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The strategy to avoid the side effect of lipid-lowering agents
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In this study, we focused on a nuclear receptor, LXR (liver X receptor) and
examined the effect of statins, lipid-lowering agents, on LXR function in HepG2 cells
and the rat liver. Therefore this study can lead to precise drug therapy of hyperlipidemia.
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Fig. 1. Effects of statins on MRP2 mRNA (A) and protein (B)
levels in HepG2 cells.

(A) HepG2 cells were treated with various concentrations
of statins for 24 h. Each column represents the mean with S.D.
of 3-40 determinations. *; significantly different from control
(no addition) at p<0.05.

(B) HepG2 cells were treated with various concentrations
of statins for 24 h. Data shown are typical results of three
independent experiments.

GV
2.5 *
H 30mgkg
2.0
Nws
R
P10
P
0.5
RO & &
& & &> & <
0@\ .x-.@\ -y"’& o rm‘@o »"\o @‘p .cﬁ'&“ >’\q&
(ST o ?bg“ \)e‘ < QNP
(8)

Actin | — e |
X > > - & R > S
& S5 @ SR Ry
(o S S &< N & s
B LN RO DARC



(Y

©

Fig. 2. Effects of statins on Mrp2 mRNA (A) and protein
(B) levels in the rat liver.

(A) Male Wistar rats were administered methylcellulose
with or without 30 mg/kg statins for 24 h. Each column
represents the mean with S.D. of 3-5 determinations. *;
significantly different from control at p<0.05.

(B) Male Wistar rats were administered methylcellulose
with or without 30 mg/kg statins for 24 h. Data shown are

typical results of three independent experiments.
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Fig. 3. Effects of TO901317 on ABCA1 (A), MRP2 (B),
MDRI1 (C) and BCRP (D) mRNA levels in HepG2 cells

HepG2 cells were treated to TO901317 (0.1-10 uM) for 24
h. Each column represents the mean with S.D. of 6
determinations. **; significantly different from control (no
addition) at p<0.01.
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Fig. 4. Effects of TO901317 on Abcal (a), Mrp2 (b),
Mdrla (c¢) and Berp (d) mRNA levels (A) and Abcal (a) and
Mrp2 (b) protein levels (B) in rat liver

(A) Male wistar rats were given drinking methyl cellulose
with or without 10 mg/kg TO901317 for 6, 12 h. Each
column represents the mean with S.D. of 3-4 determinations.
*; significantly different from control at p<0.05.

(B) Male wistar rats were given drinking methyl cellulose
with or without 10 mg/kg TO901317 for 6, 12 h. Data shown
are typical results of three independent experiments.
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Fig. 5 Nuclear translocation of LXRo/B induced by statins
in HepG2 cells.

HepG2 cells were treated with statins (10 uM) for 24 h.
Localization of LXRo/B was determined using an antibody
against LXRo/B (green). Nuclei were stained with DAPI
(blue). Scale bar shows 10 pm. Data shown are typical results
of three independent experiments.
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Fig. 6. Effects of LXRa siRNA on LXRa mRNA (A) and 10
uM statin-induced MRP2 mRNA (B) levels in HepG2 cells.
(A) HepG2 cells were transfected with LXRa siRNA (10 nM)
for 72 h and treated with statins (10 uM) for 24 h.

(B) HepG2 cells were transfected with LXRa siRNA (10 nM)
for 72 h and treated with statins (10 pM) for 24 h. Each
column represents the mean with S.D. of 3-21 determinations.
*; significantly different from control at p<0.05.
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