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7] AE AL 4-bromo-3-methylisoxazol-5-amine AL 7 dg. 53] 7] AR A 4-
bromo-3-methylisoxazol-5-amined FEATO = ¥ 33 A 4-bromo-3-methylisoxazol-5-amine<
7] s A= el 3 ul o), wtEASHA 5 uM o4, B wtgAsAl 10 uM ol xIEHE AL F 3
ok, 7] A =9 W 4-bromo-3-methylisoxazol-5-amine -2 3% ©]/, ®FEHH A 5% ©]Xd, O HIEF

A 7% ol EHSE AL & Ak,

2 oddgel g2 d SHd wE FEUA, FEAA, F-vEN 2 g s 2AES 4-bromo-3-
methylisoxazol-5-amineS fFa&AE O = 3},

oJ71A, A7) 2 ELS 4-bromo-3-methylisoxazol-5-amines 3 WA 20 upM, vFE&sAl 3 WA 10 pM, © wf
7 uM - Q.
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B AUE FRe AV FARAGEEY, S, B BT F 220l BUY FEoe wAu gt
Hgol 3R Aetns sgith. FAv] Fale 4r] fAvle] RRTE In Pm AR F7]
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3l7] AEAENA AFEE A7 YA F-ob A E (Human dermal fibroblast, Detroit-551 2 CCD986-SK), A"
T-A3E (preadipocyte, 3T3-L1) % ZAZEA| ¥ (melanoma cell, B16F10)+= 3= A X523 (KCLB, Seoul, Korea)
oA Fhstct. A7) MEEL Dulbecco's modified Eagle's medium (DMEM)o A 5% CO,, 37° C, =43
Zo A wjekEtg et olwh, DMEMo| QIZFRA X -Fol M EFEL 10% (v/v) fetal bovine serum, A|HAAEF
= 10% (v/v) fetal calf serum(Gibco-BRL, Gaithersburg, MD, USA)S Z}Zt F718tal, 3EFHO= 1x10°

unit/L penicillin ¥ 100 mg/L streptomycin (Invitrogen, Carlsbad, CA, USA)S X 7}&}Sitt.

3}7] western blot Ao = BT dlZvAZ GAPDHE AME3taL, Ay} did J4A e Image] 2 243513
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341, FAr Ffo] HfolAE F4, o]F, ROSH WA= F3 £

wjFele] 27k 0, 1, 3, 5 & 10% (v/v)e] FAn Fade xFste] AdfobAE (Detroit-551 2 CCDIB6-SK) &
72X 7k i eFEel ).

FA] G=qo]l MfrolAaEe] FAo HX= dEds 8y Y8, 7] Aol WST-1 reagent (Nalgene,
Rochester, NY) Al¢Fg gt A(well) B 10 pl b 3 YR EHEE 450 nmollAd SAEATH
(Bio-Rad Laboratories, Richmond, CA). L A3}, EAFHCR FoudA= Fgoy a2 FAn] ¢ F
T7b molgel whel Al F2lo] ¥ el o R YEHTH(EIA). Ao F2¥ AR, FIR Y

ol EZFE W PCNA (proliferating cell nuclear antigen)® %S western b 3}

A ERHEIB), AT o] MfobdEel F4e FAs Tt e BAY & A

FAR Fdo] HfolMiEe olFel WA= JEgFS sty s A& T O AEF dis] 24-Transwell
device (Corning, NY, USA)E o]&3lo] A xAle] T2 EF wil 2A¥S sk, ELISA reader (Bio-Rad) =
560 mmoll A EF == AU, 2 A3}, Detroit-551 % CCDI86-SK EF EAH R Fou|3tA FAn] 4=

o ¥E JEHoR olBye] T AL AT 5 AATEIC).

tgoa FE AN 5 IR 3o Z Ao I Aoz d# 7 ROS(reactive oxygen species)ol AT
g=ollo] m| 2= kS 3Heldlr] 9sl, 7] F Aol ETo] ROS detection reagent (Invitrogen, Carlsbad,
CA, USA)E o] &3t A=xALY ZREZ wet AFS dasta, AME AEES FACSCalibur flow cytometer

o] A& F do]E|E Flowlo software (Tree Star, Ashland, OR)E
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Aol AES ROS AAFTS =d F AUSS 9H|siy,
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W (%2C), PPARY luciferase reporter assay A3 PPARy < A A #A(=2D)9 Ao & yelyte}. EGFRT}
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Gl 247 0, 10% (v/v)e FAW FAs x33te] AfolME(Detroit-551 2 CCDIS6-SK) & 48, 72A]%F
z|

PPARy ¢} MMP(Matrix metalloproteases) 3 MMP} T H-9] #FaAd-2> 242t B v Q. FAW Fdo] A
OFAZE Ul MMPE XEFS ZZHolAe Wi mX = JES AT H7] 93 human protease array kit (R&D
Systems, Minneapolis, MN)®= 43 Az} ADAMS8(a), ADAMO(b), MMP1(c), MMP2(d), MMP7(e), MMPO(f) %
elastase(g)e] W&ol FAu] $HS A shx] 2 txate vl ¥ Aoz YelRth(E3A). o5 Ly}
A F 53 F5 F4 #HEE ow 4o Pl MP2 2 MMPIel tisl F7}4Q1 western blots S8 #4
L A, FAN FAEs A F AfFoNET EFoA 7] Al MPEe Edo]l AE AS T + 9
ATH(E3B). PPARYy 9 MMPS] #&AS thA] &elsl7] 98] PPARy ol ok siRNAS A @8t PPARy, MMPI,
MMP2 2 MMP9el tgt western blotS & A, si-PPARy = A2l A5 7] Al MPe] Hdo] 7HAaH A
< AT F AT

FHARA, A0 S AfobdEol A PPARY O BH L BHS gAAD F glom, ol wet FEFA
o welo] gl MiPS] WHe] AsEE o tekunh.
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o] 22k 0, 1, 3, 5 2 10% (v/v)e] FAHH FAES x33te] AdfolA3E(Detroit-551 2 CCDIZG-SK) &
0, 24, 48, 72, 96A17+ el ATt.

FAE] Frolo] AFolA o] o) WAAEE MEL A (ECM, extracellular matrix) #Apol B X F3FS o}
27 98, EdQl ECM &40 13 2271 (collagen type 1) 2 deghxwlof] tis] 24tk 4 ME$A
FLISAR. =Aju] rol exmwd (72470 2a)) 18 Zebdle] A7Ael 18 Zz3Zelz kS nluws]l dx, % 9
%S western blotoZ ¥

THo R FIFstaL(4A), 10% AW o AYAZPE 19 ZeFe 32 el
A%k A3, ARt fEAow S7H A(E4B)S 1Y & AT, vse®, A=A ELISAZ A1
ol FEHE(T2AIE Ae]) dopad e vuesld A3, sk gEAeR T (=40), 10% A e A
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A SOl AuE FrRYoR A9 AR BHL Bolu FHL 94U + & ATA/EY ¥ 59 &
gE AL FAT 5 YA

Agds. FAm Fdo] AUME o AHHA wX= A £4

G, AT ool A TA ] AEo= dFS VAA B5S WST-1 reagent & ©]&3 245 S =<

o

FAm Fdo] ARAFAES 3 B AR mAE JEFS Folry] 3 AHAFAEFA 3TL1S
MDI(isobutyl-methylxanthine,  dexamethasone and insulin)&  X3Fs  wjx|oA  6dZF  vjgslo]
oStk olu, A7) BEiE MgE H MWIE WA &2 wdEe] 47 AN s oy

glsto] wjsilom, 7] 647 wlF ¥ A2 oil red 0 stainingdlo] & ) 5
3l FAM FAE A B s=

_IZ:
ol
ol

o

WA A Zel A A o] o AAEE S =5

HREE & & AdAT(E5B). I3 S WA (lipid droplet area)E #43F A3b, 10%9 <

A f=dle H71ek A FAn SIS wWx ke gzt Hls] dHo] FousiA F1e Aew Yl (®
. . i}

=<}
50), AP] el APATAZL B3 D AL ek Tk 92 FAT Ao,

olegt art vehte 712E dolry] fE, 3R R MDIE WA ¥ wiA A FAm R A
vi kgl A bR Al ANFZAGEAZE western blot B3, FAn] S H71e A ZoM=
C/EBP a ] @& o] F7}staL, ERK1/29] QIAFsh7l HAshe Ao 2 VEH(EED), FAu FH o] A ukd A3
A& ERK1/2 A58 Adlsta 12 23 C/EBP a9 2dS S7/HAA 3 2 AL S F=8S & & AT,

il

Add6. AT Fofo] UVl 3t HFoHE 7 edAdd mAE F3F B4

Aol EE 60mm plate(Nunc, Roskilde, Denmark)el]l AJQ3%F 3 24z wjd3ict. UV ZAF A 80%
confluency®] AEE 0.2 % FBS wiA]o|A 18A]7F v]¥sle] starvationA]FHTl. UV-A 33 (365 nm, BoTeck,
Seoul, Korea)Z o]&3 UV XA} A F9e MERZRE 15 cm AP FAL™, UV-meter (International

Light Inc., Newburyport, MA, USA)Z 6.3 J/cm294 W& 71, IV 2AF & Al O Zepd 2 defxg g
S ELISA % western blot2=2 413 A3, ZASHA] @2 AlEatel HIsl Z42; oF 60% % 65% o= 4
sigich. olgel el E dAgtrd HAE sRoEH o R ST Fodd 9F 3EHYSS AT 5 AT
(%6).

ARA7. Z4F AFAAEC] Fehd Alxe] dzd P4 3 ROS AAT vAE 9 £4

S MM E(B16F10) °|FGF(Fibroblast growth factor), HGF(Hepatocyte growth factor), EGF(Epidermal growth
factor), TGF(Transforming growth factor), PDGF(Platelet-derived growth factor), VEGF(Vascular
endothelial growth factor)—e‘ Z+7} 20ng/mL A B3kl 72A17F & 10% DMSOS X33+ 0.1 M NaOH o7 A
Z YRS IAEE 590 490mmoll A AEbd FRES SHSAY. 1 A, 3] A F FGF 9 HGFE
AQet A= Wahd Aol Fonst JES XA &' AoR yEEen, FeFe webd A4S 31, HGF

= Adlsks S AL = AJATH(ET).

rr

FGF 5 HGF7F 545 Al o] ROS zﬂﬂ%oﬂ 2 ‘1 YIS Fdst] s, SATAH LA 20ng/mLy At 0,
12, 24, 48A17F % ROSel| ©f se, SMA % SOD1 ©do] v& S western blot 213}%1
ok o A, FGRE 7] Al a e Hgfa% ‘M/\VJO] dojgel wpet HaAl7lE W, HGRE S7HA71E A
o2 YERGTH(IESA).

FGF 2 HGF7} ek A14o] = 2} . ZAZAEA FGF 9 HGFE 20ng/nLA A
gsta 0, 12, 24, 48A)7F F dobd KAl #Boldt= @Al Tyrosinase, MITF, TP1, TRP29] wHdS
western blot A3, 2 A}, FGF= A7) Wl @de] W3S wHF F7MAFen, HGF= Tyrosinase,
TRP1 ¥ TRP2 IEE& HAAaA7I= AR YESTH(ESB).
A3 8, FAln] FHo] Al A¥o] dald MA ] HX]E=
A, FAE FHo] SAFA ] AFo = FEFS U[HA 2SS WST-1 reagentE ©o]-83F B4 F3)] &2ls)

A

Sl (294), 10% o]l A FHs Aelg Ffole 548397 gl s1o® Yebwth(data not shown).

gd
o
2
10
r:i
H1
QJ
&
a
o

=
By
rr
N

o

o,

o
9
T
N,
f
o

rl r
o
ook
e
L

32 o

ok

MEAEZ FAE FHS 0, 0.1, 0.3, 0.5, 1, 3, 5, 10%(v/v) AT 72417 = 10% DMSOS E 33}
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[0109]

[0111]

[0112]

[0113]

[0115]

[0116]

[0117]

[0118]

[0120]

[0121]

[0122]

[0123]

[0124]

0.1 N NaOHl $910.% AZ AAE 1AE 3¢ F 40l Wehd F43E S0 1 A, Aok
e FAE S FE ERoR gaste AL FAT 5 AATH(E9B)

FAm gdo] Hepd APE Asfste 712 Welr] s SAFAM L] FAv FHE 10%(v/v) A skl 72
Zt Phospho-MAPK array(R&D Systems, Minneapolis, MN)& #|ZA} UH‘”O4 of whel &Sty 1 Ad, 4

Mo oJaf theFeh MAPK Ao #oldl whuize] <1akslr odAEES E1E 4 AJeH(=90), o5 o
Al Bty Y8 FAHv s FEEE B AEZdAe] MAPK 4% wulAQl JNK, CREB, AKTS] A4tsts
Shelgh i}, v JEX R A7 Al dlAe] Qs AeEE Ao® YERRTH(ED).

AEA9. FAT FHe] ANt g Aid MY S/A Y vA= GF £

> 4

=,

<
5
b e
(o)

Webd A G VAL FGF D GRS o] oWl Wakshen] Shohiy] 915} GEO HlolEluo] A8 o &
Stel 1 nRNA RS AR BASE. 1 A%, Aue] oSS P R HGRS kA WAFe] B
How frelrahl st 20w teth(E100B).

5o, FAm golo] HGFe ofgh #ebd 7hA F FGFRol| of&k wlebd F7bol] ojdl &S wA=A do}
3, HGF HFGFE 50ng/mL, AT & 10% E3HEE whA oA SHFAEE XXAZE wj e 5 4
slstltt. 2 A3, FAn A HeRol ot dzbd s v kst FGRol o3 Hehd A
sk &39S UERATH(=100).

AEA10. AT Fdo] uvell g Behd A w2= G £

EAMEAELZE 60mm plate(Nunc, Roskilde, Denmark)ell Al®3F 3 297+ wjdstdot. W A A 80%
confluencyd M¥EZ 0.2 % FBS wiA|o|A 18A)17F w3}l starvationA] UV-A 3 (365 nm, BoTeck,
Seoul, Korea)E& ©]&3%t UV ZAF Al FHP2 AXZHE 15 cm A9 P_U%, UV-meter (International

Light Inc., Newburyport, MA, USA)Z 6.3 J/em'd] WVE 7b3}9ict.

)

SR
2 g

$A, A S 2 WAU EAEAEY ARl JFE VA S WS- reagent T o §F BHS
Fal st ArHELIA),

Teo®, 0, 1, 3, 5, 108(v/V)) FAN] Fole Ak SAFEAE) WE ALsa, 74 Adie] Behd 4
e wAsg. 7 An, FAr] Fold FE oEgom (ol s fud Wehd 4ye] AslH: so
vehow (£118), dgdles] Avteh FHaARE, FA Foe Wl ola) s HfoldEe Teha o
Aehswle] FAAS 2L wA AENG, Behd Axe] Wl 4 BEE AT F dvks AL o4 4 9

o},

A1l AT e FAAHE 24

HPLC HAloll+= Photo diode array (PDA) detector ™ Luna C18(2) column (5 pm particle size, 4.6 mm X
250 nm; Phenomenex, Torrance, CA, USA)o] &2t HPLC system (Shimadzu Scientific Instruments,
Columbia, MD)o] AF&E T, BAIL 0 & 20% oM EUCE-, 10 & 40% ol EUE™ | 70% 20 & oM ELY
olE” 25 ¥ 70% oMM EUCIEHH, 27 B 20% olMEUCIEZ, 30 & 20% oMAEUCIEH A9 step
gradient mode® Z &3} (ZA=H <% 1 mL/min), 270 mmollA IS EA3 ).

MSEA Aol FR]E AZS 0.1% FA 890 AHAE F Q-Exactive Orbitrap hybrid mass spectrometer
(Thermo Fisher Scientific) 2 Ultimate 3000 UPLC system (Thermo Fisher Scientific)g ©]&3stith. Al
B B AoE 2 m C18 ARz AN W27 50 cm x 75 me] A AP o] ALEE A

CapillaryS 250 C=® 7}E3Fal spray voltageE 2.0 kVE AE3ATE. AA MS 2718 100.0 to 1,000.0 m/z
WA sk sfAET70,0000.2 o] Fo]Xth. Automatic gain control (AGC) target& 1E6913L maximum
injection time (MIT)S 60 ms@th. m/z 400 MS'ol thal 17,500 s)4=z 27| 9356 tlake], 30

normalized collisional energy (NCE)Z precursor ionE< fragmentationds}=H|, oW, isolation window
= 2.0 m/z% ). Dynamic exclusion settinge 90.0 s= A¥ 3},

HYA Ay o)A &AM FE£L 0,15 nl/minelAtt. %8182 (gradient elution) A] o]=AF &M A &2
0.1 % FA F8q0], o] 54 & BZ 80 % ACNO] Z}z; AF-2E A0}, Gradient stepe & 60¥-2%, 12.5 % B 20
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[0125]

[0126]

[0127]

[0129]

[0130]

SES0d 10-2294967

Fol At

g A¥, Fa3% JESE 4-bromo-3-methylisoxazol-5-amine®] FAF 2™, peak areaZFH FAW G
el oF 8.86% el Ao AU (EL2).

%}7] 4-bromo-3-methylisoxazol-5-amine®] H&3k FAu] N g5 FLdle FAAEAA Lolnr] 3|
A7] E- o AExY7IE A A, AW FAH, v, & V- adE AR, AAeA, 4 4-
bromo-3-methylisoxazol-5-amine< 4] °°]—*ﬂ;ﬁ_°ﬂ 2] B, FroEHoR Zokd ¥ Agtr" S =714
715 Aow dewed, 538 1-3 pMigH $A4 A (=13). T S®, 4-bromo-3-
methylisoxazol-5-amine< AW -4l A 2] H AFAFAEANA FA FAs AEE A
$ TR oEH o AWEHFHo| ZFrtE Ao Yelti(=14). 47| 4-bromo-3-methylisoxazol-5-amineol 94
st Az A4 2 AW FA49 FUhe V] Edol FE N 2 A dHd FEAEYES vERG
F7}2 4-bromo-3-methylisoxazol-5-amineE ZAF A|¥Eo At A}, FEoEXo R ““11}14 AL oA s
Qi Wepd A4S ST g

g AAed(X15), ole 47 %é]_o] vl §iE FEE FEadEdes St sARo R, 4-bromo-3-
methylisoxazol-5-amineS UV ZA}SH A %o A s Az, &

713, AE ¥1g T3 ol AR Yeh(X16), A7 &
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o] 714 APdeld A4 54 WSk M tE AR dEE 4A W] Thesite As ol

& S Aok, agERE oA Vad AAldES e WA Al Ao dA o] ofd Ao

ojfiiobt 3irt. o5 =], @ddgom Aol = 7 A fav AtH] dAd R e, wibvh
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0 24 48 T2
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(10%) 3.011) 018] 0002 kDa

20
EGFR
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005 (0084  0.042)
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ERK1
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AKT|
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GAPDH
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