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Abstract: To investigate the effects of atorvastatin and cinnamon on serum lipid profile, oxidative stress, 

antioxidant capacity, hepatic enzymes activities, nitric oxide (NO) as well as homocysteine (Hcy) in 

hypercholesterolemic rats, 48 male albino rats, weighing 130-190 gm were divided into 2 groups, normal group 

fed on basal rat chow diet (n=12) and high cholesterol group (HCD) were fed on 1% cholesterol-enriched diet for 

15 day (n=36). Hypercholesterolemic rats were divided into 3 subgroups (n=12 for each) fed the same diet and 

treated with atorvastatine (HCD+Atorvastatin) or cinnamon extract (HCD+cinnamon) or none treated (HCD) for 

3&6 weeks. Serum triglycerides (TG), Total cholesterol (TC), low density lipoprotein (LDL), high density lipoprotein 

(HDL), ALT, AST, NO, Hcy, hepatic reduced glutathione (GSH), Malondialdehyde (MDA) and antioxidant enzymes, 

Superoxide dismutase (SOD) and catalase activity were measured. Results showed that HCD increased 

significantly TG, TC, LDL-C, ALT, AST, Hcy and hepatic MDA, while lowered significantly antioxidant enzyme 

activities and NO levels. Atorvastatin therapy significantly increased HDL-C, NO and antioxidant activity while 

decreased LDL-C, MDA and Hcy concentrations. Serum TG, TC, LDL-C, ALT, AST and hepatic MDA levels were 

significantly lowered meanwhile, serum HDL, NO values and hepatic antioxidant activities were significantly, 

higher in cinnamon-treated than untreated group. These results indicate that lipid abnormalities, oxidative injury 

and hyperhomocystienemia were induced by HCD and this study recommend that administration of atorvastatine 

or cinnamon provided protection against the lipemic-oxidative disorder and act as hypocholesterolemic, 

hepatoprotective agent and improve cardiovascular function through modulation of oxidative stress, NO and Hcy.  
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Introduction  

 

The liver plays a central role in balancing 

cholesterol from all sources and regulating 

plasma LDL levels [1]. The hepatic pool of 

cholesterol is derived from local biosynthesis 

and from chylomicron remnants and lipo-

proteins. Cholesterol biosynthesis is regulated 

by the rate-limiting enzyme HMG CoA reduc-

tase, which catalyzes production of mevalonic 

acid from HMG CoA and represents the 

therapeutic target for statins [2]. 

 

Hypercholesterolemia (HC) is characterized by 

coronary endothelial dysfunction. It may also 

promote ischemic tissue damage by enhan-

cing the vulnerability of the microcirculation to 

the deleterious effects of ischemia and other 

inflammatory stimuli [3]. Also there was 

intracellular lipid accumulation in cardiomyo-

cytes and several alterations in the structure 

and properties of the myocardium in experi-

mental rats. 

 

One mechanism that may underlie the 

abnormal coronary vascular function in HC is 

an alteration in the oxidative status accom-

panied by increased production of several 

oxidants such as peroxynitrites, and oxidative 

end-products such as PGF2-a isoprostanes 

and increased oxidation of LDL cholesterol [4]. 

Furthermore, a shift in oxidative status with a 
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decrease in NO and an increase in oxygen 

radicals may have a deleterious effect on 

vascular permeability. Thus, these mecha-

nisms may play a pivotal role in inducing 

abnormalities of both myocardial perfusion 

and vascular permeability associated with HC.  

 

In the hypercholesterolemic state, the net 

result of combined oxidative and nitrosative 

stress is a pro-inflammatory phenotype that is 

manifested as, enhanced leucocyte trafficking, 

and increased vascular permeability [5]. 

 

The biological effects of free radicals are 

controlled in vivo by a wide range of anti-

oxidants such as vitamins E, C, glutathione 

and antioxidative enzymes as; SOD and GSH-

Px both detoxify hydrogen peroxides and 

converts lipid hydroperoxides to non-toxic 

alcohols [6]. 

 

HMG-CoA reductase inhibitors, known as 

statins, are widely used to lower LDL-C. The 

beneficial effects of statins on coronary artery 

disease are not only related to plasma 

cholesterol levels, but also pleiotropic effects 

in addition to lipid-lowering properties [7] that 

include reduction of plaque thrombogenicity, 

inhibition of cellular proliferation and 

improvement of endothelial function. Statin 

therapy inhibits the production of cytokines in 

the endothelium and reduces free-radical 

production in the vascular wall.  

 

NO is a potent vasodilator in the vasculature. It 

inhibits platelet adherence and regulates 

endothelial permeability to lipoproteins. NO is 

produced from the amino acid L-arginine by 

nitric oxide synthase (NOS), Statins increased 

endothelial NO production and decreased 

endothelin-1 expression, factors favorable to 

improve endothelial function. Also statins 

upregulate endothelial NOS expression. Prava-

statin increases bioavailability of NO in athero-

sclerotic arterial walls and activates cNOS 

independently of its cholesterol-lowering effect 

[8]. 

 

Herbs have been the basis for many medicinal 

therapies, among these herbes cinnamon 

belongs to genus Cinnamomum, family Laura-

ceae which are distributed in India, Egypt, 

China, Srilanka and Australia. Cinnamon 

leaves and bark are used extensively as spices 

in food or to produce essential oils. In ancient 

Egypt cinnamon was used as medicinally and 

as flavoring for beverages, it was also used in 

embalming, where body cavities were filled 

with spiced preservatives. The plant has a hot 

taste and emits a spicy odor when crushed [9]. 

Previous studies on biochemical activities from 

Cinnamon were mainly focused on its 

essential oils [10] which included antioxidant, 

antimicrobial activity [11] and antidiarrhoeal 

activity, where irradiation of cinnamon did not 

affect the antioxidant potential of the 

cinnamon compounds. 

 

In India and Europe cinnamon was tradition-

ally taken as a warming herb for cold 

conditions. The herb stimulates circulation, 

especially in the fingers and toes. Moreover, 

cinnamon extract has a regulatory role in 

blood glucose level and lipids [12]. Thus the 

aim of this study was to determine the effect 

of cinnamon and atorvastatine on markers of 

oxidative stress, antioxidant capacity and 

endothelial function indicators, NO and Hcy in 

hypercholesterolemic rat. 

 

Materials and methods 

 

Diets 

 

In this experiment we used normal rat chow 

diet and the special diet high in cholesterol 

where cholesterol was purchased from Sigma 

Company (United Kingdom) for induction of HC 

in rats. HC was induced by addition of 

cholesterol powder (1%) 1gm cholesterol /100 

gm diet, bile salts 0.25% and beef tallow 4% 

[13] to the standard normal diet for 15 days 

before the period of the start of treatment. 

 

Experimental animals 

 

White male albino rats (Rattus norvegicus) 

weighing about 130-190g were kept under 

observation for about 2 W. before the onset of 

the experiment to exclude any intercurrent 

infection. The chosen animals were separately 

housed in stainless steel cages at normal 

atmospheric temperature 255C as well as 

under good ventilation and received water and 

standard balanced diet. They were obtained 

from the animal house of Research Institute of 

Ophthalmology, El-Giza, Egypt. 

 

Our study was carried out in accordance with 

the guidelines of Beni Suef University for 

animal use and these animals were used for 

experimental study. 

 

Experimental treatments and drugs 
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Aorvastatin was purchased from Delta pharma 

S.A.E) and cinnamon barks were purchased 

from local market. 

 

Preparation of cinnamon extract 

 

Cinnamon bark (Cinnamomum zeylanicum) 

was purchased from the local market at Egypt. 

The bark was dried and finely powdered in a 

mechanical mixer. 10 g of finely-powdered 

cinnamon was weighed and mixed with 100 ml 

of water and kept in a water bath at 60°C for 

two hours and filtered [14] and [15]. This 

extract was diluted with water (1:10) and was 

administered orally to rats at dosage of 

20mg/day/rat. 

 

Experimental design and animal grouping 

 

The experiment continued for 5-8 W. and 

divided into 2 periods, one was induction of 

HC and the other was treatment period.  

Table 1. Effect of atorvastatin and Cinnamon for 3 and 6 weeks from treatments on serum lipid  

                contents and liver enzyme activities in HCD fed rats 

HCD + 

cinnamon 

HCD + 

Atorvastatin 

HCD Normal Parameters 

77.26±5.24cde 81.73±3.24bc 86.16±4.78ab 70.68±3.79f 3W TC (mg/dl) 

76.75±5.46cdef 78.75±5.21cd 91.50±9.26a 71.81±3.11ef 6 W 

64.72±5.55bcd 66.316±4.96bc 70.47±10.12ab 54.20±3.85e 3W TG (mg/dl) 

58.77±4.21cde 62.70±5.35bcd 74.75±13.91a 57.77±5.64de 6 W 

38.35±6.43bc 41.28±5.45b 50.69±5.54a 28.83±6.76d 3W LDL (mg/dl) 

34.96±7.21bcd 36.20±8.78bcd 57.57±9.42a 32.02±6.25cd 6 W 

26.30±2.08c 27.19±3.17bc 21.37±2.60d 31.03±3.84a 3W HDL (mg/dl) 

30.05±2.56ab 30.35±4.69ab 19.54±3.01d 28.17±4.35abc 6 W 

12.08±2.15abc 11.75±3.57bc 14.17±4.17ab 10.17±1.57c 3W ALT (U/L) 

11.67±3.63bc 12.33±3.28abc 15.29±2.40a 10.25±2.68c 6 W 

39.67±6.055bc 39.17±4.62bc 46.17±7.88ab 33.00±7.87c 3W AST (U/L) 

39.33±4.97bc 39.83±5.81bc 50.66±8.92a 33.67±4.72c 6 W 

Means have different letters indicate significant variation at (P 0.05), while the same letters indicate non 

significant variation. 

Table 2. Effect of atorvastatin and Cinnamon for 3 and 6 weeks from treatments on NO, Hcy and  

                lipid peroxidation in HCD fed rats 

HCD + 

cinnamon 

HCD + 

Atorvastatin 

HCD Normal  

0.94±0.03abcd 0.89±0.08cde 0.72±0.11g 0.81±0.14ef 3W S NO  

(μ mol/ml) 
1.027±0.11a 0.95±0.04abcd 0.70±0.06g 0.87±0.04de 6 W 

12.05±0.80bc 12.92±1.13c 17.51±2.65a 9.77±0.95e 3W S Hcy (Mmol/L) 

13.55±1.53bc 14.86±1.73b 17.81±2.67a 9.67±1.04e 6 W 

15.35 ±2.91c 17.50±2.59bc 20.33±4.72b 14.18 ±2.51c 3W  MDA        

(n mole/g) 

14.38±3.82c 16.13±3.83c 24.33±3.79a 15.01±0.90c   6 W 

Means have different letters indicate significant variation at (P 0.05), while the same letters indicate non 

significant variation. 
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Induction period continues for 15 day and was 

period of nutritionally experimental induction 

of HC by feeding basal normal diet with 1% 

cholesterol powder, 0.25% bile salts and beef 

tallow in percentage of 4% [13] for 15 days. So 

during this period rats were divided into 2 

groups, normal and Hypercholesterolemic 

group. Normal group, rats were maintained on 

basal rat chow diet during the entire 

experiment and include 12 rats. Hypercholes-

terolemic group, rats were maintained on HCD 

and include 36 rats. 

 

Treatment period starts from the beginning of 

3rd W. and continue for 6 W. more. During this 

period, hypercholesterolemic rats were divided 

into 3 subgroups (12 rats for each) according 

to the type of treatment which administered to 

each group. The three subgroups were (HCD), 

HCD+Atorvastatin and HCD+ cinnamon group.  

 

Hypercholesterolemic (HC) group, rats were 

continued to maintain on HCD for 6 W. HCD+ 

Atorvastatin group, where rats maintained on 

HCD with administration of atorvastatin at a 

dosage of 0.2 mg/kg b. wt. and administered 

orally by gastric intubation daily for 6 W. [16]. 

HCD+cinnamon, rats maintained on HCD with 

administration of cinnamon extract at a 

dosage of 20mg/day/rat [15] in saline and 

Table 3. Effect of atorvastatin and Cinnamon for 3 and 6 weeks from treatments on hepatic 

antioxidant status in HCD fed rats 
HCD+ 

cinnamon 

HCD+ 

Atorvastatin 

HCD Normal Antioxidant activity 

53.61±1.75a 52.77±3.39a 48.48±3.10b 53.34±2.69a 3W Catalase (K×10-2) 

54.70±5.16a 54.68±5.57a 45.24±3.38b 53.61±2.34a 6 W 

1.84±0.18abc 1.98±0.32abc 1.62±0.33cd 2.00±0.48abc 3W Hepatic 

peroxidase  

2.20±0.23ab 1.78±0.24bcd 1.42±0.29d 2.24±0.50a    6 W 

90.75±4.08ab 88.29±6.79ab 84.58±8.09bc 88.37±8.49ab 3W Hepatic SOD (u/g) 

95.21±9.37a 90.71±4.89ab 77.17±7.98c 89.00±6.74ab 6 W 

35.07±2.64cd 38.63±1.74ab 32.50±1.68de 37.64±2.54abc 3W GSH nmol/100mg 

39.32±3.16a 36.34±2.79bc 30.70±1.36e 37.78±1.60ab 6 W 

Means have different letters indicate significant variation at (P 0.05), while the same letters indicate non 

significant variation 

 

 

Table 4. Correlation coeffecient between NO, Hcy, MDA, Catalase, peroxidase and SOD  

                parameters in HCD fed rats 

 No Hcy MDA Catalase Peroxidas SOD 

Hcy -0.44 - - - - - 

MDA -0.77 0.83 - - - - 

Catalase 0.88 -0.72 -0.96 - - - 

peroxidase 0.68 -0.82 -0.86 0.81 - - 

SOD 0.92 -0.57 -0.91 0.94 0.79 - 

GSH 0.77 -0.74 -0.86 0.88 0.92 0.84 
-ve indicate negative relationship while +ve indicate positive relationship 
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administered orally by gastric intubation daily 

for 6 W. 

 

Blood and tissue sampling 

At the 3rd and 6th W. from the treatments, six 

rats from each group were fasted overnight 

and sacrificed under diethyl ether anesthesia. 

Blood samples were collected and allowed to 

coagulate at room temperature then 

centrifuged at 3000 rpm for 30 minutes. The 

clear, non haemolysed supernatant sera were 

quickly removed and stored at -20C° for 

subsequent biochemical analysis of serum 

lipid profile (TG, Cholesterol, LDL and HDL). 

Also ALT and AS T activities, serum NO and Hcy 

concentrations were measured. 

 

After sacrification by decapitation and dissect-

tion, liver tissue was immediately removed and 

weighted. 0.5 gm of liver tissue was homo-

genized in 5ml of 0.9% NaCl. The homogenate 

was centrifuged and the clear supernatant 

was kept in deep freezer at -20C° for 

biochemical analysis. The rest of liver tissue 

used for measurement of oxidative stress 

markers as, liver GSH, catalase, SOD and 

peroxidase. 

 

Analytical methods 

 

The serum lipid contents was assayed using 

enzyme-based kits for cholesterol [17], triacyl-

glycerols [18], Serum LDL concentration [19]  

and HDL [20],  using reagent kits obtained 

from Spinreact Company (Spain). ALT and AST 

activities were determined using of com-

mercial kits according to the manufacturers’ 

instructions. Oxidative antioxidant markers, 

MDA [21], GSH [22], Catalase activity [23], 

SOD, activity [24], Peroxidase activity [25] 

were measured. Serum nitric oxide and 

homocysteine concentration were determined 

according to the method described by Miranda 

et al. [26] and Araki and Sako [27] 

respectively.  

 

Statistical analysis 

 

The data were analyzed using 2 ways ANOVA 

followed by LSD analysis to compare various 

groups with each other and the effect of 

time, treatment and their interaction. Results 

were expressed as mean±standard deviation 

and values of P<0.05 and P<0.01 were 

statistically significant and highly significant 

different, respectively.  

 

Results 

 

Serum TG in the two tested periods, chole-

sterol and LDL-cholesterol concentrations in 

both experimental periods were significantly 

increased while the concentration of HDL-C in 

both tested periods was decreased in hyper-

cholesterolemic in comparison with normal 

rats.  
 

Treatment of HCD with either atorvastatin for 6 

W. or cinnamon for both tested periods (Table 

1) led to significant ameliorative effects on the 

disturbed serum cholesterol. When the 

treatment period was extended to 6 W, the 

decrement in TG became highly significant 

(P<0.01) in either atorvastatin or cinnamon. 

Moreover both atorvastatin and cinnamon 

significantly decreases LDL while significantly 

increase HDL in both tested periods (Table 1). 
 

Serum ALT and AST activity showed significant 

increases (P< 0.05) at the 3rd &6th W. in the 

HCD when compared to the normal group and 

the treatment with atorvastatin for 3&6 W. 

showed a non significant change in ALT while 

cinnamon treatment at 6th W., there was a 

significant (P<0.05) decrease in serum ALT 

and AST when compared to the HCD group. 
 

MDA was significantly increased in hepatic 

tissue of HCD group at the 3rd and 6th W. and 

decreased by administration atorvastatin and 

cinnamon at the 6th W. from treatment (Table 

2). However cinnamon had more beneficial 

effect at the end of the 6th W. 

 

Hepatic SOD at the 6th W., catalase at the 3rd 

&6th W. and peroxidase at the 6th W. were 

significantly decreased in HCD in comparison 

with normal group (Table 3) and atorvastatin 

administration for 3 and 6 W. increased 

catalase activities while non significant for 

peroxidase. Moreover, SOD significantly 

increased after 6 W. of treatments. 

 

Serum NO was decreased significantly in HCD 

at 3rd and 6th W. compared to normal group, 

while improved by treatment with atorvastatin 

and cinnamon at the 3rd and 6th W. (Table 2). 

On the other hand, serum homocysteine 

increased markedly in serum of hyperchole-

sterolemic rats at 3rd and 6th W. and lowered 

with treatments (Table 2). 
 

There were positive correlation coefficient 

between NO and catalase, (r=0.88), Peroxi-
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dase, (r =0.68), SOD (r =0.92) and GSH 

(r=0.77) while, there were negative correlation 

coefficient between NO and Hcy (r =0.44) and 

MDA (r =0.77) (Table 4). 

 

Discussion 

 

Effect of HCD, atrovastatine and cinnamon on 

lipid profile in rat 

 

The present study revealed that administration 

of diet supplemented with 1% cholesterol and 

0.25% cholic acid to male albino rats was 

suitable to induce HC and there was a 

significant (P<0.05) increased in serum TC, 

TG, and LDL-C concentrations at 3&6 W. 

Whereas, HDL-C in both tested periods was 

decreased in of HCD as compared with normal 

group (Table 1). 

 

These changes may be attributed to the better 

cholesterol absorption favored by cholic acid 

supplementation. Feeding rats with cholic acid 

and cholesterol down-regulates the transcript-

tion of CYP7A1 [28]. CYP7A1 is the rate-

determining enzyme in the biosynthetic 

pathway of bile acids from cholesterol in the 

liver for its excretion into the bile which 

accounts for about 50% of the daily 

cholesterol excretion [29].  

 

LDL-C elevation in hypercholesterolemic rats 

might be attributed to the reduction in the 

number of LDL receptor or reduced LDL 

binding to its receptor in these subjects. 

Changes in hepatic LDL-receptor contribute to 

the elevation in blood cholesterol levels 

induced by HCD as well as to the reduction 

that follows hepatic cholesterol depletion.  

 

Another risk factor for developing athero-

sclerosis is the reduction in HDL-C level which 

attributed to its central function in the reverse 

of cholesterol transport, a process whereby 

excess cell cholesterol is taken up and 

processed by HDL particles for further delivery 

to the liver for metabolism [30]. Moreover, 

increased TG and decreased HDL-C levels in 

hypercholesterolemic rats may be attributed to 

decreased activity of lipoprotein lipase.   

 

Treatment of with either atorvastatin or 

cinnamon improve lipid profile since they 

significantly decrease TC, TG, and LDL-C levels 

and a significant increase of serum HDL-C 

which became more pronounced after 6 W. of 

treatment (Table 1). 

These findings are in accordance with the 

result of Shepherd [31] who reported that 

statins as fluvastatin, pravastatin, atorva-

statin, and rosuvastatin administration to 

hypercholesterolemic rats induce an inhibition 

of cholesterol production in rat liver by 

blocking HMG-CoA reductase, but do not 

impact intestinal cholesterol absorption. As a 

result, hepatocytes become depleted of 

cholesterol and respond by increasing LDL-C 

clearance from the blood via up regulation of 

hepatic LDL-C receptors and decreasing entry 

of LDL-C into the circulation [32]. These 

actions, in turn, give rise to lower LDL-C levels. 

Moreover, atorvastatin lowered the LDL-C in 

dietary induced HC in normal rabbits through 

the direct inhibition of LDL production rather 

than enhanced clearance. There was a 

significant reduction in TG in guinea pigs 

treated with atorvastatin when compared to 

controls. 

 

Cinnamon treatment might have a direct role 

in lipid metabolism, where cinnamon bark at 

different doses (1, 3 and 6 g/day) prevents HC 

and hypertriglyceridemia and lowers the free 

fatty acids and TG levels of type 2 diabetic 

subjects by its strong lipolytic activity [33]. 

Cinnamate, a phenolic compound found in 

cinnamon, lowers cholesterol levels in high fat-

fed rats by inhibiting hepatic HMG-CoA 

reductase activity compared with lovastatin 

[34]. 

 

Cinnamon, a widely used spice in food prepa-

ration is found to activate PPARgamma and 

alpha, resulting in improved insulin resistance, 

reduced fasted LDL-c, and AST levels in high-

caloric diet-induced obesity mice in its water 

extract form so managing obesity-related 

diabetes and hyperlipidemia [35].  

 

Effect of treatments on liver enzyme activities 

in Hypercholesterolemic rats 

 

Liver transaminases (ALT & AST) in the hyper-

cholesterolemic rats at the 3rd &6th were 

significantly higher than normal animals (Table 

1), which may be attributed to hyperlipidemia 

resulted in injury of liver tissue so when cell 

membrane is damaged, these enzymes which 

are normally located in the cytosol, leak into 

the blood streams [16]. 

 

High serum cholesterol level can cause liver 

damages [36] and treating for 6 W. with 

cinnamon caused amelioration in the activity 
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of these enzymes (Table 1). Elevated serum 

ALT and AST usually indicate hepatocyte 

damage and the most common presentation is 

fatty liver. In mice, AST and ALT were 

increased notably, and 3 W. of cinnamon 

treatment significantly decreased their levels 

suggesting that cinnamon may play an 

important role in improving liver function [35]. 

 

Effect of treatments on oxidant/antioxidants 

markers in HC rats 

 

Lipid peroxidation products MDA increased 

significantly in hypercholesterolemic rats, 

these data are in accordance with those of 

Martinet et al. [37]. In addition Davi, et al. [4] 

demonstrated that HC is associated with 

increased production of oxygen radicals and 

increased LDL-C oxidation. 

 

Increased oxidative stress in HCD, contribute 

to HC induces ROS overproduction which could 

in turn initiate lipid, protein and DNA oxidative 

modifications that could be involved in HC-

induced vasculopathies [37]. Moreover HC 

stimulates the release of platelet-activating 

factor, which in turn increases the synthesis 

and release of inflammatory cytokines known 

to stimulate polymorph nuclear leukocytes to 

produce ROS. 

 

Imbalance between free radical production 

and antioxidant led to oxidative stress which is 

obvious from depressed enzymatic and non-

enzymatic antioxidant defense system in HCD 

fed group in our study. Thus diminished 

antioxidant defense in HCD group resulted in 

free radical induced damage of lipid so called 

lipid peroxidation. Lipid peroxidation serves as 

a marker of cellular oxidative stress and 

recognized as a major causative factor of 

oxidative damage in diseases as athero-

sclerosis and cancer. 

 

Cardiovascular disease patients have mani-

fested a significant increase in lipid peroxide-

tion which is correlated to the severity of HC. 

Therefore, in respect of HC, our recent interest 

has been focused on strategies that enhance 

the removal of ROS, either by using antioxidant 

or drugs that enhance endogenous antioxi-

dative system. 

 

The present results indicated that treatments 

of hypercholesterolemic rats with either ator-

vastatin or cinnamon Zeylanicum produced 

significant decrease in lipid peroxidation 

products. These obtained data are concomi-

tant with the results of Sakabe et al. [38] who 

found that atorvastatin significantly reduced 

the MDA and RLP-cholesterol concentrations. 

Bolayirli et al. [39] reported that atorvastatin 

therapy to hypercholesterolemic rabbits for 4 

W. resulted in significantly decreased MDA 

concentration and attributed this decrease to 

the significantly decreased "aged LDL" by 

atorvastatin is more prone to oxidation. 

However their findings reveal non-significant 

difference in homocysteine levels as a result 

of atorvastatin therapy that was in disagree-

ment with our results. 

 

Short-term atorvastatin therapy can induce 

rapid alterations in lipid profiles, antioxidant 

effects, improvement in endothelial function 

[40] and NO availability almost completely 

after 3 days in HC probably by decreasing 

oxidative stress. This improvement seems to 

be more rapid than the accompanying decline 

in LDL-C and not related to these lipid 

changes. This finding can support the concept 

of lipid-independent effects of statins [41]. 

 

The significant decrease in MDA level in hyper-

cholesterolemic rats treated with cinnamon 

(Table 3) attributed to its antioxidant activity 

due to the presence of cinnamate supple-

mentation in the cinnamon bark [34]. 

 

The antioxidants are believed to intercept the 

free radical chain of oxidation and donate 

hydrogen from the phenolic hydroxyl group, 

thereby forming a stable end-product which 

does not initiate or propagate further oxidation 

of lipid [9]. Another possible mechanism is the 

ability to prevent insulin resistance possibly 

through activating insulin signaling via the 

nitric oxide pathway [42]. As insulin resistance 

is associated with increased lipid oxidation 

and decreased carbohydrate oxidation leading 

to an oxidative stress followed by accumu-

lation of fat in the hepatocytes [43]. 

 

Regarding hepatic antioxidant system there 

was a significant inhibition of the antioxidant 

defense system during experimental HC, 

specifically a decrease of catalase, peroxidase 

and SOD activities and parallel fall in GSH 

content (Table 3). These data correspond to 

reports of Mahfouz et al., [44] with diminution 

of the respective enzyme mRNA expressions 

after cholesterol feeding stress. It could be 

concluded that HC diminishes the antioxidant 

defense system and decreases the activities of 
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SOD, CAT and elevating the lipid peroxide 

content. 

 

The current results revealed that either atorva-

statin or cinnamon resulted in signifycant 

increase in the antioxidant enzymes activities 

and GSH contents in liver homogenate (Table 

3). Atorvastatin inhibits angiotensin-induced 

superoxide formation by NAD(P)H oxidase in 

isolated rat vascular smooth muscle cells and 

in rats in vivo by down regulating mRNA 

expression of NADPH oxidase and inhibition of 

GTPase translocation from cytosolic compart-

ment to the cell membrane which is required 

for its activation [45]. Atorvastatin also 

prevented hyperglycemia-enhanced super-

oxide formation in coronary artery segments.  

 

The overall mechanisms by which atorvastatin 

in animal models act as antioxidants are 

decreasing MDA level, LDL oxidation while 

increasing antioxidant enzymes activities and 

GSH contents. Statins also modulate oxidation 

of lipoprotein, superoxide generation, 

scavenger receptor expression and endothelial 

NO synthase [46]. 

 

The antioxidant enzyme activities were found 

to be significantly enhanced, whereas GSH 

content was markedly restored in rats treated 

with cinnamon. This spice partially counter-

acted increase in lipid conjugated dienes and 

hydroperoxides, the primary products of lipid 

peroxidation. Thus, these spices exert 

antioxidant protection through their ability to 

activate the antioxidant enzymes because of 

cinnamate a phenolic compound in cinnamon 

bark [34]. The antioxidant effect of phenolic 

compounds in cinnamon extracts is mainly 

due to their redox properties and could result 

in various mechanisms including: free-radical 

scavenging activity, transition-metal-chelating 

and singlet-oxygen-quenching capacity. 

 

Antioxidant effect of atorvastatin and cinna-

mon can be used to treat cardiovascular and 

hepatic diseases and may provide health-

promoting effects.  

 

The link of the antioxidant capacity of either 

atorvastatin or cinnamon and liver injury is to 

protect the liver tissue by removing and 

scavenging the free radical leading to 

normalizing the liver injury indicators, ALT, AST 

and MDA. 

 

Effect of treatments on serum nitric oxide and 

homocysteine in HC rats 

 

The present study demonstrated that MDA and 

homocystiene increased significantly in hyper-

cholesterolemic rats at the 3rd and 6th W. 

(Table 2). A significantly increased suscep-

tibility to free radical-induced lipid peroxidation 

measured as MDA and high level of 

homocystiene in hypercholesterolemic rabbits 

[39]. On the other hand, nitric oxide concen-

tration decreased significantly in serum of 

hypercholesterolemic rats (Table 2). This 

finding parallels with that of Szilvassy et al. 

[47] who reported that cholesterol-enriched 

diet caused a significant decrease in vascular 

NO production. 

 

Production of oxygen radicals may decrease 

the bioavailability of NO, thus leading to in-

adequate endothelium-dependent responses. 

The bioavailability of NO is impaired either 

through decreased synthesis of NO or through 

increased breakdown of NO. Moreover 

impaired NO activity in proatherosclerotic 

states caused mainly by increased degra-

dation of NO via oxygen radicals, where 

oxidative stress plays a central role in 

smoking-mediated dysfunction of NO biosyn-

thesis in endothelial cells [48]. 

 

The most interesting finding is that elevated 

homocysteine levels seem to be of crucial 

importance for deterioration of endothelial 

function, through nitric oxide mediated vaso-

dilatation especially if other cardiovascular risk 

factors such as HC preexist. 

 

HC reduces endothelial function either by 

decreasing the synthesis and release of 

endothelium-derived relaxing factors or by 

inactivating NO through its reaction with 

superoxide radicals [49]. Moreover, decreased 

biological activity and bioavailability of NO may 

be due, in part, to the action of circulating 

endogenous NO synthase inhibitor asymmetric 

dimethyl arginine (ADMA) and may be involved 

in homocystiene associated endothelial dys-

function [10].  

 

The elevated level of homocystiene in our 

study may be ascribed to the fact that 

oxidative stress is involved in the effects of 

homocystiene related to its tendency to form 

disulphide bonds and to generate oxygen 

derived free radicals promoting LDL lipid 

peroxidation [50]. 
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Hyperhomocysteinema (HHCY) is an indepen-

dent putative risk factor for cardiovascular 

disease and the redox activity of Hcy may 

contribute to enhanced oxidative inactivation 

of NO which is an endogenous anti-athero-

sclerotic molecule [49]. Hcy act through the 

formation of disulfides and generation of H2O2, 

O-
2 and increases oxidative degradation of NO 

[51]. Total Hcy increase endothelial generation 

of ADMA by inhibiting the activity dimethyl-

arginine dimethyl-aminohydrolase (DDAH) that 

is responsible for the metabolism of ADMA 

[52]. 

 

An association between hyperlipidemia and 

HHCY has been suggested. Higher plasma Hcy 

was associated with lower HDL level. 

Moreover, HHCY was associated with 

disturbed plasma lipids or fatty liver. It seems 

that hypomethylation associated with HHCY is 

responsible for lipid accumulation in tissues. 

Decreased methyl group resulted in decrease 

the synthesis of phosphatidylcholine, major 

phospholipids required for vLDL assembly and 

homeostasis. The effect of Hcy on HDL is 

probably related to inhibiting enzymes or 

molecules participating in HDL-particle 

assembly [53].  

 

Homocysteine stimulates MDA elevation and 

there were +ve correlation r=0.83 (Table 4). 

Homocysteine induces formation of the peroxy-

nitrite biomarker nitrotyrosine. Taken together 

these results suggest that the Hcy-mediated 

responses leading to nitric oxide impairment 

are mainly coupled to MDA elevation. Thus Hcy 

decreases nitric oxide bioavailability [54] and 

led to lipid peroxidation, endothelial 

dysfunction and is an independent risk factor 

for cardiovascular disease.  

 

Treatments of HCD with either atorvastatin or 

cinnamon produced significant decrease in 

serum Hcy level at the 6th W., while NO 

concentration was increased in comparison 

with hypercholesterolemic non- treated ones 

at the 3rd &6th W. (Table 2). 

 

Treatment of hypercholesterolemic rats with 

atorvastatin influence Hcy metabolism, 

possibly through effects on glomerular filtra-

tion, or by influencing activity of key enzymes 

in Hcy metabolism or cystathionine b-synthase 

(CBS) [55]. Moreover atorvastatin administra-

tion resulted in decline in serum cholesterol 

level, which could reduce the levels of 

superoxides, possibly affects NO production 

and increased serum nitrate concentration in 

hypercholesterolemic rabbits [56]. Also ator-

vastsatine increase activity of endothelial nitric 

oxide synthase. 

 

This is the first report indicating that cinnamon 

produce elevation in NO while lowered homo-

cysteine level and oxidative stress markers 

which improve hepatic and cardio-vascular risk 

indicators. Cinnamon control Hcy level, may be 

through influencing activity of key enzymes in 

Hcy metabolism or cystathio-nine b-synthase 

(CBS) where cinnamon have insulin-like action 

[57] and exert a blood glucose-suppressing 

effect by improving insulin sensitivity, signaling 

and synthesis [12], where insulin inhibits 

hepatic CBS activity or slowing absorption of 

carbohydrates in the small intestine. Further 

investigation needed to clarify its mechanism 

of action. 

 

Actually, Hcy can be harmful to cells because it 

evokes oxidative stress through the production 

of ROS, binds to nitric oxide and produces 

homocysteinylated proteins, or led to the accu-

mulation of its precursor, S-adenosyl homo-

cysteine, a potent inhibitor of biological 

transmethylations. Nutritional or biochemical 

interventions have been proposed in the treat-

ment of hyperhomocysteinemia, while the 

results of large clinical trials designed to 

assess the mechanism of lowering homo-

cysteine levels in reducing cardiovascular risk, 

are pending. 

 

Hcy induced expression of iNOS and decre-

ased eNOS expression, which led to a 

decreased NO bioavailability. Hcy competes 

with GABA-A receptors, inducing the oxidative 

stress transduction pathway [58]. Future 

studies need to explore the exact patho-

mechanisms of HHCY in CHF. Moreover, larger 

intervention trials are needed to clarify 

whether modification of plasma HCY by B-

vitamin supplementation improves the clinical 

outcome in CHF patients [75]. 

 

There were positive correlation coefficient 

between NO and catalase, (r=0.88), Peroxi-

dase, (r= 0.68), SOD (r=0.92) and GSH 

(r=0.77) while, there were negative correlation 

coefficient between NO and Hcy (r=-0.44) and 

MDA (r=-0.77) (Table 4) indicating that oxide-

tive stress and high Hcy associated with 

decrease NO level and availability for endo-

thelial dysfunction and risk factor for cardio-

vascular disease. 
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The data showed that the tested agent 

significantly decreased serum level of Hcy 

(Table 2) which is considered a risk factor for 

cardiovascular disease. HCD induces ROS 

overproduction and administration of the 

tested agent resulted in decline in serum 

cholesterol and LDL level, which could reduce 

the levels of superoxides and the cardio-

vascular disease correlated to the severity of 

HC and LDL. Moreover indirect recovered 

hepatic antioxidant capacity led to improve 

cardiovascular function. Bioavailability of NO a 

potent vasodilator decreased by Hcy and the 

tested agent produced significant decrease in 

serum Hcy level consequently improve cardio-

vascular function and provide protection from 

the risk factors. 

 

Conclusion 

 

Lipid abnormalities, oxidative injury and hyper-

homocystienemia were induced by a HCD 

while administration of atorvastatine or 

cinnamon afforded protection against the 

lipemic-oxidative injury and was time depen-

dant. Atrovastatine improved lipid parameters 

and decreased hepatic lipid peroxidation 

whereas increase GSH and antioxidant 

markers. Cinnamon extract has the capability 

to reduce hypercholestrolemia and the modu-

lation of the oxidative stress, Hcy and 

enhances nitric oxide level. So, act as a 

hypocholesterolemic agent, hepatoprotective 

and improve cardiovascular function apart 

from using chemical drug with possible side 

effects. 

  
Address correspondence to: Kamal A. Amin, PhD, 

Department of Biochemistry, Faculty of Veterinary 

medicine, Beni Suef University, Beni Suef 62511, 

Egypt, Tel/Fax: (+20)-082-2327982, E-mail:    

kaamin10@yahoo.com 

 

References 
 

[1] Dietschy JM, Turley SD, Spady DK. Role of liver 

in the maintenance of cholesterol and low 

density lipoprotein homeostasis in different 

animal species, including humans. J Lipid Res 

1993; 34: 1637–1659. 

[2] Grigore L, Norata GD, Catapano AL. Inhibition 

of synthesis and absorption of cholesterol: A 

new option in managing hypercholesterolemia, 

International Congress Series 2007; 1303: 

121–128. 

[3] Stokes KY, Cooper D, Tailor A, Granger DN. 

Hypercholesterolemia promotes inflammation 

and microvascular dysfunction: role of nitric 

oxide and superoxide. Free Radic Biol Med 

2002; 33: 1026–1036. 

[4] Davi G., Alessandrini P, Mezzetti A, Minotti G, 

Bucciarelli T, Costantini F, Cipollone F, et al. In 

vivo formation of 8-Epi-prostaglandin F2 alpha 

is increased in hypercholesterolemia. Arterio-

scler Thromb Vasc Biol 1997; 17: 3230 –5. 

[5] Deepa PR, Varalakshmi, P. Atheroprotective 

effect of exogenous heparin-derivative treat-

ment on the aortic disturbances and lipo-

protein oxidation in hypercholesterolemic diet 

fed rats. Clin Chim Acta 2005; 355:119–130. 

[6] Guemouri L, Artur Y, Herbeth B. Biological 

variability of superoxide dismutase, glutathione 

peroxidase, and catalase in blood. Clin Chem 

1991; 7: 1932-37. 

[7] Sasaki S, Kuwahara N, Kunitomo K, Harada S, 

Yamada T, Azuma A, et al. Effects of 

atorvastatin on oxidized low density lipoprotein, 

low-density lipoprotein subfraction distribution, 

and remnant lipoprotein in patients with mixed 

hyperlipoproteinemia. Am J Cardiol 2002; 

89(4): 386-9. 

[8] Von Haehling S, Anker SD, Bassenge E. Statins 

and the role of nitric oxide in chronic heart 

failure. Heart Fail Rev 2003 ; 8:99–106. 

[9] Jayaprakasha GK, Rao LJ, Sakaraiah KK. 

Volatile constituents from Cinnamomum 

zeylanicum fruit stalks and their antioxidant 

activities. Journal of Agriculture and Food 

Chemistry 2003; 51: 4344-4348. 

[10] Wang R, Wang R, Yang B. Extraction of 

essential oils from cinnamon leaves and 

identification of their volatile compound com-

position. Innovative Food Science and Emer-

genging Technologies 2008; 10: 289-292. 

[11] Singh G, Maurya S, deLampasona MP, Catalan 

CN. A comparison of chemical, antioxidant and 

antimicrobial studies of cinnamon leaf and 

bark volatile oils, oleoresins and their consti-

tuents. Food and Chem Toxicol 2007; 45: 

1650-61. 

[12] Kim SH, Hyun SH, Choung SY. Anti-diabetic 

effect of cinnamon extract on blood glucose in 

db/db mice. J Ethnopharmacol 2006;  104: 

119-123. 

[13] Pengzhan Y, Ning L, Xiguang L, Gefei Z, 

Quanbin Z, Pengcheng L. Antihyperlipidemic 

effects of different molecular weight sulfated 

polysaccharides from Ulva Pertusa (Chloro-

phyta.) Pharmacological Research 2003; 48: 

543-549. 

[14] Kreydiyyeh SI, Usta J, Copti R. Effect of 

cinnamon, clove and some of their consti-

tuents on the Na+-K+-ATPase activity and 

alanine absorption in the rat jejunum. Food 

Chem Toxicol 2000; 038:755-62. 

[15] Kannappan S, Jayaraman T, Rajasekar P, 

Ravichandran MK, Anuradha CV. Cinnamon 

bark extract improves glucose metabolism and 

lipid profile in the fructose-fed rat. Singapore 

Med J 2006; 47(10): 858-863. 

[16] AL-Rawi MM, Maisaa M. Efficacy of oat bran 

(Avena sativa L.) in comparison with atorva-

mailto:kaamin10@yahoo.com
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Davi%20G%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Alessandrini%20P%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Mezzetti%20A%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Minotti%20G%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Bucciarelli%20T%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Costantini%20F%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Cipollone%20F%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus


Oxidative marker, NO and HCY in Hypercholesterolemia 

Int J Clin Exp Med (2009) 2, 254-265 264 

statin in treatment of hypercholesterolemia in 

albino rat liver.The Egyptian J. of Hospital Med. 

2007; 29: 511– 521. 

[17] Deeg R, Ziegenohrm Kinetic enzymatic method 

for automated determination of total chole-

sterol in serum. J Clin Chem 1983; 29(10): 

1798-1802. 

[18] Fossati P, Prencipe L. Serum triglycerides 

determined colourimetrically with an enzyme 

that produces hydrogen peroxide. Clin Chem 

1982; 28(1): 2077-80. 

[19] Friendewald WT. Estimation of the concen-

tration of low-density lipoprotein cholesterol in 

plasma without use of the preparative ultra-

centrifuge. Clin Chem 1972; 8: 499-502. 

[20] Burstein M, Selvenick H R, Morfin R. Rapid 

method for the isolation of lipoproteins from 

human serum by precipitation with polyanions. 

J Lipid Res 1970; 11: 583-595. 

[21] Ohkawa H, Ohishi N, Yagi K. Assay for lipid 

peroxides in animal tissues by thiobarbituric 

acid reaction. Anal Biochem 1979; 95(2):351-

8. 

[22] Beutler E, Duron O, Kelly BM. Improved method 

for determination of blood glutathione. J Lab 

Clin Med 1963;  61:882-8. 

[23] Cohen G, Dembiec D, Marcus J. 1970 Measur-

ment of catalase activity in tissue. Analytical 

Biochemistry 1970; 34: 30-38. 

[24] Marklund S, Marklund G. Involvement of the 

superoxide anion radical in the autoxidation of 

pyrogallol and a convenient assay for super-

oxide dismutase. Eur J Biochem 1974; 47(3): 

469-74. 

[25] Kar M, Mishra D. Catalase, peroxidase and 

polyphenoloxidase activities during rice leaf 

senescence. Plant Physiology 1976; 57: 315-

319. 

[26] Miranda, K.M., Espey, M.G., Wink, D.A. A rapid, 

simplex Trophometric method for simultaneous 

detection of nitrate and nitrite. Nitric oxide Biol 

Chem 2001; 5:62-71. 

[27] Araki A, Sako Y. Determination of free and total 

homocysteine in human serum by high-perfor-

mance liquid chromatography with fluorence 

detection. J chromatography 1987; 422:43-52. 

[28] Xu G, Pan LX, Li H, Shang Q, Honda A, Shefer S. 

Dietary cholesterol stimulates CYP7A1 in rats 

because farnesoid X receptor is not activated. 

Am. J. Physiol. Gastrointest. Liver Physiol 2004; 

286:G730–G735. 

[29] Yang TT, Koo MW. Chinese green tea lowers 

cholesterol level through an increase in fecal 

lipid excretion. Life Sci 2000; 66:411–423. 

[30] Martinez LO, Jacquet S, Terce F, Collet X, Perret 

B, Barbaras R. New insight on the molecular 

mechanisms of high-density lipoprotein cellular 

interactions. Cellular and Molecular Life 

Sciences 2004; 61: 2343–2360. 

[31] Shepherd J. Lipids in health and disease, 

Biochem. Soc Trans 2004; 32:1051–56. 

[32] Steiner G. The need for a different cholesterol 

lowering drug, Can J Clin Pharmacol 2003; 10: 

(SupplA) 4A–6A. 

[33] Khan A, Safdar M, Khan MA, Khattak KN, 

Anderson RA. Cinnamon improves glucose and 

lipids of people with type 2 diabetes. Diabetes 

Care 2003; 26:3215-8. 

[34] Lee JS, Jeon SM, Park EM, Huh TL, Kwon OS, 

Lee MK, Choi MS. Cinnamate supplementation 

enhances hepatic lipid metabolism and anti-

oxidant defense systems in high cholesterol-

fed rats. J Med Food 2003; 6(3): 183-91. 

[35] Sheng X, Zhang Y, Gong Z, Huang C, Zang YQ. 

Improved Insulin Resistance and Lipid 

Metabolism by Cinnamon Extract through 

Activation of Peroxisome Proliferator Activated 

Receptors. PPAR Research 2008; 2008: 

581348. 

[36] Bolkent S, Yanardag R, Bolkent S, Doger MM. 

Beneficial effects of combined treatment with 

niacin and chromium on the liver of hyper-

lipemic rats. Biological Trace Element 

Research. 2004; 01: 219–230. 

[37] Martinet W, Knaapen MW, De Meyer GR, 

Herman AG, Kockx MM. Oxidative DNA damage 

and repair in experimental atherosclerosis are 

reversed by dietary lipid lowering. Circ Res 

2001; 88: 733– 9. 

[38] Sakabe K, Fukuda N, Fukuda Y, Wakayama K, 

Nada T, Morishita S, Shinohara H, Tamura Y, 

Gender differences in short-term effects of 

atorvastatin on lipid profile, fibrinolytic para-

meters, and endothelial function. Nutr Metab 

Cardiovasc Dis. 2008; 18(3):182-8.  

[39] Bolayirli IM, Aslan M, Balci H, Altug T, 

Hacibekiroglu M, Seven A. Effect of atorva-

statin therapy on hypercholesterolemic rabbits 

with respect to oxidative stress, nitric oxide 

pathway and homocysteine. Life Sci 2007; 

81(2):121-7. 

[40] Sakabe K, Fukuda N, Wakayama K, Nada T, 

Shinohara H, Tamura Y. Effects of atorvastatin 

therapy on the low-density lipoprotein subfrac-

tion, remnant-like particles cholesterol, and 

oxidized low-density lipoprotein within 2 weeks 

in hypercholesterolemic patients. Circ J 2003; 

67: 866-70. 

[41]  John S, Schneider MP, Delles C, Jacobi J, 

Schmieder RE. Lipid-independent effects of 

statins on endothelial function and bioavaila-

bility of nitric oxide in hypercholesterolemic 

patients. Am Heart J 2005; 149(3):473.  

[42] Qin B, Nagasaki M, Ren M, Bajotto G, Oshida Y, 

Sato Y. Cinnamon extract prevents the insulin 

resistance induced by high-fructose diet. Horm 

Metab Res 2004; 36(2):119-25. 

[43] Sanyal A. Non alcoholic steatohepatitis. Indian 

J Gastroenterol 2001; 20(suppl): C64-C70. 

[44] Mahfouz MM, Kummerow FA. Cholesterol-rich 

diets have different effects on lipid peroxide-

tion, cholesterol oxides, and antioxidant 

enzymes in rats and rabbits. J Nutr Biochem 

2000; 11: 293– 302. 

[45] Wassmann S, Laufs U, Müller K, Konkol C, 

Ahlbory K, Bäumer AT, Linz W, Böhm M, 

http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Ohkawa%20H%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Ohishi%20N%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Yagi%20K%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
javascript:AL_get(this,%20'jour',%20'Anal%20Biochem.');
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Huh%20TL%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Kwon%20OS%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Lee%20MK%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Choi%20MS%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus


Oxidative marker, NO and HCY in Hypercholesterolemia 

Int J Clin Exp Med (2009) 2, 254-265 265 

Nickenig G. Cellular antioxidant effects of 

atorvastatin in vitro and in vivo. Arterioscler 

Thromb Vasc Biol 2002; 22(2):300-5. 

[46] Endres M, Laufs U, Huang Z, Nakamura T, 

Huang P, Moskowitz MA, Liao JK. Stroke 

protection by 3-hydroxy-3-methylglutaryl (HMG)-

CoA reductase inhibitors mediated by 

endothelial nitric oxide synthase. Proc. Natl 

Acad. Sci USA 1998; 95(15):8880-5.  

[47] Szilvassy Z, Csont T, Pali T, Droy-Lefaix MT, 

Ferdinandy P. Nitric oxide, peroxynitrite and 

cGMP in atherosclerosis-induced hypertension 

in rabbits: benifecial effects of cicletanine, J of 

Vascular Research 2001; 38(1): 39-46. 

[48] Barua RS, Ambrose JA, Srivastava S, DeVoe 

MC, Eales-Reynolds LJ. Reactive oxygen 

species are involved in smoking-induced 

dysfunction of nitric oxide biosynthesis and 

upregulation of endothelial nitric oxide 

synthase: an in vitro demonstration in human 

coronary artery endothelial cells. Circulation 

2003; 13, 107(18):2342-7.   

[49] Böger RH. The emerging role of asymmetric 

dimethylarginine as anovel cardiovascular risk 

factor, Cardiovascular research, 2003; 59. 

824-833. 

[50] Ferretti G, Bacchetti T, Marotti E, Curatola G. 

Effect of homocystienylation on human high 

density lipoproteins: a correlation with paraoxo-

nase activity. Metabolism 2003; 52 (2) pp. 

146-151. 

[51] Stühlinger MC, Tsao PS, Her JH, Kimoto M, 

Balint RF, Cooke JP. Homocysteine impairs the 

nitric oxide synthase pathway role of asym-

metric dimethylarginine, Circulation, 2001; 

104: 2569-2575. 

[52] Shai M, Stampfer J, Ma JE, Manson SE, 

Hankison C, Cannussio J, Selhub G, Curhan 

Rimm EB. Homocysteine as a risk factor for 

coronary heart diseases and its association 

with inflammatory biomarkers, lipids and 

dietary factors. Atherosclerosis, 2004; 177 (2): 

375-381. 

[53]  Obeid R, Herrmann W. Homocysteine and 

lipids: S-adenosyl methionine as a key inter-

mediate. FEBS Lett. 2009; 17,583(8):1215-

25. 

[54] Signorello MG, Segantin A, Passalacqua M, 

Leoncini G. Homocysteine decreases platelet 

NO level via protein kinase C activation. Nitric 

Oxide 2009; 20(2):104-13. 

[55] Fogari R, Preti P, Zoppi A, Lazzari P, Corradi L, 

Fogari E, Ciccarelli L, Derosa G. Effects of 

amlodipine-atorvastatin combination on 

inflammation markers and insulin sensitivity in 

normocholesterolemic obese hypertensive 

patients. Eur J Clin Pharmacol 2006; 62:817–

22. 

[56] Rajamannan NM, Sabramaniam M, Stock SR, 

Stone NJ, Springett M, Ignatiev KI, McConnel 

JP, Singh RJ, Bonow RO, Spelsberg TC. 

Atorvastatin inhibits calcification and enhances 

nitric oxide synthase production in the 

hypercholesterolemic aortic valve. Heart, 

2005; 91(6): 806-810. 

[57] Broadhurst CL, Polansky MM, Anderson RA. 

Insulin like biological activity of culinary and 

medicinal plant aqueous extracts in vitro. J 

Agric Food Chem 2000; 48:849–852. 

[58]  Tyagi N Gillespie W, Vacek JC, Sen U, Tyagi SC, 

Lominadze D. Activation of GABA-A receptor 

ameliorates homocysteine-induced MMP-9 

activation by ERK pathway. J Cell Physiol 2009; 

220(1):257-66. 

[59] Vizzardi E, Bonadei I, Zanini G, Frattini S, 

Fiorina C, Raddino R, Dei Cas L. Homocysteine 

and heart failure: an overview. Recent Pat 

Cardiovasc Drug Discov. 2009; 4(1):15-21.

 


