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Abstract: The purpose of this study was to determine whether pravastatin’s prevention 
of aortic atherosclerosis via attenuation of IL-6 action depends on modulation of STAT3 
activity. Male apoE knockout (apoE-/-) mice fed on a diet containing 1.25% cholesterol 
(wt/wt) were divided into pravastatin group provided with pravastatin (80 mg kg-1 per 
day) and atherosclerosis group. After eight weeks, pravastatin significantly prevented 
atherosclerotic lesion and reduced levels of IL-6 in serum and lesion, and significantly 
decreased expressions of phosphorylated STAT3 (pSTAT3) and increased suppressor of 
cytokine signaling 3 (SOCS3) expressions in lesions. Our results suggested that 
pravastatin’s aortic atherosclerosis preventing action via attenuation of IL-6 action may 
partially depend on modulation of STAT3 activity. 
 
 

OPEN ACCESS



Int. J. Mol. Sci. 2008, 9  
 

 

2254

Keywords: Pravastatin; atherosclerosis; IL-6; STAT3; SOCS3. 
 

1. Introduction 

Atherosclerosis is the underlying disorder in the majority of patients with cardiovascular disease 
and is commonly considered to be an inflammatory vascular disease [1]. Recent research has 
established a key pathogenic role for several inflammatory mediators, such as IL-6, in all stages of this 
disease [2, 3]. Activation of IL-6 signal transduction involves gp130 dimerization [4], followed by 
tyrosine phosphorylation of STAT3. STAT3 is the primary mediator of the IL-6-Janus kinase (JAK)-
STAT3 signaling pathway and is responsible for the nuclear actions of IL-6 [5]. The SOCS proteins 
are a growing family of suppressors of cytokine signaling molecules that are feedback inhibitors of 
cytokine signaling pathways [6]. The signaling of IL-6 can be inhibited by SOCS3 [7]. 

The local JAK-STAT3 pathway is important in controlling diverse pathways in the cardiovascular 
system [8, 9] and IL-6-JAK-STAT3 pathway could be activated in atherosclerosis [10]. To summarize, 
not only STAT intracellular signaling pathways can be associated with atherosclerosis, but STAT 
proteins also help explain new properties of therapeutic agents [11]. Therefore, a therapeutic strategy 
targeting STAT3 activity may be beneficial in treating atherosclerosis.  

Pravastatin, a hydrophilic inhibitor of 3-hydroxy-3-methylglutaryl coenzyme A (HMG-CoA), has 
lipid-lowering activity and influences on main mechanisms of atherogenesis [12]. Pravastatin has a 
direct positive effect on plaque stability that is unrelated to lipid lowering. Improvements in plaque 
stability must have resulted from some other actions of pravastatin, an effect usually described as 
pleiotropism [13]. Recent works pointed to beneficial pleiotropic (nonlipid) effects of pravastatin 
include anti-inflammatory action [14, 15] and additional cholesterol-independent effects of statins on 
cellular signal transductions [16]. However, the relationship between pravastatin preventing aortic 
atherosclerosis and modulating STAT3 remains elusive.  

To elucidate the cellular and molecular mechanisms involved in pravastatin prevention of 
atherosclerosis, we investigated the impact of pravastatin on STAT3 activity in combating 
atherosclerosis in apoE-/- mice.  

 
2. Results and Discussion  
 
2.1. Analysis of atherosclerotic lesions 
 

We determined the size of the atherosclerotic lesion in each group of the mice. In the present 
experiment, the mice in the atherosclerotic group showed atherosclerosis lesions in the aortic root, 
while the mice in the pravastatin group showed a marked reduction in aortic lesion size. (Figure 1A). 
Quantitative analysis of atherosclerotic area was expressed by the ratio of the lesion area versus the 
total vessel wall area. As shown in Figure 1B, the ratio in atherosclerotic mice (33.20%) was increased 
compared with that in control mice (5.32%) (P <0.01), on the other hand, the ratio in mice provided 
with pravastatin (9.65%) was lessened, compared with that in the atherosclerotic mice (P <0.05). 
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Figure 1. A. Representative photomicrographs show paraffin sections of atherosclerotic 
plaques from aortic roots of mice. Magnification 100X for Hematoxylin and Eosin staining.  
B. Ratio of the atherosclerotic lesion area compared to the total vessel wall area in mice. ## 

Р＜0.01 versus control mice; * P＜0.05 versus atherosclerosis mice. (n=6 per group). 
 
 
 
 

2.2. Analysis of serum lipid 
 

As shown in Table 1, the serum levels of low density lipoprotein-cholesterol (LDL-C) (21.76±6.29 
mmol L-1) and total cholesterol (TC) (26.59±7.25 mmol L-1) in atherosclerotic mice were significantly 
increased compared with that of LDL-C (0.27±0.12 mmol L-1) and TC (2.23±0.60 mmol L-1) in control 
mice (P < 0.01), however those concentrations of LDL-C (12.81±9.14 mmol L-1) and TC (17.20±11.67 
mmol L-1) were not significantly different in mice provided with pravastatin, in contrast to 
atherosclerotic mice. 

 
Table 1. Concentrations of LDL-C and TC in mice serum. 

Groups Serum LDL-C (mmol L-1) Serum TC (mmol L-1) 
Control 0.27±0.12 2.23±0.60 

Atherosclerosis 21.76±6.29 ## 26.59±7.25 ## 
Pravastatin 12.81±9.14 17.20±11.67 

Data are represented as means±SD (n=6). ## ＜Р 0.01 compared with control mice.  
(n=6 per group) 
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2.3. Concentrations of IL-6 in serum and aorta 
 

Concentrations of IL-6 in serum and aorta were measured by ELISA. As is shown in Figures 2 and 
3, concentrations of IL-6 in serum (17.99±2.51 pg mL-1) and aorta (176.04±77.62 pg mg-1 protein) of 
atherosclerotic mice were significantly increased compared with concentrations of IL-6 in serum 
(9.93±6.57 pg mL-1) and aorta (40.56±14.79 pg mg-1 protein) of control mice (P <0.01), but  
concentrations of IL-6 in serum (10.56±2.56 pg mL-1) and aorta (45.49±15.01 pg mg-1 protein) of mice 
provided with pravastatin were significantly decreased compared with IL-6 concentrations in serum 
and aorta of atherosclerotic mice (P <0.01) 

 
Figure 2. Concentrations of IL-6 (pg mL-1) in serum were measured by ELISA. ##Р＜0.01 
versus control mice; ** P＜0.01 versus atherosclerosis mice (n=6 per group). 

 

Figure 3. Concentrations of IL-6 (pg mg-1 protein) in thoracoabdominal aorta are 
measured by ELISA. ##Р＜0.01 versus control mice; ** P＜0.01 versus atherosclerosis 
mice (n=6 per group). 

 
 

2.4. Expression of pSTAT3 in aorta 
 

It is well known that pSTAT3 acts on the active form of STAT3. The expression of pSTAT3 in 
thoracoabdominal aorta was examined by Western Blotting. As shown in Figure 4, the expression of 
pSTAT3 in atherosclerotic mice was significantly up-regulated compared with that observed in control 
mice, while that expression in mice provided with pravastatin were significantly down-regulated 
compared with that in atherosclerotic mice. Three similar experiments had similar results.  
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Figure 4. A. Expressions of pSTAT3 and STAT3 proteins extracted from the 
thoracoabdominal aortas of mice and examined by Western Blotting. B. The expression of 
pSTAT3 protein was quantified by MutiGauge V 3.0 Imager and normalized to STAT3 
protein (n=6 per group). 
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2.5. Expressions of SOCS3 in aorta  
 

SOCS3 can regulate STAT3 activity in a negative way. The expression of SOCS3 in 
thoracoabdominal aorta was examined by Western Blotting. As shown in Figure 5, the expression of 
SOCS3 in atherosclerotic mice were significantly attenuated compared with that seen in control mice, 
while simultaneously, that expression in mice provided with pravastatin was significantly heightened 
compared with that in atherosclerotic mice. Three similar experiments had similar results. 

In the present study, the aortic atherosclerotic lesions in apoE-/- mice could be induced by a diet 
containing 1.25% cholesterol (wt/wt) and prevented by pravastatin. Our data indicates that pravastatin 
can prevent high-cholesterol diet-induced atherosclerosis in apoE-/- mice. The results are consistent 
with the current research in large clinical trials like CARE (Cholesterol and Recurrent Events) [17], 
WOSCOPS (West of Scotland Coronary Prevention Study) [18] and LIPID (Long-term Intervention 
with Pravastatin in Ischaemic Disease) [19]. 
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Recently, HMG-CoA reductase inhibitors have been postulated to have pleiotropic effects, such as 
restoration of endothelial function, stabilization of atherosclerotic plaques, reduction of oxidative 
stress, anti-inflammatory actions, inhibition of thrombosis, and suppression of smooth muscle cell 
proliferation, improvement of insulin sensitivity and enhancement of vasculogenesis [12]. In our study, 
the results showed that the concentrations of TC and LDL-C in serum were significantly enhanced in 
atherosclerotic apoE-/- mice, however, the concentrations of TC and LDL-C were not significantly 
different in apoE-/- mice provided with pravastatin compared with atherosclerotic apoE-/- mice. Our 
results indicated that the effects of pravastatin on preventing atherosclerosis may not merely depend on 
decreasing serum lipid in apoE-/- mice. Previous research [20, 21] reported that pravastatin had no 
effect on plasma cholesterol concentration in apoE knockout mice and pravastatin treatment of 
atherosclerosis could not only be attributed to the reduction in plasma lipid levels, but also to its non-
cholesterol properties [13]. Consequently, this established animal model is beneficial to the research 
on non-cholesterol lowering actions of pravastatin preventing atherosclerosis. 

 
Figure 5. A. The expression of SOCS3 proteins extracted from the thoracoabdominal 
aortas and examined by western blotting. B. The expression of SOCS3 protein quantified 
by MutiGauge V 3.0 Imager and normalized to β-actin protein (n=6 per group). 
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Cytokines are well known to participate in the process of atherogenesis. Therefore, inhibition of 
cytokine agents has beneficial effects on the prevention of atherosclerosis. Consistent with our results, 
recent studies suggest that IL-6 plays an important role in the process of atherosclerosis [1], which is 
attributable to the fact that high cholesterol-diets induce the formation and overexpression of oxidized 
low-density lipoproteins, instrumental in triggering the early atherosclerotic events, and seems to 
uphold the inflammatory environment in atherosclerosis [22], including increases of IL-6 levels. Our 
data show that compared with atherosclerotic apoE-/- mice, IL-6 concentrations in serum and aortic 
atherosclerotic lesions of apoE-/- mice provided with pravastatin were significantly decreased, 
indicating that pravastatin may prevent atherosclerosis partially by attenuating IL-6 secretion. The 
results were consistent with the study showing that pravastatin therapy has been shown to provide 
significant reduction in the levels of inflammatory markers [15]. HMG-CoA reductase catalyzes the 
conversion of HMG-CoA to mevalonate [23], thereby the inhibitory effect of pravastatin on IL-6 
expression may be due to mevalonate starvation. However, the mechanisms of pravastatin attenuating 
IL-6 action during preventing aortic atherosclerosis are not yet fully understood. It is well known that 
identifying the signaling mechanisms that are common to many factors may eventually lead to the 
development of better therapeutic agents against atherosclerosis [24]. Since IL-6 can induce STAT3 
activation and phosphorylation, therefore, our results also suggested that pravastatin could decrease 
the upstream factor of STAT3 action in preventing aortic atherosclerosis.  

Interestingly, a number of atherosclerosis-related gene products were upregulated by STAT3, such 
as fibrinogen, angiotensinogen, monocyte chemotactic protein-1 (MCP-1), the LDL-receptor, and the 
adenosine triphosphate (ATP)-binding cassette transporter A1 [25]. Local activation of the IL-6-Jak-
STAT3 pathway may control many steps in the process of vascular remodeling, monocyte recruitment 
and neointimal formation [10]. Thus, STAT3 may possibly serve as a therapeutic target and has thus 
garnered a great deal of interest. Although recent research has reported that statins could reduce IL-6–
induced phosphorylation of STAT3 [26], it remains intangible whether STAT3 could play a key role in 
intervening with IL-6 action during the process of pravastatin prevention of aortic atherosclerosis. In 
our study, the expression of pSTAT3 in apoE-/- mice on a cholesterol-rich diet were obviously higher 
than that expression in control mice, while the overexpression of pSTAT3 was significantly down-
regulated in apoE-/- mice with cholesterol-rich diet supplemented with pravastatin. Our data indicated 
that pravastatin may down-regulate STAT3 activity and stream nucleus transcription molecules and 
gene expressions of atheroma-associated factors. Thus, our results suggested that pravastatin may 
prevent aortic atherosclerosis, in the part, by modulating STAT3 activity to attenuate IL-6 action. 

Since tamping the level of STAT3 activity would seem to represent a more judicious approach to 
block the development of atherosclerosis, the future use of the STAT3 specific inhibitors could be a 
new strategy to control atherosclerosis. It is known that cytokine response and the activation of STAT 
can be negatively regulated by the suppressor of cytokine signaling (SOCS) proteins [27]. Recent 
studies have revealed that SOCS3 determines the gene program activated by IL-6, and upregulated 
SOCS3 may help enhance a blockade of STAT3 signaling [28]. Based on these results, induction of 
SOCS is a therapeutic strategy for treating inflammatory diseases [29]. In our current study, that 
expression of SOCS3 was enhanced significantly in apoE-/- mice supplemented with pravastatin. Our 
data indicated that pravastatin enhanced SOCS3 expression in negative regulation of IL-6 action. 
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Thus, our results suggested that pravastatin may prevent aortic atherosclerosis, in the part, by 
enhancing the inhibitory factors of STAT3 activity to decrease IL-6 action. 

In summary, besides advantageous lipid lowering, pravastatin appears to exert a direct beneficial 
effect on plaque stability. Pravastatin may down-regulate STAT3 and up-regulate SOCS3 as the 
inhibitory factor of STAT3 activities, thus preventing aortic atherosclerosis by attenuating IL-6 action. 
The present research reported that reduction of IL-6 in atherosclerosis by statins is observed not only 
in apoE-/- mice but also in human [30], therefore inhibition of STAT3 activity by pravastatin may also 
help prevent inflammation-mediated atherosclerosis in human. 
 
3. Experimental Section 
 
3.1. Animal experiments 
 

The apoE-/- mice can spontaneously develop atherosclerotic lesions on a standard chow diet and can 
develop advanced unstable atherosclerotic lesions in the brachiocephalic/innominate arteries that have 
many of the morphological features of advanced atherosclerotic lesions in humans, including 
intraplaque hemorrhage and rupture [20]. 

Male apoE-/- mice (8 weeks old, C57BL/6J background) were purchased from the Animal Center of 
Beijing Medical University (Beijing, P.R. China) and bred in the animal house of School of Medicine, 
Shanghai Jiao Tong University (Shanghai, P.R. China). Mice were maintained at a temperature 
22±2°C and relative humidity 55 ± 15%-controlled room with a 12-h light and dark cycle and fed with 
food and tap water ad libitum. All procedures were approved by the Animal Care and Use Committee 
of Shanghai Jiao Tong University. Pravastatin was kindly provided by Sankyo Co. Ltd. (Japan). 

Male C57BL/6J mice (8 weeks old) fed on a normal chow diet were provided with Phosphate 
Buffered Saline (PBS) by oral gavages (10 mL kg-1 per day) as control group. Male apoE-/- mice fed 
on a diet containing 1.25% cholesterol and 0% cholate (wt/wt) were divided into pravastatin group 
provided with pravastatin (80 mg kg-1, 10 mL kg-1, per day) suspended in PBS by oral gavages and 
atherosclerosis group provided with PBS by oral gavages (10 mL kg-1 per day) (n=12 per group). The 
pravastatin doses were chosen according to previous studies [31] and preliminary experiments in mice. 

  Eight weeks later, mice were euthanized after overnight fasting via anesthetic by intraperitoneal 
injection of sodium pentobarbital (1 mg kg-1). Blood samples were taken before animals were killed 
and centrifuged at 1,000g for 20 min. Serum of each animal was collected. The excised aortic roots 
were examined for detailed histological analysis (n = 6 per group). The excised thoracoabdominal 
aortas (from the beginning of the aortic arch, just after the aortic roots, to the iliac bifurcation) were 
used for protein analysis (n = 6 per group). 

 
3.2. Assessing atherosclerosis lesion 
 

The aortic roots were embedded in paraffin. Sequential 5-μm sections were cut through the aortic 
root. We assessed atherosclerosis from six sections separated by 50 μm from one another. Paraffin 
sections were stained with hematoxylin and eosin. The first section displayed the entire 3-aortic valve 
leaflets. Images from sections were observed under microscope (Axioskop 20, ZEISS, Germany) and 
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collected by camera (AxioCan HRC, ZEISS, Germany). The size of atherosclerotic lesion in each 
section was evaluated using Leica Qwin Image Processing and Analysis Software (Leica 
Microsystems, Wetzlar). In order to estimate the relative lesion size, we calculated the ratio of the 
lesion area compared with the total vessel wall area and expressed the ratio as a percentage. For each 
animal, every six sections were examined (n=6 per group). 

 
3.3. Analysis of serum lipid  
 

Concentrations of TC and LDL-C in serum were measured by Biochemistry Analyzer (ADVIA 
1650, Bayer, Tarrytown NY, USA) according to the manufacturer’s instructions, using individual 
serum samples from six mice in each group. 
 
3.4. Western Blotting analysis 
 

The thoracoabdominal aortas extraction, SDS-PAGE and Western Blotting analysis were performed 
as previously described [32]. Briefly, the thoracoabdominal aortas tissue extracted were prepared by 
homogenation in lysis buffer (50 mM Tris, pH 7.5, 150 mM sodium chloride, 1 mM 
phenylmethylsulfonyl fluoride, 1 mM sodium orthovanadate, 1% Nonidet P-40, 50 mM sodium 
fluoride, 10 μg/mL proteinase inhibitors mixture, 10% glycerol) at 4°C, followed by centrifugation at 
16 000 rpm at 4°C for 10 min. After quantification of protein concentrations, the supernatants were 
mixed in Laemmli loading buffer, boiled for 4 min, and then subjected to Western blotting analysis. 
PVDF were blotted against primary antibodies at 4°C for 16 h, washed with 0.05% (vol/vol) Tween 20 
in TBS (pH 7.4), and incubated with horseradish peroxidase-conjugated secondary antibodies for 45 
min. Protein bands were visualized by the enhanced chemiluminescence reaction method (Applygen 
Technologies Inc., Beijing) (n=6 per group). Primary antibodies included anti-phospho-STAT3 
(Tyr705), anti-SOCS3, and anti-β-actin antibody which were purchased from Santa Cruz 
Biotechnology (Santa Cruz, CA, USA).  

 
3.5. Analysis of ELISA 
 

Concentrations of IL-6 in thoracoabdominal aorta and serum were measured by enzyme linked 
immunosorbent assay (ELISA). Concentrations of IL-6 were measured by commercially available 
Mouse IL-6 ELISA Ready-SET-Go! (eBioscience co, San Diego, USA), according to the 
manufacturer’s instructions (eBioscience co, Diego, USA) (n=6 per group). Concentrations of IL-6 
were quantified by Universal Microplate Reader (ELx800, BioTek Instruments Inc, Winooski, 
Vermont, USA). 
 
3.6. Statistical analysis 
 

  Data are expressed as means±SD. To determine whether variations amongst different groups are 
statistically significant, data were analyzed by one-way analysis of variance ANOVA followed by 
unpaired Student’s t-test. The results obtained were reproducible between experiments. Each data 
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point represents n=6. Individual statistical comparisons of paired data were evaluated with P <0.05 
representing significance. 

 
4. Conclusions 
 

Our findings furnish a new mechanism through which pravastatin can prevent aortic atherosclerosis 
via attenuating IL-6 action by the modulation of STAT3 activity in apoE-/- mice. Our findings provide 
a new therapeutic approach for insight into clinical benefits of pravastatin and further insights into the 
intervening approaches of atherosclerosis. Our research may initiate rational and new therapeutic 
concepts for pravastatin in the future. 
 
Acknowledgements 
 

We very much appreciate the help of Sankyo Co. Ltd of Japan by providing pravastatin for the 
purposes of our research. We thank Adjunct Professor Song Wang (Harbin Institute of Technology) 
for review of the English text. 

 
References and Notes 
 
1. Brasier, A.R.; Recinos, A. 3rd; Eledrisi, M.S. Vascular inflammation and the renin-angiotensin 

system. Arterioscler. Thromb. Vasc. Biol. 2002, 22, 1257-1266. 
2. Stenvinkel, P.; Heimbürger, O.; Jogestrand, T. Elevated interleukin-6 predicts progressive 

carotid artery atherosclerosis in dialysis patients: Association with Chlamydia pneumoniae 
seropositivity. Am. J. Kidney Dis. 2002, 39, 274-382. 

3. Kato, A.; Odamaki, M.; Takita, T.; Maruyama, Y.; Kumagai, H.; Hishida, A. Association between 
interleukin-6 and carotid atherosclerosis in hemodialysis patients. Kidney Int. 2002, 61,  
1143-1152.  

4. Taga, T.; Kishimoto, T. Gp130 and the interleukin-6 family of cytokines. Annu. Rev. Immunol. 
1997, 15, 797-819.  

5. Rose-John, S. Coordination of interleukin-6 biology by membrane bound and soluble receptors. 
Adv. Exp. Med. Biol. 2001, 495, 145-151. 

6. Starr, R.; Willson, T.A.; Viney, E.M.; Murray, L.J.; Rayner, J.R.; Jenkins, B.J.; Gonda, T.J.; 
Alexander, W.S.; Metcalf, D.; Nicola, N.A.; Hilton, D.J. A family of cytokine-inducible inhibitors 
of signalling. Nature 1997, 387, 917-921.  

7. Auernhammer, C.J.; Chesnokova, V.; Bousquet, C.; Melmed, S. Pituitary corticotroph SOCS-3: 
novel intracellular regulation of leukemia-inhibitory factor-mediated proopiomelanocortin gene 
expression and adrenocorticotropin secretion. Mol. Endocrinol. 1998, 12, 954-961.  

8. Paffen, E.; DeMaat, M.P. C-reactive protein in atherosclerosis: A causal factor? Cardiovasc. Res. 
2006, 71, 30-39.  

9. Verma, S.; Szmitko, P.E.; Ridker, P.M. C-reactive protein comes of age. Nat. Clin. Pract. 
Cardiovasc. Med. 2005, 2, 29-36.  



Int. J. Mol. Sci. 2008, 9  
 

 

2263

10. Recinos, A. 3rd; LeJeune, W.S.; Sun, H.; Lee, C.Y.; Tieu, B.C.; Lu, M.; Hou, T.; Boldogh, I.; 
Tilton, R.G.; Brasier, A.R. Angiotensin II induces IL-6 expression and the Jak-STAT3 pathway in 
aortic adventitia of LDL receptor-deficient mice. Atherosclerosis 2007, 194, 125-133. 

11. Huang, K.C.; Chen, C.W.; Chen, J.C.; Lin, W.W. Statins induce suppressor of cytokine signaling-
3 in macrophages. FEBS Lett. 2003, 555, 385-389.  

12. Werner, N.; Nickenig, G.; Laufs, U. Pleiotropic effects of HMG-CoA reductase inhibitors. Basic 
Res. Cardiol. 2002, 97, 105-116.  

13. Johnson, J.; Carson, K.; Williams, H.; Karanam, S.; Newby, A.; Angelini, G.; George, S.; 
Jackson, C. Plaque rupture after short periods of fat feeding in the apolipoprotein E-knockout 
mouse: model characterization and effects of pravastatin treatment. Circulation 2005, 111,  
1422-1430 

14. Kleemann, R.; Princen, H.M.; Emeis, J.J.; Jukema, J.W.; Fontijn, R.D.; Horrevoets, A.J.; 
Kooistra, T.; Havekes, L.M. Rosuvastatin reduces atherosclerosis development beyond and 
independent of its plasma cholesterol-lowering effect in APOE*3-Leiden transgenic mice: 
Evidence for antiinflammatory effects of rosuvastatin. Circulation 2003, 108, 1368-1374.  

15. Liao, J.K.; Laufs, U. Pleiotropic effects of statins. Annu. Rev. Pharmacol. Toxicol. 2005, 45,  
89-118. 

16. Wincewicz, A.; Sulkowska, M.; Rutkowski, R.; Sulkowski, S.; Musiatowicz, B.; Hirnle T.; 
Famulski, W.; Koda, M.; Sokol, G.; Szarejko, P. STAT1 and STAT3 as intracellular regulators of 
vascular remodeling. Eur. J. Intern. Med. 2007, 18, 267-271. 

17. Sacks, F.M.; Pfeffer, M.A.; Moye, L.A.; Rouleau, J.L.; Rutherford, J.D.; Cole T.G.; Brown L.; 
Warnica J.W.; Arnold J.M.; Wun C.C.; Davis B.R.; Braunwald E. The effect of pravastatin on 
coronary events after myocardial infarction in patients with average cholesterol levels. 
Cholesterol and Recurrent Events Trial investigators. N. Engl. J. Med. 1996, 335, 1001-1009.  

18. West of Scotland Coronary Prevention Group. West of Scotland Coronary Prevention Study: 
Identification of high-risk groups and comparison with other cardiovascular intervention trials. 
Lancet 1996, 348, 1339-1342.  

19. The Long-Term Intervention with Pravastatin in Ischaemic Disease (LIPID) Study Group. 
Prevention of cardiovascular events and death with pravastatin in patients with coronary heart 
disease and a broad range of initial cholesterol levels. N. Engl. J. Med. 1998, 339, 1349-1357.  

20. Bea, F.; Blessing, E.; Bennett, B.; Levitz, M.; Wallace, E.P.; Rosenfeld, M.E. Simvastatin 
promotes atherosclerotic plaque stability in apoE-deficient mice independently of lipid lowering. 
Arterioscler Thromb Vasc. Biol. 2002, 22, 1832-1837. 

21. Johnson, J.; Carson, K.; Williams, H.; Karanam, S.; Newby, A.; Angelini, G.; George, S.; Jackson, 
C. Plaque rupture after short periods of fat feeding in the apolipoprotein E-knockout mouse: 
Model characterization and effects of pravastatin treatment. Circulation. 2005, 111, 1422-1430. 

22. Tedgui, A.; Mallat, Z. Cytokines in atherosclerosis: pathogenic and regulatorypathways. Physiol. 
Rev. 2006, 86, 515–581. 

23. Ito, T.; Ikeda, U.; Shimpo, M.; Ohki, R.; Takahashi, M.; Yamamoto, K.; Shimada, K. HMG-CoA 
reductase inhibitors reduce interleukin-6 synthesis in human vascular smooth muscle cells. 
Cardiovasc. Drugs Ther. 2002, 16, 121–126. 



Int. J. Mol. Sci. 2008, 9  
 

 

2264

24. Dronadula, N.; Liu, Z.; Wang, C.; Cao, H.; Rao, G.N. STAT-3-dependent cytosolic phospholipase 
A2 expression is required for thrombin-induced vascular smooth muscle cell motility. J. Biol. 
Chem. 2005, 280, 3112-3120.  

25. Dauer, D.J.; Ferraro, B.; Song, L.; Yu, B.; Mora, L.; Buettner, R.; Enkemann, S.; Jove, R.; Haura, 
E.B. Stat3 regulates genes common to both wound healing and cancer. Oncogene 2005, 24,  
3397-3408.  

26. Arnaud, C.; Burger, F.; Steffens, S.; Veillard, NR.; Nguyen, T.H.; Trono, D.; Mach, F. Statins 
reduce interleukin-6-induced C-reactive protein in human hepatocytes: new evidence for direct 
antiinflammatory effects of statins. Arterioscler. Thromb. Vasc. Biol. 2005, 25, 1231-1236.  

27. Naka, T.; Narazaki, M.; Hirata, M, Matsumoto, T.; Minamoto, S.; Aono, A.; Nishimoto, N.; 
Kajita, T.; Taga, T.; Yoshizaki, K.; Akira, S.; Kishimoto, T. Structure and function of a new 
STAT-induced STAT inhibitor. Nature 1997, 387, 924-929  

28. Niemand, C.; Nimmesgern, A.; Haan, S.; Fischer, P.; Schaper, F.; Rossaint, R.; Heinrich, P.C.; 
Müller-Newen, G. Activation of STAT3 by IL-6 and IL-10 in primary human macrophages is 
differentially modulated by suppressor of cytokine signaling 3. J. Immunol. 2003, 170,  
3263-3272.  

29. Shouda, T.; Yoshida, T.; Hanada, T.; Wakioka, T.; Oishi, M.; Miyoshi, K.; Komiya, S.; Kosai, K.; 
Hanakawa, Y.; Hashimoto, K.; Nagata, K.; Yoshimura, A. Induction of the cytokine signal 
regulator SOCS3/CIS3 as a therapeutic strategy for treating inflammatory arthritis. J. Clin. Invest. 
2001, 108, 1781-1788.  

30. Mulhaupt, F.; Matter, C.M.; Kwak, B.R.; Pelli, G.; Veillard, N.R.; Burger, F.; Graber, P.; 
Lüscher, T.F.; Mach, F. Statins (HMG-CoA reductase inhibitors) reduce CD40 expression in 
human vascular cells. Cardiovasc. Res. 2003, 59, 755-766.  

31. Zadelaar, S.; Kleemann, R.; Verschuren, L.; de Vries-Van der Weij, J.; van der Hoorn, J.; Princen, 
H.M.; Kooistra, T. Mouse models for atherosclerosis and pharmaceutical modifiers. Arterioscler. 
Thromb. Vasc. Biol. 2007, 27, 1706-1721. 

32. Hong, F.; Jaruga, B.; Kim, W.H.; Radaeva, S.; El-Assal, O.N.; Tian, Z.; Nguyen, V.A.; Gao, B. 
Opposing roles of STAT1 and STAT3 in T cell-mediated hepatitis: regulation by SOCS. J. Clin. 
Invest. 2002, 110, 1503-1513.  

 
© 2008 by the authors; licensee Molecular Diversity Preservation International, Basel, Switzerland. 
This article is an open-access article distributed under the terms and conditions of the Creative 
Commons Attribution license (http://creativecommons.org/licenses/by/3.0/). 


