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(7-(((2,3,4,5,6)-4,5-dihydroxy-6-methy1-3-(((2,3,4,5)-3,4,5-tr ihydroxytetrahydro-2H-pyran-2-

y1)oxy)tetrahydro-2H-pyran-2-y1)oxy)-2-(3,4-dihydroxypheny! )-5-hydroxy-4H-chromen-4-one), Z==Z#|YAt
1

(Chlorogenic acid), ¥ IAHEZFZZA YA (Cryptochlorogenic acid)S H3S EAOR 3l WE o &

FEEY #18 YATS TS

A7) HE Y E FEEY 28 AAES U9 dAE st AxWHE 93 5= A4S B 3
=, 89, e 349, AU "y A 93 #de] madd, oy 259, AAAd FF9(ankylosing
3 Frtel At 8% (polymyalgia rheumatica), &¥9&%, &

2

spondylitis), HAAIZRAFF2~ IS5
d

Holet 2yl EH (Paget's

(7-(((2,3,4,5,6)-4,5-dihydroxy-6-methyl-3-(((2,3,4,5)-3,4,5-trihydroxytetrahydro-2H-pyran-2-
y1)oxy)tetrahydro-2H-pyran-2-y1)oxy)-2-(3,4-dihydroxypheny! )-5-hydroxy-4H-chromen-4-one), Z=ZA|YAF
(Chlorogenic acid), % AHEZFZ2ZAYAF (Cryptochlorogenic acid)S 73S EAOR 3f=, WHE o &

FEE 3 =S xsta,
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o] sstel UE 9 B FEE
(b) A7) @A (elA $58 9% 9 B 2522 AASE A4S e,
of W, 47 WE Y T FHES AAGE WAL oBFHOT FHRFHSS 100:0(v/v)FE 30:70(v/v)¢]
g EAdstel 94 B ZRvELdYES Sa) R
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(7-(((2,3,4,5,6)-4,5-dihydroxy-6-methy1-3-(((2,3,4,5)-3,4,5-tr ihydroxytetrahydro-2H-pyran—-2-
y1)oxy)tetrahydro—2H-pyran-2-y1)oxy)-2-(3,4-dihydroxypheny! )-5-hydroxy—-4H-chromen-4-one), Z==Z#|YAt
(Chlorogenic acid), % IAHEZFZEZAYAF (Cryptochlorogenic acid)S 73S EFJo= 3f=, W& 9
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A7) e FE

gl

olr

(a) F& gloll =& 10T WA 60Tl 6413 WA 484315t 7keto] WA FE3h= dAE 1 WA 208 vk
sto] Fdsto] dw d = FF

=
(b) 271 SA ()X F5¢ dE o & FE2585 AAsks dAE E3sH,

ol Wi, AVl dE o B FEES FASIE DT olsHeE SHRIT HEESE 100:0(v/v)FE 30:70(v/v)<]
H &S ZHsle] o4 B I2ulE 19 HS B 3}
AT 4

(7-(((2,3,4,5,6)-4,5-dihydroxy-6-methy1-3-(((2,3,4,5)-3,4,5-tr ihydroxytetrahydro-2H-pyran-2-
yl)oxy)tetrahydro-2H-pyran-2-y1)oxy)-2-(3,4-dihydroxyphenyl)-5-hydroxy-4H-chromen-4-one), ZZZAYAt
(Chlorogenic acid), % IAHEZFZ2ZA YA (Cryptochlorogenic acid)S 73S EAOR 3l WE o &

FE= 28 AAES x3eta,

A7) dE o B FEE0 23 AAES g dAS dete Axwgd o8 £5HE AL Qo= 3§
=, 99, Be B34, ArF WY Zde og #de] #yAd, vhid 259, 4 H5F9Y(ankylosing
spondylitis), HAAIZWARFA 289, FuleaohdS %5 (polymyalgia rheumatica), o335, =
Mot & A EW (Paget's disease) &2 o] Folx] FoRRE MElEE o dhte] Ao o EE JHE

AE A7k

(a) "3 ool && 10T WA 60T 641 WA 48A13HE<E 7hste] WA FE6h= |5 1 WA 208 Wk
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(7-(((2,3,4,5,6)-4,5-dihydroxy-6-methy1-3-(((2,3,4,5)-3,4,5-tr ihydroxytetrahydro-2H-pyran—-2-
y1)oxy)tetrahydro—2H-pyran-2-y1)oxy)-2-(3,4-dihydroxypheny! )-5-hydroxy-4H-chromen-4-one), Z==Z#|YAt
(Chlorogenic acid), ¥ IAHEZFZ2ZA YA (Cryptochlorogenic acid)S H34S EAFoR 3f=,
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metallopeptidase-9), ZFe}7A1S E33}E cathepsin K5©o] F &42 d#A] gon, o F§42EL A3 9
AxEe EXe RXAE ARSI v, FZAES] AFA] diA A RANKLES A skelS i, NF-kB9}
VAPK kinase®] €43t Hol AFmi/iEdS Adgtt.

[0004] HZ W3 whol] oA, Aol e] dFukeo] AL (0X(cyclooxygenase) B A #HE Aoz o4y
2 Ak, A7) 00X EAE AA o &A% Z22=F3d (prostaglandin) @] A #HeE F a4=
79 o4 @A COX-13F COX-27F A8t oz &

A(Smith %, J. Biol.Chem., 271, 33157(1996)), %
A k. A7) C0X-12 Ay 4137 2e Z2of o
W, 7] CoX-2% A5oly 71ER Y wkS A
I oA dAHelar wEA HEEE gholt).

0 FAEAWMN0S e 93] L-gAdeZHE A=, vef 22 ofF 2Efg2y <k

[s} =
A EA, F4AA IS FASEY #oste
SZE A2 (mitogen)t AFO]EFFe (cytokines)Foll <3l
T shuel sk 943 mESQ YolEY AR =(Nitric
T

R

oxide, NO)&= N ) pe=
AplEZRRIS 28 =l el B2 o Azl AT, Aok 2L AT ASES AE e F24
NOS(iNOS) 9] &S S7A7IaL, ol& Este] Al oA NoO 8BS friested, o Axs S4d3a7e=x
Hs e dod F Av. wEbA, H aEgl 95 948E fstel, N9 e AT = e Edll
ek A7k s et

[0005] e, of#d Aol ojsf g FAEAe] A B U FAEo] HAHL Y. dER 54 9% 48
EE WY 9T o] Al AHEHE HaHRO|EA A4 FEES (0X-2 AaE AT BN okl C0X-1
ok dAdoEA g Folok 2E BAES Uil Ae® oJdHA v, e Ao flde #ds A
BAL 7142 2iA S AE 8A(H2 receptor) S ZtobA SIHAEOA 9iate] RIS FaAl7]E H2 A6l

WA A gk, ol#g H2 AdAlE TolAY tE k59 ulxtE Walshr] Wil (potent inhibitors of P-
450) th2 ¥ o] 583 AL Fort Hasta, A== 2(Anti-Androgen) EITE QJA G AN A4
Y ¥ (gynecomastia), Y715 (impotence), B& A& F9o F&&o] LA 5 oy, =g efwty} ¥
HE SHetRRE AU wRlo Al FAgo] o 8™ 4 i, FEou £F, Ev], oA F & 4o
T ATt

[0006] aER, JAEA fH 242 aRHoE N0o) AAES AT 4 Aal, INOS B INF-a % AT 4 9l
om, (0X-2 &4 E4& FastA AT + o FAdaH, Z=AXE AP 4 2 2=Ax 3t F3 9
F EE dFxA] Al ¢ Wyl oy, AdEA doll W& <

ol
ol gAY Ao 1AM ] Alghe] A9 gle =49 o] 8% Ak

[0007] U (Stauntonia hexaphylla)2 HH-al|QFx] S o] =}AY=] <1 3
4 FEolA 59 Fwol Mo o] yal stSolE ool T Fv|e] AR A dujrt wigdelE A&t}
(Ikuta, 1989; Lee, 1996). ©]&-o] r & S e fdE g 9
ou #HE Aoto] @i #Fo] Ao UL FEstE A Fshal vk, 2 @EARA HEo] Jhseta §4
of FAgH TV} Eol HYE, AT ToE ol fo] FUIEta glon, 1o el B
A

= A4 Eol,

osgEvte HEYTHRE 717t 15 wikA A 4
1

al

[0008] W% (Stauntonia hexaphylla) & 2

A=
o]7] e, 2 ol 7] v FHEZ Swe] it

[0009] olo, B W52 WE(Stauntonia hexaphylla) & A& & X3y 1o ZetH ol SItEEd 719
A s ES EEeteE FEEY AZYEE dATste], B @d4w, 538 1@ SHtEolE SREE
2 3}t ES uEF oh-3F H¥E (Stauntonia hexaphylla) 2 F& Zo| gdst

al ar = () O_O S =]
9, EE Fad A4 B Aad 44 208 B0 As s

[0010] (53l

ekl = 1
(531&4d 0002) [E3Ed 2] =535 F3/HHE A411994-0006596 2
(534 0003) [E3wd 3] W53 3/IE A0465778%
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79 HE e

osh, & U

el JElmA, X owwe Ad 9% 9 fd F2E EE 2H 4AR, 2on 4] 9E 9 Fd 238
Et 23 AR b olzvE PeE A Sduwols fPE Ei sBIN SPES REYRCE XY
S P, mb T Y B ATEA P4 S8 S =Y BE Aol

B yAMA HE= 7] At FEE B B8 AAES HE(Stauntonia hexaphylla) €S &, WEE,
gt FErE F9o v©ag N WA a9 AT ¢EZE e ol EFEvEREY Aud fug &3 3
o W B Wio] &3l Ve ok ddAbd A &zl A WS o] &5t

w3l B owwo] HE(Stauntonia hexaphylla) Qo zRE R FEE £ 53 AAESE F/13oz I
TE, 54 X EE E€¥ Ax o T2 Ax T 22 w5 4 Ax 34, £ 44 JAHS AN AY
AT,

gl FEE B 8 AAeS A ST eol= #ekEql (7-(((2,3,4,5,6)-4,5-dihydroxy-6-methyl-
3-(((2,3,4,5)-3,4,5-trihydroxytetrahydro-2H-pyran—2-y1)oxy)tetrahydro—2H-pyran-2-y1)oxy)-2-(3,4-
dihydroxyphenyl)-5-hydroxy-4H-chromen-4-one), @ 7}# <14t 38l FEEZAY 2 Chlorogenic acid)¥} =
HJEZZ 2 A9 4 Cryptochlorogenic acid)S 54 WS U2 &= S o= s,

TAARSR, A7 FE2E EE 28 GAES AA FEFE £ 28 GAE 1009 = dl(w/w), (7-
(((2,3,4,5,6)-4,5-dihydroxy-6-methyl1-3-(((2,3,4,5)-3,4,5-trihydroxytetrahydro-2H-pyran-2-y1)

oxy)tetrahydro-2H-pyran-2-yl)oxy)-2-(3,4-dihydroxyphenyl)-5-hydroxy-4H-chromen-4-one) 0.1 WA 10 &%
%, 222AY4F (Chlorogenic acid) 0.5 WA 30 T%%, ¥ AHEZFZZA YL (Cryptochlorogenic acid)E

0.5 W#] 30 TS IF¥= SHe= & 5 9,

ntAsAE AA FEE BE 28 AAE 1000 T oiElv/w), AarskEE (7-(002,3,4,5,6)-4,5-
dihydroxy-6-methy1-3-(((2,3,4,5)-3,4,5- trihydroxytetrahydro-2H-pyran-2-yl)oxy)tetrahydro-2H-pyran-2-
y1)oxy)-2-(3,4-dihydroxyphenyl )-5-hydroxy—-4H-chromen-4-one) 0.1 WA 5 %%, FZZAYA*H(Chlorogenic
acid) 0.5 WA 20 %%, AHESZZZAYLH(Cryptochlorogenic acid)E 0.5 WA 20 %5 TH+S 54

o= & 4 gl

2 o] FAIAQL A AAdeA], E U] mE HE Y X FEES ARYLLEA At EHR o= 3}
e (7-(((2,3,4,5,6)-4,5-dihydroxy-6-methy1-3-(((2,3,4,5)-3,4,5-  trihydroxytetrahydro—2H-pyran-2-
yl)oxy)tetrahydro—2H-pyran-2-yl)oxy)-2-(3,4-dihydroxyphenyl )-5-hydroxy-4H-chromen-4-one) 0.56 &%,
SREAYL 1.61 TF% B AHESZEAYAL 1.07 TF% X8, olgd = FEEY] &8 A= Al
Tt ZgH o= 3}t & (7-(((2,3,4,5,6)-4,5-dihydroxy-6-methy1-3-(((2,3,4,5)-3,4,5-
trihydroxytetrahydro—2H-pyran-2-y1)oxy)tetrahydro-2H-pyran-2-yl)oxy)-2-(3,4-dihydroxyphenyl)-5-

hydroxy-4H-chromen—4-one) 1.14 $%%, FEEAHAL 5.34 T30 X AHESEZZAYLN 3.8 TF6S X

= A fasar.

1

],

oot
of

I oE shue] FEjEA], B ubme HFH(Stauntonia hexaphylla) o] &mE 71sle] F&8E GHAIS 1 WA
. o =

203] WHgsto] Fadls RS 5P oR sk HWE o FEEY AU w3k Floju,

7] Al zuel A, HE(Stauntonia hexaphylla) -2 A3 T2 wel upel A%, Az, dd T E3
TAS AANE T AAZE AY & da, uFEFEAE 1 gl d9E dS AFES F Qluh. oEdh HE
A& Adgt & &uE ARt FEskedl, olelg & fulEe &, WEE, oeg, FEg 59 giT
1 WA 49 AFEIE EE o5 EFLuERy Addud §uE AFEE & dovt ol AFdEE A ofy
w A AlE B AR Y. FF REE FAFoE2E 10T WX 100T, vFEAEHAlE 20T X
100Ce 2549 ¢ i, F5 A7H 308 WA 72217, vpgA s A= 6413 WA 48413 B AEE & e
i} oolo] AgtEE AL ofyrnt., FEHES U FEH, 259 FE9, 3R 34 FE9, 47 F3E, Y



[0032]

[0034]

[0035]

[0036]

[0037]

[0038]

[0039]

[0040]

[0041]

= FEY, BFFEY v ol5Y Sy ol FEW 2FPoENEH MEE FEUS AMET F Jdov, FA
o] AL FEHE As§le] HAd] dyste] AL 4 Qv Bk ufEA A= 10T WA 60C, vz s)
A= 20T WA 50T 2=ellA 308 WA 72A13F, vhEA s A= 6A17F WA] 48A1F st W FE §, 40T
WA 120C, FAHOEE 60T WA 100Ce &=ollA 307 A 72417, vl etAlE 6X7F WA 48417 &
QF B W7 FEWE oF 1 WiH 203, wpEASHAE 2 WA 108] 9HE Felehe A A

E o s o

B o #3823 AAZe AxPyel B Aol

FAH Gl A, WE 9 FEEe B AATL $H WE AL Agee] FFEL AXT F olF Axv)
Eagolz Auieel 2 AASE Ao 99 ALH + gon, ol WE 9 FTEe AXPUEL 4 UE
o0 FEE AxPyel B A4S BANA 483 5 Aok,

71 A Bl AMREE ARnEIHIE (a) 9 8 Z=ZrPE 23 (Reverse phase partition
chromatography), (b) 4 &% A =ZvlE 123 ¥ (Normal phase adsorption chromatography), (c) ©]-2xnl3k
AZvlETYH (ion  exchange chromatography), (d) =Z7] #lA AZrfEI)H(size exclusion
chromatography) T+ ©]E9] sl oo =g, ntEAsiAE, 94 o A=vEadgay =5 4 22 E
< WA &¥HI, ¥-F4 sgHEe] ARG BiEs SAOE e BE FAE ol&d ARvtETHIY
Bu whgr e, A9 A (Sephadex),  AlvbEls LH20,  Al9RElA G-25,  AldbElA G-10, H]J}i/\
(Sepharose), ¥ Y 2= (Superdex), MEotALHO|E F4], AAFAHE AE2x, dyxzgyg AER2~ FHEA
g Astdle Ay Agds, dxxedg Agzs 9 7tEArY AgzsE 235k Agg s Ald
+4]; Z2 v (Polymer) X, HP20, PRP-hl Polymer %¢] 2€d-tu|dulxl F%3A (Stylene-divinylbenzen
co—polymer) A&, HWEF}THYOIE (Methacrylate) AA|A AFET T oL 93FgH %, #HA
(Merck)A}F2] &2 BPC(Bonded phase Chromatography) A3+, YMCAFS] Silica A&+, DAISOAFS] Silica Al
o, ASAHIARS] Silica A|3F<-, COSMOSYLARS] Silica AlFT 59 4 Ag7bA; 2 HPLC SXIAZ AMSH &
YMCAFS] ODS A<, DAISOARS] ODS Al<, ASAHIAFS] ODS A<, CHEMCOARS] ODS A<, MerckAhe] ODS A
F, COSMOSYLAFS] ODS A<, FUJIARS] ODS A|&Fw 59 G4 AgzbATdoziy dud Fx& AA3E
o] &3t ARMETHINYE TIP3t HEES 2.

TAH A 2 % 37] (a) 97 En) I2elEaa e, FXde 9 dH EZEA, 54 2258 WA &
g3, B-2A F3Eo] AR HHEES ERo = RE pAFOTA L5A BEAo] paE f 9=
TAA, H}%"*—?O}ﬂ]%, g7 (Silica Gel) 7|¥F 134 = ZE2EH A (Polystyrene) &2 ZEAF 7|9k 31
A4 w1 wpEAsHAlE (2, ¢4, €6, 8, C10, C12, Cl4, Cl16, H& (18 EE o9 Agsta FEA & pS-

2, Oasis HLB, ‘& &z 7wk ug7d, woh wigdsias, 974 dezb2 (C18(1V)-D), (YMCARS] 0DS-
A/ODS-AQ Al3&<t, CHMECOARS] SP-C-0DS A|s&<, DAISOARS] SP-ODS-RPS #l5i<t, COSMOSYLARS] 5C18 A&,

FUJIALS] Chromatorex A|E) & AFEES 5302 Sy,

ol e THT, CHEYEY, dgg, dus, s o ¥F &v, HES=RFT B oo Z3HE
W, vpEAAE, SR 2 A, dus, FEE S0 &F &vie 8, By ntEAeA=, & #
HeE TS 90:10 (v/v)= AlZFste] 60:409] Rl&& dste] 54 245 &S 542 .

TAACRE 7] (b) 4 ARvEIRIHAM = AAGS & 29 BEEA, BS54 252 WA &9
Ha, 54 geEe] AAd REEE EHOR S RE AL REA, A5 24 2FE F de 1A
2, apEAs A=, A7 (Silica Gel), =284 (Fluorosyl), &5Fu|u 7|9k a4, CN, &, Nil, A 124
d, By g sls o9 degbd B ole] Ayl fEA, o Y Rl sHAls, 9% deghA

(C18(1V)-D), (YMCA}FS] ODS-A/ODS-AQ A|3&+*, CHMECOAFS] SP-C-0DS A|3&+*, DAISOAFS] SP-ODS-RPS |55+
COSMOSYLA}] 5C18 A3+, FUJIAFY] Chromatorex A|&Eat)S ARSS EX o= 3Jir),

ol Ak, e, Ak E, ofekE ) fodoH2, 2-Z23E = o]9 EIFFUE AEFTE 5Ho=
Sk},

TFAR o 7= A7) (¢) oln3t 4% AHAIZulE 1M (lon Exchange resin columm Chromatography)ol] A+
"ol P ARwlEIY I EA"S AZnEIHI FEVE2A I A2FE sHHE 71E Z2e T EE 1
TAF 184S AHETEss; bR s A, Yol udgA], Fol2udaA], B 3 FEAE AMEe 2
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[0050]

[0051]
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ol

ZulEauH Ho} elEASAIE, AG 50W-x8, U E}e]E (Amberlite) IR-120, =2 (Dowex) 50W-x8 =
SK1B &3 7S M kol A, AW ol E (Amberlite) IRC-50, H}o] -~ (Bio-Rex) 70, =}l
E (Duolite)-436 B WK40 T3 72 kA <Fol 34X]; AW E}o]E(Amberlite) IRA-67 2 Zdx
(Dowex) 3-x4A T3 72 <AV |A o]l w3k4=%]; DIAION SK1B, DIAION PK216, DIAION CR11, DIAION CR20,
DIAION UBK555(Mitsubishi Chemical co.), TRILITE SPC 160H, TRILITE SPC 180H, TRILITE SPC 400LH(Samyang
co.), AMBERLITE 200C Na, AMBERLITE CG50, AMBERLITE CR1310 Na, AMBERJET 200H, AMBERLYST 131 WET,
AMBERLYST 232 WET(ROHM and HAAS co.), Lewatit VP OC 1800, Lewatit VP OC 1812, Lewatit MDS1368 Na,
Lewatit K1221(Bayer co.), PUROLITE PCR833CA, PUROLITE C145(Purolite co.), MFG 210, MFG 250(Finex co.)
o AE7d ol wF FA; viEASAE A Fole wEeAQl SKIBY  wIFEAE AR F
Ao ol 2R = SAlIA, SA20A % SA2IA T 22 ARV Lol o]2u#A, CaptoQ (GE
Healthcare2 58 F9715), T FA8 5AS 2= £4, dF E°], ToyoPearl QEA(TosohZH-E 7}
), Q Sepharose FF(GE HealthcareZ%E F+Y7Fs) T+ Fractogel EMD, Fractogel TMAE H=+= Fractogel
HICAP(Merck KGaA,Darmstadt Germany=F-H F947}s), vigAsiAlE SA21AE AMEE F o) &&=
SP207, HP20SS, HP20 &o. &, ueasl/= HP20S AHEE 5= Q).

o

FAReZE= 47 (d) A7) WA ZA=2etEH T (size exclusion chromatography)olA=, AL HPHo=z o
2EH-7|HF A o & Eo], Sephadex(¢lE& E©°], Sephadex G-25) W& ZHolmadoin= A, oF E9,
Sephacryl (& E¢], Sephacryl-S400), o}7t22 -7t A o & £9], Superose E+ Sepharose(dl& 91,
Sepharose CL-4B), ¥ 2 F7/< A=RHFEH Axd 53 A o& &9, Superdex 200 23 Dextran(Sephadex™)
2 7FuE Agarose(Superose™) A& ¥ sl oo AFEAE Ge T A FoRRH AEEH; niEz g
TA A, SFHE AF EAHOE, g ofMHCIE, MES (2-(N-EE2ZF W) ebdEAL), Bis-Tris (2-
H| 2~ (2-3| =5 Ao e ol e -2- (S| =S A W’ )-1,3-Z 29 T] &), ADA (N-(2-oFA|Eoln| &) on|it]ofAEAL),
PIPES (I 2p%1-N,N'-H] 2~ (2~ g4 E4F) | ACES (N-(2-oFH Eoju] k) -2-o}n| o g4 E4F) | BES (N,N-H] (2~
S| = Al " )-2-oln] o B EAL) ) MOPS (3-(N-E2E g k) T2 EA), TES (N-EFA(G=FAdE)g
—2-opv] ol & EAL) . HEPES (N-2-3]| =S A ol &-9] A b3 -N'-2-of & E41) , mhgrstAls AgEadolE &
= ¢4EF oMAHCIE, vS A A dEE oMHCIER AN E o2 R AYET.

[

wek B oo Zrldon A (a) 94 Bu] 32ulE 1298 (Reverse phase partition chromatography),
(b) =4 Ev) a=2vlE2#3 ¥ (Normal phase partition chromatography), (c) ©]<n% A ZvlE 183 (ion
exchange chromatography), (d) 7] #i#l A2vtE I (size exclusion chromatography) H+ o]&9] 3
ool zgtolelo] 718w ARgo] 7153 Sephadex LH-200]4; Toyopearl HW-40S o]&3 (e) 2 HF
(Gel permeation) Tt 2 o3} A2nE2]3] (Gel filtration chromatography)S F7F14 02 Al&7}53lt).

371 A= A7) deeks & 919 0.5 WA 200 F-9(v/v)e] HP20d 4 e, ofdl AlgtH = A

E U ste] GERA, B ouge Ay W 9 fi FEE EE P8 AT, £ 4] F2E 5E 2
BAZA BEE AL SR R AT Sehneol= SFgER olfolxl wolA Mud o4 Tk
As fradios zxdste, 9, v 24 A4 EE daxd A4 F8& g 2= %
VAl
N

e e ot 2AAE T HE A 7Yl FEE B £ AAEd 33 AR Y] FEE B 29
BA=] #e WES A= 48 & U

A7 7 et 3lgEe S 2 ZA Y4 (Chlorogenic acid) ¥ AHEZZZAY2H(Cryptochlorogenic acid) 2.2
ol A AEE 1 o]l uiEA s,
471 ZefR o= 3gtE (7-(((2,3,4,5,6)- 4 ,5-dihydroxy-6-methy1-3-(((2,3,4,5)-3,4,5-

trihydroxytetrahydro-2H-pyran-2-yl)oxy)tetrahydro-2H-pyran-2-yl)oxy)-2-(3,4-dihydroxyphenyl )-5-
hydroxy-4H-chromen—4-one)©] H}&ZA&}c},

2 owge] o AAdelN, 47] AXPHOR AxE AE 9 fo FEE T 28 PARe] RBALe

[e) [e]
oAzl S-S AsEE & (DAl 38kt

A
Lot

7

23s FA, 7 Axtier Axd dw d 7 FEE B £
=
=

AAlmolA eld HdA ek B A EStRolE SeER o

ML ox
Fe bR
o |r

ok
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138 % el o Axde] ©E PH AATANL) A A PuF golrt Helne gEpad sde

ol Hi
il
i
o
v

= e B oEre] o AAded whe #8 AAlEATC2) A2 Al dAlHE AZAGERE FRlg Aelnt
=152 & 2o o AAleel wmE stEAELste] £ AAl=(ATC2)7t VA= @S A Aol

w2 YAz fek FAY g
o, B Wl olE 7] 9Astel vt
]

A olshEts] skl AgHE AY w, AA

Fad 10 HE d 2FFE9 Azx 2 ARAHEY A

>

@ AAdE AAF T sre Adde @ oaEe g8 4
| @4EE e o,

Iy
29

(o]
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£
e
i)
ot
o
=

fo

[0}

Y& (Stauntonia hexaphylla) A (GAP Au, A= FZT

HE 9 AR & 10 LE 7%}‘3% ”—Q—Oﬂ/ﬂ 24X ot W3 F&E3) o

S A ﬂv FES FY T T et FFAE 3 HA S 23] HHEdte] S As 43}
o} o o3
S} PR

] S
%ﬂ@mm N-2100, JAPAN)Z 7t FF3le] HE o & Z2FEE 300 g& 53}

A7 FEIF HE Q 2FEE T E¥3E AFAEESS Folsr] Yste] e AA a=EvtEady (HPLC,
Agilent 1260, USA)E 3}7] & 1 B X 2 (o]sd =) £2 2o x Fd33a, 1 2345 = 19 e
St
X 2904 o]FAF Ax 0.025 M <14Fd k&89 (pH = 3.0)0]aL, o5 B:= 90% (w/v) ACN (Acetonitrile)o]t}.
# 1
&M RE T T
33 3% (Pump) Agilent 1260 Series, 1260 quart pump
A =7] (Detector) Agilent 1260 Series, 1260 DAD
A9 (Column) INNO column C18 (2.3 X 250 mm, 5 pm)
2 (Flow rate) 0.5 mL/min
A% 37 (UV_absorbance) 266 nm
Injection volume 10 pL
#£ 2
A1zt ol 5 A (%) o154 B (%)
0~ 20 89 11
20 ~ 30 79 21
30 ~ 40 75 25
40 ~ 45 60 40
45 ~ 50 30 70
50 ~ 56 30 70
56 ~ 70 89 11

I A, % 1o et A3 go], 8.678d FREZA|YAL, 9.158d IAPEFZ AU, 26.89%d AF 3}
o] HEFAJT. = 1o vebd HPLCY HE(HFEF AZH S vl oz 317] 48k 1o ujg) A EAEES 3

JL

_14_



SES06 10-2241369

[0086] [&4] 1]
BFE 52 (mg/ml) AT
AL BB = X X EFE TR(®)
Ad = (me/ml) A
[0087]
[0088] Ay 0 AN A e A FAE WA
[0089] As ¢ BEFQAA O] A EAE HH
[0090] o, fdy gEde] ArARel gk Ha o] UL o A&,
[0092] I A3, e 19 Ax:upHeR Az dE Q) 2FEEL 5] ® 37 Zo] FEREAYA 1.61 %w/w), 2
HEFZ2AYA 1.071 %(w/w), NT3E 0.56% (w/w)S it S 2elstait.

X3
[0093] A FAE ATC1
TEAIZIGE) SF2F (w/wh)
S22 AL 8.67 1.61
IYEFZ A YAt 9.15 1.07
A9 ZgE o= 33HE 26.89 0.56
A 3.24
[0094] AAld 1. HE o FE2EY 7784 718 £ FAE Az € AZHEY A
[0095] B7) Faid 1A Az HE d B FEES THT FoIA 23 brix 2 235k, 94 AggkA (HP20,
Mitsubishin Co., Ltd. JAPAN) 700 mL& ZHHETel T3 A7 3, SX"E A 7] 23 brix & o 2FF
E 700 mL & BYAA 2xHom HE 2 EIF AHAAEZANC2)S w3, EEE Y3 ol AL
SHTWERS (10000 FE 30:70)9 H&S 2Aste] ByE AAEY. WA SRS AEE (100:0) &2
2.1L 5 223 F, SRS UEE (30:70) &89 5.6 LS 2 A BE F, THF g2 2-34)
(14D 9 70% (v/v) wWe-e &89 1-4u4 2.8 LE 3 F AYsFHAHES 53 &) AA F, FFHo=z
AAE HE 28 FE2E =t 28 AAES 55 g& BT, (o], ATC28F ¥)

[0096] 471 dE HP20 ZY FEE v B8 AAle ol x3E ARHEES Fl] Aske] Fad 19 Z2
= 1 =

IS A A=metEIHI(HPLOE Fdeklal, 1 A3E = 20 YElslt
[0097] I Ay, = 20 YY) 8,678 FEEAYA, 9.1580 AHESTEEAYA, 26.89% A t3etE o]
AHEHE S FAHUTE.
[0098] = 20 el HPLCY] ' (HFF AZH) S vlgo g x| 19 F8kdd upg} A EAEE] (%) S EX3)
Ak, o Ad, AAd 19 AFWHog A3 dE B F2E5E TE 2E AAES 7] F 3¢ Zo] F=
ZAGAE 5.34% (w/w), AHESZZAYA 3.85% (w/w), A4 Z¥Rxol= 3FE 1.14 % (w/wE st
ASS FAsA T
;4
[0099] A FAE ATC2
P EAI LG )
FZ2AYA 8.67 5.34
AYPEZZ I YA 9.15 3.85
A ZeR o]t 3gE 26.89 1.14
A 10.33
[0100] AAd 2, FHHA4 FFEF FetE ol JFEEY B € F2EY FJFE NRUCIHE 7]E &3 7]
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[0102]

[0103]

[0104]

[0106]

[0107]

[0108]

[0110]

[0111]

[0112]

[0114]
[0115]

[0116]

[0118]

[0119]

[0120]

SES06 10-2241369

e EGAE vlaLste] AAlo] 1o]A &g shghEe] &

il

4390,

1. 22444k, Chlorogenic acid

H MR (400 MHz, DMSO-dy) 6: 7.42(1H, d, J =16 Hz, H-7'), 7.03 (1H, d. J =2 Hz, H-2'), 6.98 (11, dd. J
=2 and 8 Hz, H-6'), 6.77 (1H, d, J =8 Hz, H-5'), 6.15 (1H, d, J =16 Hz, H-8 '), 5.08 (IH, br d, J =5
Hz, H-3), 3.94 (1H, br s, H-5), 3.55 (1H, br d, J =4 Hz, H-4), 1.7-2.1 (2H, m, H-6), 1.98 (2H, br d, J
=5 Hz, H-2).

PCONR (125 MHz, DMSO-dy) & : d 174.9 (C-7'), 165.7 (C-9'), 148.3 (C-4'), 145.5 (C-3'), 144.8 (C-7'),

125.6 (C-1'), 121.2 (C-6'), 115.7 (C-5'1), 114.7 (C-2'), 114.3 (C-8'), 73.6 (C-1), 70.9 (C-3), 70.6
(C-4), 68.3 (C-5), 37.2 (C-6), 36.5 (C-2).

2. AREZZ2A YA, Cryptochlorogenic acid

'H-NMR (400 MHz, DMSO-ds) &: 2.00 (1H, dd, J=11, 13 Hz, H-6ax), 2.06 (1H, ddd, J=3, 4, 14 Hz, H-2eq),

2.17 (1H, dd, J=4, 14 Hz, H-2ax), 2.20 (1H, ddd, J=3, 5, 13 Hz, H-6eq), 4.27 (1H, ddd, J=4, 9, 11 Hz,
H-5), 4.28 (1H, ddd, J=3, 3, 4 Hz, H-3), 4.79 (1H, dd, J=3, 9 Hz, H-4), 6.37 (1H, d, J=16 Hz, H-8"),
6.77 (1H, d, J=8 Hz, H-5'), 6.96 (1H, dd, J=2, 8 Hz, H-6"'), 7.06 (1H, d, J=2 Hz, H-2'), 7.65 (1H, d,
J=16 Hz, H-7")

PC-NMR (100 MHz, DMSO-ds) &: 38.4 (C-2), 42.7 (C-6), 65.5 (C-5), 69.6 (C-3), 76.6 (C-1), 79.3 (C-4),

115.1 (C-2'), 115.4 (C-8'), 116.5 (C-5'), 123.0 (C-6'), 127.8 (C-1'), 146.8 (C-3'), 147.1 (C-7")
149.6 (C4'), 169.0 (C-9'), 177.3 (C-7").

3. AT EHolE SHYPE

'H-NMR (400 MHz, DMSO-d;) &: 13.65 (1H, s, 5-OH), 7.46 (1H, d, J=2.0 Hz, H-6'), 7.42 (1H, dd, J=8.5,

2.0 Hz, 2'), 6.89 (1H, d, J=8.5 Hz, H-3'), 6.76 (1H, s, H-3), 6.72 (1H, d, J=2.0 Hz, H-8), 6.35 (1H,
d, J=2.0 Hz, H-6), 5.20 (1H, d, J=7.2 Hz, H-1'""), 5.0 (I1H, d J=4.5 Hz, H-1'"), 4.29 (1H, H-5"''").

13
C-NMR (100 MHz, DMSO-ds) &: 175.8 (C-4), 164.0 (C-7), 161.0 (C-5), 156.1 (C-9), 148.0 (C-5'), 147.0

(C-4'), 145.0 (C-2), 185.7 (C-3), 121.9 (C-1'), 120.0 (C-6'), 115.6 (C-3'), 115.0 (C-2'), 105.3 (C-
1''"), 103.0 (C-10), 100.5 (C-1''), 98.2 (C-6), 93.3 (C-8), 77.6 (C-3''"), 75.4 (C-2''"), 71.8 (C-
4'"), 70.4 (C-3'", C-4"''"), 68.3 (C-2'"), 66.0(C-5""), 18.0 (C-6'").

AAd 3. 48 F2E 4 28 FA=Y AIAZ 23 oA ALY g

4-55% ¥ ICR n}9-29] FZ(tibia)E AH&E8], FES A3t a-MEM essential medium FIA|FA F-
MEZE $F3}ar, 50 ng/mL M-CSF(macrophage—colony stimulation factor)E *g]sle] 24A)7F v dslsict. W)
Hﬂ*k;zQMMOEAWM_T4&%HNSXNSWHy%HﬂEﬂ%ﬁ%?ﬂiSO@MH}W&W}@ﬂ%
a-MEM w®jA]el]l 3dzF wjFstdtt. 1 3 50 ng/mLe] MCSFe} 100 ng/mLe] RANKL(Receptor Activator for
Nuclear Factor kB Ligand)S &7 AHEsla, A5 TEEZ A st 443t wigste] staAxr=z 233
o

3-2. 9¥ o FEE(ATCD), 23 FAE(ATC2)o] 93+ SZAEe] TRAP 4 W3 3

HJZFAEE EFFOoRZ EEEYHOE (tartrate)o] Wal AIAHS vEHlE A EA9ERA] (acid
phosphatase)$l TRAP (tartrate-resistant acid phosphatase)S 2&sty, A7 EAL e ZxA AES} +
ek 5 Qe Ao Axsey gAait= o]8¥rt (Minkin, C., Calcif. Tissue Int., 34: 285-290,
1982).

o] Wi gl FEE(ATCL) 9 o9 8 AHAIE(ATC2)ol o3k sz AL o] TRAP &/d¢] WstE &ela}7]
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[0121]

[0122]

[0123]

[0124]

[0125]

[0126]

[0127]

[0128]

[0130]

[0131]

[0132]

[0133]

[0135]

[0136]

SE506l 10-2241369

A, 87 e st

FAHoR, AAA 3-149} 7 WHo R 48-welloll 5x105 cells/welle]l HA AEXE HE3t w3FUxt
(RANKL, MCSF)o} Al5& A glste] 447F vt 3, TRAP &9 WHIE Z43I3iTt.

TRAP &4 =4S 98lA), TRAP acivity assay kit(AKO4F, COSMO BIO CO., LTD)E o]&3ate] A7) 4947k v
Zous & ufF A 30ul/wellS MRS 96-plateo] ¥FEar, FH|E kite] Chromogenic
substrate/Tartrate-containing buffer 170 ul/well& Yo 37TColA 308 WA 3A]7F &<k ¥k& & 540 nmell
A FFEE SASA.

S T ZFZ+S RNAKL 2 ATCL & ATC2E A gldtA] @& Ao =2ZA, IAERE B3 ER &e FFAE AHY
MEolar, kA RIS RANKL & AHgste] dIAZER E3xZ 3, ABES AHgstA &3 C0X2 AsiAel
Celecoxib (5 uM, E¥ 20 uM)E A g]star 44 7F w3t Ao},

FEE 54 dEzwe] Fd=e ok MEss wAsY.
3)

Ao 3-1e 4 Aol HE ) FZFE(AIC), 22 &
W o) FZE ATCI(1, 10, 50, 100 ug/ml), HE < 23} £33
50 ug/ml)S FZAEol| AHaldtar, 4U7+ wjs ohe J}“/‘ﬂjj_iﬂ TRAP &%
AgAdS Uetle A EAauehA %}*é" olu]ghrt) o] m

TRAP &2 A 59

o
Gl
o

Ehitet.
% 30 Uehd dag BaA, B owge) 9E o FEEWUCD, 24 FAFEE wt 23 AABAN)Y 5
woledon ShaAEe B4 SATE HAstIT

g FAdez, #I4GA TS T FEIT A2 FEEY A5, FH dE2(100%) uib] HE Q] FE5E9
23 AAE ATC2 (0.1, 1, 10, 2 50 ug/mDelA 22+ 71.7% (0.1 ug/ml), 36.4% (1 ug/ml), 21.9% (10
ug/ml) 18]3 221.1% (50 ug/ml)e] TRAP &< Yeidlen, F4& AXA ge 2FZFE(AICL) Eu 1/10
o 2 555 Agdeols 2 WA 3u) o]k AAT TRAP &4 A &35 YEd

£ fol
=
BN

E3], 1% o FEE9 £ HAZANC2)Y % 1 ug/mle HIIPS o tjH] TRAP & (activity) 9
Al&o] 63.6% (AL 100%-36.4% = 63.6%) o™, o]+ HE & FEFF(ATC))S $% 50 ug/mlE AHAS
wj o] TRAP 243 (activity) A& 66.4%(AE: 100%-33.4% = 66.4%) ¢ 53 23S Yepdt. = 9%
A FEE B8 HAZ(ATC2)o] HE 2 FEE(ATCH ) Hl3] 508 &Ao] S=HASS e

3-3. HE ¢ FEFEWUICD, & £F FAEAIC2)d o HFSAE £3 94 &3

H

AAe] 313 g WHoR, dg-wellol 5x10 cells/vello] ¥7l AEE HEshm P3hQIAH(RANKL, MCSF) S
HE Y FEEAICD), o9 8 AAEANC2)S A ste] 44zt wiggrt. wixE AAste] PBSE AlH g t}
S 10% (w/v) formaldehyde® 313+ Ao 7]ZAEN (1.36 mg/mL 4-nitrophenyl phosphate disodium salt,
10 mM tartrate, 50 mM citrate buffer pH 4.6)<& 100 pL® EFste] 37CoA 3087F v A H T, viA S A
Adte] PBSE A& 3 t}S 10% (w/v) formaldehyde® 155 E<¢F A|¥X S 1AHAZ]aL, PBSE cellS 3W A& 3
t}. TRAP A& 50 mM tartrate acid® ¥3}+= 50 mM sodium acetate buffer 10 mLel 1 mg/mL naphtol AS-
MX phosphate®} N,N-dimethylformamide 100 uLZ #7}3fe] FdMANS A zd & 10% (w/v) formaldehyde® I
Aok Al FAeNS 45 pLA Bk 37°CelA 3083 A F dAvFow dEete] & 4o O AdE e
pra=

% 4o vhehd 203} o], &4 lE AlEol A
(ATCD), & 28 AAZUC)E ALd 49 = e

Atk

g FAHeR, 13 & 2 23 BEAA TAHS I FEIF A2 FEEY A5, THE AAA g FEE
(ATCD) HU} 1/10 f @2 52 yaSodx 2 U 3u) o4 dA-e IZAE H3l(differentiation) <
A avs YepdS 3159,

AA ) 4. In vitro FHtElA #AG o 2 X8 g4
4-1. SHEFEAX £ 2 g
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[0137]

[0139]

[0140]

[0141]

[0143]

[0144]

[0145]

[0147]

[0148]

[0149]

[0151]

[0152]

[0153]

[0154]

[0156]

[0157]

SE506 10-2241369

A3A FoA FERHEY &4 AmvF Do A

2-3 mm= ZA A, dH (serum)o] & DMEMol &3fA17) 2 mg/mLo
] 2] & 37°C wlF7IelA 2A17F WEEAIZL ¥ FBS7F AESHE DMEMe F3RAIXL

strainer& 0]%3}1 A2 FEE A¥E DMEM (10% (v/v)FBS, 1% (w/v) P/S)olA wioksl Fulelx~ #AdR

ko3

<>

3}
=

Ao 4-137F T3 Wylog AL Fulels AEA A o] AAd 3o ARE3E ATC2E 0 ~ 1000 pg/mL
7t 5ok AHeg H, LPSE A kA 0‘7%% pg/mLe LPSE A glstar 37CelA 24X)17F v st

CCK-8 assay WHOoZ MXE AEE (cell viability)S A3l = 59 el

I A3, & 59 YeERG AT o], ATC2E nELEE AHAFE AEZ AEELS 7 A

AFE vehdls Seldch. =3, LPSE A A LPSE A shA ks Aol sl AEF7F 20% A

F7Veka, ATC2 AE s=7F H&55 X AEEC] A ZadHe FFs vepdS gRlskirt. LPS A F

7Zg-ol A= ATC29] 100 pg/ml HBFE/AE HE AEE] 80% o Ueldttes A& 1388t

4-3. FHEX BEF FGAEE o] &3 o]F AF A

AAld 4-17 IS o de Frigs #Ed &

O
=2 1A Fot A

r

Aasta, AEEAAL Zo}

-1 0 1

o l-rlr

-15

Aol AAle] 3014 AFEE ATC2E 100 pg/mLe
get &1 pg/mle LPSE AHalste] 37CelA] 2441 wlekslar, A7) wjekel Xﬂﬂ ¥
Adete] FuAE o]%F AL SANATL, 1 G4 AT o|FH Axe 2 AN

lo
ol

crystal violetlo =
adZE 27 E 6ol
oA, = 6ol e A3h o], LPS WS Ael Al Frbels wEg Wy A vehbs 32U Ee o) B4ol
F7 Ao ATC2 A2l Al AEZS o]Fo] AR ki, = (LPSF ATC2 EF A EshA] &85) 3 fAMgH
4Ee) o FAS YET, o 5% AESS) 48 495 £ 6 0e%e LT E 47 ofFA AFL A

SHAl WERSETE (5 p<0.05).
4-4. FHEIE BEH FHAEE o] HFA EZ A %

AAld 4-17F T3 o= d2 Fulel IEHA kA Edd HAld 394 ARE-gE ATC2E 10 pg/mL= 100
pg/mLe] FER 1AZHEL A =, 1 ng/mLe] LPSE AHe|sle] 37 CA 24A3F wjalar vt U] Alo]E
7H1 =} ﬂ]EﬂOL(TNF—a pha, IL-lbeta, IL-6, IL-17A, IL-8, VEGF, MCP-1, CXCL10, MMP-1,2,3,9,13) ¥EZ
ELISA o= Ay 1 A3E = 702 el

I A3, = 79 yehd Ay o], Fulels #E<d SubM| e LPS A Al G54

B~

-

H]

ot
12

ofr

=
=

e
A

=4 E (TNF-alpha,

44 B3
IL-6, IL-17A, MCP-1, CXCL10, IL-8, VEGF, MMP-1, MMP-2, MMP-3, MMP-9, 2 MMP-13)¢] &EH|gko] &A|3] Z7}
shS Fleksith. ES, ATC2E A3k Ao A = LPSE &Alol HEstd® Frlelxel #dd A5 EHE
o] BH|FHE ATC2 & oJ&EX o7 ZFAHE AL 3Heldoitt.
4-5. FulEl2 B2 E SHAEE o] 83 p65 NF-kBe| o3 2 $X HAst XA A¥
AAld 4-13} T3 Aoz AL Frles #HEG AL AAld 394 AFE3F ATC2E 100 pg/mLel &
L2 ARFEE Akl 1 pg/mLe] LPSE Agste] 37CoA 1A1ZF Bger 5, 7] v S A T WY
FAAHS o] &3k pb5 NF-kB #d 5 2 2y X5 e AxE = 82 Yehlc),

I Ay, = 8o yehd FHA o], Fulela PAd FHA| X LPSE Az A9 AEA olvt EA5hd
p65 NF-kBe] w&o] AZdox BAHE, o= AEZD WY p65 NF-kB7} Al oz o]%alg <SS on|dt

th. ATC2 A 2l3 Z§- p65 NF-kBO] & Wz o] ofFo] #aE A 3t

NF-kB FobEls @AY d@el Fad Agets paclme, 4y ATE wEow ATC27b NF-kBS) W)
o%g oASER ATC27L FulEl AR o ¥ Aw wd} Aee ¢ 5 Aok

4-6. FulEl2 BEE SHMEE o] 83 NF-kBe] 4359 ¢ A3

AAld 4-17 Fdg o R d2 Fulelx EA GubAEdd HAld 344 ARE-gE ATC2E 10 pg/mLT 100
pg/mLe FEZ NS AHI 1 pg/mle] LPSE AHEske] 37TCoA 1585 ®REE = 4% (w/v)
formaldehyde & AXE 31%3}3L Cell-based ELISAS F3sle], 1 Z3E = 99 YelWT.



[0158]

[0159]
[0161]

[0162]

[0163]

[0164]
[0166]

[0167]

[0168]

[0169]

[0171]

[0172]

[0173]

[0175]

[0176]

[0177]

[0179]

[0180]

SEE46 10-2241369
IO A, & 99 vepd A3 Zo], FulelA A o LPSE A28k -+ NF-ko Ser468¥H 3} Ser536
W 717} A4k} (phosphorylation) & &1k 4= AATh. a3}, ATC2E AHEd 49 7] NF-kBe] F+ ZH7]
Q12kel7F A (NF-kBE] EA37F A4 E e AL Feled 4= L),

o 12
o
1=}

X
F

47 Ads A, ATC27F FvbEls B ARl advt des & 5 o
4-7. FotEl: BEQG HAEE o] 83 N0 B & AF

AAld 4-17 FLgE WU
ng/mkey =& A7 5

(Nitric oxide, Nitrate)

2 d Fulel A AEd FEbA Lo Ao 304 AFE3F ATC2E 10 pg/mL¥ 100
A2e 5 1 pg/mLe] LPSE Aglate] 37TolA 24217 sk, wiFed Wi NO
%5 Griess assay o= 439, 1 2345 & 100 eI,

I A3, = 100 YERd AT 71%0], FutEl 2~ BEd bAoA LPSE Ak A5 Al vl NO A

o] oFou)] o] Z/tE o), ¥hH [PS HE] & ATC2 10 pg/mL@ 100 pg/mle 52 Xgsk 49 F =7
FolA dAsHAl N0 Aol 912%]51% AL g 5 A9,

rotl rlo

of 2 |o

b ox

_1

B71ATE FEA ATC2S 5 FATaAE 7ML AFS F9l T 5 AT
4-8. Futelx BEY GRAEE o] &9 gelatinased EABAE Wz g FHEAE gl

NA]oq] 4-13 =3+ HOL\:H o2 do FnlE]As BAE bz /\1;\]@] 301]/4 A].Q.?S]— ATC2E 100 ug/mL/]
2 OINZFEE HEska 1 opg/mle] LPSE HEshe] 37ToA 2442 wjFa] vlgdlS s|sla YAlE oPO%
dT o Ul MMP-2 ©] /g3t 218 gelatin zymography assay AAlstel &= 110 2 A3E eyl

gelatinase?] &AL FrlElx #AEYG dxjda Aol T7lE Aoz LA 9o, gelatinased A4l
9

~9%o] WEH oz el 9

rr

a2 A%, = 110 YERd A Zo], Fules #HA #Ate] &uba|xe LPSE Az A &3t FH o

matrix metalloproteinase-2 (MMP-2)7} S7Fgh WbH ATC2E A Elgh 49 MIP-29] EA437} Aetds 89 &

AL, T Y AEE SAHT A7, MWP-29] HEAE }LPS—g‘ Al o X FrFstARE, 7] Fotek

MMP-29] HF&lo] LPS9} ATC22] A glel]l olsjr L wrado] 7HAsiar, MIP-929] 7% LPS9} ATC29] ﬂﬂoﬂ o)A

o] s A RS 0 g AT

4-9. Frlel2 B2E SHAEE o8 €5 R AXEE I 9 SERF 2 HdHA 9 AF

Ao 4-1 } TS WHoRE Ao FulEls IAY bzl AAd 3004 AREg ATC2E 100 pg/mLe] &
1 ng/mLe] LPSE Azlslte] 37Tl 24A1F vl wigHS AAS L AEE

% & 01%6}04 A dHEE A (C0X-2, MMP-2, IL-lbeta, Vimentin and

A5 3Qlste] T 120 YERILE,

I A3, &= 120 vERd A3 o], LIPS AHE Al F7MEUAY COX-2, MMP-2, IL-lbeta, vimentin, %
fibronetin®] w&@o] ATC2 A&l os|A dA 3] FFAES FAior), LPS B ATC29] Aol oJ# A 47 dF
T o B X o] Wt HAEA] FUTt.

4-10. FriEl: BEE SHAEE o] §F FTAA & 43

Ao 4-17 TS WHoR I FrtElx Ay SgAxe] AAd 394 AFE-S ATC2E 100 ug/mLe] &
2 1Az AHFEAYh. 1 ug/mLe] LPSE AHEste] 37TCeolA 24A17F wieksta vt ] d5@H
screenings 98l antibody array kit (ab134003; Abcam)E o]-&3to] #&sla, 71 A3E & 139] ebict.

H

>

2 A¥, = 139 yERG A3 7o) Antibody array 23 Aol LPS A A] IL-6, CXCL8, CCL2 —1¥]aL
CCL5e] #vl=o] F7kHol &l Ha, LPS % ATC2E FAlol Alaze] A2l w LPS A Al T7Hdd /vt
El2 I AF5AAQ CCL57F SAIF o2 fojst A== oA A E S stk (x5 p<0.05)

4-11. FvlEls 22 E SHAZE o] &3 454A dd wd Ay

Ao 4-17 FU3 WHo R 9 Fulelx #-dd SaAxel AAJo] 304l AFE-S ATC2E 100 ng/mLe] &
T2 1AZHE Agekgtl. 1 opg/mLe] LPSE 5 B, 15 B, 30 & a8l 60 ¥ ZHzt AEd & AEe] gy
S 98 3 Western blot analysis W o E p-Erk, p—p38, p-JNK @ p-Akt ©@¥lz W& S =A3te] = 149
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[0181]

[0183]

[0184]

[0185]

[0186]
[0188]

[0189]
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IL-1p -2 IL-3 -4 IL-6 IL-BsR IL-7 CXCLe || IL-10 11 | IL-12 pdD |IL-12 p7O
IL-18 IL-2 IL-3° IL-4 IL-6 IL-7 CXcLe IL-10 IL-11 | IL-12 p40 |IL-12 p70
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