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[ Abstract | Objective To investigate the inhibitory effect of phillyrin ( PHI) on lipopolysaccharide
(LPS)-induced hepatic stellate cell (HSC) activation and explore the possible mechanisms. Methods — Cultured
rat hepatic stellate cells ( HSC-T6) were divided into blank control group, LPS (1 pwg/mlL) group, LPS
(1 wg/mL) + PHI (1 pg/mL) group, and LPS (1 pwg/mL) + PHI (10 wg/mL) group. We assessed the
changes in the proliferation and migration of the cells (HSC-T6) after the treatments using MTT assay and
Transwell migration assay, respectively. The intracellular reactive oxygen species (ROS) level in the cells was
determined with flow cytometry, and the concentrations of proinflammatory cytokines in the supernatant were
tested using enzyme-linked immunosorbant assay ( ELISA ). The expression levels of «-SMA and
phosphorylated nuclear factor-kB (NF-kB) p65 in the cells were analyzed with Western blotting. Results PHI
from the concentration of 1 to 100 wmol/L did not significantly affect the proliferation of HSC-T6 cells. LPS
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stimaulation significantly promoted the proliferation and migration of the cells, and such effects were obviously
suppressed by PHI treatment at both 1 (16. 13% and 17. 14%) and 10 pmol/L(48.99% and 58.86%).
PHI at 10 wmol/L significantly reduced the expression of a-SMA (27.33%) in HSC-T6 cells exposed to
LPS; at both 1 and 10 pwmol/L, PHI strongly suppressed LPS-induced elevation of intracellular ROS level
(30.03% and 51.26% ) , lowered the levels of proinflammatory cytokines TNF-o (23.16% and 39.51%) ,
IL-6(36. 57% and 43. 75%) and IL-1B (58. 99% and 73. 01%) and decreased the expression of
phosphorylated NF-kB p65(13.90% and 24.96% ) in LPS-stimulated cells. The decreased expression level of
phosphorylated NF-kB p65 protein in HSC-T6 cells was positively correlated with intracellular ROS level,

concentrations of TNF-a and IL-1B, and the expression level of HSC activation marker a-SMA protein.

Conclusion
responses mediated by NF-kB signaling pathway.
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PHI can inhibit HSC activation induced by LPS possibly by down-regulating inflammatory
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I% LPS 753 fir 3t HSCs 4053 WA A2 R AL A+ 31X
UL PHI Xt LPS 175 5 JF SL0R 40 i 48 i 5 1y A 90 i
TEH.

NF-xkB J& LPS 5 3 RAE B EfE 5w h — A&
BFE A F . LPS il i 15 NF-«B p65 [ #E iR 1L,
WG NF-«B {5 53l B, {2 7F HSCs 40 i iy 1% 16,
ARG &I PHI AT LB s il LPS 3555 HSC-T6 iy
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N NF-kB p65 & F # R 1k, KW PHI Xf LPS i3 Jif
AR NF-kB {55 38 4% B0 o 5 A BT 4 7
ER

K WHAR 2 S AR M43 vk %) PHI #4i LPS
5 T I AR AN TS 16 F 90 P F8 AR 4T A 1 0 7
KRR P o-SMA F235 1938 IS LPS 5 541
MEA ROS & i A0 E 3 485 Bl (TL-18 \TNF-)
ALY NF-«B p65 £ [ 8% 82 16 /K i 3 fin &2 1E A
5,7 PHI ZbFEJS o-SMA 2357k F 5 ROS & &
it PRl TR B2 A NF-kB p65 25 B R AL /K T ARG 1) 3
—3, PESCHERHGE , ROS W] L i i i) IkBo 25 F B
fR Ak, s PPl IKK & [ #kfRfL, s T4 IkB & H A9z
KA E L NF-kB {55 & 4% ; A B, NF-xB {5 5 (91
AT LLE 3 E R A A R R R Rk, ] ROS 1Y
Fi P BN, AN NF-«B {55 19I5 4L, SRk TL-18
TNF-o 2513635 | ; TNF-o 25 3 0] L5 5 5
SARGES  WOE SR F B NF-«B 5 53427, &
1M, NF-xB {55 i@ 1276 b U 2 i TGF-B1 [ 3RK, fiEff
JF AR A M35 AL, 2K 1T 26 B M 9 58 3T 7% L o-SMA
FERBEN B ERE T L AHIFSE A SR 43T 5 Sk
fiE—2, FH] PHI #PI LPS 75 5 JH BLIR 40 M i 7%
A VE AL 5 FLAm ] NF-«B {5 538 % 2 240 M R A
SN B VIR G o ABATS A T ite Bl i o i B L A 2= S5
ARFBe, i — 0 W % 5 PHL A B4R R 0 8 B ik,
DALY 2 BT L5 40 00 T A2 bR 2 P 5% £ 1) 24
B

L5 b ik, LPS T 42 30 1 30 40 I P9 7E 19 98 i
IS, AR HE T IR AR I 5 AT RS NG AL . K AR 4 PHI
RENS I 2 b ] LPS 35 S 0 AAE Sz, AT R AT
SEMRAN i 3G 5 AN GBS B BE 7, B0 A0 T A, R
PHI #1046l J1F 5L R 40 M 3% AL i AL A R R A BESE, 5
PHI 3 i LA ) 9 5 W A 5 5 5 5 i 4%, 18 2
it P AR A M A A A T, SR I & 7 36 I e 41 44k
AR T 25 R o

S 30k
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