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oL
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N
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B EE o5 EPES TR 2AE T UR AE
4% FEE ETFES FHe &*o "’]‘l‘ A, J5 g, g5 w9 ggo] gk, IF FE, I
w3h, 98 4%, g5 A %J%‘% ]‘%3}7%% A EE= x8ds aso Sttt A3 B oo %
_] = =]
[e] giid

o, ¥ wHe ol 7] 3 AASA AEER Bk e, Bowde] e 2
AAEE ofe] 7 the PeE AgE = gor], B oune] Wit ] AAeE] #YEE AR HA
of i o ek, B we] AAEe AN FFA A4S 4 Aol B wwe wek gashl 4
37] 918l AZH = Aelth

B o], Elffgvelg]~el, ImErtiteE], ZdAAMFoleEE =4 A4S & Axste] Ads -, A
%6

Nl
2T 60gs A Egadd Yau FEE(E) 1000g°i NS A FEEY. 5 FEES 0.2m
ol 1% A71E /M FHRE onsld Zzte] A% FEFES AZNT. g addel adixEE, I
BFEE EFELS HEAgUolAdFEE, I FEES 10:1 BE&E 4o AxsAT. ulF AE 4
T FEE EZFEL dEWuyolyFEE, EFagUolgAdFEE, e FEE, Ay ol
2 FEE Z17HS 10:10:1:109] H[ER 4]0 Axeqltt. 72} FE2ES ASEFS F s4dxY 5 dx3)
o ARFEFES AU
4 A o 2
ZHA F% 37 &%
7] & 19 FEES A7 Fo AfotMREe wigde] Hrisle] AESFFAM Fehd £ FUF avE AY
Ed=s
F 1
NE

1 13 Rt R ) e e

2 eI FEE

142 2 &3

1424344 & ME 4% FE25E 38

42 PICP EIA kit(Procollagen Type I C-Peptide Enzyme ImmunoAssay KIT)ZE ©]-&3}
o AR oz ANd 14 AxF A7) 4% FEEH ©F ]
3 =9 s&(ppm)E Gt AEZ=SAS H7HARFOAIEE wjdste] MIT A18E st
[#31831: Mossman T. (1983). Rapid Colorimetric Assay for Cellular Growth & SurvVIal: application
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[0135]

[0136]
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to proliferation & cytotoxicity assays. Journal of Immunological Methods 65, 55-63]) 3}%low, AEXE
Aol gl §EE 474 (100ppm ©J3h) sl Fetdl FF 7 A=E HUbeSld.

MIT A&
120
1S
2100
%
> 80 -1
E 2
% 60
g ——1+7
-th 4 ——1+2+3+4
g
E 20
Q
o
0
1 10 100 1000 10000
=& (ppm)
ZYzrol ARE QI AfrolM el wiguiAol H7lste] 193t widkst &, wigAS F3le] PICP EIA 71EE 7+
FrolAe FetAe ¥ U ARE EAAEAZS o] &5t 450 mmolA SAEACE. &I Hlﬂ%— 213t
OFREAE HIFEFA] @S Aol EY Hl% A (xR e (2 HF FE 52.8ppme] HEE FHILE A
ol tsle Fdg oz FEdl FHeo TV ARE S, FEle FEE WV %%CEH 543k
o, FEdl FH TUFES uxTel Witk Audd FEbAl Fe] vE R Alteta, FEH % S a3
(REE=3)5 3}7] & 2¢] A5t
* 2
A= F3= HAt A SIS (%
OE] -2 u|o}#] 2~ F=Z 5 (100ppm) 579 127
@z 7 el 5% = (100ppm) 565 124
O+@ & 3= (100ppm) 583 128
Y& A5 4F FEE 235 (100ppm) 617 135
gE(EHE7D 456 -
1] E}RIC(52. 8ppm) 571 125
71 ® 29 Aol E 5 ko], EHF Yol 2dREE IFFHRYFEE B o8 EFELS I
A A4S FH349 %3}71194 FHS S7MIIE %0l UEg e, U AE 4% FEE TTELS 53] o
w FE FHe] S/ e

L I = R e ) e
Ay, FEALE 9% &=

4 Al o 3

FHAGolA A4 oA A

7 & 39 FEEol thste] Feplrkobd 2 oAl ET(IRS=3)E Thew ol I
O EE 24-9 wlo]A 2 Zo]Eo] 7 AW 2.5%x10 AE7} HE

QA =

% DMEM ®jA] 2 37Ce] 7oA 24A17F FoF wiakst & 10% &3 DMEM ¥iA S A AS L k=g

3 39] 7zt 2HES HE T3 DMEM WX E gRxToR FEEo] ¥y
=
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AlE AP 308 & ZgAYolAISl MIP-1& AAATIE Aoew Iy EZe TINF-a(tumor necrosis
factor-a) 50ng/ml & A= F 24A17F v sk, olw] INF-a FA T3 AP+ dl7] & 39 4 FE5E09]
EFEA] P PRI F INF-a S = e FAHET I INF-a & A Aoz skt

7Jr o] FSAE Kok MP-1 &4 ZE(Amersham, "I=)E o]-&ate] A= A€ MIP-1°] F(ng/m)S 743t
, FEAGderal 24 A& sy 23 1o whEk MiP-1 A A (RS ARtaien, 1 dik= &b
Soﬂ vebd wkeh

&4 iz p-19] F& INF FAe]we MP-19S
WP-19) F& omatn] Ao MP-19 F& 317] &

(53t 1]

_
u
ol
2
N

§_‘

=]

S ouEte kA HETY MP-19) %k INF A 2lw-<]
39 F&E&o| 27t 100ppn T2 H7tE & ).
MMP-1 B A& (%) =

X-Z
X100
(-5

(X = A& WP-19] <, ¥V = A ulz=a WP-19 &, Z = 24 tl&a MP-19 %)
* 3
N MMP-12] %F(ng/ml) A& (%)

OE] -2 u|o}#] 2~ FZE (100ppm) 10.75 60.11
@=ze}7HE el 5% 5 (100ppm) 11.38 54.27
O+@ &3H=(100ppm) 10.12 65.96
i 25 4% F55 Z¢E(100ppm) 9.54 71.34

%*é hZ 7 (INF E42) 6.45 -

kAl T (INF A ]) 17.23 -

A7) E 39 AN B F QFol, HFsedele~dFEE, meAPFEE Bt o5 EFE U
HE 4F FEZ EFES FepIelA WP-19 $5% A8 Sl 98e ¢+ dvh 2ol wd il
ol HEe] WaFEEolth: A weld u vhe 5% Fekd 37 b vhebge

Wepd, HRseuold s0FEE, AN FEE BE olEe £9E EE U 4% 4F F2E BgEe
ARA, FEANE 98 SEZ AET 5 AsS T 5 A

3l7] & 49 FEEO Ut #H Aztwer} A E(B-16 mouse melanoma cell)e] Hjdlo] H7lsle] M E =50
N =

571 ¥ 49 7} FEHES g HEELE7) 100ppne] HEE ste] AFstgon ) ozl SHEE 100ppm
o] H&E= wix|o] H7}ste] 747 B-16 Wetenl A Eo| X gldte] 3U7F w4t
=S EY rypsin) A gste] S| 2HE woju YR g ¢ dzid
A AEE 28 UEF SA(INFE) nlE 7lete] 1083 8o deds Hojw B
4004 =mEH (nm) A FFEE SAHsIY] e daide] e ST

r
>

A7) Wehd e v AEFR0 celDO FHEZ YehlE WHor Zdsdon gxatd o A
o] Waly Feo] et A& ()R AT AF(Aed FF ga aIHS ey ¥ 4o gt w3
A8e 3 wrEy Aol
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[0152]

[0153]

[0154]

[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

[0161]

SS50dl 10-1668357

F 4
A= ey Z2(Abs) A 3l & (%)
QE] -2 vl ok £ 9 =55 (100ppm) 0.065 20.73
@z =71 El%%g(loolapm) 0.062 24.39
O+@ &3E(100ppm) 0.064 21.95
v 28 4% FEE E3-E(100ppm) 0.055 32.93
S T i P D) 0.082 -
51 (100ppm) 0.060 26.83

A7) E 49 AN B 5 YRl HRseol 2AFEE, meAPdFEE Bt o5 ERTS 34
grwel dpERd fbol o, wEFEEEA Wi 4e Adet $4d Bl F% 42 Ave
el A9 delsgon, ug 4% 4% FE2E SRS PUUET IVERT $5E Wil $F 2
& EFS UEhlE A Belste] Y SRR AT £ 98 ¢ F At

A Al o 5
P8 EH-ARYTL LA

U A% 4T FE2E BB A8 482 FAs] 6 ARSUE 24 S SHaGT. A
AA B DPPHE ol §stel 4sgich, DPPHE Wl Qe Afetldas oz duz £44 517 m
ol 4] 2

=
Fe Holy gtyzo]l AAHY F34de d=vh. DPPHE Al2vk(Sigma Co., Ltd, W=h)Ake] A&
shE Y

4% 325 EFE 9 ol2F=BAS 96-well ZE0)E 2+ Ao 100 w® BTk, o7
of DPPH-E 1S 100 w® H7Fs thg A0 A 3087+ W3 & Micro plate reader(BioTek EL-340)Z5 ©]-&3}
o] 517nmol| A1 <] %%E% SASAE. olul, AV AR YAl WY dFES Mgk AL dRToR k. A

(e}

FHtZ 24%2 half maximal inhibitory concentration(AF3gh)<el 1C,S T+3te] =2 AE 317] & 5
of et ICoe F3H7F diZ2ae] Afeptlds 500 AlAsH=E "o ofx~manat govud A5 4%
FEE TFEY sEEA AFEHUZ 2ATES RdsteE 9wl Wl
x5
T 1Cs0
U2 A= 45 326 E9E 0.0032 %
oz 2 HAL 0.0007 %

471 % 50 UER nlel o] B odbmo] Y& A& 4% FEE EPEL, olaFEHAHTE Yo}, A&
GeFERolgE AE 1y w S48 AFEE L 24 $Hol S 4§ Ul

4 Al 9 6

F9F a3-N0 AAH A 53

ElF2gulolg] 20 FEE, Ay FEE T 5 o5 EFE 2L U B 4F FEE ETEEY 95 &
7 2 HREHE sl g7ES FQlslr] ¢ ske], RAW264.7 M¥EF (ATCC number: CRL-2278)E o]&3F GRIESS

WO R nitric oxide(NO) HAAAAY AdS AAS AT,

FAGoR, 420 WAL RAZ64.7 AZE R AW wFsta, A sl 3x10° A FojtuS 2

9 EeolEo] Yo F, 24 A7 B MPAZTE. ololAl, B] E 6ol vehd FEw a—wwﬂo}wa%

B, PR FEE EE olE 1@% G W A 4E FEE SRR AN BAD AE WAL
[e]

g H
AstF ek, o] W, NO-AA JA=EZ < L-NMMA(L-NG-Monomethylarginine)S %A tiZzoto 2 374 xg3dle] 3

B
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[0162]

[0163]

[0164]

[0165]

[0166]

[0167]

[0168]
[0169]
[0170]

[0171]

[0172]
[0173]
[0174]
[0175]
[0176]

[0177]

[0178]
[0179]

[0180]

SS=50dl 10-1668357

o = |
e AT
X6
A& NO A8d A& (%)
DOE® *ﬂﬂlo}ﬂi?l%%%(loppm) 31.34
@z e7HE 8] F %+ (10ppm) 38.95
O+@ E3HE(10ppm) 35.82
i AE 45 FE2E Z3E10ppm) 43.14
L-NMMA(10ppm) 39.54

AAA 1: et A A=

at7] 3 7o) ¥ Il FEE Y

—‘é ‘%}“éo ElFaguelg x5S, AePHPYFEE £ o8
&

2 L-NMVARTE §-5473F N

FE= TEES YERIY

X7

A8

S

Qe ote] A FEw
=

PEEETEES

D+@ Zeh=
=

Y A& 4F F

A7 F 79 FEE EE FEE EE F S 0.001g

o,
~
K
3
1o,
w
e
o
b
s
o
e
o
ot
t
o
o

3t 0.2mg

OHTI
o

g]

gAle] Azel WA Bl AAE Az,

271 78 FEE Ev FEE EHE T oY 0.2mg
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10-1668357

s=s5

= 100mg

[0181]

2Ho}4E vl v 2mg

[0182]

o}

i

[0183]

o] Az

3]

gk

4.

[0184]

Fut 0.003 g

5]

[0185]

FE 1.5¢g

[0186]

M 1 g

[0187]

AdEE 0.5 ¢

[0188]

o}

i

[0189]

sgle] Az

5.

[0190]

[0191]

50 mg

anl
Nk
-

-

[0192]

200 mg

ﬂo
1A
I

[0193]

1t 600 mg

[0194]

bl e

5]

Az

Fod  60°C el A

7}3]

=]
=

NN
=

100 mg

e

30%

[0195]

Ao

}3E A=

A Ao 2:

[0196]

[0197]

5

[0198]

ol

NE

[0199]

[0200]

FEAZEE 2.0 TR

[0201]

[0202]

g9 0.1 %%
go]x]-12 w4 doEHZ 0.2 5%

3Z
=

7h2 A

[0203]

[0204]

HO]E80 0.4 TH%

By
=

=
o ErE 10.0 =%

3
=

[0205]

[0206]

WA 0.05 %

[0208]

M 0.05 =%

[0209]

35 0.05 =F%

[0210]

X
&

A

[0211]
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[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]

[0229]

[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]

[0246]

Z2 &M ERD 1.5 TH%

LU A AT LYol E 1.5 %
freaetd 0.5 %%

Zhzdg /7t Eg g Aetels 5.0 TH%

YA 3.0 THR

FaA=ZEF 3.0 TF%

ZRZAAIYF 3.0 TF%
Fh2EANd EEH 0.1 TF%

Egolg&olnl 0.2 TF%

A 0.05 TF%

ZY &M olE60 1.5 H%
o= 60 eI ulAtf 2.0 TF
SH B 2T Y O)E 0.5 F%
Sy 10.0 %%
2FAH 5.0 TFD
Ftxdd /72 EGZE A EolE 5.0 9%

=Y HH 5.0 TF%

%

FHAdZEEF 3.0 T%E%
A=Y F 3.0 TF%
Ea]oﬂE]—_Q_o].U 0.2 % %

WEA 0.05 FH%
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S50l 10-1668357

[0247] aF 0.05 TF%

[0248] A7 2

[0249] 4. AR - 9] A%

[0250] 7] 243 go), mA A S Fabe] Wl wEl Alxs3ict.
[0251] A7) & 79 FEE EE FEE EFYE T 0.1 THR
[0252] HEF-1,3-2 %7 3.0 $%%

[0253] Uyt 10.0 TH%

[0254] Z&HolERD 1.5 TH%

[0255] o)A 60 AstFvtAlf 2.0 FHF%

[0256] LR e 2T &Y olE 0.8 TH%

[0257] FEveta 40.0 TH%

[0258] 2FUdH 5.0 THFR

[0259] Jlz=dg/7lzgegdFY Aol = 4.0 TH%

[0260] =A™ 5.0 TF%

[0261] 2aAZEE 3.0 TH%

[0262] T2AAZIE 3.0 THD

[0263] EggtEolnl 0.2 TF%

[0264] R 0.05 5%

[0265] A 0.05 THR

[0266] IE 0.05 THR

[0267] A7 2

[0268] 5. W] A%

[0269] st7] 2 ol, He Ao Wl whet Al xSkt
[0270] A7) £ 79 FEE EE FEE EHE F 0.2 TR
[0271] HWE-1,3-=2F2 1.0 5%2%

[0272] Zd e 13.0 TF%

[0273] LFIEEAMEYAERZ . 0.2 THD

[0274] FEAY 5.0 THR

[0275] AdHBES 0.1 TFH%

[0276] NEere 6.0 TH%

[0277] gjo]x -12 =didHZ 0.3 TF%

[0278] Zg&HolE 60 0.3 TH%

[0279] WA 0.05 SH%

[0280] A2 0.05 THR
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[0281]

[0282]

[0283]
[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]
[0291]
[0292]
[0293]
[0294]
[0295]
[0296]

[0297]

[0298]
[0299]
[0300]
[0301]
[0302]
[0303]
[0304]
[0305]
[0306]
[0307]
[0308]
[0309]
[0310]
[0311]
[0312]
[0313]

[0314]

AAA 3: Fo]gA] e A=

1. Ao Az

=gAd 5.0 TF%

Fh2RmAnd EY 0.3 TF%

2

&+ 5.0 3%

P& EB0 5.0 FF0

wo|| 60 AstuulAG 2.0 F2%
EH g 27 Lol E 0.5 FH%
A 5.0 F2%
FEvE 10.0 T3%

AFHH 5.0 T

AAWE 3.0 %
Jlxag/spre e 2 Aeol= 5.0 F2%
Za AP 10.0 F2H
TeRdZeE 10.2 =%
Egeg&olnl 0.2 T%%

WEA 0.05 TH%

_22_

S50l 10-1668357



S50l 10-1668357

[0315] A~ 0.05 THR

[0316] F 0.05 THF%w

[0317] AT A

[0318] 3. HAaFAE ofA(A AaA]) o Az

[0319] a7l 2443 o], A AnAE B Wl weh Alz=ssi.

[0320] A7) R 79 FEE EE FEE E9E T MY 0.5 TF9R

[0321] HEH-1,3-2F%F 10.0 T%%

[0322] Z ol ™AHCarbopol 940) 1.5 %%

[0323] O AXEHE 5.0 TH%

[0324] AW F 25.0 TFD

[0325] Egegtgolnl 1.7 T%%

[0326] ol &g g

[0327] 4. =& Folg FA(HFAAD S Ax

[0328] a7 A3 o], HAAE T4 Wl wheh Alxskgi.

[0329] A7) & 79 FEE EE FEE EFE T Y 0.5 TH

[0330] HWE-1,3-=2F2F 3.0 5%

[0331] AN Fe = 20.0 SHD

[0332] tolgdolvl 0.7 %%

[0333] Z ol - AHCarbopol 934P) 1.0 =%

[0334] OFFAMUER 0.1 T

[0335] FE A AL HZ(E.0=9) 1.0 %%

[0336] Z 3 =FA o g A A E g ol ol B 2 (Cetomacrogol 1000) 1.0 %%

[0337] HAge] webd e 2.5 TH%

[0338] FFZ Ao 2 2/ 22 o 2 H 2 (Cetiol LC) 2.5 %%

[0339] ZoldWZF2] 400 3.0 TH%

[0340] ol &g g

[0341] AA A 4: HF9 Ax

[0342] o] Bl agdelg 29 FEE, Aot FEE e olEY EFE e U HE 4T FEE £
FEE Tdshs AFES e 2ol Axsa.

[0343] 1. 47k AFe] Alx

[0344] A7) B 79 FEE EE FEE EZFE F s 0.05 ~ 1.0 FHEE WUl Hvleta, o] EES o] &3}
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