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AHE AL oYt}
<AAld 1> YA = € BR=8HZY (bortezomib) T

F+= F2nlole A Fufslslar, 8% C57BL/6 F 5vFE]E 3 Z1F o= o] tFEatol+= DMSO(dimethyl
sulfoxide; 0.1%)E A Aol sldsle] FA slaL, AT HEHZHSE 0.5 mg/kg/week&F o2 dFHof 3+
HA 1277 FAEAT. FARSE FAlol lithogenic diet(1% FdAHE 2 0.1% Felo]E(cholate)) S U=
I AlFste] F 1257 lithogenic diet 2ol& HAt}. 125 Fdl= wa 2 (< M4AIZE 2D & 8 &
CHEAIAIA T WA EE E2lsta 7F} NS -80T B3It

<A 2> AEHG L B=dzY A

Hep3bAl £ 5=(human hepatoma cell line):= 10% FBS(fetal bovine serum) 2 1% penicillin-streptomycin
(Hyclone)Z X&H3F DMEMuA| ol A 37T, 5% CO, 7oA wiF stdth. dFUo] 2HA subcultureE 73 ste]

30-80%4 =9 confluency® FA 8t ct. HEHZEY-S DMSO(dimethyl sulfoxide)el 100uMe] X2 {33t
I, °]Z 1/2000, 1/4000% 3|A18}e] Z+zk 25nM, 50nM =59 REHZWS ¥ dsls Hix] A4S wEo] AX
o] 48417t &<t A3t

<A¥d 1> R2H %2 (Bortezomib)e HAIA A

HEexye 94 A JA a5 gR1st7] sk, <dAle] 1>o] o R FHo lithogenic diet?]o]& 12
F7F Fostty. 1 A, Aol R (DMS0) e 60% (5rtelE 3ube) o, BREHZXT(0.5
mg/kg/week) S A Fold TAAE dAwAEo] 0% (5uFE]ZE 0vkE))el AL 3 5 UATHEL D £ 1),

F 1
Lithogenic diet DMSO Bortezomib
SRS (%) 60 0

<ddd 2> E2HEYY FHY BE FH2 2FH oA

<A o 1> A9} o] HAS frsln HEHZEYUS FoJs A bortexomib) T FoJkA 2 (Control)E
w9 rx2AE o] &8t realtimePCRE AAsto] HF4th A3 dedd {FAR1 Cyp7al, Cyp7bl, Cyp8hl H
Cyp27al, 18]aL Cyp7ale] & 24 249 FXR, PXR, NROB2 ¥ HNF4a, Fel~HES 9502 BHlshs A"
Ab(transporter)Ql ABCG5, ABCGS W& WFAils ®Fo® BHlshs el BT F47 B8-S <lagirt.
RealtimePCRS AAI&F7] $5}e] <Al 1>04 0|8 7Fx2]o A RNeasy kits (Qiagen, Valencia, CA)E ©]
£3le] nRNAS 535190 3L, ©]F Verso cDNA Synthesis Kit (Thermo Scientific, Hudson, NH)Z ©]-&3}o] cDNA
= A &35k, Real time PCRE Z3sl7] ZH7FA] cDNAE -20%9o] H#alth. ABI PRISM 7500 Sequence
Detection System (Applied Biosystems, Waltham, MA)S ©]-83&}o] 40¥12] PCR(polymerase chain reaction) A}
o] A nRNAS LAFS AL o] LHZE AT

0

o]

I Ay, BREHFRY Tl tizTtol Blsle] Cyp7al, Cyp7bl, PXR, NROB2, ABCG5 =+ ABCGS E&o] #Aa
33l Cypsble] 2dlo] Zrlele AL A8t E 24, B). A7) Ade nEdHxYo] dFoz Y2y
=S gAlsta, S5 AAS Asdozn G4 BAS JAlste AL A,

<ddd 3> E=2HEe S48 #d 9 2F oA

HEE e og HAAd B E Zlst7] flste] <HAle] 1>3 o] lithogenic 2lol&
23 AFo| REHZRYUS T3, E3te] g5 £xx2dah(rate limiting enzyme)<l
CYP7A19] H&-E western bloto 2 #45te] 2T, Western blots AAISH7] #8ke] RIPA W3 (50 mM
of Tris-Cl, pH 7.5, 150 mM of NaCl, 1% Nonidet P-40, 0.5% sodium deoxycholate, 0.1% SDS and protease
inhibitors, phosphatase inhibitors (Sigma-Aldrich, St Louis, MO))ZE o] &3dlo] 7tx3z i MIEES Zols
T 4o A 3087F Bste] e AETF RajE =2 33tk 12000 rpm, 10%, 4%oA wEAAEE] T 4
ZHS FHslo] da AHS AAIEFe] 50 ugdl slEEtsE ©ES 6X sample loading buffer(150 mM, Tris-
Cl, pH 6.8, 6% SDS, 12% 2-mercaptoethanol, 30% glycerol, 0.1% bromophenol blue)e] YWiL 95Cel|A 5&7t
HZAY., 1 F 10% SDS gelo] Aol vz HelE AA]Sal, nitrocellulose membraneo] E#é:2H vk, A

2F FAE 4TAA A 9 A7)a1, 43] AFH Z o)zt EAE AL 1A B TE. ECL Western Blotting
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Detection Reagents (Amersham Biosciences, Little Chalfont Bucks, UK)®} ChemiDoc MP Imaging System
(Bio-Rad Laboratories)& ©]-&3lo] wild Wds A& vk, 1 A7, HEHIUE Fo3 AF )4 (Bort)
REHxHS FosA] &2 tix7(Cont)oll H]ste] CYP7A1S] Tde] #AAd AS s, gk Fd2H
E Aol Fadt wAQl mSREBP2(mature form of sterol regulatory element-binding protein-2) &
HMGR(HMG-CoA reductase) ©¥ide] W&ol ZHAsklvh(t 3,A). gk, IHAIEF<] Hep3Bell R EH AT 25 nM
T 50 nMS 48417 Bt AE A, FE oFEH oz CYP7AL ©E o] asks AL st =
3B). A7 A4z F¥H, REHzHo AHEY FHsdHE G 54 AAAES JAF e
AA e S5

<HE & H=dHzYe G444 oA 71d g4

<Al 2> g <HYPd oA Gl BN o3 FH2HE A 2 HEA A4 JAadr AE
19 7hs S Al9str] A8, <dAld 1>¢] Hor HAS fFiedtal, REHRYS T3 4F

o] Froll A A A4 (apoptosis)®] T8 AlEHAR] caspase-39] &

T(Con) ¢t HEH XY Fo(Bort) 5T caspase-39] Arto] dojupr] =71S &<ls)
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