetal ductus arteriosus.

Oligohydramnios/Neonatal Renal Impairment:

Published studies and post-marketing reports describe maternal NSAID use at about 20 weeks gestation or later
in pregnancy associated with fetal renal dysfunction leading to oligohydramnios, and in some cases, neonatal
renal impairment. These adverse outcomes are seen, on average, after days to weeks of treatment, although
oligohydramnios has been infrequently reported as soon as 48 hours after NSAID initiation. In many cases, but
not all, the decrease in amniotic fluid was transient and reversible with cessation of the drug. There have been a
limited number of case reports of maternal NSAID use and neonatal renal dysfunction without
oligohydramnios, some of which were irreversible. Some cases of neonatal renal dysfunction required
treatment with invasive procedures, such as exchange transfusion or dialysis.

Methodological limitations of these postmarketing studies and reports include lack of a control group; limited
information regarding dose, duration, and timing of drug exposure; and concomitant use of other medications.
These limitations preclude establishing a reliable estimate of the risk of adverse fetal and neonatal outcomes
with maternal NSAID use. Because the published safety data on neonatal outcomes involved mostly preterm
infants, the generalizability of certain reported risks to the full-term infant exposed to NSAIDs through
maternal use is uncertain.

Animal Data

Reproductive and developmental studies in animals demonstrated that diclofenac sodium administration during
organogenesis did not produce teratogenicity despite the induction of maternal toxicity and fetal toxicity in
mice at oral doses up to 20 mg/kg/day (approximately 0.5 times the maximum recommended human dose
[MRHD] of VOLTAREN, 200 mg/day, based on body surface area (BSA) comparison), and in rats and rabbits
at oral doses up to 10 mg/kg/day (approximately 0.5 and 1 times, respectively, the MRHD based on BSA
comparison). In a study in which pregnant rats were orally administered 2 or 4 mg/kg diclofenac (0.1 and 0.2
times the MRHD based on BSA) from Gestation Day 15 through Lactation Day 21, significant maternal
toxicity (peritonitis, mortality) was noted. These maternally toxic doses were associated with dystocia,
prolonged gestation, reduced fetal weights and growth, and reduced fetal survival. Diclofenac has been shown
to cross the placental barrier in mice, rats, and humans.

Labor or Delivery

There are no studies on the effects of VOLTAREN during labor or delivery. In animal studies, NSAIDS,
including diclofenac, inhibit prostaglandin synthesis, cause delayed parturition, and increase the incidence of
stillbirth.

Nursing Mothers

Risk Summary

Based on available data, diclofenac may be present in human milk. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for VOLTAREN and any potential
adverse effects on the breastfed infant from the VOLTAREN or from the underlying maternal condition.
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Data

One woman treated orally with a diclofenac salt, 150 mg/day, had a milk diclofenac level of 100 mcg/L,
equivalent to an infant dose of about 0.03 mg/kg/day. Diclofenac was not detectable in breast milk in 12 women
using diclofenac (after either 100 mg/day orally for 7 days or a single 50 mg intramuscular dose administered in
the immediate postpartum period).

OHE DR #E I #] (Voltarol® Rapid 50 mg Tablets) DFRASCE: (20254 11 H 5 H) : (Datepharm
Ltd, emc, <https:/www.medicines.org.uk/emc/product/4333/smpc>, 202647 H 1 H7T 7 & X)
4.4 Special warnings and precautions for use
Female fertility:
The use of Voltarol may impair female fertility and is not recommended in women attempting to conceive. In
women who may have difficulties conceiving or who are undergoing investigation of infertility, withdrawal of
Voltarol should be considered (see section 4.6 Pregnancy and Lactation).

4.6 Fertility, pregnancy and lactation

Pregnancy

Inhibition of prostaglandin synthesis may adversely affect the pregnancy and/or the embryo/foetal
development. Data from epidemiological studies suggest an increased risk of miscarriage and or cardiac
malformation and gastroschisis after use of a prostaglandin synthesis inhibitor in early pregnancy. The absolute
risk for cardiovascular malformation was increased from less than 1% up to approximately 1.5%.

The risk is believed to increase with dose and duration of therapy. In animals, administration of a prostaglandin
synthesis inhibitor has shown to result in increased pre-and post-implantation loss and embryo-foetal lethality.

In addition, increased incidences of various malformations, including cardiovascular, have been reported in
animals given a prostaglandin synthesis inhibitor during organogenetic period.

From the 20th week of pregnancy onward, Voltarol use may cause oligohydramnios resulting from foetal renal
dysfunction. This may occur shortly after treatment initiation and is usually reversible upon discontinuation. In
addition, there have been reports of ductus arterious constriction following treatment in the second trimester,
most of which resolved after treatment cessation. Therefore, during the first and second trimester of pregnancy,
Voltarol should not be given unless clearly necessary. If Voltarol is used by a woman attempting to conceive, or
during the first or second trimester of pregnancy, the dose should be kept as low and duration of treatment as
short as possible. Antenatal monitoring for oligohydramnios and ductus arteriosus constriction should be
considered after exposure to diclofenac for several days from gestational week 20 onward. Voltarol should be
discontinued if oligohydramnios or ductus arteriosus constriction is found.

During the third trimester of pregnancy, all prostaglandin synthesis inhibitors may expose the foetus to:

-cardiopulmonary toxicity (premature constriction/closure of the ductus arteriosus and pulmonary
hypertension);

-renal dysfunction (see above);

the mother and the neonate, at the end of the pregnancy, to:

- possible prolongation of bleeding time, an anti-aggregating effect which may occur even at very low doses;
- inhibition of uterine contractions resulting in delayed or prolonged labour.

Consequently, Voltarol is contraindicated during the third trimester of pregnancy.

Lactation

Like other NSAIDs, diclofenac passes into breast milk in small amounts. Therefore diclofenac should not be
administered during breast feeding in order to avoid undesirable effects in the infant (see section 5.2
Pharmacokinetic properties).

Female fertility
As with other NSAIDs, the use of diclofenac may impair female fertility and is not recommended in women
attempting to conceive. In women who may have difficulties conceiving or who are undergoing investigation of

infertility, withdrawal of diclofenac should be considered.

See section 4.4 Special warnings and precautions for use, regarding female fertility.
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OA—A NZ U T D433A . An Australian categorization of risk of drug use in pregnancy (2026 4= 5 A 19 H
database) (TGA, Australian categorisation system for prescribing medicines in pregnancy, <
https://www.tga.gov.au/prescribing-medicines-pregnancy-database >, 2026 £ 7 H 1 H 7 7 & &)

43%H . Category C (Diclofenac & L TR L2/ HR)

Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful
effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.
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OKE DR FE A Al (VOLTAREN® : (diclofenac sodium enteric-coated tablets) Tablets 75 mg) D
f30#E (2021 % 4 A 28 H) : (FDA, FDA-Approved Drugs, <https://www.accessdata.fda.gov/drugsatfda
docs/label/2021/019201s0481bl.pdf >, 2026 47 H 1 H7 7 & R)

Pediatric Use
Safety and effectiveness in pediatric patients have not been established.

OHE D[RR #E 0] (Voltarol® Rapid 50 mg Tablets) DFRASCE: (20254 11 H 5 H) : (Datepharm
Ltd, emc, <https://www.medicines.org.uk/emc/product/4333/smpc>, 202647 H 1 H7T 7 & X)

Paediatrics

For children over 14 years of age, the recommended daily dose is 75-100 mg in two or three divided doses.
Voltarol Rapid tablets are not recommended for children under 14 years of age.

The use of Voltarol Rapid (all forms) in migraine attacks has not been established in children.
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