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VIRO 2 (1ERU2460) ITEVWTAFTRETRANINDVAERIE
SURADEMBREES YA LA S T4 —IZ&>THEEL., Fh
ZND R FRRZTRISNSIKREREREED-, 4 DOPTRATLA
TAVI—DEREME LTHRET DL ENTED,

UEICRRSL-EEAEICEY., NERHAOBEMEEYMTHSOFY T0O
TIVFEBRER/RDIIENTZEHN, FonLENOYELLENEEET
BER1~BICFEHTRLT=,



WO 2010/098251 12 PCT/JP2010/052463

[%&1]

(A=x7] MS 'H-NMR
S| e

&5 (m/7Z) (8 fppm)

(CDCly) & : 7.18(1H, t, J=7.9Hz), 6.86(2H, dd, J=11.9, 5.4Hz),

3.98(1H, q, J=7.3Hz), 3.73(3H, s), 3.68(3H, s), 3.21(1H, d, J=13.9Hz),

265

9a IR N 3.02(01H, d, J=13.9Hz), 2.46-237QH, m), 2.36-2.27(1H, m),
+H+
2.17-2.05(1H, m), 1.98-1.89(1H, m), 1.72-1.67(1H, m), 1.47(3H, d,
J=7.3Hz)

(CDCly) 6 : 10.79(1H, brs), 7.32(1H, brs), 7.21-7.12(2H, m), 3.69(1H,
281 |q, J=7.2Hz), 3.28(1H, dd, J=13.7, 4.2Hz), 2.59(1H, dd, J=13.7,

9b Bk
M+ | 9.7Hz), 2.51-2.32(2H, m), 2.21-1.94(3H, m), 1.82-1.68(1H, m),
1.62-1.46(1H, m), 1.50(3H, d, J=7.3Hz)
(CDCly) 6 : 7.39(1H, d, J=1.5Hz), 7.25(1H, d, J=8.1Hz), 7.10(1H, dd,
o - 347 | J=8.1, 1.5Hz), 4.24(1H, q, J=7.2 Hz), 3.10(1H, dd, J=13.7, 3.8Hz),
c 14
M+Na+ | 2.47(1H, dd, J=13.7, 9.3Hz), 2.40-2.27(2H, m), 2.18-1.93(3H, m),
1.83-1.67(1H, m), 1.60-1.54(1H, m), 1.50(3H, d, J=7.2Hz)
(CDCls) 6 : 7.68(1H, s), 7.25(1H, d, J=6.6Hz), 7.14(1H, d, J=8.4Hz),
od - 373 | 4.13(1H, q, J=7.2Hz), 3.08(1H, dd, J=13.6, 3.7Hz), 2.44(1H, dd,
s
M+H+ | J=13.7,9.3Hz), 2.37-2.26(2H, m), 2.18-2.06(2H, m), 2.03-1.94(1H, m),
1.83-1.67(1H, m), 1.59-1.42(1H, m), 1.47(3H, d, J=7.3 Hz)
(CDsOD) 6 : 7.28(1H, d, J=8.1Hz), 7.15-7,10(3H, m), 6.99(1H, s),
6.82(2H, d, J=8.6Hz),3.85(1H,q, J=7.0Hz),3.05(1H,dd, J=13.8,
Bk | 338 4
19 3.8Hz), 2.52(01H, dd, J =136, 9.4Hz), 245224(2H m),
ENE[ES M+
2.14-2.02(2H, m), 1.99-1.89(1H, m), 1.82-1.69(1H, m), 1.67-1.51(1H,
m), 1.27(3H, d, J =7.0Hz)
(CDs0OD) & : 7.29(1H, d, J=8.1Hz), 7.21(1H, t, J=7.9Hz), 7.15(1H, dd,
J=8.1, 1.8Hz), 7.01(1H, d, J=1.8Hz), 6.80-6.73(3H, m), 3.84(1H, q,
SRR 338

20 i A J=7.1Hz), 3.07(1H, dd, J=13.6, 4.0Hz), 2.54(1H, dd, J=13.6, 9.5Hz),
2.47-2.26(2H, m), 2.15-2.26(2H, m), 2.15-2.03(2H, m), 2.00-1.90(1H,
m), 1.84-1.70(1H, m), 1.68-1.52(1H, m), 1.29(3H, dd, J=7.1, 1.6Hz)
(CDsOD) § : 7.43(2H, d, J=8.8Hz), 7.36-7.32(3H, m), 7.20(1H, d,
406 | J=8.1Hz), 7.04(1H, s), 3.73(1H, q, J=7.2Hz), 3.08(1H, dd, J=13.8,
M+ | 4.0Hz), 2.56(1H, dd, J=13.8, 9.2Hz), 2.44-2.26(2H, m), 2.15-1.94(3H,
m), 1.85-1.56(2H, m), 1.30(3H, d, J=7.2Hz)
(CDsOD) 6§ : 7.31-7.22(3H, m), 7.14(1H, dd, J=8.1, 1.8Hz),
292 HR A 7.01-6.95(3H, m), 3.86-3.79(4H, m), 3.06(1H, dd, J=13.6, 4.0Hz),
2.54(1H, dd, J=13.6, 9.2Hz), 2.43-2.25(2H, m), 2.15-1.58(5H, m),

21 R4S

[0053]
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[%&2]

(A=x7] MS NMR
S| e

&5 (m/7Z) (8 fppm)

(CDsOD) § : 7.42(2H, d, J=8.1Hz), 7.35-7.33(3H, m), 7.17(1H, d,

J=7.8Hz), 7.04(1H, s), 4.75(2H, s), 3.87(1H, q, J=7.0Hz), 3.16(1H, dd,

23 MR ?\f J=13.7, 3.5Hz), 2.51(1H, dd, J=13.9, 9.5Hz), 2.40-2.30(2H, m),
2.17-2.092H, m), 2.02-1.92(1H, m), 1.82-1.68(1H, m), 1.63-1.50(1H,
m), 1.35(3H, d, J=7.0Hz)
(CDsOD) § : 8.27(2H, d, J=8.8, 0.9Hz), 7.53(2H, d, J=8.8Hz), 7.40(1H,
d, J=8.1Hz), 7.24(1H, dd, J=8.1, 1.8Hz), 7.03(1H, d, J=1.8 Hz),
e, 368

24 3.74(1H, q, J=7.1Hz), 3.16(1H, dd, J=13.7, 3.8Hz), 2.55(1H, dd,
[EALES M+H+

J=13.7,9.5Hz), 2.42-2.32(2H, m), 2.20-1.95(3H, m), 1.84-1.51(2H, m),
1.37(3H, d, J=7.0Hz)
(CDCls) 6 : 7.31(1H, d, J=8.1Hz), 7.15-7.10(3H, m), 7.03(1H, s),
B, 337 | 6.73(2H, d, J=8.4Hz), 4.68(3H, s), 3.97(1H, q, J=7.1Hz), 3.15(1H, dd,

® E5fzS M+ | J=13.7, 3.5Hz), 248(1H, dd, J=13.7, 9.9Hz), 2.41-2.302H, m),
2.18-1.95(3H, m), 1.81-1.50(2H, m), 1.35(3H, d, J=6.6Hz)
(CDsOD) 6 : 7.44(6H, m), 7.17(1H, dd, J=7.9, 2.0Hz), 7.02(1H, d,
322 |J=1.8Hz), 3.78(1H, q, J=7.2Hz), 3.07(1H, dd, J=13.6, 4.0Hz),
31 iR 7R

M+ | 2.,55(1H , dd, J=13.6, 9.2Hz), 2.47-2.25(2H , m), 2.13-1.72(4H, m),
1.28(3H, dd, J=7.2, 1.3Hz)

(CDCls) 6 : 7.34(1H, d, J=8.1Hz), 7.22(4H, s), 7.15(1H, d, J=8.4Hz),
7.04(1H, s), 3.91(H, q, J=7.1Hz), 3.16(1H, dd, J=13.9, 3.7Hz),
32 R4S 2.50(1H, dd, J=13.9, 9.5Hz), 2.40(H, s), 2.37-2.280H, m),
2.18-2.08(3H, m), 1.99-1.93(1H, m), 1.80-1.68(1H, m), 1.59-1.31(1H,
m), 1.36(3H, dd, J=7.0, 1.1Hz)

(CDCls) 6 7.36-7.26(5H, m), 7.16(1H, d, J=8.1Hz), 7.03(1H, s),
368 | 3.90(1H, q, J=7.1Hz), 3.16(1H, dd, J=13.7, 3.8Hz ), 2.55-2.47(4H, m),

33 iR 7R
M+ | 2.39-2.31(2H, m), 2.18-2.09(2H, m), 2.03-1.91(1H, m), 1.88-1.70(1H,
m), 1.66-1.50(1H, m), 1.36(3H, dd, J=7.1, 0.9Hz)
(CDsOD) 6 : 7.36-7.31(3H, m), 7.20-7.12(3H, m), 7.02(1H, d,
410 J=1.8Hz), 3.75(1H, q, J=7.1Hz), 3.07(0H, dd, J=13.7, 4.2Hz),
34 HR A - 2.55(1H, dd, J=138.7, 9.5Hz), 2.43-2.26(2H, m), 2.15-2.03(2H, m),
2.00-1.91(1H, m), 1.86-1.68(1H, m), 1.65-1.52(1H, m), 1.29(3H, dd,
J=7.1, 1.1Hz)

[0054]
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[%&3]

(@=x/ - MS NMR
5 (m/7) (6 lppm)

(CDCls) 6 : 8.10(2H, d, J=8.4Hz), 7.42(2H, d, J=8.4Hz), 7.36(1H, d,
266 J=8.1Hz), 7.18(1H, d, J=8.1Hz), 7.01(1H, s), 3.79(1H, q, J=7.3Hz),
35 HR A 3.13(1H, dd, J=13.9, 9.5Hz), 2.50(1H, dd, J=13.9, 9.5Hz),
2.35-2.27(2H, m), 2.14-2.05(2H, m), 1.99-1.93(1H, m), 1.75-1.65(1H,
m), 1.60-1.50(1H, m), 1.36(3H, d, J=7.3Hz)

(CDCls) 6 : 7.19(1H, t, J=7.9Hz), 6.96(1H, dd, J=7.9, 1.6Hz), 6.92(1H,
dd, J=11.0, 1.5Hz), 4.09 (1H, t, J=3.5Hz), 4.00(1H, q, J=7.2Hz),

40a MR M%f;a 2.82(1H, dd, J=13.6, 7.7Hz), 2.61(1H, dd, J=13.8, 7.7Hz),
2.02-1.91(1H, m), 1.89-1.77(2H, m), 1.73-1.61(2H, m), 1.60-1.43(1H,
m), 1.53-1.45(1H, m), 1.50(3H, d, J=7.3Hz)
(CDCls) 6 : 7.19(1H, t, J=7.9Hz), 6.91-6.83(2H, m), 3.99(1H, q, J=
B 289

40c 7.2Hz), 3.87(1H, q, J=5.9Hz), 2.77(1H, dd, J=13.9, 5.9Hz), 2.39(1H,
[ {4 M++Na

dd, J=13.6, 9.2Hz), 1.92-1.58(9H, m), 1.26-1.14(1H, m)
(CDCls) 6 : 7.45(1H, d, J=1.5Hz), 7.24(1H, d, J= 7.7Hz), 7.16(1H, dd,
349 | J=8.1,1.5Hz), 4.24(1H, q, J=7.2Hz), 4.09(1H, s), 2.82(1H, dd, J=13.7,

4la R4S
M#+Na | 7.9Hz), 2.61(1H, dd, J=13.7, 7.5Hz), 2.00-1.80(3H, m), 1.72-1.49(7H,
m)
(CDCls) 6 : 7.41(1H, ), 7.25(1H, d, J=7.0Hz), 7.11(1H, d, J=8.1Hz),
. 349 | 4.23(1H, q, J=7.2Hz), 3.89(1H, q, J=5.9Hz), 2.76(1H, dd, J=13.7,
41c R4S

M++Na | 6.0Hz), 2.42(1H, dd, J=13.9, 6.8Hz), 2.09-1.92(2H, m), 1.86-1.78(1H,
m), 1.71-1.47(6H, m), 1.29-1.16(1H, m)

(CDs0D) & : 7.26(1H, d, J=8.1Hz), 7.15(8H, d, J=8.4Hz), 7.04(1H, s),
B 340 | 6.82(2H, d, J=8.4Hz), 4.04(1H, brs), 3.85(1H, q, J=7.1Hz), 2.87(1H,

2 E5fzS M+ | dd, J=6.8, 3.4Hz), 2.56(1H, dd, J=13.4, 8.2Hz), 2.02-1.90(2H, m),
1.27(3H, d, J=7.0Hz)
(CDsOD) § : 7.27(1H, d, J=8.1Hz), 7.15-7.12(3H, m), 7.00(1H, s),
15 B 340 | 6.83(2H, d, J=8.6 Hz), 3.86-3.81(2H, m), 2.85(1H, dd, J=13.6, 5.5Hz),

&k M+ |238(1H, dd, J=13.5, 9.2Hz), 2.0001H, d, J=28.9Hz), 1.901H, d,
J=25.8Hz), 1.60-1.78(4H, m), 1.274H, d, J=7.0Hz)

[0055] AFBAMNMEHT I LEOOXY TO07z UFERKE, BHEILARVEBOE

F. BWEZTOEREZMNIHFRINDIEL LTHERT I ENTES,
REZPHIHRSNDEBEELTE, FRUDLER, AUDLEBREDTIL
HIEBEHWNETUEZVLEBEZEFLIIENTESD,

[0056] AHEBAMNMRMT 20Xy 707z FERTLEFOERZHNIZHFRSIH
HIEZEEMEEME LTRET HEHE, AL, ARFERF-ETOEE
MICHBEINIETHIAMRD EEM, F-FERAOEBRLEKIIATE
LEL, &2F. GEFFSOBEELAFE LT, BOMNFIEEROMICEST
HIENTED, BEMICIE, FIZE. hTEILFIE, oFxYT0T7 U
BRFELIEZOELZIARE. BMELEZTOFER, L/ILO—XFERFOMR



WO 2010/098251 15 PCT/JP2010/052463

[0057]

[0058]

[0059]

[0060]

[0061]

[0062]

BRIERELTESFUOATENICKELANT I ENTES,

F-. FAIE., ERBEISIOMIC, DILRFDAFILEZILA—XF YD
L, PIVKUEE, P75E7ILEDHKESRIEKEMATHEL, BEICLY
R ELER, SoCFLY RATT7 I UBEREOBERZRMLT, BED
EfEITREERAVCRAICAR T I ENTES,

I, FEHFICKDIEROBEICRELTIE, OFVY IO T VFERFEL
FZDEZRBEMFIE RITRARBKELERBLEEBIEKISEHEL, 7
DINICHALTEFRRERET S, REICLYRELRE., BEVESTES
BSETHLEL, ChoDFEEARSHEAIE, BIRNIRES, H5LIERER
FEICKYERETBHIENTED,

AFEANMREET H50XY TO T VFEROBREEIR. BAOERA. iz
(ETARITANESEBEDER, EEE. F. SHEOAESICL > T—HICTE
BRETE%LN,

Fi-. BERE. F., BERHFICL>THLELLILDTHIMN, — i
MIZiE, BOBEDOEEE. EMESELT, BE,. 0. 1~1000mg
BB R, #FELLIE1~500mg /B b FOFEBEA. £, FELEO
BEDGEEIE, BOBREOGRICEITAREENHN1.7100~1 28
EOHBERNTEEENL, 85352 ENTESL, GH. ChodEE5EER
. BEOER, ERFICKYBEBR TSI ENTRETHLIZLEDNRTH
%o
5E it 51l

LT, EFEFIZRHERABGIESNT, AERAEXFICEAKRMIZEHEAT S
AN, ZEADHEEZ N oDBUIRET HIDTEHBENIEREVWSIETHA
LY,

A4 2E B (invitro) RUA Y EAR (in vivo) HETHUW-AFKEHED O
Y707z UBERIZDONT, TOIEFEBEELTICRLT,
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[1B11]
O
COONa
20
R CHjy
[0063] [%=4]
El e (=] t&EMESF R 20
=Y S B B S - H (XFEFEF
&1 9 a F (7 vRRET)
It &% 2 9 o Br (BEEEFET)
it& % 3 19 p -k FEr X7z
it &% 4 2 & P -7 I/ 7z

[0064] AE&HI1 - EremMP vt (A2 ERA)

FBRIL, Inflamm. Res., 45: 68-74 (1996) ITEEEMSNBHAARITELTIT
o1z,

A A2 EPOICBIFSHCOX=1Fvytd

ROMEEE, PHECEDLTHABLUEIINSAIDs #RALTEST,
BRBICERTHIAZTERLL -,

mi&lE, mMBEEENHFIERIMTRRL, ERICT vy ITAN:, 11
L7zMi#&%#=500 u LFDFa—T (Protein Lobingdin tube, Eppenduf Co
. LTD., Tokyo, Japan) IZ#MEL. @ELIGBAE (DMSOXIEMiIlliQ water
) IR ABREEY2 4L (REEE: 0. 1 4M—1000uM)
ZAmL, 37°C/2 ARMMREENROOoNEETS, vFar—Tay
L7,
AoFarR—2a3vk, HUTILE12, 000 x g/ 5HHDEDLSE
T, MEFEDEL, MBPR2 NI EBRAT S0, Bohf-MF10
OuL%ZIR/—)LA0OyuLIZHEML, BU12, 000X%x g/ 557EMD
BONHET oz, LFERDT XB,2BRAEREE (E1A) kit [Cayma
n (Ann, Arbor, MI,USA) #519031] ZAWWTE=E L=, A FIJLIF, &
Bo7OkaLicioT=,
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[0065]

[0066]

[0067]

B: A2 EPOICHIFECOX—2Fvtq

FhsREEL, LHECEL1TEABUEIINSAIDsZRALTE ST,
BRBICERTHIAZTERLL -,

MiglE, ~N\Y DB ESNT-HERE (Venoject!| blood collection t
ubes, TILEME) [TEERL., RERRFMETHAS YRRy vHOA K
(LPS) [Sigma-Aldrich Japan Inc, #12880 from E. coli055:B5, &#&
BEMN100ug/ mLERDES ICHEMEGEERIEK (PBS) THER
L7=] &&mLfz, 500u LT D2Fa—TJITHEL, #EYLGAE (DMS
OXIFMiI1iQ water) ITEMFBE-HARLEEM 24 L (REEE: 0. 1u
M—1000uM) ZFML, COX—2%FETH-HIT37C/ 248
A4 oFan—ali,
AoFarR—2avk HoT)LE12, 000X g/ 55HD=RLSH
AL, MFZDEEL-, MHRE2 NI ZRNT S0, JBonf-mFE10
OuLZEIR/—)L400OuLIZHEML, BU12, 000x% g/ 57HD
BDDHEIT o=, LIERDPGE 2 ZBHRHREREE (ET A) kit [Caym
an (Ann, Arbor, MI,USA) #514040] #RWWTE=E LTz, 70 bajLik,
BoO7ORalLIZH-T=,
HEfl2 BEET7 vt (£ 2 ER)

EXE&I&. Biochem. Biophysical. Res. Com., 323; 1032-39 (2004) (ZiC#
DFHEIZTHE-T=,

BEARRTZ7FILaYY (10uM, 7. 7Tmg : BELFEHE) %4
OORILLA AR/ —IL (12, v/ v) ICHERL, %%, 1. 5mL
DOITFIII—TILIZAEE LTz, 100mM calcein-NaOH (pH7. 4) %
TmLMMA, 17EEFRLELE, PTFI/ILIT—T/L%conventional ro
tary evaporator (25°C) THREL. U UVEBEERICEBAELEZIOZRY
— LEiBR#& & LT= (reversed-phase evaporationik) .

B [BigEAlF
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(1) KEBEHELTRWSAIEAE

30uULDY)RY—LEREE, 5mLDY VEEHERIZEESE., &b
(10, 500xg 7207 L., VUEEERERT2EKSE Lz, XLy

FE1mLOY UEEEHRICEAL., TORAREEREEERRHRICA .

1. 5mLFa—JIZ6uLFoREL, TDURY—LBREIZ. BE
PEGELITARFUTILOD) VEBEEERG6 1 LEMA, 30°C/105HA
vFxaR—a3r L, KETHEER, 3847wel [TEABRZE10uL
SELE&, R LfzcalceinOEHENXBEZANEL- (BERKK: 490nm
) o

[0068] (2) DMSOZBHIE LTRHWSAEAZE

JRY —LBEHEKREZRD (10, 500xg/2040) L. ' UEHER
BT2@%kELE, ALY FESMLD Y VEEERIZEEL, TOBER
DO. 756mLESOMLOY VEEEERTHERLI-L D EZREEERICH
W=,

1. 5mLFa—TI2400uLFOmEL, ZOURY—LBEBRRIZ.
BENERDLTARFUTILODMSOEKEMEZ, 30°C/ 1054 >
Fan—2 3Lz, KETHHAE, 96 wel ITEEAKZ200uLY
FELRIC, R LizcalceinDHMLABEZAELT: (BMEKK: 490 nm
) o

[0069] C : [E{SE ST

100%RFEENI FO—JLE LT, triton X-1000 2 5 %i&&KZE ALY
CBTAMFUTILOELBEEZANEE, 1 00%EEENI FA—ILO
EICHT HENEEERETERLI-LDEIRETF (calcein release) & L=,

[0070] Chod#HEREFEHTTRERITRLI
[0071]
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[%R5]
COX [ & &% COX-2 &I % 2 &= %
AEmbtaw ICs (mM) Calcein release
COX-1/C0OX-2
COX-1 COX-2 ECe0% (mM)
= 36 9 4.0 300
it& %1 16 6 2.0 > 1,000
&z 9.9 16 0.5 > 1,000
it &% 3 570+ 80 21+13 40+ 21 15
& % 4 675+ 64 85+ 9 8.0 > 1,000

[0072] EEEBIS  EMT7T vt A (A ERHER)

[0073]

[0074]

A OXV 707z FERICELEEBEDHE
SB[, Biochem. Pharmacol., 67; 575-85 (2004) IZEBEDAEIZHE-T-

Wister RIS v b ((KE : 180-200g) # 1 8RR . HEBELED
EFROKBS L B58E. AxXV 707z 0 EELVMEEERD LIS
Lz) . 8Kk, B L., BABICELEEREOEBETAE L. &
TOEEDEEZARIL., BEGRHRE L,

Ff-. BHEOPGE,ElE. ELI SAZKICKYBEIEL,

BH, FOFILE Fy MIBEOTA FIILICHES T,

FhoDHERER 1 ~E 3R LT,

1A%y TO27x240meg  k gEICHETHHBRILEMERSL
EE0ERERL, B2(20%YT0T71250mg  k gEITHET S
RBRILEMERELI-GEDOHKELZRL. E3ICBHEPGE.ENELER
L7=.

EAICRLULEBRENSIHEBAT L L SIC. AFHEOOFY TO Tz UFE
K (k&% 1~4) &, OFV IOz VICHE L TEEITESRHEMNMEL
AEEMIB RV ATHBEEBDERENRBOONENEDTH T,

Fi-. BHIEDPGE,EX, {tEW2,. 3RV4IIEVT, O¥xV 7O
IVEYBBVLEDTH o7,

B: Ao VEREEEIINTIOXY TOTx VEEEERDME

#ABRI&. Br. J. Pharmacol., 151; 285-91 (2007) IZR&EMDAEITHE T
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[0075]

[0076]

[0077]

Wister M v b (fKE : 180-200g) % 1 8SEfEligR S, HERILEY
#ROKELE: (BEEEF, OXFV IOz S LIVWMESEERDESIC
Lfz) . 1HE%. EEBEETIC1%hWZ75= (£EBEEEKIZESE 10
OuLZIFL., BFEZEREIET.
HSTZUB5R. BE5%IBHERU 6 HEEDERIEE. Plethysmomete
reAWTERIE LT,

Fi-. BREEPGE,EIF. ELISAXKICKVYAIEL., . 7O+
LiE &y MEEO T O LT o T,
FhoDERFER 4 ~R6I1TRLT=,
R42O%y7027x210meg k gEICHETHHBRILEMERSL
-6HRERICEITANTT=ViFRE (%) ZRL. BISITREMNHZE (%)
#wLT=,

BE. FEMGIEE, UTOHEIZLS,

MHIE (%) =100— (LEMTRSERDOZERTE Vehicleit 5RO ZER
&) x 100

Ff-. K6Ic, BE#XIBMRV 6 HHEZOERENELER L,
INLDBEMNSLHIATHEL ST AKBAOOXY T0 T UFEEK (
L&MW1 ~4) (T, BFEHRMERAZTRTIOTHLLHEIC, BIEATH S
EEBREZELGEVLOTHY ., BEEALEERADOAHENRIFICITONT
tEMTH DI EMNEBET B,

HENE 1 FEH
L&E% 1 50mg
ZL¥E 1T00mg
ErFOX>TJOELEILA—X 150mg
ARTTV) VBRI AI DL 50mg

LEREAFEEREL, FHEARK, TIRLEEISOmgDEFZ. &
EITKYBHELE,



WO 2010/098251 21 PCT/JP2010/052463

[0078] ZHEIfI2 - EEFE

itEm2 50mg
ZL5E 1T00mg
FoEQOILTFUTY 150mg

FRUAZEZEEREL, 200m g BFHPAEPIRISOm g EEDENEER
EICKYRRELE,
EXEOF BATREME

[0079] LILERRED LS (T, AEEAS/RETHIO0FYTO T UFERRE, ChFE

THIONTWGEWHRGIEENMTHSERIT, EDNSAIDsIZHLR
-EEEEEORMERA G, Z0OL, BERMIZERSATWSEXY T
Jx & YRRE. SBREEANBVLDTHD.

LEA>T, ZOREFHAKRENT EMS, EMIHLTREICERTE
HDRT, BOTHMGLDOTHY ., EXLOERERZKRLELDTH D,



WO 2010/098251

FERIE]

[FERIE2]

[FE3RIE3]

[FERIE4]

[FE3RIE5]

[FE3RIE6]

22 PCT/JP2010/052463
ERDEH
KA (1) XiE (1 1)
[1E1]
0
HO
@/\Q\FCOOH
. . COCH
R* CHy vL) , (1)

R®  CH,

(X, R'RUR2EINOSTVEFRIEEBRELSEFEHR I =
WEERT)
TRENDOFVYTOTz VFERX I ZOREZNICHBINDIE

X (1) RY (I 1) A, R'RUR2ONOF VRFMERREF
 RERF. JvERREF. AVREFHLEREINDGLDOTHDHES
E1ICESHOOFY 07 VEERRIETOEEZNICHEREIND
I8,

X (1) B, ROBEB Iz ZILEICHITHEREN., NOF VR
F. KEEE, EE L CIFFERERT ILFILE, BR7ILFILFF
HE, BR7ZLIXDE, ZrOE FI/EXEALRFVILETH
HERETVICEHEOOXY IOz UFERRIEZTOREBEEMIZHS
SN BIE,

X (11) B, RZOBBIzZILEICETHEBREN, NOFY
RFREEBRERTILFIILETHIERE 1 ICREOAFY IO T
VBERRIEZTOERZMICHETINDIE,

BBRIEVICEHOR (1) X(E (I'1) TRENDAFYTOT
VHEERXITOEBRFEHICHBEINIBEERYURSELTEET S
EZ,

FERE2~40VWTANIREOOXY IO T UFEARIEZED
HEEPHICHFBEINIEEZENRS E LTERATHEE,



1/3

WO 2010/098251 PCT/JP2010/052463
[E1]
12 r
10 b
~~
*3
2 ol
p -
-
i
m o,
.
2 -
O ;] 1 I i (]
Loxoprofen L& &2 &3 featn 4
[E2]
20 ¢

EERE (mm?)

3

16

12

| i

0 ! . - ] L ]

Loxoprofen A=z &2 &3 &t 4



2/3

WO 2010/098251 PCT/JP2010/052463

[E13]

40 ¢

?iﬁ i|l

Vehicle  Loxoprofen 4841 &2 &9 3 5% 4

PGE, (ng/g tissue)

[E14]

40

30

20 +
0 t 3 i 1 i

Vehicle  Loxoprofen {b&% 1 &2 &% 3 &4

Edema (%)




3/3

WO 2010/098251

[E15]

Inhibition (%)

[E16]

Edema (%)

100

75

50

25

30 4

N
=
1

—
o
1

I 5 | 2 I 4 l 1 . 1

PCT/JP2010/052463

Loxoprofen {e&41 t&h2

fb&$n 3
®
# &
®

feath 4

~—{}—Vehicle

=L oxoprofen (10 ma/kg)
~--o— {81 (10, Tmg/ke)
~-k-- {EE¥2 (12. 9me/ke)
~- -~ {LEM3 (13. 4mg/ke)



INTERNATIONAL SEARCH REPORT

International application No.

PCT/JP2010/052463

A. CLASSIFICATION OF SUBJECT MATTER
c07¢59/88(2006.01) 1,
A61K31/235(2006.01) 1,
c07C59/56(2006.01) 1,

A61K31/192(2006.01) 1,
A61P29/00(2006.01) 1,
c07C59/86(2006.01) 1,

According to International Patent Classification (IPC) or to both national classification and IPC

A61K31/194(2006.01) 1,
c07C59/54(2006.01) 1,
c07C59/90(2006.01)1,

B. FIELDS SEARCHED

C07C59/88,
C07C59/5¢6,

A61K31/192,
Cc07C59/86,

A61K31/194,
c07C59/90,

Minimum documentation searched (classitfication system followed by classification symbols)
AG1K31/235,
cQ07C205/56,

AG61P29/00,
c07Cc229/42,

C07C59/54,
C07C323/62

1922-1996
1971-2010

Jitsuyo Shinan Koho
Kokai Jitsuyo Shinan Koho

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Jitsuyo Shinan Toroku Koho
Toroku Jitsuyo Shinan Koho

1996-2010
1994-2010

CAplus (STN), REGISTRY (STN)

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

A JP 53-135958 A
28 November 1978
claims 1 to 5;

15 to page 3,

(Sankyo Co.,

page 2, lower

page 5, lower right column,

upper right column, line 1;

& US 4161538 A & GB
& DE 2814556 A & FR
& BE 869097 A & CH
& NL 7803644 A & SE
& ES 468578 A & CA
& DK 148478 A & CA

(28.11.1978),

upper left column,
line 2 to page 6,
examples 1 to 5

Ltd.), 1-6

right column, line
line 15;

1580113 A
2395256 A
633515 A
7803848 A
1113113 A
1139332 A

Further documents are listed in the continuation of Box C.

|:| See patent family annex.

* Special categories of cited documents:

“A” document defining the general state of the art which is not considered
to be of particular relevance

“E” earlier application or patent but published on or after the international
filing date

“L”  document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

“Q”  document referring to an oral disclosure, use, exhibition or other means

“P”  document published prior to the international filing date but later than

the priority date claimed

“T”  later document published after the international filing date or priority
date and not in conflict with the application but cited to understand

the principle or theory underlying the invention

“X”  document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive

step when the document is taken alone

“Y”  document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

“&”  document member of the same patent family

Date of the actual completion of the international search

19 March, 2010 (19.03.10)

Date of mailing of the international search report

30 March, 2010 (30.03.10)

Name and mailing address of the ISA/
Japanese Patent Office

Facsimile No.

Authorized officer

Telephone No.

Form PCT/ISA/210 (second sheet) (July 2009)




INTERNATIONAL SEARCH REPORT International application No.

PCT/JP2010/052463

C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

A JP 54-103852 A (Schering Aktiengesellschaft),
15 August 1979 (15.08.1979),

claims 1 to 39; page 18, upper left column,
line 7 to page 18, lower right column, line 6;
examples 1 to 13

& US 4407823 A & GB 2016001 A
& DE 2804051 A & DE 2826437 A
& FR 2415616 A
A WO 93/02999 Al (Hisamitsu Pharmaceutical Co.,
Inc.),

18 February 1993 (18.02.1993),

claims 1 to 23; referential examples 1 to 6;
examples 1 to 51, pharmacological experiments
1 to 5

JP 2745436 B

EP 641760 Al

AU 656411 B

AU 2390992 A

KR 10-0141507 B

US 5434292 A
DE 69215108 C
AT 144976 T

CA 2115256 A
CN 1069484 A

22 Y
22 Y

1-6

Form PCT/ISA/210 (continuation of second sheet) (July 2009)




INTERNATIONAL SEARCH REPORT

International application No.

PCT/JP2010/052463

Continuation of A. CLASSIFICATION OF SUBJECT MATTER

(International Patent Classification

classification and IPC)

(IPC))

c07C205/56(2006.01)1, C07Cc229/42(2006.01)1,

C07C323/62(2006.01) 1

(According to International Patent Classification (IPC) or tobothnational

Form PCT/ISA/210 (extra sheet) (July 2009)




] SR A EpsHpEEs PCT/JP2010,/,052463

A, EROBETLBOSR (HERFF2E (IPC) )

Int.Cl.  CO7C59/88(2006. 01)1, A61K31/192(2006.01)i, AB1K31/194(2006.01)1, A61K31/235(2006.01)1,
AB1P29/00(2006. 01)1, C07C59/54(2006.01) 1, CO7C59/56(2006.01)1i, CO7C59/86(2006.01)1,
C07C59/90 (2006. 01) i, CO7C205/56(2006. 01) i, C07C229/42(2006.01)i, C07C323/62(2006. 01) i

B LT ol

A E1T - IR/ NRE R (HERFO3 (1 PC) )

Int.CL.  C07C59/88, A61K31/192, A61K31/194, A61K31/235, A61P29/00, CO7C59/54, CO7CH9/56, COTCHI/86, COTC59/90,
C07C205/56, C07C229/42, CO7C323/62

/NGRSO ER CHRAEZ T 0FIZEENL O
HAREERAFEAR 1922—19964F
HAEARRERFEAR 1971—20104
HAS[H E A 28 5 AH 1996—201014F
HAE B EFE AR AR 1994—20104F

EERA CHEM LB ST — 2= (F—=FX—=ADOAFF, REICHEM L7 M)
CAplus (STN), REGISTRY (STN)

C. BE45 LD L LR

B SCER D R %
) BRSNS RO—IBO BN MEET S & &3, FoMET AEFOER S SRIE D
A JP 53-135958 A (=Hpk4) 1978, 11. 28, HpFratsko#ipH 1 — 1-6

5. 2HA ML 57— 3/ M1 547, B HEA P 21T— 6
o E 14T, FEMil 1 —5 & US 4161538 A & GB 1580113 A & DE
2814556 A & FR 2395256 A & BE 869097 A & CH 633515 A & NI, 7803644
A & SE 7803848 A & ES 468578 A & CA 1113113 A & DK 148478 A &
CA 1139332 A

W CHlOBEXICHLIIMMBFIEIN TN D, 0 25U b7y S U —ICET ABIRA SR,
% BIAXTMOBT I — O B DOBITAE SN SCR
TA ] BHCBIEO H DR Cid /e <, —ROBMK#EL RS [T EEHEEA ELE A RICARSINLEIIRTH- T
LD HEEE T ET 500 TR <, B O R IHER
'E | EBEHEBRTOHBEE 38T Th L2, EEHEA DIRDT-DIZBI BT 56D
PglcARERTZLO [X | BICEAEDH D THTH - T M RO A TIHEH
(L) ket RIC SR a Hei 3 5 SCRSU I o STRR O 51T DEFHMETESER VW EELZ BN DL HD
AE L <IIMOR 2B R 2T 2708 HY TY ) HICBEEOS 53R CTh o T, HikCmk & o 1 L4
%3k (B A f9) FoIERE D, BEFICL S THHTHAMAEIC
O] mEEIC X BB, R, BrRECskT 53X L oTESEMRBNEEZLNL LD
(P EHRHFEHAC, OBEHEOEREOEME LM (&) F— 72 F 77 I U—3C#k
FEpRA 252 T L2 H E S RE S O R EH
19. 03. 2010 30. 03. 2010
[E B AR A B O 4 B R UV T FFTEAEE (EROH HHE) 4H || 3967
AARE®NTT (ISA/JP) W B
HWHEES100—-8915 -
HERMTAAXENE=TH4%3 5 EIEES 03—-3581—-1101 F#HE 3443

HREXPCT/ 1SA/ 210 (FE2~~—) (200947H)



= SR Ak EpHpEEs PCT,/JP2010,,05246 3

C (Bi&) . BEd 2 LR8O b5 3k

1 ASCER D B9 %
HF Y % FIUHSCIRG M OB OE T BEE 5 & &%, £ OBES L EpT O RN FRIEDHE
A JP 54-103852 A (v ==V « T FZ U FELITYT ) 1-6

1979. 08. 15, KpFratiskoo®ipH1 —3 9, 1 SHA MM 77— 1 8 H
AT 64T, FEhafkl1 —1 3 & US 4407823 A & GB 2016001 A & DE
2804051 A & DE 2826437 A & FR 2415616 A

A WO 93/02999 Al (AOGHBUEREA L) 1993, 02. 18, Fhko®ipE 1 — 1-6
23.5EH1—6., FEffll—5 1, KMEER 1 — 5 & JP 2745436
B & US 5434292 A & EP 641760 Al & DE 69215108 C & AU 656411 B
& AT 144976 T & AU 2390992 A & CA 2115256 A & KR 10-0141507 B
& CN 1069484 A

BAPCT / ISA/210 (HE2—0k%) (2009®FT7H)




	Page 1 - front-page
	Page 2 - front-page
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - description
	Page 13 - description
	Page 14 - description
	Page 15 - description
	Page 16 - description
	Page 17 - description
	Page 18 - description
	Page 19 - description
	Page 20 - description
	Page 21 - description
	Page 22 - description
	Page 23 - description
	Page 24 - claims
	Page 25 - drawings
	Page 26 - drawings
	Page 27 - drawings
	Page 28 - wo-search-report
	Page 29 - wo-search-report
	Page 30 - wo-search-report
	Page 31 - wo-search-report
	Page 32 - wo-search-report

