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o

sty A sk ZHol Fo. FAIX AFe] d2&= LA (PLASTERS), A (GRANULES), ZAA]
(LOTIONS), &Y #EA(LINIMENTS), )X 1}ullAl(LEMONADES), AFA|(POWDERS), AlZAI(SYRUPS), <4Al(LIQUIDS
AND SOLUTIONS), offo] 24 (AEROSOLS), )2~ (EXTRACTS), <22 A (ELIXIRS), <33LA|(OINTMENTS), -f5 ol
A (FLUIDEXTRACTS), -1 (EMULSIONS), @ €A (SUSPENSIONS), A A1 (DECOCTIONS), A AI(TABLETS), =l
(SUPPOSITORIES), AFAI(INJECTIONS), =78 #(SPIRITS), ZFe}Ze}2~n}A](CATAPLSMA), 414 (CAPSULES), =&
Al (CREAMS), E=Z7]A(TROCHES), ®IAA|I(TINCTURES), FEpAl(PASTES), BHAI(PILLS), 4 =& 24 Azd
T F A9Es o= vl 4 .
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A, g d < A8 ofst B FolFe Ty, 5 3, 7 U
o] TTE o5 ufste]l AAs= ol Fu. & dE, & ¥ FAeHAss A58 oFtt 2=
TS 7IeeR sgls W, 1€ 0.00001 lﬂxl 100 mg/kg(AT) o2 13] o4 Fo 7hesitt. 2@ 7]
FAFLE dAstr] gk o ool =ateb, HEAe] el wt ojate] Aol o] wshd 4 glvt
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ABCG1el WA= 9eS FAS =¥ B+ (western blot) & x|},

E 9(A)E B ugol 227 Wee =EE(PPE)o] ZH AHE f3=(cholesterol efflux)el P X&= 3 vheh
E 9(B)E B g x=7]) f8 L3-olAl2(PPE a-asarone)©] F#HAHE FE(cholesterol efflux)el w
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g Lo},
T 10B)E 2 2o 227 F#f ¢a-olAlE(PPE a-asarone) H7FA], Alzte] WE A|E AES e 1)



[0035]

[0037]
[0038]

[0039]

[0041]
[0042]
[0043]

[0044]

S=50dl 10-1672708

g
fo
e
o

Ho| x}=7] F] &ul-olAlZ(PPE a-asarone)®] 'TUNEL assay' A3} Apzlojt).

T 12(A)= ARt LDL A 2lAl, & wo) 2=7] WeE FEE(PPE)Y XBP1 ¥d I9A a8 vehdles 1=
o},

% 12(B)+= ARt LDL AHgAl, & wo] =7 e FZE(PPE)Y XBP1 3 Al 535 vehdle= ARl
=

= 12(C)+= AF3ILDL *8]A], 'XBP1 splicing'® &S RT-PCR= &<13k Axto]t}. XBP1 splicings A¥A £
EYxE 73 XBP1e EA4IE EAET & = vAZR AJE wW=(band)= 'unspliced band'o]®, S5 WHE

(band)%= 'spliced band'©]t}.

= 12(D)= ASHDL A A, & dwe] x=7] wekE FZE(PPE)S 'XBP1 splicing' A &35 Uelle
RT-PCR Z 3}o]t},

= 13(0)E HY7vto]Al(tunicamycin) @A, XBP1 && 1@ o|t},

= 13(B)&= Fuy7tvlel Al (tunicamycin) A EA], & W] xp=7] WgtE F=EE(PPE)Q XBP1 2d A ax=
el 2 Zoe)d,

% 13(0)% FUzetel A (tunicanycin) A A, B we) A27] WEe FEL(PPE)S) XBP1 WA o4 E9E
UehjE ARl

= 14(A)E 7THESlo| =5 A F Y 28 E A, IRE1 23S vebd 928 EF(western blot) ZAI}o]t},

% 14(B)&= THIEl-SIO|EEAIZH 2HE AHFA, o] zp=7] F &u-olA}2(PPE a-asarone)2] IREL
Uy A 539E YehE 928 EF(western blot) d 3ol

T 14(0)= 7THERSolEEAFd 2 HE A, W =7 {8 &u-olAFE(PPE a-asarone)9] IRE1
e dAaIE YERl = ARl o]t

= 15(A) = THEl-Slo| EEA FH 2HE HEA, ddd AT A12(cleaved caspasel2)o] L& ZAzfolt),

= 15(B)& 7THIE-Slo|EEAIF Y ~HE HEAl, B #He] 227 Fal Luf-olAl2(PPE a-asarone)?] HTHE
Fb2~3A12(cleaved caspasel?) A E&#HE Vel Zalolt),
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< 3 At wFVE o)gE MEd FEES Ao, 7] Ao A=y Mud FEES IS
EES F, FAAZEA ARSI

[Aze] 2: =7 ZHE Lup-ojAlEe] Hi]

<8}5 3 ZvlE 29 (Thin Layer Chromatography, TLC)E o] &3 A& £4>

B oAz =27 2RE dul-olAl2S BEEsla o2 A4stuAl k).

A7 Az 194 AzE =27 deks FEES BEE dHA7 A, :‘/“Oﬂ up2} 'n-SAH(n-Hexane)', 'HlE#@
Z=eto]=(Methylene chloride)', '€ olMH]E(Ethyl acetate)', 'n-%-&(n-Buthanol)' Z18]1 &
(H0)ZF o & &xprow BaS At
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[0045] TIEES Y 553 &, TEAAXE A n-AF BIE 40 g, WEd F2gol= EEE 25g, oE of
MEOIE B3 E 22g, n-He2 £IE 116g, & $IE 27g & 533
[0047] <84 HIEZHEH fFaHE =22 € 7+ 4>
[0048] A7), n-812H(n-Hexane) #2%-S o]8ato] H-MR 2 C-NIRS Z43kgith,
[0049] 1H—NMR 2~AEY =24 A3 § 3.74 (3H, s, -0CHy), 3.79 (3H, s, -OCH;), 3.79 (3H, s, -OCH;)ES &3 wW=
}\] i]fl_(methoxy peak) & EU ) e Qal, & 5.76 (1H, dq, J = 10.6, 6.8 Hz, H-2" ), 6.47 (1H, dq, J =
10.6, 1.8Hz, H-1" )olA 2#uY ZTEE A1 (olefinic proton signal)S B3 4 9o, § 6.53 (1H,
s, H-3), 6.84 (1H, s, H-6)ol|A] o}=Zn}el =2 E A1 (aromartic proton signal)g &3+ 4= AT},
[0050] L3 1-3° 9] AE|2Z(integral) ko] 3Hol dFsts #2 YeERT, B340z (=CAlA Hol cis(B)e] A% J
kol 6~12Hz A x| YeEF Trans(a)e] A9 Jgke] 12~18Hzol A vEhteE A& 03 = AT
[0051] #R3 HNR data®) H-1 ‘3 B2 o Jgte A 2w 27 6.58 (H, J = 16.6, 1.8z ), 6.12 (H, J =
15.8, 6.6Hz Yo & AAlto] H o] ARE Za) &g AAS FFEL trans(a) FH FFEAS & = A

At (= 2). %= 23 24=7] §@ LFH-olAFE(PPE a-asarone)®] H-NR %= ZAzfolt),

[0052] 33 C-NMR 'Ed =3 Ay, § 56.3 (-0CH;), 56.5 (-0CH;), 56.7 (-0CH;)ES %3 HEA] 7} u=3

(methoxy carbon peak)E #Z3 4 Addar, § 197.9 (C-3), 114.5 (C-6), 118.4 (C-5), 142.7 (C-1),

148.9 (C-2), 151.8 (C-4)°lA] o}&2v}¥ JHL AlZ1d(aromatic carbon signal)o] TZFAJT (= 3). = 3&

227 2] G-olAFZ(PPE a-asarone)®] C-NYR 2#E@ Azo]r},

[0053] o] 9o % 2D-NMR(COSY, HMBC, HMQC) S 9] A&ES &3 Z4zte] Rz 2% JHE FHsAtt (& 4 U

6). = 42 2k=7] fro E9-olAZ(PPE a-asarone)®] COSY ~FEF Adeli, % 58 x=7] F#f Lu-of

A2 (PPE a-asarone)®] HMBC 2~ EH ZAloln | T 62 2=7] Fd] Eup-olAL2(PPE a-asarone)?] HMQC 2=

HEZ Aijo|t},

[0054] A7) A3E FE3ke] 'molecular formula'S CpHigs® FAEALL, oA ZRE EXIT(IHD)E 52 oS3}

gom z=7|ZEEH B3 33tEo] du-olAlE( a-asarone) &2 Q1 FAE AT,

[0056] [H3d 1: AFAE A4 A AF]

[0057] B Ao es XAS FA8 4= dE '0il red 00 GAHEES Fd] AV Axd 164 AzxE =27 degs

FZE(PPE) B Az 204 F5 27 Fd] Ga-olAME(PPE a-asarone)®] AFAE P4 oA adE

glstaal shgltt.

[0058] 2 M EE 'mouse macrophage cell line' Q& J774A.1 A|EFE o83 DMEM + 10% FBS ®iA]ol] 37C, 5% CO,

W %E7] (incubator) Sl Al Mg F Xbgatgith. LDLS Algte] oy zu&sgiEe]s Ea Hlaglal, i

o] 25 o] gl 24A7F BoF 37TColA ARBIAA AFEB T

[0059] A A Lo 48l LDLS AH2lshal, x=7] WeE FEFE(PPE) 1, 5, 10 ug/mb 2 2k=7] f2l Ldul-olrA2(PPE

a-asarone) 1, 5, 10 uM& z+zt H7tskich.

[0060] ZE AEE 4% 24U S| =(formaldehyde) & 13}, 60% o] AZE I (isopropanol)E A3 8H(washing)

2, '0il red 0" GAFo R A7 Bt A T FHF(distilled water)Z Al ¥ (washing)dFAth. M 3,

Ltol= ZFP 2(slide glass) Yol B (mount ing)she] Fsten| 7 o7 <15},

[0061] w3 AN HAEE F=X3s7] s M 5, 100% o] AE 23S (isopropanol)ol] =] 500 nme] FHENA F

S AU}

[0062] AEAD, Abs LILE Ak dellAe wgA G Fito] Frtste] Ax ol A& FHo] Frhgk oz

Bhwtar, xp=7] F3E 2 227 Fo G9-ofAl2(PPE a-asarone)S H7FEH RYE AR 7had AL

gAed 7 .
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mEhA, 227 WeE 225 9 27 §¥ da-olilEo] AFANEY S dAstE HAog & F A
(= 7). = 7(0)«= '0il red 0' @AE T3 2=7] WetE FZE(PPE)o] AFAIE A JAo vX = J&S
e Aloela, &= 7(B)E '0il red 0" @A Ea x=7] f#] dd-olAFE(PPE a-asarone)o] AEAE H

A oAlel WAl GRS UER Abxdolt

[d3] 2: FH2HE /5 3]

AT A W F49 FzEEs A R §FEA7 FEEUAEsTE d8tehe 71t
o whe] ewhA R AREE= ABCALF} ABCGLS] ©¥d i & Flstaat st

oA A el Abe LDLE A#sta, A=7] Mg FFE(PPE) 1, 5, 10 ug/me 2 AA=7] Fo Esh-obAHE (PPE
a-asarone) 1, 5, 10 uM& 7+7} H718h3ict.

steih. Ax W

npoj e mpA ] whld 28 Folaly] Q) daw EFE(western blot) EXHE o] &3] &<l
55 g 2 (Lowry) &1 A

3}
=4
[e]

-

T FAl2 S (lysis buffer)S o] &3] Al Zo]Mo]E(cell lysate)E AAS}aL, =

FHS ALg FUE oo drAS SPS-PAGEC] A 7] F 5Tt

A719% 5, SDS-PAGEY] #2]¥ @ilde YEZAAFA2T(nitrocellulose membrane)ol %7]aL, Eo]% -3
A WSS 98 E=7 (blocking), ¥x}&A|(primary antibody), ©]x}F&#|(secondary antibody)E WHS-A]7]aL,

'ECL solution' o2 WgAlA dxgo] AE(X-ray film) o2 HE3IATE.

A¥AT, B owge] =y weke 2ZB(PPE) 1, 5, 10 g/l L A=7] fel Lo-olAE(PPE a-
asarone)S ZHzb A7Vl ol A ABCALTF ABCGL thl A uka ol E'_—‘:r Zlae Aow UEsy, o]miy X
mo] =7 vEs &8 wk dul-olilRo] ZyAHE 4 7|AL BT E Ao Fold 2 9]
ATk (= 8). = 8(A): ¥ WEe A=y WgE FHE(PPE)O] Piﬂﬂﬁa}z ghste] uho] Q.mpA 9l ABCA1}
ABCGLOl WX e Z4a el BE(vestern blot) % 2#Zela, % 8(B)E B W] x}=y] fu o
sh-obALE(PPE a-asarone)e] S5 Ashs ehstel whol enbAel ABCALT ABCGL] VI 9% SH s
B EF(western blot) ¥ 1= o]},

w3, AAzR ZYaHE0 §E2HYER FAsy] Y, FE2HE §F 24 (cholesterol efflux assay)<
AAEAT. FH2HE 5 A (cholesterol efflux assay)S FH2HEZd dFS HolEsta, FYA

F AR MA(media) 2 HAFOZA FEHE Fe FYEFEE SHsE Pyel,

Ay Az, A=7] veE FEFE(PPE) 1, 5, 10 ug/mé 2 =7] F8 &3-oFAF=(PPE a-asarone) 1, 5, 10
nMS A g oA RS ABCALF ABCG1O] —ref Aol G ARrp e AL Eelsgitt.

o|R2HE, & W] =] Heg FEE U A=V fEl gul-olrtEe] AXd FA4H FuzHES AE ¢
FES S8 E Aoz g F AT (=2 9). T 9(V)E & e 2=7] veE 55 (PPE)o] Ze2~H|
& frZ(cholesterol efflux)dll WA= g3 YeERA Lefzoli, & 9(B)= & & =7 fa gu-opr}
E(PPE a-asarone)©] Z# €& fFZ(cholesterol efflux)dl Ul A= A9 yEd o),

]

=
=
+

[H&d 3: HAAXE AH(apoptosis)e] Al

2 ARdol e B el A427] fo Dop-olAEPPE a-asarone)o] WAAE AP elAle] MA: AT

Bohstadt sl

EAQ  ZA2HZ(oxysterol)  7HE-BFo] EE A Z 8 28 & (7B -hydroxycholesterol ) Al Z1rl-L =] ]
(Sigma-Aldrich)oll A 48] AR&aklth. Mol A d5dS doflowmn Axe] AbE(apoptosis)e st
A FAEHAAEES 71 AN Fas 93s g THE-So| =AU AHE (76

hydroxycholesterol)S A|ZFtEE A|Eo] H7}sto], 18A1ZFEE AE AHEEo] 709 AEE ZAstsE AL 3
QAkelar, 24X EE = AXAEE] dA3] Histe AS gdsii.

A7)0l AbAd AEe B3, MEZ AFd(apoptosis)o] dojubE AHL 18A17Fe. 2 HASEG L, 1 A7k 2=
7] el &o-olAFE(PPE a-asarone)S Ak &, NIT assayE o] &3 AXAEES &21sQltt. NIT assays=
HEZEZole g4 FHEE ST RN AXAES sk el Wyolrt,

A AR, A=7] Foll L-oAFE(PPE a-asarone)o] A BES IJEAT|E AR AT 5 ATt (=
10). = 10(A)= 7HIE}-Slo| =& A1 F Y| 2~ E = (7 B -hydroxycholesterol) A 2|A], A|7te] W& AE
W agzelx, & 10B)E & Iy =7 f &u-olAE(PPE a-asarone) FH7FA], Alke] w2 A
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[0080]

[0081]

[0082]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0091]

[0092]

[0093]

[0094]

[0095]

=50dl 10-1672708

oin

&5 YEd agzojr),
gk, AFE(apoptosis)o] dojud 3 U] DNAE©] ¥ DNA9] et
HFEHo] 7jojEo7lHA AME AR5 FAH3= WY 'TINEL assay' & AFEsl] =27 f#8 Lup-ofAlE
(PPE a-asarone) 10 pME #H718t9S o, A =

r oo
4
PE‘

oo
i)
i
A0,
s
Jm
o,
9
i
ful
i
rir
o
i

HFI
>
i)
N
°x
2
I
|

o
0,
P‘L
32
o

AE Ax}, 7HE-Sto]| =2 A Z ¢ 2~ || = (7 B -hydroxycholesterol )< ﬂﬂi‘} o= Add DNAYE E71E e
W, 227 8 EI-olAFE(PPE a-asarone)S A e TollA= gAsE AS EH (&2 11). & 112
2 o] x=7] ] &ub-olAl#E(PPE a-asarone)®] 'TUNEL assay‘ A3} AbH o,

(]

13 pe AnRzRE, =7 G D9-olAF=(PPE a-asarone) S HAEAEL 3] E A7
HaAF oz AbE (apoptosis)e AASHE A& & 4 AT

i)
el
mv)
=)
Z
=
1o
o2
o

(28 4: 2FH 2EH2 JA]

Aol e & e A=7] Hmes FEE(PPE) B =7 frell &ab-obAbE(PPE a-asarone)©] AXA
2EH 2 A ] A= FEgFE Artstazt givt

AFA 2EdaE AFAC e WEFEAVE 243t o] AFEAPES 2 vgge gaclow ST TS
fFEsh=d, olwl 71 F8% MAFIAM(transcription factor)ZA1= 'XBP1'o] <&l Q).

wEbA] gAY AXA 2EHAE HARPHeR FLse 2HA24 'Aks L EE ' HFyY7batelal
(tunicamycin)' Tx 'HEl-8to]| =2 A F ¢ 2 H|E(7 B -hydroxycholesterol)'S Z+z} A gslar, x=7] #HeE2
FZE(PPE) & &u-olAlE(a-asarone) & EH=Z At &, Z+-7he] XBP1 @d S #2313,

ek, AXA 2EF 2T dojd AL F213517] Y3, ERSE(ER stress element )] X2 W E (promotor) FAHEE
ZA3sA =4, ol& 98] 'dual-luciferase assay's A3}l 'dual-luciferase assay's ERSE T2 RE

(promotor)d] FFEAS Ho] FPJud AL E == W o|r),

wgh, 7 'Zeel AFE wlelewmtre] AL (transcription) FFES G798 RT-PCRS o] &3

=]
golslod), AES ZAd 9 vk & EFZE(trizol)S o] & A golAo]E(cell lysate)S 3FaL, RNA
= 83190, RNAE= 'oligo dT'9F S H@AF&E 2 (reverse transcriptase) S ©]-83] AH % DNA(cDNA)S wH5 a1,
XBP1 §-date] =

N

L glo] W (primer) & ©]-83 dlY AR HAF B (transcription level)s &1},
|

A LDl AL v, FEUdshse] RERA /Y 2 de A4S LS P19 WS FAARD, &

z7] Wes FEE(PPE)S g3 FolAe XBP1e] 2do] 714ste AL FAsHT).

A, &435% XBP1 /‘ﬂ}_ oA & & FdEwA 457t 9S8 Srtetedl, A LILs A3 dtelA=
Ao g Hol= XBP19] Hdo] S A mehe] 'DAPI' 9 W (overlap) ¥ o] AR v Fiol
S7bskdar, A=7] e OLJJr OFAFZ(PPE a-asarone)& A3 dollA= HaHAT (= 12). = 12(A)= A
§}wLﬂﬂM,%—%%AXHUlﬂhg-%%%@ﬁx4mw1ma9%1§E§LHM%—:muqﬁ,512
(B)&= Atsh LDL A A, & @r o] xp=7] dekE E(PPE)9] XBP1 & A a3& vehllE ARlolH,
12(C)= AFSHDL * 2] A], 'XBP1 splicing'¢] 2d& % RT-PCR= <213t Z3}o|t}. XBP1 splicinge AXA 2E
d25 &3 XBP1Y EAstE ddT 4 = wAZR AHH W= (band)T= 'unspliced band'e]®, 3F W=
(band)+= 'spliced band'®]T}.

411 ro

w3 = 12(D)E ARHDL AgA), B owyol =7 wge %5 (PPE)Y 'XBPL splicing' Al &3S vE
&= RT-PCR ZA#}o|t},

g, Fyzbekel il (tunicamycin) A elA], 2p=7] Wg S FE=S Aeh LolA XBP1e] dd el 3
= =]

2] FYel Y #Hashe e #9siitt (= 13). 13(A)= FuY 7ol Al (tunicamycin) A2 A], XBP1
d g#zela, = 13(B)E Fylvle] A (tunicamycin) *2lAl, ¥ i 2p=7] WgkS F=EE(PPE)9 XBP1 ¥
3 oA 53E Yehe 28 Zoly, &= 13(0)+= Fy7bete]Al(tunicamycin) A& A], ¥ @y 2=7] wE2
F==(PPE) ] XBP1 & oA &3& detdls ARleltt.

StA | 7TH|E}-Slo] =& Al Z 2| 2~ H & (7 B -hydroxycholesterol )& A @sta, AXA| 2EH 2o Wb 84 5 3}
1}el IRE19] 3= & o, duld o] Frbekglar, xk=7] f-8 & 9l-olAE(PPE a-asarone)& A

Q1A ek At
gk woll A wadwke] AT (E 14). & 14(A)= 7THER-Sto| =S A Fe ~HE A, IREl #3& e
W A2=" EX(western blot) AFelil, % 14(B)& THIE-Slo|ESAIFe2~HE A, & Lo 2=7] &
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[0096]

[0097]

[0099]

[0100]

[0101]

[0102]

[0103]

[0105]
[0106]
[0108]

[0109]

[0111]

[0112]

[0114]

[0115]

[0117]

[0118]

S5S0dl 10-1672708

?) UT}-o}A}2(PPE a-asarone)®] IRE1 238 Aax= Jede 929 EZ(western blot) ZA¥oln, L
14(C) & 7THEl-Sto| EEA ZH 2HE A, # dyel A=7] FI &I-olAtZ(PPE a-asarone)?] IRE1 ¢&
AAZIE YERN = ARl o],

npx]uto 2 - 'dual-luciferase assay'S 3l ERSE (ER stress element)®] ZZEE(promotor) EAEE 54

3 A3, 7HE-lo| =2 A28 28| E (7B -hydroxycholesterol )& Z7}9 ERSEQ] &Alo] x}p=7] F& &uf-ola}
E(PPE a-asarone) g ATz Fiste S RISl

oe] AdrFE, =Y WEE FEF T A=V i dub-olEe SUbE AXA AEHAE FAaAR
1

)
= -
oM AEA 2EASE AW TIFUANFL AAT F Ut A0E I

[d8e] 5: £2ZXA] 2EHLAZE A AE AFE 9A]

B AgdoAes B dyo =7 f3 du-olAl = (PPE a-asarone)©] AXA Hol| EAlsta, A¥A 2Ed
22 3 A¥AIE S fFEskeE dEAQl vho] 2ulARl FhubA|12(caspasel2) 9] Al H A= FIS HI)S)
a7} shelt.

WAAEL AEA AEYAE APFHoR  HFERIE EAR 7THE-IO|ESAIFZH2EHE (7B~
hydroxycholesterol)S A#dta, x=7] WEE FZFE(PPE)S A3 %, 7havbA|12(caspasel2) o] A4S

S48kt

A Ay, 7THE-Slo] =& A Z 8| 2~ H & (7 B -hydroxycholesterol) HE|A] 7+223}A|12(caspasel2) ] &3S =
st 4 Qv Addd Fh=gA412 (cleaved caspasel2)9] ©izd W& o] Zrlstoich. a8y, =7 f8 &9
OMAFE(PPE a-asarone)= A g TolAv wEEA SR dbd 7b~3A12(cleaved caspasel2) o] whld 1
o] FradteE e AT 5 Uk olE 3, 7= A9(caspase9d) I FF2=T4A3(caspased) o] EAAFE A}
27] Frof &T-olALR(PPE a-asarone) A A A= Aow gQlE & AT,

4719 AR zRE, =7 F OLE}—O}A}%(PPE a-asarone)< AXA| A2EAE FI MEAES A SE
Aow glEd 4 AT (= 15). = 15(4)& THE-slo|EZAZH 2HE HeAl, AddE 7F=5A]12(cleaved
caspasel2)®] ¥ ZHiloli, % 15(B)& THIE-Slo|=EZAZH~HE A, & WY x=7] Fof Lo}
AF2(PPE a-asarone)® Awdt¥ Fh23kA|12(cleaved caspasel2) A aIE YUeldls Ao, & 15(0)&= H
El-slo|EA F e 2HE AeA, & o] =] f#] U3-ofAl2(PPE a-asarone)®] 7F2=3kA)3(caspasel)
2 J}x5 A 9(caspased) FA BIHE UERE Aol

(8714 1 ZHEAFEE A0S 4F 24% A=]
B AN A 19 gol FHBRANF NG 4F 2B AxH.
(1) A4 A=

dnl, By, J32, & i T B2 dx 60vAe] =
2 e, A4, A4 2 24 A4 XY wHez AHA ARAIZ F uid E 25t = 604
Fo] Buz FH|slgd. olF, Fn 30 =%, &5 15 =%, B 20 =F%, FE 9 =%, =7 7 S0,
AAF 8 T, AR 7 TH%, AZ7] vHE FEE T dy-olilE 3 F3%, 9A 0. 5 i s

0.5 FF4S skl A4S Az,

—lﬂ
N
o
X
lo
r
=)
T
o
[t
u2
&
Lot
>,
b
Y
N
>
ny
Y,
o
=)
rN
rot

(2) F44 A=

7 "ol 20 TH%, A¥ 76.9 TH%, F5 1
0.1 TZ%E Wisle] 49 WHo=z FABS Ax3T).

(3) A A=z

A% 60 T, =R 39.8 TF, TR 0.1 TF R A=Y Mgs FEE Ev G¥-oPE 0.1 TS e
=
=

ube 19 25.50 %, 28 19 22.22 2%, AW 4.80 2%, A 0.73 I, XTF 0.78 FF%, I
By 11.78 F2%, qug 1.54 %, FZ 0.17 3%, ZolHIEF 0.16 2%, BI/}F 1.45 0,
HEFY B0.0001 =%, HBIE}Tl B0.0001 =%, WA 0.04 =%, 5 20.6998 =%, HAAEG 1.16 %%,
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[0120]

[0121]

[0123]

[0124]

[0126]

[0127]

[0129]
[0130]
[0132]
[0133]
[0135]

[0136]

[0138]

[0139]

[0141]

[0142]

S=50d 10-1672708

H 0.26 =%, ‘l%E*PO}u]E 0.0002 =%, Yae Aol = 0.0004 3%, GAHRZNUYEEF 0.0001 3
2, FAT 54 0.0001 5%, ©=AlE 0.001 TH%, SLEEA 0.002 %%, = 98.7362 TH% P =7
& Equ—OW% 1 TERE Wt e WHoRE T FRE ARSI

g -
rr
o
>

T8 65.18 %, AL 25 T, AE 3.5 T, iFu 1.7 F=9%, A9
2 M- 1.5 T}t A=V WEs =55 2
=2 A z3rt.

B AN E Slsh o] FABNANRS oY L ARG % 2YBS Az

=7 MEE FEE B Gy-obbE 1 gl 9 2 g2 TR, V"R FXske] AAE Az

=
(1
o
"
e
e
4
rr
u2
A,a
o
E
ru
S
qu
Jlo
RN
5
[‘-{E
3
B
£
oft
S
&
S

2HobIAt whadl4r 2 mg

=7 WEgs 5w Be G9-obAbE 100 mg, ST 100 mg, 9 100 mg B AH ORI viadlE 2 mg
S 9T F Agtd gl FHske] AaAE Azl

(4) FAAl Az

=7 Wge FEE EE G9-oREE 100 mgoll FARE SFF AFE 7hete]l &ajA7]aL, pHE F 7.5%2 %
A3 g 2 me 870 HIEel T B "aAlste] FAE Alxsslh

=9

EH]
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oin
]
Jm
Qu

EH7
50 pgimi oxidized LDL
A PPE {ug/mi)
unirested control
B 50 yg'ml cadized LDL
PPE-a-asarone (uM)
unitraated corirol : ;?
A

98

50 pg/ml oxidized LOL
PPE-a-gsarene (pM)

A 50 pg/ml oxidized LOL B
PPE [E£m|]

1
g
©

pg
]

Cholesterol efflux
(% of untreated control)
Cholesterol efflux
(% of untreated control)

8
tPPES |1D i —
(ug/ml) PPE-g-asarone (WM)

50 pg/ml oxidized LDL

50 pgiml oxdized LOL
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cell viability (%)

cell viability (‘%)
a8

1 -] 1
PPE g-asarone (uM)

=)

=1

i 2 & &

o)
[
o
[y
-
¥

[
-5 ~ Lo -~
I i-hydroxycholesterol

TE-hydroxysholesters
untreated control 10w PPEa -asarone

TUNEL
+DAP|

50 pymL oxidized LOL

d PPE (ugiml)
treat L - - C
A u:(v:wiu 1 T B 50 pg/ml idized LDL

B! [ .. “_“m unireate d control 10 pgfmi

larin B S - - - a0

5

et

D 50 poml oxidized LOL
¢ 50 iyl oxidized LOL PPE (ugimi)
manar 9 05 1 2 4 65 8 10 15 () marer 1810
50 50
- 421 bp ¥BP1
3 42100 XBPY 40 3850p

3%5bp

GAPDH
0 (221 tp)

GAPDH
(224 bp)
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1 i tunicamycin

o 1

e I

2 [ 6 [ 1218

a‘ = ;:azi\’.[v

P . —————

expression (fold of 0 time)
L.}

C

urntreal

peac

eipression fold of contral)

1 p tunicamycin

ed contral

7p-hydroxycholesterol

0 1
phospho-IRE1a

e g B e B

2 4 6 8 12 18 (h
110 KDa

factin e - - - gy - e e 0

Tp-hydroxycholesterol
PPEQ-asarone (pM)

control

phospho-IRE1a

1 5 10

- @ S e 110KDa

factin W S 2 02

EHI5

A 7f-hydroxycholesterol B

0 1 2 4 6 3 1218 M untreated
deaved & E £okol
caspase 12 - -

(300 - - - - .

expression (fold of O h)

10D

expression (fold of cont

deaved
caspase 12 W we ¥ #

f-achn M SN S - — 25P250 2

10

=
E
=
5}
@
o
0,
©
i
£
o
=
®
=
5
@
e

0

7B-hydroxycholesterol
PPE a-asarone (M)

3

.

10 pgiml PPE

" untreated 1 5 10

control

——————
PPE g-3sarone HM

TB-hydroxycholesterol

C 7B-hydroxycholesterol
PPE a-asarone (uM)
ke [

cleaved

—
aspase9 — — -
Fracln e c——————

cleaved L

— B — —
[rachn — — — — —

W cleaved caspase §
4 [ Ecleaved caspase3 |

expression (fold of 0 hj

= c
® Untreated

control —_— e
a-asarone (pM)

7B-hydroxycholesterol
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