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(NOS) 431 290 nitric oxide (NO) » cyclooxygenase (COX) {3173 29[ prostaglandin
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The 3-hydroxy-3-methylglutaryl (HMG)-CoA reductase inhibitors, statins, are potent
inhibitors of cholesterol synthesis and have wide therapeutic use in cardiovascular diseases.
Recent evidence, however, suggests that the beneficial effects of statins may extend beyond
their action on serum cholesterol levels. In this study, we investigated the effects of lovastatin,
pravastatin, atorvastatin, and fluvastatin on cultured rat vascular smooth muscle cells. We
found statins can inhibit LPS-induced iNOS expression and NO production, while they can
potentiate IL-1B-elicited responses. Moreover, statins themselves can stimulate COX-2
expression, PGE,, PGI, formation, and HO-1 induction. In contrast, statins can inhibit basal
and IL-1B-induced enzyme activities of MMP-9 and MMP-2. In studying the activity of
NF-kB, which plays an important role for iNOS gene induction, we found that statin can
increase IL-1B-induced NF-kB activity, while inhibit that induced by LPS. All these results
suggest that stimulation of iINOS expression in the presence of IL-1[, togethler with the
increased COX-2 and HO-1 expression might contribute to the beneficial effects of statins in
atherosclerotic process in terms of vasodilation and inhibition of smooth muscle cell
proliferation. The inhibition of MMP activity might enhance plaque stability and reduce the
development of atherosclerosis. All these results strengthen the pleiotropic actions of statins in

anti-inflammation and anti-atherosclerosis.



N

PR Y
L~ a3ty STATIN =il [

BT RL IR0 SRR SRR o » 557 W 9 8 g
ﬂ%%ﬁﬁﬁﬁﬂW?W’@ﬂH?ﬂWPWW%#wWFOdm%b?%@ﬁ$
RN @Jﬁ[@#ﬁiﬁﬁ' ELEOITRRI (= g B PIERH T IR T e 1 (LDL)

S LRV P [th‘" T LI R R e BRIEE“'” NIRE I
qa’?‘f""?ﬂ”ﬂ R0 i U A lﬁli' J I g F[ﬁ?ﬂ~ TEPRETERR ™ - ﬂﬁﬁwﬁﬁ' BT
‘{l “H E"Ifuﬁ [SEF I8 &Jﬁf TECEI :'ﬁF SRR % DA PR A

. ICAM ~ VCAM =T [ﬂa , i 8 %’77‘%5‘17? MCP-1 - TNF- q E7[* S5y [ 15T » [
EJIEFH“ZBT " IFFI EF: > 3 ’,[’E:[j 3ﬂqu§EIQajfg§: AT |ﬁl¢|€1,§§ KR IJ:E (Glass &
Witztum., 2001)

Statin kL TR - 53 F ISR 'ﬁF, %”Jﬂﬂﬁkﬁfﬂ [iii"?ﬂﬁfﬂ ﬁﬁéﬂiﬁ‘ﬁ (Y SR
--- 3-hydroxy-3-methylglutaryl-coenzyme A (HMG-CoA reductase) > [X]f Jﬂu E J?’Fﬁﬁ [
[V (S s 1 o (LT B B R Rt ﬂr@ﬁl@éﬁﬁ’f{{l]’“’ﬁ'IWﬁ C
’Tﬁf,fﬁw ﬁj R PR ARSI - statin [5 (50 R R LS O
AT [ | SS'FII’?F[%EWH RRR 3‘“J”“ﬁ*ﬁ'ﬁfaﬂi E’FJ?F[L vstatin fit I R TR
ﬁ%fﬂé%?‘ﬂ e '”Fl HU[EH] (Laufs & Liao, 2000; McFarlane et al., 2002; Werner et
al., 2002) -
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ﬁl[ﬂ«ﬁl%‘\ﬂ Ja:fa"‘["j '] o [NEE statin Rl D rotein (1o masy . +—— Farnesyl-PP
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2+ INOS 5
— &\ [" % nitric oxide (NO) hl- 72" F 278 4 ?”Ufﬁ‘l‘iﬁﬁflﬂlﬁl » J' 1 nitric oxide
synthase (NOS) [iu[H [*[f EfF o NOS — HE = Aphs] - H 1 type I NOS » i
inducible NOS (iNOS) » &73 7 ﬁ AP a1y 2 E Jiiﬂ s FE lj”\s/:r“é@ SN T
F[l F; FaE e APt |y L-arginine {8 [~ £ NO» BivE Ua\E'ﬁﬂJ t (Moncada et al., 1991;
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& Bloch, 1996) - [EI: TRl [’“‘éﬁ‘ﬂrﬁéﬁ’ [ E‘ﬁwﬁ[““l?r[p 7% FY B A LURUE
= VH Eﬁuf s R 1{‘1“?“%1 HF1INOS g % fU NO TN [ eNOS erﬁF'J J
B s I e e et~ P AYISR e LDL o o i 2R
EPRUA RPRIV D IR E e RS o HETR NO O e R £ e (IR
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lipopolysaccharide (LPS) - Elﬂl"??@?@ iNOS “EH A - % % AEIAY NO | fﬁiff“ ’Fl
9 TUESHE PR SRR o NI R £ E'iﬂé«%ﬁwﬁi
ilﬁf £ ’ﬁ'wﬁywﬁﬁ}ﬁ”ﬁ (0 PIAPEEL SN [0 B RIS (=2 B2 LPS 9t
1NOS Y S A e sk F”Efﬁ‘ﬁ* o [Ign T YRR ’Ez“u.ﬁ T e VA 3k -
interleukin-1 B (IL-1B) WiE='® [H[Jiﬁ(“ 'E?j 1F"§“’Elﬁcu%&$[ INOS FH{EH] o [ T 9 IR
AR EYEY interferon-y (IFN-y) 1 58 & '~ i %,E;JF [“J?;ﬂﬁr [RETfl et o PER SR
I'fapgg; LPS Ff&rﬁu—r % 3R K PRV ELPN AL > INOS J[LRLE - ]
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Arginine Nm-Hydroxyarginine Citruliine Nitric Oxide

7t~ B cofactors (J] NADPH, FAD, FMN) » 52 fiuf [ & it
NOS Eﬁ%bﬁ[% [~ L-arginine {EVigsy NO » citrulline - AR EfY
NO |ELH{F7§L (=R RR LAY Poh F‘ % (nitrite) fl‘/ﬁ' % (nitrate)

E: ? SE iNOS JLNEERAY promoter H'I'J<E[] nuclear factor-kB (NF-kB)
AP-1 ~ C/EBP ~ ATF/CREB 7! STAT1 =g« f Jlga*ﬁ;ch » H1 > NF-kB SE[#ITY
Wu ’ "“I'I;ZPP_:{ NF-xB # LPS A1 IL-1B [} iNOS #FAUF Rl &= - f]ﬁﬁi
Elfol TR EYGIVE] € (Hecher et al.,1999) « ¥ ELfY INOS promoter HH &= ffif NF-xB
binding sites > 7 {]]FHT (-965 to =956 bp) ~ (-901 to —892) I (-107 to —98) pm‘F o
R TS E] LPS ERL IL-1B FOTIEY - 0 0 RCA S B NF-«B EEOEf
I IkB B grf A (protein kinase) W% (™[ Bk proteasome fH5#5 ) Bffl » [N F=b
AF@ETHY NF-xB [fIf'12E * AP af) - [0 A1 iINOS Y NF-kB binding site ; 1?“ PJ’?SF
£ INOS FL R -
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IEI[ T Fﬁ 5 & JEﬂﬁ[é{ ) *“J%TJ\ F - FE[#Z cyclooxygenase-2 (COX-2) e
COX ¥ |~ [Wh%] (isoform)---COX-1 ¢ — 4& COX-2 hLiy 3 & &~ sk & EH]:T'T@?{ gL
Ly (Needleman & Isakson, 1997) pJ COX-1 {4 Eﬂﬁ]ﬁﬁﬁu TR B WF&J‘P} I
fF[ﬁ@ﬁJFU ’ l’ﬂi’[“‘éﬁ B T ;‘iﬁrﬂﬂ foa A1 JT’gfﬁ [“Z7. COX }f’fi
€ B[ AP Rl ek phosphollpase Az (PLAz) 53 BRI JEJFIEJ*EI& arachidonic acid }-{ﬁj’
i?l E3HE% prostaglandin (PG) #[! thromboxane (TX) °
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+ Prostaglandins Dy, E,, and Fy,
+ Prostacyclin (PiGL)
+ Thrombozanes (e.g., THA)

A O R B L 3F'§“’E”§ubd‘4ﬁ“ prostaglandins » £'F J'Eﬁ'ﬁl“ A %gﬁz
T‘ﬂﬁ’ﬂ“ A A e E”J Joe THET R E'ﬁﬂ@“ﬁ'ﬂ | PGL, £32 > ﬂ‘f]ﬂﬁlﬂéﬁh '
Tel¥ & (hemostas1s) VE| e o T T TU[E;:’F Eﬁ " Wﬁ:fﬁfﬁ PGlz Y Iﬁ =B
BLISE U}‘ﬂﬁ’ﬂ_‘ jF‘ﬁ“’E'ﬁtﬁgﬁ gl o Thromboxane As (TXA,) = RrRLphm A5
[y COX-1 B 5% » LLF =g AT R AT I PGL (T B TXA, TR 1
R M RS IR S PSSO - O I % PO,
PGE, % TXA; - 74 7 SR [~ Ui BRE PR W grh i 1957, COX-2 Te i
(252 R R o~ AR IR COX-2 LA PGE; A1 PGL it
(RSP A R RIE o D Sl o PRI R TRAR [ A Y B 1
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Heme oxygenase-1 (HO-1) fl- @%E”iﬁl%ﬂ’gﬂ\ fﬁ | % [*Bx]) (oxidative stress) [ff]
W FIOPHRRE A1+ O o Pk O S PR AP S [
LT IEE ERre Tt -wu BRI - 2 BEVAL B
[RAF e S [ PR A5 ZHFILJ[%F o HO-1 T;“;H%z[ A IERST BRI AT S
(heme) 7J ifefEightl— & (“ti (CO) ~ &7~ (bilirubin) A= IF TEngES > ST P %
DRI R FOORE - CO R R TS 2 A % "W‘%’ [+
=T T‘Hﬁ‘ﬂfﬁ xR g J@;‘IH g ’Fﬁz@t ikl HO- 1 = BRI (R FERS R bilirubin L ff
ST R ) ﬁ?EW%E'UH FIAIETEEL Oy Y HaOo %75 Fenton ™~ fEs[h i
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4 OH [ IfliEL (Otterbein et al., 2003) -

Ferritin
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5~ HO-1 » MMP 23§ % "i’fff‘%ﬁfﬁgﬁ

ﬁl’?ﬁ]&l YE BT IF¥%  (Matrix metalloproteinase » i MMP) iF Ifﬁ 53 S e
9 R ET R o MR A o SR e 3F‘§TL“Elqw%‘Tﬂjm MMP 53 5!
I ELET 3?‘%“’“{@61@ VIZ-Bf7 (migration) I o 129 > MMP fi'f==2
TR AR EFEJ EVE PSRRI 28 MMP if' [T ST > P T

IR { ﬁ"zﬁﬁz% R F“PJ?“L H JE‘&*!FA (Glass & Witztum, 2001; Galis & Khatri,
2002) «
6~ E IF[%j

@ﬁrlNoscxnizg'rﬁﬁ?%léﬁi HEE G U= i1 = (O g
TR K MMP | JiF' (SRR T ﬂiﬁgﬁgg » PR y’}ﬁlﬁ ﬂ?\[ statin %’?E‘{é
FORD T T i{ﬁ““E“ﬁwﬂ VAL IPRERE R IR -
ILmkﬂwSEHIWKB By - '%ﬁodﬂﬁw’ﬂﬁ@WT*ﬁW¥§
po=r ;‘/ﬁ‘ﬂf Lap e FJ V(=E TR EE{RE PYPE statins 53 [f|[fL lovastatin~ fluvastatin - pravastatin
9?[[ atorvastatin Iy /i » %ﬂgj% I[Lﬁﬂrj I e statin UL S (R ;ﬁ\gﬁ:ﬂ TJI‘J“ FI

Il Igﬁ

5 1 ~Statin ¥} IL-1B % LPS 7 FHaEEk + NO Bl iNOS #F% NF-«xB iﬁ [“pYRY2E o
5-2 ~ Statin %f COX-2 #Z*» PGE, ~ PGL I TXA, BHTIVEYZE -

5-3 ~ Statin %f HO-1 A FIUEYZE -

5-4 ~ Statin 35 MMP {5 [E{UR/ -
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1~ 1H]

i‘jfﬁ #f% Dulbecco’s modified Eagle’s medium (DMEM) ~ ## " I == G il =k
(Penicillin-Streptomycin) EJFHL g (fetal bovine serum) ~ phosphate buffered saline
(PBS) [&F ! Gibco BRL (Grand Island, NY) » i‘ﬁ%{ffz M231 5 F 1 Cascade Biologics ©
Rabbit polyclonal against iNOS WM?E‘EE F I Transduction Laboratories (Lexington, KY) ©
Rabbit polyclonal against HO-1 WU?E‘EE I Stressgen (Canada, BC) - Goat polyclonal
against COX-2 ﬁUPE}EE FI Santa Cruz Biotechnology (Santa Cruz, CA) o IFN-y #IIL-1p
P& F I R&D (Minneapolis, MN) - Horseradish peroxidase-coupled anti-rabbit 7! anti-mouse
ﬁiﬁg‘ + enhanced chemiluminescence (ECL) 3] :\Ljﬁﬁﬂ & F1 Amersham Biosciences
(Piscataway, NY) - PGE, * PGI, 7 TXB, EIA kits & [ | Cayman Chemical Company (Ann
Arbor, MI) = Sodium dodecyl sulfate-polyacrylamide gel electrophoresis (SDS-PAGE)H
ﬁﬁ | fE F1 Bio-Rad Laboratories (Hercules, CA) - LPS I'] & & ﬂ*';.\%lfwh HITHE E
Sigma-Aldrich (St. Louis, MO)

2~ “‘J?iﬁ

. *Eﬁ%ﬁ%ﬁ vl s Al

AR 3F'§“’E[’§GJJEL”VE | Wistar rat U= g% o I'| {H] ’*‘f"ﬁzﬁ‘b'ﬂ’mﬁﬁ%ﬁ
ANEL o JTRE ’Wﬁiiﬁ lﬂfﬁvj‘ = El}iq’fr 5] PBS fIE f[f J(i;:“"fFMHIH' o ik
PRI R P2 iﬁlf o AT T APTARRAT A  F]H ] 0.05% collagenase 7"’[! 5
mM ¥ dithiothreitol (DTT) ig\ﬁq kD o f& i |¢4 =k Ty AvgRY RS 1 mmﬁ EE Elﬁf Lia
TRAEE £[ 1 ml FA"LJ 10% ﬁfﬂL E RS (100 U/ml penicillin & 100 pg/ml
streptomycin) DMEM (i~ 4 *‘Fﬁ%ﬁ% LRSI AR i“ﬁ%f& LR ke ‘Lﬁ@[ﬁ
well » F|F2Z[ 75T flask 5~ Hpy @ 3{@““E”§w (P& F1 Cascade, Canada) © [l[[& i+
M231 iﬁ%ﬁzﬁ [H7E E[W?WV’F‘FW‘ 5% CO, » 37C *‘Fﬁ%mﬂlfﬁ% B E
T A e A L AL R T 10% fEELATEIE - F R PBS
%17 blocking ° “[I * a-actin ﬁ@ﬂf}i@ 15758 " PBS{E% 37> Flopt = %I;’:jr}fu?g
F{I Hochest 33328 = M| PBS JE 1k 3 % i » FPH [t » B R [E-X BBV o

2-2 ~ Nitrite & &1 /[

Nitrite fiV7% & i’ fit£% INOS iﬁ‘[@ﬁ[fjiﬁ@ °ﬁ€“ﬁE'ﬁﬁjf‘ﬁ%E 24-well plates |1 > ﬁl
ZR Ry s o Y 500 %ﬁiﬁﬁ o Yt IFN-y ~ LPS ~ IL-1B A [HIRE Y
statin > 24'J‘E\3JE v |5 B “Elﬁwﬁéﬁ’]ﬁlalﬁﬂf_r nitrite Fﬁ%'u o Nitrite J[<E-RLIV 100 pl
if‘Fﬁ 23kt 100 pl pY  Griess reagent (1% sulfanilamide * 0.1%
naphthylethylenediamide A% 5% phosphoric acid): *|microplate reader J| < nitrite
ﬁfg{ » EI PR ASPL R 550 nm (Asso nm) <[] nitrite U ARYERA E[IE%'E![JE'JT\ [FilE
%, sodium nitrite (X i) iéﬁji‘fﬁéﬁiﬁ l?r[ AR > TR Asso nm RSk fifi (Y g e
,jQFF# nitrite F{ﬁﬁ"ifﬁi—f—[ Assonm {fi]'] mjﬁﬂ; TR e



23 ALY
}H mE'ﬁ%ﬁ%& 12-well dish f[ 1> 55 fJ[[8E~ ’I}Eﬁfl{]ﬁﬂj il iz }{5]’ iﬁ%i@@i—t ’
Hﬂ‘h [ PBS &7k [ % i i - T >t SRy lysis buffer (20 mM
Tris- HCl pH7.5; 125 mM NaCl; 1% Triton X-100; 1 mM MgCl,; 1 mM PMSF; 25
mM B-glycerophosphate; 50 mM NaF; 100 uM sodium orthovanadate; 10 pg/ml
leupeptin; 10 ug/ml aprotinin) }[—JnE‘ﬁtﬂi [ =FEE Fh’ ’ fﬁfﬁ'[’ 30 5588 > I'] 14,000
rpm > 4CEES 30 538 > IV HFRAEAF vy o

2-4 ~ SDS-PAGE [ B (i VT

F{|*'] Bradford HyE ] s 1ETRY Afﬁi » V- BN S TV o 5X Laemmli
buffer (#EAEE Y EL 1% (v/v) glycerol; 2% SDS; 5% p-mercaptoethanol;
0.00125% bromophenol blue; 0.0625 M Tris-HCI, pH 6.8) > 7+ 100°C ™ # 5 55 &# o [~
Laemmli (1970) fi9™#3% » #[[7] SDS-PAGE ”Fj‘cﬁfw BESTF EV o FFECT?’T?‘EE' % o0 FIP A
fi747 [fq}'ﬂ?sﬁﬁﬁ’? (Multiphor IT NovaBlot Unit, Amersham Biosciences) %7 {HlH] -
F'l LEE 6 IR 1R [ﬁj%‘;i | V%RGE (Whatman Co.) »— 9= nitrocellular
paper’ rf Iﬁ?,?[ﬁj?%i"} transfer buffer (0.39 M glycine; 0.48 M Tris-HCIL, pH 7.4; 0.375
% SDS) JHiF » (&3 =G ~ nitrocellular paper SF VB~ 3 SRR A A F'
R o S LR - S 1R
G 1A = x F[“L x 0.8 &4’ *Efﬁ/cm ) 1~2 ] Eﬂj (A8 f ] ' ] Amido Black (Sigma Co.)
??‘ﬁmﬁﬁﬁﬁ [F5F > I‘ETE“

2-5 ~ BV

;Hgﬁﬁ | P S 1BV nitrocellular paper 33394 blocking i?ﬂf& (FA»[”E | 5%%’.35]?[7;1’5
B) Fl1o 2R R ’J‘E?j I FA"?J 0.5 % Tween 20 I/ Tris-base saline (TBS)
1%+ blocking fF’T{(J& (5 738%) > Y9 * I')5fEl TBST q’ﬁ(f& 1:1000 %%”;V’ﬁj ”{Ljﬁ?ﬁ‘ ,
gc’iﬂ* [EH] 90 ;54K » fﬁlﬁuﬁaﬁrﬁ%ﬁflﬁﬁtﬁ o B I'] TBST j&i% 3 % GhS
10 5588) > Fpw? FA*‘ 7 ,Bﬁs I71:2000 %?EJE’L PP TBST&&F o =
IS :{L'ﬁLEEﬂ:F[ ’ f' ﬁiltpj 90 7}% » I'] TBST JE¥k 3 vVig » JDX ECLTM F’*f&
(Amersham Biosciences) I IEIEH'J»*'] TN 1ETRURI o

2.6 ~ [k w0 (T,
,qﬁ,;aglqafﬁ%a 12-well dish ([ 1> 53 /i i 24 -] ."ézu’své%iﬁ%ﬂﬁ » FIH
Cayman [i PGE; ~ PG, #[1 TXB, . EIA kits {1+ aRds = -

2-7 ~ Zymography

SR B ) ORI Py I 24 - e
Bk native protein assay buffer > I'] FA[ 1% gelatin i SDS-PAGE &/~ ”Fj“ii;rl |53
BEgrf 1ET o Bl i 1) 2.5% Triton X-100 475 &Wﬁtir & > B STE
e - FI{EA ‘FF['JE"[%[ i?*ﬁifll’ff’ﬁ% 10-18 JE% F|!I'J Colloidal Brilliant Blue}H
TEA B o 2R 10% TR S - IR A



2-8 ~ §HP [EH |(transformation) ﬁlfﬁﬁﬁﬁﬁ [~
R A (G AW B R ) ﬁl?"ﬁj NF-kB binding site DNA [i J@'T‘ﬁﬁ'
(plasmid) --- pGL2-ELAM-Luc (kB-Luc) 152 Jifi [l ’?’T‘ﬁﬁ' e ’?5 s A
1o F]F]"] heat shock FOTHE WE@"J[VE“’F%%E?‘?E@W%MF ;I*J g3 JDEJ’FL%‘ I
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pGL2—ELAM—Luc HIFA*‘J ¥} ampicillin =! EJﬁu%[ipJ DNA 5 F& > PRI I 55 iy
f' | ampicillin [IV agar plate = puTR o RRRLIE RS TRV IR o BT 0 PR
Ry ZJEOY AR TE LB %%3&{[14\ %% B I3 M7 ] Quantagen fiY plasmid
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F[|¥'| Promega * f[Jﬁl U TransFast transfection™ reagent 3% /5 transfection » I
BRRRLE DO AW T e Bk TransFast A1 pGL2-ELAM-Luc »
—galatosrdase expression vector (pCR31lacZ ; Pharmacia » Sweden) — @fﬁ’ﬁﬁﬂpfjﬂj
ﬁfﬁi PENR- SR 5x10° cells/well [iY 12 well plate f[1 > 7% 37°C Y[
HfﬁlrE'ﬁw’ff’E PR PRS- fi well U0 1ml ' DMEM > Jif * BE#15 2% -
Y2 NFFEA well Hlpw?«\’& , E@Zﬁﬁ*)%ﬁﬁl@ DMEM - V" JL SECER M o A ]
Ef % }H medium FZ[E ™ 5| PBS JEVE—~ v R0 50 ul fY reporter lysis buffer
(Promega) }-{—J{E'WF'JX o EES 13000 rpm 30 P 0 V5 pl U _HERE R IF;fJ
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AR R BIEE luciferase (O35 1 < [fi Frifl Z[EY luciferase activity (U f -
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> e B R PBS TEHEAT Y « B TR I9IE 4 30 pl buffer A (10 mM
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14000 rpm EE= 2 558 > 5 & HERADGAIO S VP - I > 2V 2 g puaf ety
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;&lﬁgﬂ I??EIE%Z?\ VA rﬁf}{’—]’ MTT. tetrazolium fEELfE=<" 1 & %7 MTT formazan >
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FR]Ef ["Q%ﬁa&ﬁiﬁ%ﬁmﬁ[\ PP feT I"':’E(un\E'anTi}‘?ﬁ$EWfFﬁ§ o

2-12 ~ ¥R
Fr-t z‘ﬁs{gr | il

| +AEIVE E 3 (mean + SE.M.) A GG ERR T
Student’s t-test 75 ?Ti* FVE AR

Bl > *p<0.05 LT BT 2 £
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[#E }l fluvastain > lovastatin > atorvastatin > pravastatin > H#EJR pravastatin 4% IL-1B
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| E;T f 379 LPS El’??%i?lﬁ@ iNOS ﬁ?’-flifﬂ’ﬁﬂ*ﬂ?j lovastatin & fluvastatin 3}iNOS
SRR 5 T -

%%Tﬁﬁl@%@%&ﬁﬁ%ﬁﬁs » FeH A @IERCAT DNA binding activity Fr R
NF-«B USRS AOIA T H(IRESL statin SPFS LPS A1 IL-1B fOF ELIAETE A1~ [0
F&J‘}‘ZL o T lﬁﬁﬂ 77 FIU:EH'EL s G MRER| Tr]ﬁﬁ'ﬁ?%ﬁﬁ'}ké‘%\liﬁgﬁﬁfj fluvastatin < flit 8 F o
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kB-Luc E\JE\JJ‘ (7> fluvastatin [i' I} 73 H[Jﬁ[]ﬁjﬂk'f frlaf kB-Luc fusjl (ﬁ%‘[' 5A); |7t DNA
binding activity fHEfEE - 255 LPS 7t Bkl 1 fﬁ la » 5> NF-xB DNA
binding activity ﬁlijﬁlqﬁﬁﬁf%\[fﬁﬁp’ i IBEEE 3 ) Eﬂj % JH <R Jﬁ[‘%o IL-1pB
%" NF-kB DNA binding activity fi*J el %55 H]; “'fﬁ, 13- Eﬂj o {E1] FF” i EH Eﬁ fl e 1
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%pggt%\pj JIE AR R
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SRR A A R 1R HURAE statin f (RIS Y
& By PGE,y (ﬁ%ﬁ' 6A) o U7 statin fYU[EH]I'] fluvastatin ﬁl ISRl B 0 B
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iRV COX-2 PRI » 597k 18 P~ T -
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A TR DT ﬁ[f?ﬁﬁl fel U £ 1 > ELIETFE ~ 7205 ~ inflammatory
factors #{1 collagens [Vt > ﬁﬂ"i[lﬁ'l'glﬁﬁ’ffﬁﬁl [ Xl ﬁ%ﬁ"?‘f&ﬂﬁfﬂﬁiﬁ s PR
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