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Background. Type 1 diabetes mellitus (T1DM) is characterized by insulin-deficient production leading to hyperglycemia, which
is associated with diabetic complications such as cardiovascular diseases. Antioxidants have been proving a good alternative to
diabetic complications, withN-acetylcysteine (NAC) having antioxidant characteristics.The aimof this studywas to assess the effect
of NAC on the lipid profile and the atherogenic index (AI) in streptozotocin- (STZ-) induced diabetic rats.Method. 32 maleWistar
rats (60 days of age) weighting ±250 g were randomly distributed into four groups (𝑛 = 8): CTRL: control rats; CTRL+NAC: control
rats treated with NAC; DM: diabetic rats; DM+NAC: diabetic rats treated with NAC. T1DM was induced using STZ (60mg/kg, ip;
single dose), and NAC (25mg/kg/day) was administrated by gavage, for 37 days. The animals received chow and water ad libitum.
After the experimental period, blood and cardiac tissue samples were collected to analyze energetic metabolism, lipid profile, and
AI.Results. NACdecreased (𝑝 < 0.01) glycemia, energy intake, carbohydrate, and protein consumption in diabetic rats (DM+NAC),
when compared with DM, while the alimentary efficiency was improved (𝑝 < 0.01) in treated diabetic rats (DM+NAC). Diabetic
rats treated with NAC decreased (𝑝 < 0.01) lipid profile and AI in diabetic rats (DM+NAC) when compared to DM. Conclusion.
NAC improves lipid profile and decreases AI in STZ-induced diabetic rats.

1. Introduction

In 2015, the International Diabetes Federation [1] estimated a
global diabetic population of 415 million, with expectation to
reach 642million by 2040. Approximately 10% of the diabetic
population suffer from type 1 diabetes mellitus [2, 3], and it is
increasing by 3% every year [4, 5].

Type 1 diabetes mellitus (T1DM) is a pathology mediated
by an autoimmune response that destroys the pancreatic
𝛽 cells responsible for insulin production, resulting in a
deficiency of this hormone. Because insulin promotes glucose
uptake in the cellular environment, individuals with T1DM
suffer from hyperglycemia [6].

Glucose is the main oxidizable substrate in various cell
types. In a diabetic state, catabolic pathways such as gluco-
neogenesis and glycogenolysis are activated in an attempt to
maintain homeostasis [7]. In this scenario, lipolysis is also
increased, which can trigger dyslipidemia, a risk factor for

the development of atherosclerosis that affects 97%of diabetic
patients [8–10].

Dyslipidemia is characterized by elevated levels of triacyl-
glycerol plasma and total cholesterol, increasing the concen-
tration of very low-density lipoproteins (VLDL-cholesterol)
and low-density lipoproteins (LDL-cholesterol) and decreas-
ing the concentration of high-density lipoproteins (HDL-
cholesterol) [10, 11].

Studies have shown that an increase in LDL-cholesterol
is directly related to the development of atherosclerosis,
the inflammatory process triggered by the oxidation of
LDL-cholesterol that occurs due to the release of oxidizing
agents during the metabolic pathways (advanced glycation
end products, protein kinase C pathway, and hexosamine
pathway) activated by hyperglycemia [12, 13].

Oxidized LDLs are phagocytosed by macrophages in the
subendothelial layer, thereby transforming into foam cells
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that contribute to the formation of atherosclerotic plaque and,
consequently, atherosclerosis [8, 14].

The use of natural substances with antioxidant and hypo-
glycemic properties has been studied extensively. Studies have
shown that antioxidant supplementation is able to alleviate
chronic degenerative diseases such as diabetes mellitus and
its associated complications [15–17].

Antioxidants are stable substances that act as reducing
agents capable of reducing oxidized substances and making
them stable, thus repairing the structure of the cellular
macromolecules [18, 19].

N-Acetylcysteine (NAC) has antioxidant characteristics
because its structure includes a sulfhydryl radical, which is
responsible for the direct scavenging of oxidizing agents. It
can also act indirectly by providing cysteine for glutathione
synthesis, which is involved in the neutralization of reactive
oxygen species [20–22].

Studies have shown thatNAC is capable of lowering blood
glucose levels, probably due to its ability to induce the pro-
duction and secretion of insulin [23, 24]. Furthermore, there
are reports that NAC reduces the severity of atherosclerosis
by stabilizing the development of atherosclerotic plaque [22].
Diniz et al. [25] and Novelli et al. [26] showed that admin-
istration of NAC decreased the concentration of cholesterol
and its lipoprotein fractions, and triacylglycerols.Meanwhile,
the authors reported that HDL-cholesterol levels increased in
the presence of a high calorie diet.

Therefore, it was hypothesized that NAC improves nutri-
tional parameters and attenuates dyslipidemia and glycemia
in the diabetic state.

The purpose of this study was to evaluate the beneficial
effects of NAC on the lipid profile and atherogenic index in
rats with experimentally induced T1DM.

2. Material and Methods

2.1. Animals and Experimental Procedures. This study was
conducted according to the protocol approved (number 706)
by the Ethics Committee on the Use of Animals (CEUA) at
the Institute of Biosciences of Botucatu, University of São
Paulo State (UNESP). 32 male Wistar rats aged 60 days with
±250 g bodyweight were housed in polypropylene cages in an
acclimatized room (relative humidity 55 ± 5%; 23 ± 2∘C and
a dark-light cycle of 12 h). All animals received commercial
feed (Purina, Campinas, Brazil; contained 22.0% protein,
3,8% fat, 44.5% carbohydrate, and 3.0 kcal/g of metabolizable
energy) and water ad libitum during the experimental period
of 37 days. Water and food intake was controlled daily
between 9:00 and 10:00 a.m.

The animals were randomly divided into four experi-
mental groups (𝑛 = 8): CTRL: control rats; CTRL+NAC:
control rats treated with N-acetylcysteine; DM: diabetics rats;
DM+NAC: diabetics rats treated with N-acetylcysteine.

In groups DM and DM+NAC, T1DM was experimen-
tally induced by the administration of streptozotocin (STZ;
60mg kg−1 b.w in single dose, ip.), diluted in 0.1M sodium
citrate buffer, pH 4.5. After 48 hours, the animals with a
blood glucose concentration ≥ 250mg dL−1 were considered

diabetic according to Santos et al. [27]. CTRL+NAC and
DM+NAC animals received NAC (25mg kg−1 b.w. day−1) via
gavage, for 37 days [28].

2.2. Nutritional Parameters. Nutritional parameters were
estimated using the formulae according Kawahara et al. [29]:
energy intake = mean food consumption × dietary metab-
olizable energy (3.8 kcal/g); alimentary efficiency = weight
gain/energy intake; carbohydrate consumption = mean daily
consumption of food × percentage of food carbohydrate;
protein consumption = mean daily consumption of food ×
percentage of food protein.

2.3. Preparation of Serum and Cardiac Samples. At the end of
the experimental period, the animals were fasted overnight
for 12 h, anaesthetized with mixture (v/v) of ketamine chlo-
ride (10%)/xylazine chloride (2%) and euthanized by cervical
decapitation. Blood Serum was obtained by centrifugation
(1,400𝑔/10min) to determine the glycemia and lipid profile.
Two samples of 100mg each from the left ventricle of cardiac
tissue were separated for biochemistry determinations.

2.4. Analytical Procedure. The concentration of glucose was
determined by the enzymatic-colorimetric method, after
incubation (37∘C) with glucose oxidase/peroxidase and
obtaining the final product quinoneimine [30].

Serum triacylglycerol was assayed by previous hydrolysis
with the release of free fatty acids and glycerol, which under
the action of glycerol kinase and peroxidase becomes in
quinoneimine, which is directly proportional to triacylglyc-
erol levels in the sample [31].

Total cholesterol levels were measured in the presence
of the cholesterol esterase/oxidase according Moura [32].
VLDL-cholesterol (very low-density lipoprotein cholesterol)
was obtained using the Friedewald formula [33]. HDL-
Cholesterol (high-density lipoprotein cholesterol) was mea-
sured after selective precipitation of the serum lipoproteins
(LDL-cholesterol and VLDL-cholesterol) using phospho-
tungstic acid and dispersed by centrifugation [34].

Dehydrogenase lactate activity was determined using the
enzymatic kinetic method, according to oxidation rates of
NADH [35].

The atherogenic index was calculated as demonstrated
by Takasaki [36], AI = (cholesterol total − HDL-
cholesterol)/HDL-cholesterol.

Samples of the left ventricle were homogenized in the
presence of a sodium phosphate buffer (0.1M, pH 7.4) and
centrifuged (10,000×g/15min). The supernatant determined
the phosphofructokinase (PFK) activity in media containing
glyceraldehyde 3-phosphate dehydrogenase, aldolase, triose
phosphate dehydrogenase, NADH, ATP, and fructose 6-
phosphate [37].

The total protein concentration was determined using the
colorimetric method in the presence of a biuret reagent with
color product released, the intensity of which was measured
using a spectrophotometer [32].

To determine the myocardial glycogen, a sample of
approximately 100mg was homogenized in perchloric acid
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Table 1: Glycemia, energy intake, alimentary efficiency, carbohydrate, and protein consumption in diabetic rats that have been treated and
not treated with NAC.

Parameters Groups
CTRL CTRL+NAC DM DM+NAC

Glycemia mg/mL 92.71 ± 14.41a 98.10 ± 14.07a 351.04 ± 27.94c 128.84 ± 12.87b

Energy intake Kcal/day 98.33 ± 1.50a 98.88 ± 2.02a 160.66 ± 9.27c 143.82 ± 19.12b

Alimentary efficiency g/Kcal 1.44 ± 0.11c 1.56 ± 0.12c 0.33 ± 0.21a 0.65 ± 0.17b

Carbohydrate consumption g/day 22.09 ± 0.34a 22.21 ± 0.45a 36.09 ± 2.08c 32.31 ± 4.30b

Protein consumption g/day 0.29 ± 0.01a 0.30 ± 0.01a 0.48 ± 0.33c 0.43 ± 0.06b

Data is mean ± SD (𝑛 = 8). a,b,cIn each row, the mean value followed by different letter indicates a statistically significant difference (𝑝 < 0.05). Control rats
(CTRL); control rats treated with N-acetylcysteine (CTRL+NAC); diabetic rats (DM); diabetic rats treated with N-acetylcysteine (DM+NAC).

Table 2: Biochemical characteristics in diabetic rats that have been treated and not treated with NAC.

Parameters Groups
CTRL CTRL+NAC DM DM+NAC

Total protein mg/100mg tissue 33.70 ± 1.40c 30.47 ± 0.98b 25.37 ± 1.08a 31.01 ± 1.43b

Glycogen mg/g tissue 34.50 ± 3.40c 33.04 ± 3.60c 16.16 ± 2.58a 27.01 ± 3.76b

Phosphofructokinase 𝜂mol/g tissue 1.67 ± 0.18b 2.27 ± 0.71c 0.69 ± 0.10a 1.45 ± 0.30b

Lactate dehydrogenase U/L 67.29 ± 10.59 67.80 ± 9.86 66.78 ± 11.65 59.70 ± 6.40

Data is mean ± SD (𝑛 = 8). a,b,cIn each row, the mean value followed by different letter indicates a statistically significant difference (𝑝 < 0.05). Control rats
(CTRL); control rats treated with N-acetylcysteine (CTRL+NAC); diabetic rats (DM); diabetic rats treated with N-acetylcysteine (DM+NAC).

and the supernatant was submitted to be treated with amy-
loglucosidase according to the method used by Roehrig and
Allred [38].

2.5. Statistical Analysis. All the data were statistically ana-
lyzed using a one-way ANOVA and Tukey’s test to compare
themeans of the groups. A probability of 0.05 or less indicated
that it was significantly different [39].

3. Results

Table 1 shows that glycemia, energy intake, carbohydrate, and
protein consumption were increased (𝑝 < 0.05) in DM, when
compared with the others. Alimentary efficiency in untreated
diabetic rats (DM) was lower (𝑝 < 0.05) than DM+NAC.
Control rats (CTRL and CTRL+NAC) showed higher values
than diabetic rats (DM and DM+NAC).

In Table 2, it is possible to observe that the concentration
of total proteins and glycogen in diabetic animals (DM)
decreased (𝑝 < 0.05), and treatment with NAC improved
(𝑝 < 0.05) these parameters. PFK activity in myocardium
of diabetic rats (DM) was recovered (𝑝 < 0.05) by NAC
administration (DM+NAC), reaching the values of CTRL
group. There was no statistical difference in serum lactate
dehydrogenase activity between the groups (𝑝 > 0.05).

Table 3 shows that NAC administration decreased serum
concentration of triacylglycerols, total cholesterol, VLDL-
cholesterol, and LDL-cholesterol (𝑝 < 0.05) and increased
HDL-cholesterol concentration in diabetic rats (DM+NAC)
compared to the DM group (𝑝 < 0.05). The DM+NAC group
had a lower (𝑝 < 0.05) atherogenic index than the DM group.

4. Discussion

Streptozotocin administration is a classic model for experi-
mentally inducing T1DM, because it selectively destroys 𝛽-
pancreatic cells [40, 41]. It reaches the intracellular environ-
ment by glucose transporters and promotes the alkalization
and subsequent fragmentation of DNA, which is repaired by
poly-ADP-ribose polymerase, thus reducingNAD+ levels and
depleting cellular ATP, causing cell death [42].

However, insulin release is reduced (not shown) and con-
sequently the establishment of hyperglycemia, confirming
decreased insulin serum concentration and elevated serum
glucose in diabetic animals in this study (DM) (Table 1).These
results were corroborated by Fernandes et al. [43].

The increased energy intake in diabetic rats (DM)
(Table 1) is related to the increased consumption of carbo-
hydrates and protein, indicating higher feed consumption.
Although more feed was consumed, there was no increase in
body weight, implying a decrease in feed efficiency (Table 1),
which suggests a lower utilization of oxidizable substrates
and could contribute to the hyperglycemia observed in the
diabetic animals [44].

NAC administration in diabetic rats (DM+NAC) was
shown raise insulin (not shown) and reduced hyperglycemia
(Table 1). Ammon et al. [45] and Roma et al. [46] showed
that administration of NAC in vitro improved insulin pro-
duction and secretion in pancreatic 𝛽 cells. Hyperglycemia
decreased in treated diabetic rats (DM+NAC) (Table 1) and
consequently improved the utilization of nutritional intake
with a reduced energy intake and increased feed efficiency,
accompanied by a reduced consumption of carbohydrates
and proteins (Table 1).
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Table 3: Lipid profile in diabetic rats that have been treated and not treated with NAC.

Parameters Groups
CTRL CTRL+NAC DM DM+NAC

Triacylglycerol mg/L 153.46 ± 25.47a 161.30 ± 25.72a 312.70 ± 33.67b 171.30 ± 26.79a

Total cholesterol mg/L 98.24 ± 10.84a 98.62 ± 15.27a 150.38 ± 18.64b 109.33 ± 10.01a

VLDL-cholesterol mg/L 30.69 ± 5.09a 32.26 ± 5.14a 62.54 ± 6.73b 34.26 ± 5.36a

LDL-cholesterol mg/L 29.07 ± 8.17a 30.13 ± 10.43a 68.66 ± 16.14b 30.52 ± 10.45a

HDL-cholesterol mg/L 38.48 ± 6.59b 36.23 ± 8.49b 19.18 ± 4.28a 44.54 ± 7.82b

Atherogenic index 1.60 ± 0.47a 1.66 ± 0.30a 7.11 ± 1.63b 1.39 ± 0.19a

Data is mean ± SD (𝑛 = 8). a,b,cIn each row, the mean value followed by different letter indicates a statistically significant difference (𝑝 < 0.05). Control rats
(CTRL); control rats treated with N-acetylcysteine (CTRL+NAC); diabetic rats (DM); diabetic rats treated with N-acetylcysteine (DM+NAC).

In this study, it was possible to observe a cardiac reduction
in the concentration of total proteins and glycogen in animals
from group DM (Table 2), due to the severe catabolic state
caused by T1DM. These results corroborate with the existing
literature, which describes a special metabolism in the dia-
betic state where glucose is not used as an oxidizable sub-
strate, thus activating the biochemical process gluconeogene-
sis, which is supported by a supply of 𝛼-keto acids [7, 47, 48].

The PFK catalyzes the irreversible conversion of fructose
6-phosphate into fructose-1-6-bisphosphate during glycoly-
sis, making it a key enzyme for evaluating the speed of this
metabolic pathway [49].

PFK activity was lower in group DM (Table 2), indicating
reduced glycolysis in the diabetic state, even with less glyco-
gen in these animals, probably due to the reduced synthesis
of this polysaccharide by the cardiac tissue [50, 51].

Lactate dehydrogenase (LDH), a widely distributed
enzyme found in the cytosol, catalyzes the reduction of
pyruvate to lactate and is of fundamental importance in
processes involving glycidic metabolism in anaerobiosis.
Elevated serum levels in the plasma are important indicators
of heart lesions, which cause serums to leak into the blood-
stream [47, 52].

In this study, LDH serum activity showed no change
(Table 2), indicating that a diabetic state does not damage
heart tissue enough to increase the activity of this enzyme in
the extracellular environment. However, other studies have
identified increased LDH activity in blood plasma under
diabetic conditions [53].

The administration of NAC promoted an increased
concentration of proteins and glycogen in diabetic animals
(Table 2), probably due to greater cellular utilization and
internalization of glucose, since insulin release is higher in
the presence of NAC [45, 46].

The improved glucose oxidation in diabetic and nondi-
abetic animals treated with NAC is proven by the increased
PFK in the heart tissue (Table 2).

In this paper, there was an increase in total cholesterol,
LDL-cholesterol, triacylglycerols, VLDL-cholesterol, and low
HDL-cholesterol in diabetic rats (DM) (Table 3), confirming
the development of dyslipidemia in this pathology, which is
supported by previous studies [54, 55].

T1DM causes an insulin deficiency, resulting in increased
lipolysis and subsequent 𝛽-oxidation of acetyl-CoA, which

can be used in lipogenesis together with HMG-CoA reduc-
tase, a key enzyme in cholesterol biosynthesis [55], promoting
the hepatic formation of VLDL-cholesterol and consequently
increasing serum levels of cholesterol and LDL-cholesterol.
Fatty acids that are not 𝛽-oxidated are esterified into triacyl-
glycerols, which are incorporated into VLDL-cholesterol in
the liver and exported to the bloodstream [10].

These metabolic events increase lipoproteins to a value
above normal, identifying dyslipidemia as a risk factor for the
development of atherosclerosis [55].

There is a correlation between dyslipidemia and hyper-
glycemia because LDL-cholesterol is easily glycated and is
more susceptible to oxidation in the subendothelial layer [56].

Glycated LDL-cholesterol crosses the endothelial layer
and interacts with oxidizing agents, turning it into oxidized
LDL, identified as an invasive agent that promotes the
recruitment of macrophages, resulting in foam cells and the
consequent formation of atherosclerotic plaque [8, 14].

In addition, the regulatory processes of hyperglycemia
produce oxidizing agents and inflammatory mediators that
are contributing factors in the formation of atherosclerotic
plaque [12, 13].

Considering the (total-cholesterol − HDL-
cholesterol) : HDL-cholesterol ratio, the atherogenic index
was elevated in diabetic rats (DM) (Table 3) due to the
dyslipidemia that is characteristic of this pathology.

Administration of NAC decreased serum levels of triacyl-
glycerols, VLDL-cholesterol and LDL-cholesterol in diabetic
rats (DM+NAC) (Table 3), while increasing the concentration
of HDL-cholesterol.

Considering that cell recognition between apolipopro-
teins and membrane receptors depends on their structure
being intact, the antioxidant action of NAC can prevent
oxidation of proteins and ensure endocytosis of lipoproteins,
decreasing its serum concentration [57].

The improved dyslipidemia in diabetic rats treated with
NAC (DM+NAC) (Table 3) can be explained by the greater
insulin secretion in the presence of this antioxidant, since
insulin decreases blood sugar levels and lipolysis in adipose
tissue. Studies have shown that NAC increases insulin secre-
tion [45, 46]. On the other hand, the presence of insulin
increases the activity of lipoprotein lipase, which catalyzes
the breaking of triacylglycerol ester bonds, increasing the
clearance of VLDL-cholesterol [55, 58].
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In this paper, HDL-cholesterol levels increased in dia-
betic rats treated with NAC (DM+NAC) (Table 3). These
results are corroborated by Almeida et al. [54]. In addition,
the increased insulin level elevates the activity of lecithin-
cholesterol acyltransferase (LCAT) and the enzyme responsi-
ble for extracellular cholesterol esterification, thus increasing
the efficiency of reverse cholesterol transport, indicating an
inverse correlation with cardiovascular accidents [8, 55].

Studies have identified a relationship between antioxi-
dants and reduced cholesterol levels, due to inhibition of
HMG-CoA reductase activity and cholesterol biosynthesis
[44, 55].

Thus, the NAC in diabetic rats was able to normalize the
atherogenic index because it was possible to control the lipid
profile, a finding that is corroborated by Yang et al. [58], who
noted that an increased atherogenic index is related to low
antioxidant activity.

Thus, NAC can help to reduce the formation of
atherosclerotic plaque by lowering blood glucose levels, the
glycation of LDL-cholesterol, and its consequent oxidation.
Additionally, Sung et al. [59] reported that NAC is capable of
reducing the expression of gene CD36, the gene involved in
the formation of foam cells, another factor that can help to
reduce the development of atherosclerotic plaque.

5. Conclusion

NAC treatment improves the glycemia and nutritional
parameters induced by T1DM, and this antidiabetogenic
agent contributes to reducing diabetic complications such as
dyslipidemia and atherosclerosis by improving the athero-
genic index.

Conflicts of Interest

The authors declare that they have no conflicts of interest.

References

[1] International Diabetes Federation, IDF Diabetes Atlas (7), IDF
diabetes atlas, International Diabetes Federation, Brussels, Bel-
gium.

[2] K. M. Gillespie, “Type 1 diabetes: pathogenesis and prevention,”
Canadian Medical Association Journal, vol. 175, no. 2, pp. 165–
170, 2006.

[3] Z. Tao, A. Shi, and J. Zhao, “Epidemiological Perspectives of
Diabetes,” Cell Biochemistry and Biophysics, vol. 73, no. 1, pp.
181–185, 2015.

[4] P. Raskin and A. Mohan, “Emerging treatments for the preven-
tion of type 1 diabetes,” Expert Opinion on Emerging Drugs, vol.
15, no. 2, pp. 225–236, 2010.

[5] K. R. Atkuri, J. J. Mantovani, L. A. Herzenberg, and L.
A. Herzenberg, “N-acetylcysteine-a safe antidote for cys-
teine/glutathione deficiency,”CurrentOpinion in Pharmacology,
vol. 7, no. 4, pp. 355–359, 2007.

[6] M. A. Atkinson, G. S. Eisenbarth, and A. W. Michels, “Type 1
diabetes,”The Lancet, vol. 383, no. 9911, pp. 69–82, 2014.

[7] S. L. Hebert and K. S. Nair, “Protein and energy metabolism in
type 1 diabetes,” Clinical Nutrition, vol. 29, no. 1, pp. 13–17, 2010.

[8] B. B. Dokken, “The pathophysiology of cardiovascular disease
and diabetes: beyond blood pressure and lipids,” Diabetes
Spectrum, vol. 21, no. 3, pp. 160–165, 2008.

[9] O. Asghar, A. Al-Sunni, K. Khavandi et al., “Diabetic cardiomy-
opathy,” Clinical Science, vol. 116, no. 10, pp. 741–760, 2009.

[10] M. S. Kim, Y. Wang, and B. Rodrigues, “Lipoprotein lipase
mediated fatty acid delivery and its impact in diabetic car-
diomyopathy,” Biochimica et Biophysica Acta (BBA) - Molecular
and Cell Biology of Lipids, vol. 1821, no. 5, pp. 800–808, 2012.

[11] S. M. Grundy, I. J. Benjamin, G. L. Burke et al., “Diabetes and
cardiovascular disease: a statement for healthcare professionals
from the american heart association,” Circulation, vol. 100, no.
10, pp. 1134–1146, 1999.

[12] M. Valko, D. Leibfritz, J. Moncol, M. T. D. Cronin, M. Mazur,
and J. Telser, “Free radicals and antioxidants in normal physio-
logical functions and human disease,”The International Journal
of Biochemistry & Cell Biology, vol. 39, no. 1, pp. 44–84, 2007.

[13] J. D. Schilling, “The Mitochondria in Diabetic Heart Failure:
From Pathogenesis to Therapeutic Promise,” Antioxidants &
Redox Signaling, vol. 22, no. 17, pp. 1515–1526, 2015.

[14] E. A. Schwartz and P. D. Reaven, “Lipolysis of triglyceride-
rich lipoproteins, vascular inflammation, and atherosclerosis,”
Biochimica et Biophysica Acta (BBA) - Molecular and Cell
Biology of Lipids, vol. 1821, no. 5, pp. 858–866, 2012.

[15] L. A. Pham-Huy, H. He, and C. Pham-Huy, “Free radicals,
antioxidants in disease and health,” International Journal of
Biomedical Science, vol. 4, no. 2, pp. 89–96, 2008.

[16] V. Sindhi, V. Gupta, K. Sharma, S. Bhatnagar, R. Kumari, and
N. Dhaka, “Potential applications of antioxidants—a review,”
Journal of Pharmacy Research, vol. 7, no. 9, pp. 828–835, 2013.

[17] P. Rajendran, N. Nandakumar, T. Rengarajan et al., “Antioxi-
dants and human diseases,” Clinica Chimica Acta, vol. 436, pp.
332–347, 2014.

[18] V. Lobo, A. Patil, A. Phatak, and N. Chandra, “Free radicals,
antioxidants and functional foods: impact on human health,”
Pharmacognosy Reviews, vol. 4, no. 8, pp. 118–126, 2010.

[19] M. Carocho and I. C. F. R. Ferreira, “A review on antioxidants,
prooxidants and related controversy: natural and synthetic
compounds, screening and analysis methodologies and future
perspectives,” Food and Chemical Toxicology, vol. 51, no. 1, pp.
15–25, 2013.

[20] W. I. Sivitz andM. A. Yorek, “Mitochondrial dysfunction in dia-
betes: from molecular mechanisms to functional significance
and therapeutic opportunities,”Antioxidants &Redox Signaling,
vol. 12, no. 4, pp. 537–577, 2010.

[21] D. Yi, Y. Hou, L. Wang et al., “N-acetylcysteine stimulates
protein synthesis in enterocytes independently of glutathione
synthesis,” Amino Acids, vol. 48, no. 2, pp. 523–533, 2016.

[22] Y. Samuni, S. Goldstein, O. M. Dean, and M. Berk, “The chem-
istry and biological activities of N-acetylcysteine,” Biochimica et
Biophysica Acta (BBA) - General Subjects, vol. 1830, no. 8, pp.
4117–4129, 2013.

[23] A. M. Fulghesu, M. Ciampelli, and G. Muzj, “N-acetyl-cysteine
treatment improves insulin sensitivity inwomenwith polycystic
ovary syndrome,” Fertility and Sterility, vol. 77, no. 6, pp. 1128–
1135, 2002.

[24] G. F. Rushworth and I. L. Megson, “Existing and potential
therapeutic uses for N-acetylcysteine: the need for conversion
to intracellular glutathione for antioxidant benefits,” Pharma-
cology &Therapeutics, vol. 141, no. 2, pp. 150–159, 2014.



6 International Journal of Vascular Medicine

[25] Y. S. Diniz, K. K. H. R. Rocha, G. A. Souza et al., “Effects of
N-acetylcysteine on sucrose-rich diet-induced hyperglycaemia,
dyslipidemia and oxidative stress in rats,” European Journal of
Pharmacology, vol. 543, no. 1-3, pp. 151–157, 2006.

[26] E. L. B. Novelli, P. P. Santos, H. B. Assalin et al., “N-
acetylcysteine in high-sucrose diet-induced obesity: energy
expenditure andmetabolic shifting for cardiac health,” Pharma-
cological Research, vol. 59, no. 1, pp. 74–79, 2009.

[27] K. C. Santos, C. P. Braga, P. O. Barbanera, F. R. F. Seiva, A. F.
Junior, and A. A. H. Fernandes, “Cardiac energy metabolism
and oxidative stress biomarkers in diabetic rat treated with
resveratrol,” PLoS ONE, vol. 9, no. 7, Article ID e102775, 2014.

[28] G. Ribeiro, M. Roehrs, A. Bairros et al., “N-acetylcysteine
on oxidative damage in diabetic rats,” Drug and Chemical
Toxicology, vol. 34, no. 4, pp. 467–474, 2011.

[29] E. I. Kawahara, N. H. P. B. Maués, K. C. Santos, P. O. Barbanera,
C. P. Braga, and A. A. H. Fernandes, “Energy restriction and
impact on indirect calorimetry and oxidative stress in cardiac
tissue in rat,” Indian Journal of Biochemistry & Biophysics, vol.
51, no. 5, pp. 365–371, 2014.

[30] P. Trinder, “Determination of glucose in blood using glucose
oxidase with an alternative oxygen acceptot,” Annals of Clinical
Biochemistry, vol. 6, no. 1, pp. 24–27, 1969.

[31] F. G. Soloni, “Simplified manual micromethod for determina-
tion of serum triglycerides.,” Clinical Chemistry, vol. 17, no. 6,
pp. 529–534, 1971.

[32] R. A. Moura, Técnicas De Laboratório, Atheneu, São Paulo,
Brazil, 1982.

[33] W. T. Friedewald, R. I. Levy, and D. S. Fredrickson, “Estimation
of the concentration of low-density lipoprotein cholesterol in
plasma, without use of the preparative ultracentrifuge,” Clinical
Chemistry, vol. 18, no. 6, pp. 499–502, 1972.

[34] H. M. G. Princen, G. Van Poppel, C. Vogelezang, R. Buytenhek,
and F. J. Kok, “Supplementation with vitamin E but not 𝛽-
carotene in vivo protects low density lipoprotein from lipid per-
oxidation in vitro: Effect of cigarette smoking,” Arteriosclerosis,
Thrombosis, and Vascular Biology, vol. 12, no. 5, pp. 554–562,
1992.

[35] S. Reitman and S. Frankel, “A colorimetricmethod for the deter-
mination of serum glutamic oxalacetic and glutamic pyruvic
transaminases.,” American Journal of Clinical Pathology, vol. 28,
no. 1, pp. 56–63, 1957.

[36] Y. Takasaki, “Serum lipid levels and factors affecting atherogenic
index in Japanese children,” Journal of Physiological Anthropol-
ogy and Applied Human Science, vol. 24, no. 4, pp. 511–515, 2005.

[37] A. Bass, D. Brdiczka, P. Eyer, S. Hofer, and D. Pette, “Metabolic
differentiation of distinct muscle types at the level of enzymatic
organization,” European Journal of Biochemistry, vol. 10, no. 2,
pp. 198–206, 1969.

[38] K. L. Roehrig and J. B. Allred, “Direct enzymatic procedure for
the determination of liver glycogen,” Analytical Biochemistry,
vol. 58, no. 2, pp. 414–421, 1974.

[39] J. H. Zar, Biostatistical Analysis, Prentice Hall International,
Englewood Cliffs, NJ, USA, 1996.

[40] D. A. Rees and J. C. Alcolado, “Animal models of diabetes
mellitus,” Diabetic Medicine, vol. 22, no. 4, pp. 359–370, 2005.

[41] A. J. F. King, “The use of animal models in diabetes research,”
British Journal of Pharmacology, vol. 166, no. 3, pp. 877–894,
2012.

[42] S. Lenzen, “The mechanisms of alloxan- and streptozotocin-
induced diabetes,”Diabetologia, vol. 51, no. 2, pp. 216–226, 2008.

[43] A. A. H. Fernandes, E. L. B. Novelli, A. F. Junior, and C. M.
Galhardi, “Effect of naringerin on biochemical parameters in
the streptozotocin-induced diabetic rats,” Brazilian Archives of
Biology and Technology, vol. 52, no. 1, pp. 51–59, 2009.

[44] C. Pereira Braga, A. C. Momentti, F. Barbosa Peixoto et al.,
“Influence of treatment with quercetin on lipid parameters and
oxidative stress of pregnant diabetic rats,” Canadian Journal of
Physiology and Pharmacology, vol. 91, no. 2, pp. 171–177, 2013.

[45] H. P. T. Ammon, K.-H. Hehl, G. Enz, A. Setiadi-Ranti, and
E. J. Verspohl, “Cysteine analogues potentiate glucose-induced
insulin release in vitro,” Diabetes, vol. 35, no. 12, pp. 1390–1396,
1986.

[46] L. P. Roma, C. A. M. Oliveira, E. M. Carneiro, G. G. Albu-
querque, A. C. Boschero, and K. L. A. Souza, “N-acetylcysteine
protects pancreatic islet against glucocorticoid toxicity,” Redox
Report, vol. 16, no. 4, pp. 173–180, 2011.

[47] A. A. H. Fernandes, F. G. Valerini, B. T. Nakatani, H. C. Nakao,
A. L. Mendes, and C. P. Braga, “Análise dos parâmetros séricos
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