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Alcoholism and obesity are strongly associated with several disorders including heart and liver diseases. This study 
evaluated the effects of rutin treatment in serum, heart and liver tissues of rats subjected to a combination of hypercaloric 
diet (HD) and chronic ethanol consumption. Rats were divided into three groups: Control: rats fed a standard diet and 
drinking water ad libitum; G1: rats fed the HD and receiving a solution of 10% (v/v) ethanol; and G2: rats fed the HD and 
ethanol solution, followed by injections of 50 mg/kg-1 rutin as treatment. After 53 days of HD and ethanol exposure, the 
rutin was administered every three days for nine days. At the end of the experimental period (95 days), biochemical analyses 
were carried out on sera, cardiac and hepatic tissues. Body weight gain and food consumption were reduced in both the G1 
and G2 groups compared to control animals. Rutin effectively reduced the total lipids (TL), triglycerides (TG), total 
cholesterol (TC), VLDL, LDL-cholesterol and glucose levels, while it increased the HDL-cholesterol in the serum of G2 
rats, compared to G1. Although rutin had no effect on total protein, albumin, uric acid and cretinine levels, it was able to 
restore serum activities of alkaline phosphatase (ALP), lactate dehydrogenase (LDH), aspartate aminotransferase (AST), 
alanine aminotransferase (ALT) and creatine kinase (CK) in animals fed HD and receiving ethanol. Glycogen stores were 
replenished in both hepatic and cardiac tissues after rutin treatment. Moreover, rutin consistently reduced hepatic levels of 
TG and TC and cardiac AST, ALT and CK activities. Thus, rutin treatment was effective in reducing the risk factors for 
cardiac and hepatic disease caused by both HD and chronic ethanol consumption.  
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Alcoholism and obesity represent two of the major 
public health problems of modern society1-3. Both 
chronic ethanol consumption and a hypercaloric diet 
(HD) intake are strongly associated with several 
diseases, including hypertension, cardiomyopathy, 
hepatic esteatosis and certain types of cancers4-9. It has 
been reported that chronic ethanol  consumption  and  a 
 

HD can contribute to the development of 
cardiovascular and liver diseases by generating free 
radicals, which may disturb glucose metabolism and 
lipid profiles, leading to increased serum levels of 
triglyceride, low-density lipoprotein (LDL), very  
low-density lipoprotein (VLDL) and decreased high-
density lipoprotein (HDL)10-13. 
 

Polyphenolic natural flavonoid has powerful 

antioxidant properties in neutralizing reactive oxygen 

and nitrogen species formation14. In this context, rutin, 

a natural flavonoid commonly distributed in various 

vegetables and fruits, such as buckwheat, passion 

flower, apples, onions, red wine and tea15a & b is known 

to have beneficial effects in decreasing TG, LDL and 

VLDL levels, besides restoring the normal 

concentration of cardiac and hepatic glycogen in 

diabetic rats16. Notably, rutin also has potential  

anti-tumor efficacy and anti-inflammatory effects17,18. 
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It also exerts hepatoprotective effect in rat, causing 

depletion of ALT, AST and ALP19. In general, the 

effects of polyphenols on lipid metabolism are linked 

to the antioxidant action against LDL oxidation, 

changes in hepatic cholesterol uptake and synthesis of 

triglycerides20.  
To date, no study has established the relationship 

between alcoholism and HD consumption and the role 
of rutin in restoring the nutritional status and 
biochemical alterations in the serum, hepatic and 
cardiac tissues. Therefore, this study has been aimed 
to evaluate whether the flavonoid rutin can improve 
the lipid and glucose profile, as well as the cardiac 
and hepatic enzymatic activities in serum, liver and 
heart tissue of rats subjected to a combination of 
hypercaloric diet and chronic ethanol consumption.  
 

Materials and Methods 
Animals and experimental protocol 

Thirty male 56-day-old Wistar rats, weighing  
200–250 g were used in this study. All rats were 
housed in polypropylene cages and maintained under 
conditions of lighting, temperature- and humidity-
controlled room (12-h light/dark cycle; 25 ± 3ºC; 60 ± 
5% humidity). The experimentation followed the 
principles and guidelines of the Canadian Council on 
Animal Care as outlined in the ‘Guide to the Care and 
Use of Experimental Animals’ and was approved by 
the Ethics Committee for Conduct of Animal Studies 
at the Institute of Biosciences, São Paulo State 
University (Permit number 71/01).  

The animals were randomly divided into three 
experimental groups (n = 10/group): Control group: 
rats fed a standard diet and drinking water ad libitum; 
Group 1 (G1): rats fed a hypercaloric diet and 
receiving water ad libitum for 42 consecutive days, 
and after this period they received, instead of water, a 
solution of 10% (v/v) ethanol diluted in water for  
53 days; Group 2 (G2): rats fed a hypercaloric diet 
and water ad libitum for 42 consecutive days and after 
this period they received, instead of water, a solution 
of 10% (v/v) ethanol diluted in water for 53 days plus 
administration of rutin as treatment. For both treated 
groups, the ethanol solution was offered ad libitum for 
seven consecutive weeks. Additionally, a hypercaloric 
diet was standardized according to a method 
previously described21. Briefly, the chow composition 
was standard rodent chow Purina® (3.78 kcal/g) added 
with skinless toasted peanuts (5.95 kcal/g), milk 
chocolate (6.11 Kcal/g) and corn starch wafer (3.55 
Kcal/g), in the proportion of 3:2:2:1. The caloric 

density was 21.40 kJ/g (35% of calories as fat) for the 
palatable HD. Diets were given fresh as pellets and 
provided sufficient amounts of vitamins, minerals and 
essential lipids. 

For the animals of G2, the treatment with rutin 
(Sigma, St. Louis, MO, USA) started after 42 days of 
combined HD and ethanol ingestion (Fig. 1). Rutin was 
dissolved in propyleneglycol as vehicle and injected 
intraperitoneally in a scheme of four doses of 50 mg 
kg-1 body weight16,22 (Fig. 1). The animals received 
rutin every three days at the same time (9:00 h) for nine 
days (from 84 to 93 days of experiment; Fig. 1). Total 
food intake and ethanol consumption (g/kg/day) were 
measured daily in analytical balance and body weight 
(g) was monitored every week. Body weight gain was 
achieved by subtracting the final body weight from the 
initial body weight (FBW - IBW). 

 
Sample preparation 

At the end of experimental period (95 days), 48 h 
after the last dose of rutin, the rats were anesthetized 
(0.1 mL i.p. of 3% sodium pentobarbital) and 
euthanized by decapitation (Fig. 1A). Blood samples 
were collected and centrifuged at 6000 rpm for  
15 min, and the serum was used for determination of 
several biochemical parameters. Tissue samples  
(± 200 mg) of liver and heart (left ventricle) were 
dissected, washed with ice-cold saline solution and 
homogenized with 0.01 M sodium phosphate buffer  
(pH 7.4), using a tissue homogenizer, motor-driven 
teflon glass Potter Elvehjem (1 min, 100 g). 
Thereafter, the homogenate was centrifuged at  
10,000 g for 15 min and the supernatant was collected 
and processed for biochemical analysis. 
 
Biochemical analyses 

Biochemical parameters (urea, uric acid and 
creatinine levels) were measured in serum samples 
with a spectrophotometer Pharmacia Biotech 
(Ultrospec 2000, Cambridge, England). The analyses 
were performed with a CELM kit (Modern 
Laboratory Equipment Company, São Paulo, Brazil).  

The glycemic index was determined by an 
enzymatic method utilizing glucose oxidase and 
peroxidase. The serum insulin concentration was 
determined using an enzyme immune assay kit  
(EIA kit, Cayman Chemical, USA), using an ELISA 
microplate reader (Biotech Instruments, Inc, USA).  

Total cholesterol levels were enzymatically measured 
through the cholesterol ester/oxidase ratio. HDL 
concentrations were measured after precipitation of 
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VLDL and LDL by the sodium phosphotungstate/Mg2+ 
method23, using an enzymatic colorimetric method that 
incorporated polyethylene glycol-modified cholesterol 
ester oxidase. LDL concentrations were calculated by 
the Friedewald formula. Triacylglycerol concentrations 
were enzymatically assayed with glycerol kinase after 
lipoprotein lipase-catalyzed hydrolysis followed by 
oxidation to dihydroxyacetone phosphate and hydrogen 
peroxide24.  

The enzymatic activities of alkaline phosphatase 
(ALP–E.C. 3.1.3.1), creatine kinase (CK–E.C. 2.7.3.2), 
alanine aminotransferase (ALT–E.C. 2.6.1.2), aspartate 
aminotransferase (AST–E.C. 2.6.1.1) and lactate 
dehydrogenase (LDH–E.C. 1.1.1.27) were measured by 
enzymatic methods in serum, liver, and heart tissue25.  

Hepatic and cardiac (left ventricle) tissues were 
homogenized in 0.6 M perchloric acid, and the 

concentration of free glucose was determined by the 
glucose oxidase procedure. The stored glycogen was 
then hydrolyzed with amyloglucosidase (Sigma, St. 
Louis, MO, USA) and the total glucose released was 
measured26. The hepatic triacylglycerol was extracted 
using the procedure developed above27. Part of the 
sample (approximately 200 mg) was homogenized in 
chloroform-methanol 2:1 (v/v), with the chloroform 
layer containing all the lipids and the metabolic layer 
containing all the non-lipids. The hepatic triacylglycerol 
was measured as described for serum24. Homogenates 
were prepared on ice at the ratio of 200 mg hepatic and 
cardiac (left ventricle) tissues per 5 mL of 0.01 M phosphate 
buffer (pH 7.4) in a Potter-Elvehjem homogenizer. The 
homogenates were centrifuged at 12,000 g for 20 min at 
48˚C28 and the supernatant was used for determination 
of total protein and activities of ALT and LDH. 

 
 
Fig. 1—Detailed schedule for overall experimental design (days) applied to individual group of animals. (A) Schematic protocol used for 
rutin administration based on four (4) doses of 50 mg kg-1, followed by an interval of three (3) days between each dose. HD: hypercaloric 
diet; Control group: animals receiving standard diet (SD) and water ad libitum; G1: animals treated with ethanol and high-fat diet (HFD); 
G2: animals treated with ethanol and HFD receiving rutin as treatment 
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Statistical analysis 

Statistical differences were assessed by analysis of 
variance (ANOVA), followed by Tukey’s test. The 
statistical significance was set at p< 0.05 (Systat 
Software, San Jose, CA). All results were expressed as 
the mean ± standard deviation (SD). The Sigma Plot 
program (version 11.0) was used for graphic design. 
 

Results 
Nutritional parameters  

Animals of the control group had higher body 
weights and food consumption compared to the G1 
and G2 groups, which consequently had higher body 
weight gains (Table 1). There were no differences in 
both food and ethanol consumption between G1 and 
G2; however, these groups presented the highest 
ingestion of food-derived calories. As expected, rutin 
treatment did not significantly affect the body weight 
gain during the experimental period (Table 1). 
 
Lipid profile and serum biochemical parameters 

Figure 2 shows that ethanol and HD consumption 
were able to induce a dyslipidemic profile by increased 
levels of total lipids (TL), total triacylglycerol (TG), 
total cholesterol (TC), VLDL, LDL and reduced HDL 
concentrations. Administration of rutin had a protective 
effect on serum lipid fractions. TL, TG, TC, VLDL and 
LDL concentrations were reduced after rutin treatment, 
while HDL increased (Fig. 2). Glucose and urea levels 
were respectively higher and lower in the G1, when 
compared with the control group. Conversely, rutin 
effectively reduced the glucose concentration and 

increased the urea levels in animals receiving HD and 
ethanol. Also, serum levels of nitrogen derivatives, 
such as total protein, albumin, uric acid and creatinine 
were unchanged after treatment (Table 2). 

 
 
Fig. 2—Serum lipid profile (mg/dL) of control, G1 and G2 groups 
[TL: total lipid; TG: total triglyceride; TC: total cholesterol; VLDL: 
very low-density lipoprotein; LDL: low-density lipoprotein; HDL: high-
density lipoprotein. a P < 0.05 different from control group; b P < 0.05 
different from G1 group. All results are expressed as the mean ± SD] 

 

Table 2—Serum glucose concentration, total protein, nitrogen 
metabolism-related parameters and serum enzymatic activities 

[Values expressed as mean ± SD] 
 

Groups Parameters  

Control G1 G2 

Glucose 
(mg/dL) 

120.79 ± 10.24 181.71 ± 23.16 a 138.53 ± 13.02 b 

Total protein 
(g/dL) 

7.94 ± 1.03 9.83 ± 2.96 11.04 ± 1.65 a 

Albumin (g/dL) 4.04 ± 0.45 4.07 ± 0.45 4.14 ± 0.27 

Urea (mg/dL) 59.24 ± 6.51 41.66 ± 4.84 a 52.49 ± 4.99 b 

Uric acid 
(mg/dL) 

1.65 ± 0.73 1.63 ± 1.37 2.82 ± 0.88 

Creatinine 
(mg/dL) 

0.99 ± 0.12 0.95 ± 0.39 1.03 ± 0.15 

ALP (U/L) 118.70 ± 7.67 182.28 ± 25.32 a 119.98 ± 8.87 b 

Amylase (U/L) 156.82 ± 38.34 165.03 ± 6.76 160.38 ± 7.71 

LDH (U/L) 130.94 ± 6.93 266.60 ± 8.77 a 137.54 ± 5.74 b 

ALT (U/L) 52.01 ± 4.54 89.23 ± 8.95 a 67.55 ± 4.38 b 

AST (U/L) 57.94 ± 2.55 75.14 ± 4.70 a 54.20 ± 3.23 b 

CK (U/L) 157.82 ± 16.66 263.37 ± 10.50 a 144.82 ± 6.75 b 

aP<0.05 different from control group; b P<0.05 different from G1 
group. One-way ANOVA complemented by Tukey test. ALP: 
alkaline phosphatase; ALT: alanine aminotransferase; AST: aspartate 
aminotransferase; CK: creatine kinase; LDH: lactate dehydrogenase. 
Control group: animals receiving standard diet and water ad libitum; 
G1: animals treated with ethanol and high-fat diet (HFD); G2: 
animals treated with ethanol and HFD receiving rutin as treatment. 

Table 1—Nutritional parameters 

[Values expressed as mean ± SD] 

Groups Parameters 

Control G1 G2 

Body weight (g) 379.1 ± 73.4 359.5 ± 56.6 a 362.8 ± 63.0 a 

Body weight gain (g)  230 ± 3.6 168 ± 1.8 a 164 ± 1.8 a 

Ethanol consumption 
(g/Kg/day) 

 0.41 ± 0.1 0.43 ± 0.7 

Energy from ethanol 
(kcal/Kg/day) 

 2.9 ± 0.7 3.1 ± 0.5 

Food consumption 
(g/Kg/day) 

11.3 ± 2.8 6.7 ± 2.9 a 6.4 ± 3.0 a 

Energy from food 
(kcal/Kg/day) 

42.9 ± 10.7 129.2 ± 15.5 a 124.8 ± 15.6 a 

a P < 0.05 vs Control group. One-way ANOVA complemented by 
Tukey test. Control group: animals receiving standard diet and 
water ad libitum; G1: animals treated with ethanol and high-fat 
diet (HFD); G2: animals treated with ethanol and HFD receiving 
rutin as treatment. 
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Serum ALT, AST, ALP, LDH and CK activities 
were increased in the G1 group compared with the 
control group. Administration of rutin significantly 
lowered these activities to normal levels (Table 2).  
 
Biochemical parameters in cardiac and hepatic tissues 

The glycogen concentration was enhanced after 
rutin treatment in cardiac tissue and total protein was 
unaltered by the treatment (Fig. 3). Ethanol and HD 
consumption caused a decrease in cardiac LDH, AST, 
ALT and CK activities, as well as reduced the cardiac 
glycogen stores. Considering the cardiac enzyme 
activities, administration of rutin increased LDH 
activity and reduced the activities of AST and ALT, 
as well as CK and augmented cardiac glycogen 
concentrations (Fig. 3). 

Hepatic tissue was also injured by ethanol associated 
with HD ingestion. Glycogen, protein levels, AST and 
ALT activities were lower than those found in the 
control group. Notably, TG and cholesterol 
concentrations were higher in the G1 group (Fig. 4). 
Rutin augmented glycogen concentration, total protein, 
and the activities of AST and ALT. Additionally, 
administration of rutin diminished the hepatic levels of 
TG and total cholesterol (Fig. 4).  
 

Discussion 

It is expected that high caloric food consumption 
leads to increased body weight gain29, while chronic 
ethanol consumption causes a severe reduction6.  
In addition, quercetin-like flavonoids may reduce 

body weight gain by either a direct effect on food and 
energy intake or by modulating liver and adipocyte 
lipid metabolism in obese animals30. Other flavonoids, 
such as resveratrol do not change these parameters29. 
This observation was similar to that found in our 
investigations of rutin treatment (Table 1), and it 
could be assumed that rutin did not alter the final 
body weight in rats receiving ethanol and HD under 
ad libitum feeding and drinking conditions. 
Interestingly, the effects of ethanol intake over body 
weight loss surpassed the effects caused by HD 
ingestion, since animals from G1 and G2 showed 
lower body weights. Indeed, ethanol intake is 
associated with reduced food consumption and 
consequent low body weight8. Furthermore, the empty 
calories of ethanol do not contribute to the body 
weight gain, and the lipid synthesis pathway is 
blocked by inhibition of glucose-6-phosphate 
dehydrogenase, a key enzyme for generating NADPH 
that is essential during lipogenesis.  

The elevation of serum lipid profiles in the G1 group 
might be associated with increased hepatic TG and 
cholesterol. Most of the consequences linked to serum 
hyperlipidaemia and hyperlipoproteinaemia are related 
to the high risks for developing cardiovascular diseases 
such as atherosclerosis11. Additionally, the TG/HDL 
ratio has been proposed to be used as an indicator of 
heart failure31, dyslipidaemia, and insulin resistance32. It 
is well-known that either HD or chronic ethanol 
consumption significantly alter cholesterol metabolism, 

 
 

Fig. 3—Biochemical parameters in cardiac tissue of control, G1 and 
G2 groups [GLI: glycogen (mg/g); TP: total protein (g/100 g tissue); 
LDH: lactate dehydrogenase (U/g soluble protein); AST: aspartate 
aminotransferase (U/g soluble protein); ALT: alanine 
aminotransferase (U/g soluble protein); CK: creatine kinase (U/g 
soluble protein). a P < 0.05 different from control group; b P < 0.05 
different from G1 group. All results are expressed as the mean ± SD] 
 

 
 

Fig. 4—Biochemical parameters in hepatic tissue of control, G1 
and G2 groups [GLI: glycogen (mg/g); TP: total protein (g/100 g 
tissue); TG: total triglyceride (g/100 g tissue); Chol: cholesterol 
(g/100 g tissue); AST: aspartate aminotransferase (U/g soluble 
protein); ALT: alanine aminotransferase (U/g soluble protein). a P 
< 0.05 different from control group; b P < 0.05 different from G1 
group. All results are expressed as the mean ± SD] 
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leading to serum dyslipidaemia33,34. In addition, ethanol 
per se can be responsible for an imbalance of the 
NAD+/NADH redox state in hepatocytes35, thus 
diminishing fatty acid β-oxidation and contributing to 
TG biosynthesis and further to the onset of fatty liver 
or hepatic steatosis36,37.  

Rutin treatment was able to reduce the 
concentration of TG and cholesterol in the liver of 
animals receiving both a hypercaloric diet and 
ethanol. These findings indicated that rutin minimized 
the harmful effects on lipid metabolism. A possible 
explanation is the fact that rutin-like flavonoids can 
inhibit HMG-CoA reductase production, an essential 
enzyme for cholesterol synthesis38,39. Conversely, the 
increase of HDL levels induced by rutin is beneficial, 
since it removes cholesterol from the organism and 
sends it to be metabolized by a mechanism known as 
reverse cholesterol transport40. This event explained 
the increase of HDL in association with reduced 
serum levels of TG, total cholesterol, VLDL and LDL 
in animals treated with rutin. It has recently been 
demonstrated that rutin has hypolipidemic functions, 
acting as a hepatoprotector and cardioprotector in 
diabetic animals16. There are several flavonoids 
implicated in preventing atherosclerosis by inhibiting 
lipid peroxidation of LDL particles41 and lowering the 
serum concentration of cholesterol and TG42,43.  

Rutin also positively affected glucose and glycogen 
metabolism in both liver and cardiac tissues. It seems 
possible that glycogen content tends to be depleted 
after long-term exposure to ethanol44, in response to 
inhibition of the gluconeogenesis pathway45. 
Furthermore, ethanol may also trigger its hypoglycemic 
effects through inhibition of glycogenolysis46. 
Moreover, the high serum glucose concentration in G1 
animals indicated that glucose metabolism was only 
significantly affected by HD ingestion and not by 
ethanol consumption.  

Experimental and epidemiological studies have 
shown that a hypercaloric diet causes disturbances in 
glucose metabolism related to glucose intolerance and 
decreased insulin sensitivity10. The effects of alcohol 
and the impact of hypercaloric diet consumption on 
glucose metabolism are not fully understood10. Rutin 
was capable of restoring glycogen and glucose to near 
normal levels in G2 animals. Notably, general 
flavonoids may suppress or inhibit the gluconeogenic 
enzymes or even the liver glucose-6-phosphatase, 
thereby reducing the release of glucose into the blood 
stream47. Flavonoids also exert their function on 

glucose metabolism by stimulating glycogenic 
enzymes, which increase glucose storage and also 
reduce glycogenolysis48. Thus, rutin possibly restored 
the homeostasis of gluconeogenesis and glycogenolysis. 
This partially explained the decrease in blood glucose 
associated with increased glycogen storage in both 
liver and cardiac tissues. 
 

In this study, no differences were observed in total 
protein of serum and cardiac tissue. However, total 
hepatic protein levels were increased, demonstrating 
that rutin reestablished the liver protein metabolism. 
Rutin treatment increased serum urea in the G2 group 
(Table 2) and it might be considered as a consequence 
for enhanced activities of carbamoyl phosphate 
synthetase and arginine succinate synthetase49, since 
our previous study has revealed that alterations in 
lipid metabolism are linked to reduced urea levels30. 
Creatinine levels were unchanged after treatment, 
suggesting that no animal had developed renal 
insufficiency. Similar to other studies, ethanol 
consumption did not cause pancreatic injuries50 even 
when associated with HD, due to its 
hyporesponsiveness in altering the homeostasis of 
serum amylase.  
 

Administration of rutin promoted elevation of uric 
acid levels in a model of alcoholic and obese rats. 
Hyperuricemia has been described as a result of 
increased uric acid production, impaired excretion of 
uric acid by the kidney, or a combination of these two 
changes51. However, creatinine levels, which can be 
useful indicators of renal function52, remained 
unchanged among the experimental groups. Thus, 
renal functions were not affected by rutin treatment 
and the increased levels of uric acid might result from 
another pathway. On the other hand, flavonoids have 
been identified as inhibitors of uric acid synthesis by 
blocking the activity of xanthine oxidase (XO)53,54, 
which catalyzes the oxidation of xanthine and 
hypoxanthine into uric acid (metabolism of purine). 
Furthermore, our results were supported by those 
described recently51, showing the effects of rutin in 
normal and hyperuricemic mice.  
 

Not surprisingly, either HD or ethanol intake could 
alter the activities of serum ALP, as well as AST, 
ALT, LDH, CK in liver and heart tissue55,56. In heart 
tissue (Fig. 2), the low activity of the enzymes was 
associated with the toxic effects caused by ethanol 
associated with HD ingestion. One possible 
explanation is the generation of ROS, which may lead 
to cell membrane lipid peroxidation, resulting in 
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increased membrane permeability and consequent 
release of AST, LDH and CK from tissue into the 
bloodstream57. In liver tissue, AST and ALT showed 
lower activities, indicating hepatic injuries arising 
from ethanol consumption and HD (Fig. 3). In both 
conditions, these findings were corroborated with an 
elevation of serum ALT, AST and CK activities, good 
predictors for disturbances in the integrity of cell 
membranes (Table 2). Conversely, treatment with 
rutin decreased the activity of serum enzymes, such as 
ALT, AST, ALP, CK and LDH, and increased the 
activity of AST, ALT, LDH and CK in the heart, as 
well as ALT and AST in the liver, showing 
cardioprotective and hepatoprotective effects. The 
flavonoid quercetin also exhibits hepatoprotective 
effect on the serum activities of ALT, AST, ALP, and 
LDH in animals with hypothalamic obesity30. Rutin 
also effectively acts as a potent antioxidant58, 
protecting the integrity of cell membranes and 
preventing the escape of cytotoxic enzymes from liver 
and heart tissue. 

In conclusion, the present study demonstrated that 
the flavonoid rutin was able to reduce the risk of 
cardiovascular and liver diseases by reducing the 
levels of lipid content, lipoproteins, serum glucose 
and enzymatic biomarkers for tissue toxicity in 
animals fed a HD and ethanol. 
 

Acknowledgement 
Financial support from CNPq (Conselho Nacional 

de Desenvolvimento Científico e Tecnológico) is 
acknowledged. 
 

References 
1 Olshansky SJ, Passaro DJ, Hershow RC, Layden J, Carnes 

BA, Brody J (2005) N Engl J Med 352, 1138-1145 
2 Rehm J, Taylor B & Room R (2006) Drug Alcohol Rev 25, 

503-513 
3 Finucane MM, Stevens GA, Cowan MJ, Danaei G, Lin JK & 

Paciorek CJ (2011) Lancet 377, 557-567 
4 Bagnardi V, Blangiardo M, Vecchia CL & Corrao G (2001) 

Alcohol Res Hlth 25, 263-270 
5 Martinez FE, Laura IA, Martinez M, Padovani CR & Bustos-

Obregon E (2001a) J Submicrosc Cytol Pathol 33, 99-106 
6 Seiva FR, Amauchi JF, Rocha KK, Ebaid GX, Souza G & 

Fernandes AA (2009) Alcohol 43, 649-656 
7 Brunt EM (2010) Nat Rev Gastroenterol Hepatol 7, 195-203 
8 Chuffa LGA, Amorim JPA, Teixeira GR, Mendes LO, 

Fioruci BA & Pinheiro PFF (2011) Alcohol Clin Exp Res 35, 
1498-1508 

9 Fontanelli BAF, Chuffa LGA, Teixeira GR, Amorim JPA, 
Mendes LO & Pinheiro PFF (2013) Alcohol Clin Exp Res 37, 
49-56 

10 Lichtenstein AH & Schwab US (2000) Atherosclerosis 150, 
227-243 

11 Labreuche J, Touboul PJ & Amarenco P (2009) 
Atherosclerosis 203, 331-345 

12 Chuffa LG & Seiva FR (2013) Indian J Biochem Biophys 50, 
40-47 

13 Van de Wiel AT (2012) Int J Vasc Med 2012, 862504. 

14 Nakamura Y, Ishimitsu S & Tonogai Y (2000) J Hlth Sci 46, 
229-240 

15 a-Kuntic V, Pejic, N, Ivkovic Z, Vujic, K, Ilic K, Micic S & 
Vukojevi C (2007) J Pharm Biomed Anal 43, 718-721; 
b-Mirani N, Ashraf NJ, Siddique J & Ruba A (2012) J 

Pharmacol Toxicol 7, 150-157 

16 Fernandes AAH, Novelli ELB, Okoshi K, Okoshi MP, 
Muzio BPD & Guimarães JF (2010) Biomed Pharmacother 
64, 214-219 

17 Deschner EE, Ruperto J, Wong G & Newmark HL (1991) 
Carcinogenesis 12, 1193-1196 

18 Aleksandrov PN, Speranskaia TV, Bobkov Iu G, Zagorevskii 
VA & Zykov DA (1986) Farmakol Toksikol 49, 84-86 

19 Khan RA, Khan MR & Sahreen S (2012) BMC Complement 

Altern Med 12, 178 

20 Rivera L, Morón R, Sánchez M, Zarzuelo A & Galisteo M 
(2008) Obesity 16, 2081-2087 

21 Novelli ELB, Fernandes, AAH, Campos KE, Diniz, YS, 
Almeida MD, Faine L & Ribas BO (2002) J Nutr Environ 

Med 12, 287-294 

22 Ruksana C, Kaila SS & Edward D (1999) Free Radic Biol 

Med 27, 278-286 

23 Princen HMG, Poppel G, Vogelezang C & Buytenhek R 
(1992) Arteriocler Thromb 12, 554-562 

24 Soloni FG (1971) Clin Chem 17, 531-534 

25 Reitman S & Frankel SA (1957) Am J Clin Pathol 28, 56-63 

26 Roehring KJB & Allred JB (1974) Anal Biochem 58, 414-421 

27 Bligh EG & Dyer WJ (1959) Can J Biochem Physiol 37, 
911-917 

28 Pereira B, Costa-Rosa LFBP, Bechara ELK & Newsholme P 
(1998) Braz J Med Biol Res 31, 827-833 

29 Rocha KKR, Souza GA, Ebaid GX, Seiva FRF, Cataneo AC 
& Novelli ELB (2009) Food Chem Toxicol 47, 1362-1367 

30 Seiva FRF, Chuffa LGA, Braga CP, Amorim JPA & 
Fernandes AAH (2012) Food Chem Toxicol 50, 3556-3561 

31 Jeppesen J, Hein HO, Suadicani P & Gyntelberg F (1997) 
Arterioscler Thromb Vasc Biol 17, 1114-1120 

32 McLaughlin T, Abbasi F, Cheal K, Chu J, Lamendola C & 
Reaven G (2003) Ann Intern Med 139, 802-809 

33 Castelli WP, Gordon T, Hjortland MC, Kagan A, Doyle JT & 
Hames CG (1977) Lancet 310, 153-155 

34 Suter PM, Hasler E & Vetter W (1997) Nutr Rev 55, 157-171 

35 Lieber CS (2000) Mt Sinai J Med 67, 84-94 

36 McCullough AJ & O'Connor JF (1998) Am J Gastroenterol 

93, 2022-2036 

37 Murray RK, Granner DK, Mayes PA & Rodwell VW (1998) 
Harper: Bioquímica. Editora Atheneu, 8ª edição, p 860 

38 Bok SH, Lee SH & Park YB (1999) J Nutr 129, 1182-1185 

39 Da Silva RR, De Oliveira TT, Nagem TJ, Pinto AS, Albino 
LF & De Almeida MR (2001) Arch Latinoam Nutr 51,  
258-264 

40 Voet D, Voet JG & Pratt CW (2000) Fundamentos de 

Bioquímica, São Paulo: Artes médicas sul Ltda, Capítulo 8, 
pp. 195-218 

41 Yugarani T, Tan BK, Teh M & Das NP (1992) Lipids 27, 
181-186 



INDIAN J. BIOCHEM. BIOPHYS., VOL. 51, JUNE 2014 
 
 

222 

42 Constant J (1997) Coron Artery Dis 8, 645-649 

43 Watkins TR & Bierenbaum ML (1998) Pharm Biol 36,  
75-80 

44 Nilsson LH & Hultman E (1973) Scand J Clin Lab Invest 32, 
325-330 

45 Siler SQ, Neese RA, Christiansen MP & Hellerstein MK 
(1998) Am J Physiol 75, 897-907 

46 Lieber CS (1984) Hepatology 4, 1243-1260 

47 Naik SR, Fliho JMB, Dhuley JN & Deshmukh A (1999) 
J Ethnopharmacol 33, 37-44 

48 Sarkhail P, Rahmaipour S, Fadyevatan S, Mohammadirad A, 
Dehghan G & Amin G (2007) Pharmacol Res 56, 261-266 

49 Montserrat E, Immaculada R, Jose-Antonio FL, Xavier R & 
Maria A (1993) Biochem Mol Biol Int 29, 1069-1081 

50 Kanbak G, Canbek M, Oğlakçı A, Kartkaya K, Sentürk H & 
Bayramoğlu G (2012) Mol Biol Rep 39, 10249-10255 

51 Huang J, Wang S, Zhu M, Chen J & Zhu X (2011) Food 

Chem Toxicol 49, 1943-1947 

52 Nishioka H, Fujii H, Sun B & Aruoma OI (2006) Toxicology 

226, 181-187 

53 Van Hoorn DE, Nijveldt RJ, Van Leeuwen PA, Hofman Z, 
M’Rabet L & De Bont DB (2002) Eur J Pharmacol 451, 
111-118 

54 Lin CM, Chen CS, Chen CT, Liang YC & Lin JK (2002) 
Biochem Biophys Res Commun 294, 167-172 

55 Arkkila PE, Koskinen PJ, Kantola IM & Viikari JS (2001) 
Diabetes Res Clin Pract 52, 113-118 

56 Farombi EO & Onyema OO (2006) Hum Exp Toxicol 25, 
251-259 

57 Maza MP, Hirsch S, Petermann M, Suazo M, Ugarte G & 
Bunour D (2000) Alcohol Clin Exp Res 24, 605-610 

58 Repetto MG & Llesuy SF (2002) Braz J Med Biol Res 35, 
523-534 

 
 


