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Oxidative states exert a significant influence on a wide range of biological and molecular processes and functions. When their
balance is shifted towards enhanced amounts of free radicals, pathological phenomena can occur, as the generation of reactive
oxygen species (ROS) in tissue microenvironment or in the systemic circulation can be detrimental. Epidemic chronic diseases
of western societies, such as cardiovascular disease, obesity, and diabetes correlate with the imbalance of redox homeostasis.
Current advances in our understanding of epigenetics have revealed a parallel scenario showing the influence of oxidative stress
as a major regulator of epigenetic gene regulation via modification of DNA methylation, histones, and microRNAs. This has
provided both the biological link and a potential molecular explanation between oxidative stress and cardiovascular/metabolic
phenomena. Accordingly, in this review, we will provide current insights on the physiological and pathological impact of
changes in oxidative states on cardiovascular disorders, by specifically focusing on the influence of epigenetic regulation. A
special emphasis will highlight the effect on epigenetic regulation of human’s current life habits, external and environmental
factors, including food intake, tobacco, air pollution, and antioxidant-based approaches. Additionally, the strategy to quantify
oxidative states in humans in order to determine which biological marker could best match a subject’s profile will be discussed.

1. Introduction

The physiological cellular redox state can be defined as a fine
and suitable balance achieved by the correct proportion of
reactive oxygen species (ROS) within the cell microenviron-
ment. The overall redox events are functional for living cells
and equally involved in the cellular physiological mainte-
nance and in response to a wide range of internal and exter-
nal cues. Reactive oxygen species are intrinsic biological
effectors of important mechanisms such as cell proliferation
and differentiation, cell cycle progression, host defence,

apoptosis, and migration [1–3]. This suggests their indis-
pensable role in living cells.

Over the years, basic investigations on the pathophys-
iological role of cellular oxidative states on disease have
been clinically confirmed. Specifically, a causal connection
between enhanced ROS and increased risk of cardiovascular
disease (CVD) has been largely demonstrated [4]. Endothe-
lial dysfunction represents the hallmark of such event. Giving
the endothelium’s multiple roles in vascular homeostasis
including tone, angiogenesis, remodelling, maintenance of
blood fluidity, and as the first line of defence against systemic
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insults, the endothelium is more susceptible to ROS-based
variations than other biological systems [5, 6]. In addition,
increased oxidative states normally can coexist with con-
current enhanced levels of local or systemic inflammation.
These two events are strongly linked, as they originate a
reinforcing feedback loop, ensuing a potentiated effect.
Interestingly, the pathophysiology of cardiac diseases based
on imbalanced oxidative states can also occur as a conse-
quence of hyperglycaemia, aging, atherosclerosis, or meta-
bolic syndromes, known to negatively exacerbate vascular
dysfunction [7]. Defined mechanisms underlying this effect
have been currently reconsidered and explained by
changes in functional behaviour of the genome induced
by epigenetic mechanisms. The term “epigenetics” refers
to modifications in the genome without any change in
the primary DNA sequence information, thus only deter-
mining a different gene expression regulation of specific
DNA regions. Accordingly, the affected regions can be
either silenced or activated. Interestingly, epigenetic alter-
ations can be inherited after cellular division, consequently
representing one of the most significant known mechanisms
by which living cells may respond to external stimuli and
pass such adaptation to the following generation [8]. Either
acute or chronic stress is able to modify the cellular epige-
netic landscape, producing a wide and different range of
effects according to each cell type. In the cardiovascular sys-
tem, combinations of specific stress responses (hyperglycae-
mia, aging, and obesity) known to be directly related to
CVD can influence progression of disease as they generate
the “epigenetic memory” in cell populations [7, 9].

Importantly, an unbalanced redox state, caused either by
increase of ROS and/or a reduced scavenging potential in
cells (e.g., reduced antioxidants, scavenging enzyme lowered
activity), deregulates several and diverse intracellular path-
ways related to “redox signalling.” In the heart, changes in
the redox state of cardiac cells, including cardiac smooth
muscle, vascular, and mesenchymal cells, represent a para-
mount source of stress, shown to trigger signalling cascades
ultimately leading to changes in cell epigenetic states. Oxida-
tive stress is able to unlock specific class IIa histone deacety-
lases (HDACs), whose role consist in repressing pathological
gene expression [10]. Although epigenetic changes possess
both reversible and irreversible features, nevertheless, they
affect cardiac proliferation or generate specific cell type dys-
function and changes in cellular biology [7].

This has undoubtedly indicated that ROS production and
epigenetic regulation represent an interconnected synergism,
amplifying specific external factors towards the progression
of pathological cardiac phenotypes. Moreover, life habits
severely impact the link between ROS and epigenetic-
mediated gene expression regulation, confirming that the
control of cellular oxidative stress can be attained by simple
lifestyle modifications [11, 12]. Accordingly, a beneficial
potential of antioxidant-based therapies for CVD has been
recently encouraged [13]. Yet, enhancing antioxidant system
may in turn be detrimental [14] upsetting redox homeostasis.
Nevertheless, besides the chemical synthetic molecules
already available on the market targeting the binomial ROS
epigenetic, great interest is shown on nonpharmacological

natural antioxidants found in fruits and vegetables, signifi-
cantly enriched in active molecules able to restore physiolog-
ical redox states or simply acting as scavengers. Intriguingly,
the food and recognized lifestyle habits typical of the Medi-
terranean area may be able to directly interfere with our
genome through ROS production [15]. Researchers are
aware that the precise mechanisms by which antioxidants
act still remain to be fully determined, as well as the predic-
tion of possible long-term clinical effects and limitations of
this strategy. Additionally, it is unlikely that the sole restora-
tion of physiological levels of ROSmight ensure the reversion
of cardiac symptoms. It seems more plausible that the man-
agement of the ROS/epigenetic axis could be useful to prime
a preventive protection or to support current cardiac phar-
macological therapies. More importantly, the lack of meth-
odologies to properly quantify the oxidative state of a
human subject represents a current challenge. Therefore,
novel biological tests or markers to define a personal “ROS-
based profile” are urgently required, in order to evaluate the
efficacy of antioxidant-based strategies.

In this review, we aim to focus on the contribution of
oxidative stress on cardiac pathophysiology with specific
regard to the pathways by which ROS can effect epigenetic
signals and thus cause the onset of pathological cardiovas-
cular episodes. Additionally, the modality by which exoge-
nous and environmental factors including aging, obesity,
deficient dietary supplements, and smoking could impact
the ROS-dependent epigenetics will be considered. Finally,
novel frontiers to promote healthy lifespan, by employing
a combination of antioxidant approaches and pharmaco-
logical interventions targeting epigenetic mechanisms, will
be discussed.

2. The Oxidative Circuit in the Cardiovascular
System: The Physiological Role Prior To
Oxidative Stress

During embryogenesis, the heart is the first organ to be
formed in order to sustain the development of the embryo.
In the early phase of cardiogenesis, cardiomyocytes are in
an active proliferative state, thus requiring an enhanced met-
abolic support to increase their biomass and to allow cell
division. Mitochondria represent the power supply of all
cells, by generating adenosine triphosphate (ATP), the cell
energy currency, through the oxidative phosphorylation
chain reaction. Interestingly, as cardiogenesis requires a met-
abolic overload, the mitochondrial structure transition from
a round-fragmented shape, with an open permeability transi-
tion pore (mPTP), to an elongated structure with an enclosed
mPTP normally occurs [16]. This physiological alteration is
essential to improve the ATP production, suggesting that
the redox state is fundamental for cardiomyocytes matura-
tion in the early phase of cardiogenesis. A further critical
effector during the development of the cardiovascular system
is oxygen concentration. Indeed, the normal value of foetal
arterial blood oxygen pressure is approximately 10mmHg,
meaning that low oxygen concentrations are sufficient to
develop the cardiovascular circuit [17]. Specifically, low
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oxygen concentrations positively modulate hypoxia induc-
ible factor 1α (HIF-1α) subunit activity. Once activated,
HIF-1α transcriptionally fine tunes a panel of angiogenic,
vasculogenic, and foetal heart remodelling genes, including
the most relevant, vascular endothelial growth factor
(VEGF). HIF-1α itself is under redox control with its activity
regulated by S-glutathionyaltion, oxidative posttranslational
modification [18]. Moreover, it regulates transcription of an
anaerobic glycolysis-related set of genes, such as the glucose
transporters, the lactate dehydrogenase, and pyruvate dehy-
drogenase kinase. This aspect is crucial, as the largest amount
of the foetal cardiac ATP produced is derived from glycolysis
and oxidation of carbohydrates. Interestingly, during child-
hood, this process is temporarily replaced by the catabolism
of free fatty acids via β-oxidation.

Combined with the oxidative phosphorylation-based
metabolic role, mitochondria in the cardiac tissue are the
principal source of ROS [19]. Reactive oxygen species
include reactive molecules and free radicals derived from
molecular oxygen, such as superoxide anion (·O2−), hydro-
gen peroxide (H2O2), hydroxyl radical (·OH), and the
reactive nitrogen species (RNS) nitric oxide (NO), and perox-
ynitrite (ONOO−). Over the years, ROS have been consid-
ered as damage-causing agents. To date, it has been
demonstrated that subtoxic levels of O2

− and H2O2 can selec-
tively interact with target molecules involved in cell signalling
and regulation. Reactive oxygen species derived from cardiac
mitochondria and NADPH oxidase (Nox) can increase HIF-
1α expression and activity. Nox proteins are a family of seven
membrane-associated multiunit enzymes that catalyse the
reduction of molecular oxygen using NADPH as an electron
donor. Only Nox1, 2, 4, and 5 are present in cardiovascular
tissues [20], and Nox2 has been recently identified as one of
the key mediators in mechano-chemotransduction during
cardiac contraction [21, 22], whereas endothelial Nox2 is
related to cardiac diastolic dysfunction [5, 6].

To date, strong evidence has supported the beneficial
role of ROS in the adult cardiovascular system. For exam-
ple, NO produced by the endothelial constitutive nitric
oxide synthase (eNOS) is a key regulator of vascular tone
[23]. Nitric oxide increases the cyclic guanosine monopho-
sphate (cGMP) production and activates protein kinase G
(PKG) and smooth muscle cell relaxation [24]. Likewise,
hydrogen peroxide derived from endothelial Nox4 reduces
blood pressure enhancing vasodilation [25]. Hydrogen per-
oxide mediates vasodilation, via modulating the cGMP
pathway or directly acting on PKG [24]. Interestingly,
cardiac-Nox4 protects against left ventricular hypertrophy
through promoting angiogenesis [26]. In contrast, super-
oxide induced from Nox2 in cardiomyocytes contribute
to remodelling postmyocardial infarction [27]. The role
of ROS in vascular smooth muscle cell growth has been
thoroughly investigated. Reactive oxygen species (in partic-
ular O2

− and H2O2) are produced in response to angioten-
sin II, platelet-derived growth factor (PDGF), epidermal
growth factor (EGF), and fibroblast growth factor (FGF)
ligand-receptor interactions. Once generated, ROS trigger
the gene expression of cell proliferation-related genes, such
as c-myc and c-fos.

Interestingly, ROS are able to exert a “contractile regula-
tion” on cardiac muscle. Generally, cardiomyocyte contrac-
tile activity is based on the excitation-contraction coupling
(ECC) process that transduces electrical excitation into con-
traction. During ECC, the membrane potential depolariza-
tion is followed by an inward current of Ca2+ caused by the
opening of the voltage-gated calcium channels (LTCC), lead-
ing to a Ca2+-induced Ca2+ release by the ryanodine receptor
(RyR) on the sarcoplasmic reticulum (SR). The ryanodine
receptor family is composed of three isoforms, all exhibiting
up to 89 cysteine residues per monomer [28]. The RyR2 is the
main characterized redox-sensitive ion channels in the heart.
Oxidizing conditions, and in particular NO, can increase the
channel opening probability through the oxidation of SH
groups, resulting in an increased Ca2+ loss from the SR
[29]. Once released by RyR2, calcium activates myofilaments
during systole by binding troponin C. If LTCC is inactivated
and a K+ current is activated, repolarization occurs through
the synergic regulation of various protein kinases and phos-
phatases. The SR Ca-ATPase SERCA2a is one of the princi-
pal effector of Ca2+ reuptake into the SR, which leads to
relaxation by reducing cytosolic Ca2+. SERCA2a can undergo
redox modification on its 25 cysteine residues, especially in
the ATPase subunit [30]. In 2004, Cohen et al. demonstrated
that low concentrations of NO-derived peroxynitrite
(ONOO−) are able to directly increase SERCA2a activity via
S-glutathionylation, promoting relaxation of cardiac muscle
[31]. Likewise, a redox-activation of SERCA2b, the dominant
isoform in vascular smooth muscle cells, with a consequent
reduced intracellular Ca2+ level and vascular relaxation,
has been reported [31]. ROS modulate cellular signalling
through posttranslational modification on redox-sensitive
cysteine thiols. Part of the cellular antioxidant pool include
enzymes such as thioredoxin and glutaredoxin which
catalyse the removal of oxidative posttranslational modifi-
cations. The preservation of redox homeostasis is essential,
since increased glutaredoxin-1 can paradoxically attenuate
postischemia neovascularisation [14]. Effective therapy will
be needed to maintain the redox balance between ROS
and antioxidants.

2.1. Oxidative Stress and Cardiovascular Disease Risk Factors.
A large variety of risk factors significantly contributes to the
onset of different types of cardiac conditions. Interestingly,
most primary risk factors inducing an oxidative stress-
dependent burden are related to life habits and environmen-
tal causes. However, they can be monitored and modified,
theoretically allowing the potential restoring of the physio-
logical cardiovascular clinical parameters. Among several
cardiovascular dysfunction risk factors, aging represents a
current debated exception, if considered as part of the normal
process of life. Nevertheless, cardiovascular disorders are
extremely frequent among elderly people and additional
genetic, metabolic, pharmacological, or environmental var-
iables may accelerate aging and consequently oxidative
stress, leading to premature propensity to develop cardio-
vascular events.

In the light of this, in the second part of this review,
we will discuss the genesis of oxidative stress induced in

3Oxidative Medicine and Cellular Longevity



the setting of major CVD risk factors, including aging,
smoking, and environmental pollution. Moreover, we will
specifically focus on epigenetic determinants activated by
oxidative stress and leading to cardiovascular disorder,
either when occurring as primary pathological event or
as secondary consequence of main contributor causes.

2.2. Aging. Aging is defined as a multifactorial process
resulting in damage of molecules, cells, and tissues, leading
to a reduced efficacy of functions with different pathophysio-
logical consequences and a variety of clinical phenotypes
[32, 33]. Cardiac fibrosis, ventricular hypertrophy, and
myocyte enlargement with decreased cardiac mass represent
the hallmark of aging in the heart [34], and likely induced by
oxidative damage, among others. Accordingly, it has been
demonstrated that an increased release of glutathione,
together with a decreased release of oxidized glutathione,
occurs in aged rat hearts. These alterations suggest that the
metabolic and functional tolerance toward oxidative stress
decreases with age, significantly enhancing the predisposition
to CVD [35]. Exposure to highly reactive hydroxyl radicals
may induce several alterations, including peroxidation of
membrane lipids, inactivation of enzymes, and damage of
nucleic acid base weights, which may all affect cell function.
Furthermore, chronic exposure to oxidants, which exceed
endogenous inactivation mechanisms, may result in a pro-
gressive accumulation of these biochemical alterations [36].
Additionally, the endogenous antioxidant system control,
represented by the superoxide dismutase (SOD) and heat
shock protein system (HSP), becomes weaker with aging,
implying a lower resistance to ROS accumulation [37] and
the progressive decline of protection from proteotoxicity
in the mitochondria, apoptosis, and protein aggregation
[38, 39]. Increasing age imbalances mitochondria biogenesis
and mitophagy (i.e., autophagy of mytochondria), which
are both essential for the maintenance of stress resistance
and longevity [40].

An alternative mechanism involved in the aging pro-
cess is represented by sirtuins, members of HDAC class
III family, that, through mono-ADP-ribosyltransferase or
deacetylase activity, are implicated in many biological pro-
cesses, such as DNA repair, cell cycle regulation, apoptosis,
and gene expression [41]. Nuclear SIRT1 mediates antiox-
idant stress responses by activating the FOXO subfamily of
the forkhead family of transcription factors [42]. FOXO sub-
family is involved in a wide range of crucial cellular processes
regulating stress resistance, metabolism, cell cycle arrest, apo-
ptosis, and protein homeostasis, affecting autophagy and
proteasome-related gene expression [43]. SIRT1 has been
related also to mitochondrial biogenesis, acting on the per-
oxisome proliferator activated receptor γ coactivator 1α
(PGC-1α) [44] and HIF-1α [45]. Other sirtuins have been
detected in mammalian mitochondria, such as SIRT3 and
SIRT5 [46]. SIRT3 regulates several enzymes, such as SOD2
and mitochondrial isocitrate dehydrogenase (IDH2), that
are critical in maintaining cellular ROS levels [47]. SIRT5 is
able to bind and activate the carbamoyl phosphate synthetase
(CPS1), which is required for removing ammonia generated
by amino acid catabolism [48] and regulates also ammonia-

induced autophagy [49]. These protective effects are crucial
because ammonia can increase the production of ROS,
inducing the mitochondrial permeability transition (MPT),
known as a common pathway leading to oxidative stress-
induced apoptosis also in cardiomyocytes [48, 50]. Overall,
these evidences indicate that sirtuins are important thera-
peutic targets potentially able to delay the progression of
aging-related pathologies, such as type 2 diabetes or Alzhei-
mer’s disease, and perhaps to extend lifespan. Notably,
sirtuin expression and activity levels decline with age in sev-
eral tissues, implying that induction of long-term enhance-
ment of sirtuin activity represents an interesting challenge
for the scientific society [51].

2.3. Hyperglycaemia and Obesity. The physiological events
discussed can shift to pathological states in the presence of
clinical insults, such as metabolic disease, obesity, and diabe-
tes [52–55], as well as exogenous and environmental factors
(pollution and tobacco). Lifestyle habits are able to affect
aging, through exacerbating ineffective protection from oxi-
dative stress both in adult and in young subjects. Obesity
exerts a great impact on ROS regulation, as it is defined as
chronic low-grade systemic inflammation associated with
structural and functional changes in the perivascular adipose
tissue (PVAT), appropriately considered as an endocrine
tissue. This inflammatory state leads inevitably to vascular
endothelial and smooth muscle cell dysfunction, thus
increasing cardiovascular risk. All these alterations represent
the foundation of enhanced release of ROS, vascular tone,
and proinflammatory factors. It has been demonstrated that
high fat depots within the body result in an enhancement of
energy accumulation, dysfunction of mitochondrial oxida-
tion, and oxidative stress [56]. Recently, Costa et al. demon-
strated that PVAT anticontractile effects are mediated by
ROS directly generated from mitochondrial metabolism
[57]. In fact, PVAT-derived tumor necrosis factor alpha
(TNF-α), known as a mediator of adipose tissue inflamma-
tion, can induce mitochondrial oxidative stress in the form
of increased production of.O2

− and consequently conversion
in H2O2 and modulation of the RhoA/ROCK-pathway, a
key player in numerous smooth muscle cell functions,
including contractility [58]. This evidence has suggested that
ROS generation could represent a fundamental mechanism
involved in obesity-associated PVAT vascular dysfunction
[59]. Moreover, systemic alterations strictly associated to
ROS have been observed in obese patients. According to this
scenario, high levels of oxidative stress can be detected both
in overweight young individuals and in obese adults, where
an elevated baseline of proinflammatory mediators and of
the biomarker F2-isoprostanes is observed, respectively
[60–62]. Interestingly, F2-isoprostanes are directly corre-
lated with HDL-cholesterol levels, adipocytokines, measures
of adiposity, and total body and abdominal subcutaneous fat
[63]. Despite unequivocal evidence demonstrating a link
between obesity and oxidative stress, specific prognostic
markers for monitoring the evolution of clinical obesity are
still to be identified, although some of them have been suc-
cessfully employed to predict the progression of metabolic
CVD in overweight and obese people [64].
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One of the most significant medical risk factor of obe-
sity is the insulin resistance state, phenotypically exhibited
as type 2 diabetes, where cells develop a low sensitivity to the
hormone, thus causing hyperglycaemia. Obesity-associated
inflammation, that initially affects adipose tissue and liver,
plays a key role in this phenomenon as it inhibits several
insulin-associated signalling pathways, such as insulin recep-
tor substrate 1 (IRS-1) [65], and it increases plasma-free fatty
acid (FFA), thus stimulating lipolysis [66]. In this patho-
logical scenario, oxidative stress could be considered as
both an effector and a consequence, considering that mito-
chondrial function significantly contributes to insulin
secretion from pancreatic β-cells [67]. Accordingly, mito-
chondrial increased ROS production promotes accumula-
tion of FFA [68], subsequently increasing the serine/
threonine kinase activity (PKC) that inactivates IRSs [69].
An alternative mechanism of oxidative stress induction
has been described, showing that the increased presence
of FFA may enhance ROS concentration by downregulat-
ing antioxidant enzyme activity, such as peroxisomes and
microsomes [70].

Defects in mitochondrial fatty acid oxidation could be
involved in insulin resistance development, as it induces
increased fatty acid metabolites able to block insulin signal-
ling [68]. These derangements underlie the known direct
detrimental effects of diabetes on cardiac structure and
function, which may contribute to the development of
heart failure and ultimately to death in diabetic patients
[71]. The high ratio of circulating FFA typically detected
in the obese and diabetic population contributes to store
fatty acids in the cardiac tissue and to negatively regulate
mitochondria-based cell metabolism, where fatty acid oxi-
dation instead of glucose oxidation occurs, jeopardizing
ATP production and causing higher oxygen consumption
[72, 73]. This significant metabolic change leads to altered
energy availability in cardiomyocytes, to the generation of
lipotoxicity because of the accumulation of ceramide and
diacylglycerol (DAG) inside the myocardium, and to a
gradual decrease of cardiac function [74].

Moreover, SIRT1 is equally and physiologically involved
in the regulation of insulin secretion from pancreatic β-cells,
enhancing ATP production and leading to cell membrane
depolarization and Ca2+-dependent insulin exocytosis [75].
Interestingly, SIRT1 also exerts a protective effect from oxi-
dative stress in pancreatic β-cells by suppressing the proin-
flammatory nuclear factor-kappaB (NF-κB) signalling [76]
and the expression of tyrosine phosphatase-1B, which in turn
negatively regulates the insulin receptor (IR) and IRS-1 [77].
During a lifespan, SIRT1 activity decreases, but adipose tissue
cells of obese subjects already exhibit a reduction, confirming
the exacerbating effects of metabolic diseases on physiologi-
cal states [78].

2.4. Exogenous and Environmental Factors. Beyond
pathophysiology-dependent oxidative stress, it is noteworthy
to consider that the organism is constantly exposed to exog-
enous factors known to induce specific stress responses.
Among the wide range of environmental elements in the
western society, those related to ecology and lifestyle,

including pollution, smoking, and alcohol, have received a
special focus. Free radicals or substances able to trigger free
radical reactions, contained for example in the form of pol-
lutants in the atmosphere, are usually derived from either
car exhaust pipes and fumes or factories’ waste products. It
has been reported that the exposure to this kind of agents
and in particular to pollutants increases the risk for CVD.
Mechanisms underlying such phenomenon include the
enhancement of the oxidative stress, inflammatory response,
and susceptibility to coagulation/thrombosis/atherosclerosis
[79]. Besides, in 2010, during the first scientific statement
on “Air Pollution and Cardiovascular Disease”, the American
Heart Association has drawn the attention on a novel air pol-
lutant, named the particulate matter (PM), currently consid-
ered as a major risk factor for cardiovascular morbidity and
mortality [80]. Furthermore, particles of <0.1μm diameter
(the so-called ultrafine particles) are able to infiltrate the tis-
sue very easily, showing a preferential localization in the
mitochondria. Similar to other pollutants, the ultrafine parti-
cles can induce ROS generation and, subsequently, oxidative
stress in epithelial and macrophage cells [81].

Likewise, cigarettes are considered one of the major
lifestyle-related risk factors for health. Accordingly, it has
been demonstrated that smoking induces multiple side
effects such as inflammation, oxidative stress, energy metab-
olism abnormalities, gap junction remodelling, hypertrophy,
and impaired angiogenesis, thus leading to myocardial dam-
age [82]. Interestingly, tobacco increases Nox activity
(known to exert a role in cardiac remodelling) and induces
depletion of antioxidant enzymes, causing oxidative damage
and exacerbating cardiac fibrosis, myocyte hypertrophy,
and systolic dysfunction [83]. Furthermore, smokers exhibit
high levels of circulating inflammatory cytokines, such as
TNF-α or IFNs, involved in cardiac remodelling, cell death,
and ROS production [84]. Of note, it has been recently dem-
onstrated that electronic cigarettes (E-cigarettes), a modern
and technological surrogate of traditional tobacco cigarettes,
have unfavourable effects on markers of oxidative stress and
FMD after single use [85]. The smoking-related health risk is
consistently aggravated in the presence of obesity. Recently, it
has been confirmed that this binomial is responsible for
inducing cardiomyocyte apoptosis by both increasing oxida-
tive stress and by mechanisms of inactivation of the AMPK
pathway [86].

Alcohol can also affect the cardiovascular system in a
dose-dependent manner, causing a lower ejection fraction
and left ventricular hypertrophy [87, 88]. It has been demon-
strated that, in the presence of an alcoholic cardiomyopathy,
a reduce activity of respiratory enzymes, lactate dehydroge-
nase, and fatty acid oxidases, combined with an increased
alcohol dehydrogenase activity may occur. The oxidation of
the accumulated acetaldehyde promotes ROS generation,
resulting in organelle damage, lipid peroxidation, and
autophagy [89]. In alcoholic patients, ROS are able to directly
affect atrial fibrillation by exacerbating oxidative modifica-
tions in the myofibrillar creatine kinase and thus inducing
an increase in contractile force [90, 91]. Interestingly, physi-
cal exercise exerts a dual influence on oxidative states. Specif-
ically, a regular and moderate training stimulates the
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endogenous antioxidant system and the associated adaptive
responses, thus preserving the correct muscle redox balance
[92]. Likewise, an exhaustive aerobic and anaerobic physical
exercise can generate ROS overproduction, leading to oxida-
tive stress-related tissue damages and impaired muscle con-
tractility. Of note, the final effect on the redox balance
strictly depends on age, sex, and training level, as well as indi-
vidual susceptibility to oxidative stress injury, which is
known to be determined by genetic and lifestyle factors [93].

2.5. Oxidative Stress and Epigenetics in the Cardiovascular
System and Disease Risk Factors: A Worthy Link to Explore.
It is extremely challenging to unequivocally identify oxida-
tive stress-dependent epigenetic determinants specifically
involved in the onset of primary cardiovascular disorders
and also to discriminate from those derived by risk factors
(a main summary of epigenetic mechanisms highlighted in
this paragraph is displayed in Figures 1(a) and 1(b)).

The epigenetic modifications in the heart represent a key
step in the remodelling process, where both acetylations and
methylations target downstream mediators. Importantly,
substantial cardiac stress directly acts on class IIa HDACs,
involved in repressingmainpathological genes [10].Oxidative
stress can disable this activity through the phosphorylation-
independent nuclear export mechanism of HDACs [10].

Pathological cardiac hypertrophy is strictly driven by the
overexpression of members of enhancer factor-2 (MEF-2)
family, which are known to be regulated by class IIa HDACs
[94]. Alternative epigenetic acetylation determinants target-
ing HDAC4 and influencing cardiac hypertrophy have been
described in combination with enhanced nuclear oxidative

stress caused by Nox4 [94]. In addition to this scenario,
several biological methylation modifications employ the con-
version of S-adenosyl methionine, a known antioxidant mol-
ecule, to S-adenosyl homocysteine, whose increased levels,
found in patients with CVD [95], are able to directly activate
the DNAmethyltransferases [96]. Intriguingly, this phenom-
enon can be reinforced by a parallel oxidative stress-
dependent epigenetic mechanism (mitoepigenetic) in the
mitochondria, main producers of considerable amount of
ROS following an ischemic insult. The mitochondrial DNA
methyltransferases activity is less sustained compared to that
in the nucleus, but equally enhanced by high levels of homo-
cysteine [97]. From a biological and clinical standpoint, the
hypomethylation negatively drives the angiogenic and endo-
thelial gene expression, resulting in vascular complications.
The mitochondria dynamic also plays a key role in heart fail-
ure, as their damage via enhanced ROS runs parallel to free
calcium in the cardiomyocytes and volume overload [98].

Intriguingly, the hemodynamic stress clearly impacts gene
expression reprogramming via oxidative stress. Accordingly,
a direct association between oxidative stress-dependent epi-
genetic pathways and the trimethylation of histones H3K4
and H3K9, resulting in decreased left ventricular ejection, a
hallmark of chronic heart failure, has been demonstrated
[99, 100].

Likewise, patients with vascular disorders, such as
abdominal aortic aneurism (AAA), display increased expres-
sion of HDAC 1, 2, 4, and 7 in aortic tissues with respect to
healthy subjects, with concomitant changes in DNA methyl-
ation of inflammatory cytokine promoters [101]. Interest-
ingly, a main role of ROS in exacerbating the systemic
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Figure 1: (a, b) Main oxidative stress-dependent epigenetic alterations and molecular mechanisms in primary CVD (a) and CVD risk factors
(b). AAA: abdominal aortic aneurism; LDL: low-density lipoprotein; VSMCs: vascular smooth muscle cells; MEF-2: members of enhancer
factor-2; HDACs: histone deacetylases; CHD2: chromodomain-helicase-DNA-binding protein 2; ROS: reactive oxygen species; FFA: free
fatty acids; IRS: insulin receptor substrate; PKC: serine/threonine kinase activity; PVAT: perivascular adipose tissue; RAS: renin-
angiotensin system; DAG: diacylglycerol.
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inflammatory landscape in AAA has been hypothesized,
given the ability of ROS to directly activate histone acetyl-
transferases in several cell types [102]. A similar alteration
of the muscle-specific histone acetylation profile has been
also reported in vascular smooth muscle cells (VSMCs), in
presence of high levels of oxidized LDL able to combine
HDAC2 and 5-mediated hypoacetylated states with the reac-
tivation of embryonic transcription factors (i.e., Krüppel-like
factor-4) permissive to VSMCs uncontrolled proliferation
[7]. A similar effect can be observed in the lung, where arte-
rial smooth muscle cell proliferation and inhibition of apo-
ptosis are both enhanced by epigenetic attenuation of the
mitochondrial superoxide dismutase (SOD2) [103]. A fur-
ther mechanism has been described in hypertension. The
renin-angiotensin system (RAS) is a major controller of sys-
temic blood pressure. A sustained activation of RAS observed
in hypertension is able to increase ROS levels through
NADPH activation and its catalytic subunits [6, 104]. The
associated upstream epigenetic signal has been linked to the
chromodomain-helicase-DNA-binding protein 2 (CHD2),
an enzyme acting on histone deacetylation and chromatin
remodelling [105] and able to overactivate the transcriptional
site of RAS [106].

The impact of oxidative stress on the cardiac genetic
reprogramming via “pathological” alterations of the epige-
netic machinery is even more substantial if we consider car-
diovascular risk factors strictly associated to enhanced ROS
levels (diabetes, obesity, aging, and life habits). Certainly,
one of the most peculiar and oxidative stress-related epige-
netic modification can be found in type 2 diabetes, a major
risk factor for cardiovascular disorders. Diabetic patients
affected by CVD display abnormal genomic cytosine-
guanine (CpG) islands associated with multiple oxidative
stress markers. The CpG sites contain regulatory regions of
the genome, suggesting a potentially direct role of oxidative
stress caused by hyperglycaemia, or in presence of CVD, on
methylation of specific genes and their expression [107].
Interestingly, patients with acute ischemic stroke exhibit
enhanced levels of systemic 5-methylcytosine [96] with addi-
tional alterations in nucleobases induced by peroxides [108].
Importantly, it has been observed that diabetes can generate
long-term clinical complications even when physiological
glucose levels are restored by pharmacological therapies or
thorough modifications in patients’ dietary habits and exer-
cise frequency. This phenomenon is well known as metabolic
memory [109]. Metabolic memory has been implicated in the
persistence of epigenetically induced aberrant expression of
fibrotic, antioxidant, and inflammatory genes in many cell
types, including vascular smooth muscle and endothelial cells
[110]. For example, hyperglycaemia can lead to increased
levels of mitochondrial ROS in aortic endothelial cells,
inducing long-lasting monomethylation of the histone H3
at the lysine 4 (H3K4) and lysine 9 demethylation
(H3K9) sites in the proximal promoter of the NF-κB sub-
unit p65. The methylation of both histones 3 and 4 can
act synergistically, leading to the aberrant activation of
the downstream proinflammatory pathway [110, 111].

Noncoding RNAs, and specifically microRNAs (miRNA),
known as alternative mediators of epigenetic mechanisms,

have been recently linked to the establishment and mainte-
nance of metabolic memory. MicroRNAs can directly affect
cellular epigenetic states, bymodulating the expression of sev-
eral epigenetic factors [112]. Some miRNAs can also directly
interact with gene promoters and therefore stimulate or
repress their activity inaprocess acknowledgedasRNAactiva-
tion (RNAa) [113]. In addition, different from the protein
complexes responsible forDNAandchromatinmodifications,
miRNAs canbe released into the bloodstreamand captured by
different cell types. This phenomenon allows to deregulate the
expression of selected miRNAs and to perpetuate the effect
from one cell to another. Notably, hyperglycaemia, oxidative
stress, and inflammation can all modify the profile of circulat-
ingmiRNAs andaffect the transcriptional programof vascular
smoothmuscle and endothelial cells, contributing to the exac-
erbation of vascular complications [109]. SomemiRNAs seem
to play a key role upon high glucose levels. Diabetic murine
vascular smooth muscle cells show increased expression of
miR-125b able to target the Suv39h1 gene, responsible of
enhanced expression of inflammatory mediators [114]. MiR-
125b has also been shown to be directly responsive to H2O2
in treated human keratinocytes (HaCaT) [115], strengthening
the strict relationship between oxidative stress and changes in
microRNA activity.

Growing evidence is currently supporting a significant
relationship between aging-associated diseases and epige-
netic changes [116]. Some effects caused by aging are directly
generated by alterations in gene expression or activity of
DNA and chromatin-modifying enzymes. Histone deacety-
lates, such as SIRT-1, have been shown to decrease in protein
level during physiological aging, leading to age-related
increase in the acetylation of lysine 16 of histone H4
(H4K16). A global hypomethylation of an aged genome has
been associated with decreased activity of DNA methylation
enzymes [9]. The epigenetic effects of oxidative stress associ-
ated to aging have been well described in endothelial cells,
where specific inhibition of SIRT-1 generates a senescent
phenotype in the HUVEC model system, involving p53 gene
acetylation followed by growth arrest [117]. SIRT-1 activity
inhibition during senescence can also be induced by upregu-
lation of miR-217, which targets SIRT-1 3′UTR and induces
its posttranscriptional silencing in different endothelial sys-
tems, including HUVECs and human aortic and coronary
artery endothelial cells [118]. More recently, miR-34a has
been described to have a similar role in mediating cardiac,
endothelial, and endothelial progenitor cell senescence
[119]. A direct effect of oxidative stress on microRNA
expression has been shown on endothelial cells, where
H2O2 treatment increases miR-200 family members, trig-
gering downregulation of the zinc finger homeobox 1
(Zeb1) transcription factor. These molecular alterations
lead to senescence and apoptosis [120].

Interestingly, longevity is also correlated with metabolic
rates. For instance, production of α-ketoglutarate via oxida-
tive deamination of glutamate is able to influence chromatin
demethylation [121]. In particular, ROS production is
inversely linked with lifespan. Therefore, ideal strategies aim-
ing at reducing the metabolic rate may possess “rejuvenating
features.” Gene profiling analysis in mice subjected to caloric
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restriction has demonstrated that low caloric intake can
modify the aging rate and reduce the accumulation of det-
rimental macromolecules related to oxidation processes,
leading to a 20% longer lifespan [122, 123]. This effect has
been considered protective for telomere length, but against
cardiovascular impairment associated to aging and stress
[124, 125]. Epigenetic mechanisms involving sirtuins, and
specifically SIRT-1, have been related to this phenomenon.

As already mentioned, another important clinical disease
is obesity, a complex condition determined by a simulta-
neous interaction between genetic features and environmen-
tal factors. Recently, it has been undoubtedly highlighted that
epigenetic changes imprint obesity. Accordingly, obese ado-
lescents display DNA methylation alterations in blood cells
[126]. Adipose tissue is currently considered an important
endocrine organ, secreting various hormones, cytokines (adi-
pocytokines), and free fatty acids (FFAs) [127]. Reactive oxy-
gen species production in obese patients is generated by a
chronic inflammatory status promoted by FFA oxidation in
the liver and perpetuated by macrophages and monocytes,
which are constantly stimulated by circulating inflammatory
cytokines [128]. It has been shown that stearoyl-CoA desa-
turase 1 (SCD1), an enzyme involved in monounsaturated
fatty acids generation, directly affects inflammatory media-
tors production in adipocytes through DNA methylation
[129]. In fact, changes in SCD1 expression are inversely cor-
related with global DNAmethylation changes, where modifi-
cations in CpG methylation of interleukin-10 receptor a
(IL10ra), interleukin-4 receptor a (IL4ra), interleukin-6 sig-
nal transducer (IL6st), and transforming growth factor β1
(TGFβ1) genes are changed by SCD1 overexpression [130].
Functional studies have also revealed a direct association
between chromatin-modifying enzymes and obesity. Genetic
knockout of the Jumonji C-domain containing protein
(Jhdm2a), a H3K9 demethylase, is able to increase mice sus-
ceptibility to obesity by abnormal fat deposition and hyper-
lipidaemia, likely due to PPARα expression decrease in
skeletal muscles and brown fat [131].

Obesity-related inflammatory, oxidative, adipogenetic
mechanisms and insulin signalling can be also concomitant
to miRNAs deregulated expression. The heme oxygenase-1
(HO-1) has cytoprotective effects on CVD, and its activity
is reduced in obese mice. Increasing HO-1 activity has shown
functional benefits against insulin resistance and compensa-
tory hyperinsulinemia in animals. MiR-155, miR-183, and
miR-872, which are reduced by insulin treatment of adipo-
cytes, regulate HO-1 activity and levels after insulin
administration [132]. The same miRNAs also contribute
to inflammatory cytokines production, oxidative damage,
and apoptosis.

Epigenetic variations can be also induced by exogenous
factors, such as cigarette smoking. Several components in
cigarette smoking can directly alter both methylation and
acetylation balances of chromatin, leading to deregulation
of specific genes involved in inflammation [133]. In particu-
lar, specific effects on a decreased activity of HDAC2 has
been reported, as well as complete inactivation and proteaso-
mal degradation in the lung cells and macrophages in vivo
[134, 135]. A recent study in vitro on first branchial arch-

derived cells has showed that the exposure to cigarette smok-
ing extract (CSE) induces global DNA hypomethylation due
to proteasomal degradation of two main DNA methyltrans-
ferases (DNMT-1 and DNMT-3a) and two methyl CpG-
binding proteins, MeCP-2 and MBD-3 [136].

3. Biological Markers of ROS

The quantification of circulating ROS through specific bio-
markers could represent a promising mean not only to detect
pathological cardiovascular processes but also to predict and
monitor patients’ responses to therapeutic treatments. The
identification of which type of molecule would best suit this
purpose is still challenging, as ROS are extremely unstable,
and several physiological process may generate diverse oxi-
dative states and/or be differentially influenced by them.
Besides, circulating amounts of ROS might not entirely
reflect the local scenario at cellular or tissue level. Therefore,
an indirect measure of ROS could also be informative.
Accordingly, a panel of biomarkers of oxidative stress is cur-
rently available, and it includes molecules that can be modi-
fied by interacting with ROS themselves. Intriguingly, as
DNA, lipids, phospholipids, proteins, and carbohydrates are
selective targets of ROS, they can all mirror the level of oxida-
tive states in patients [137]. Alternatively, the estimation of
the antioxidant counterpart might be relevant at least to
understand an unexpected occurrence of an unbalanced
redox state. Folic acid, contained in vegetables, is a suitable
example to describe how natural oxidants might potentially
function as a litmus test of the cardiovascular state in
humans. In fact, folic acid is able to decrease the circulating
levels of homocysteine in the blood, whose amount is strictly
interdependent to enhanced risks of vascular and cardiac dis-
orders [138]. Notably, some molecules, such as isoprostanes
(IsoPs) and malondialdehyde (MDA), both generated by per-
oxidation of lipids, also hold a prognostic cardiovascular
value. The levels of F2-IsoPs, prostaglandin-like compounds,
are elevated in conjunction with specific cardiovascular risk
factors, including cigarette smoking, diabetes mellitus, and
myocardial ischemia/reperfusion events. Similarly, isopros-
tanes are also generated during human atherosclerotic
lesions formation [139] and therefore involved in vasocon-
striction, platelet aggregation, and proliferation of vascular
smooth muscle cells [61, 140]. To date, antioxidant therapies
based on the employment of vitamin C and/or E integration
have been shown to decrease the levels of IsoPs [141],
although these observations are not confirmed. Differently,
MDA, generated in vivo by the peroxidation of polyunsatu-
rated fatty acid, can be easily quantified in plasma by a color-
imetric assay based on its reaction with thiobarbituric acid
(TBA), generating a final product defined as TBARS (TBA
reacting substances) [137]. These latter have been found
decreased in diabetic rats by the antioxidants alpha-lipoic
acid and aminoguanidine [142–144]. Consequently, this
assay represents a useful biological test of oxidative stress
associated with CVD.

“Alternative” free radicals such as nitric oxide (NO), one
of the most powerful vasodilator, could be a further interest-
ing oxidative biological marker. Nitric oxide is known to alter
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both structural integrity and catalytic activity of several pro-
teins by tyrosine nitration and cysteine S-nitrosylation and
glutathionylation. In aging rat hearts, nitration partially
inhibits sarcoendoplasmatic reticulum Ca2+ ATPase 2a
(SERCA2a) activity [145]. Despite this, due to its reduced
half-life, whether or not the quantification of NO levels could
accurately provide any relevant clinical information is still to
be fully verified. In a recent work, Di Gioia et al. have
observed that iron supplementation was able to restore the
detrimental effects of the oxidative/nitrosative damage
involved in SERCA2a-related diabetic heart complication
[146]. In line with this scenario, other studies have reported
that the increase in nitrotyrosine content in diabetic mice
may lead to an enhanced susceptibility to myocardial infarc-
tion [147]. On a molecular level, ROS-responsive genes such
as nuclear factor (erythyroid-derived 2)-like2 (Nrf-2) and
peroxisome proliferator-activated receptor gamma coactiva-
tor 1-alpha (PCG-1α) may be used as biomarkers to assess
cardiovascular redox status [148, 149].

The identification of oxidative biomarkers is not only rel-
evant for prognostic reasons but also to understand the com-
plex and assorted response to pharmacological treatments in
human subjects. Direct antioxidants, such as vitamins C and
E, beta carotene, and glutathione, are able to control ROS
flow and prevent the accumulation of their electron excited
metabolites [150]. Pharmacotherapies based on angiotensin
receptor blockers (ARB) [151, 152], statins, HMG-CoA
reductase inhibitor [153], or β-adrenergic receptor blockers
[154, 155], have shown compelling effects on markers of oxi-
dative stress. Therefore, ROS-associated biomarkers may be
positive indicators of the outcome of a specific therapy.

4. Antioxidant Approach by Natural Agents: The
Road to Detect and to Modify Our Own
Oxidative State

The emerging role of redox mechanisms regulating epige-
netic pathways in a synergistic fashion has led to the develop-
ment of new drugs with antioxidant activity, in order to
target specific methylated sequences of DNA, histone modi-
fications, and noncoding RNAs, all strictly related to CVD.
Oxidative stress produces DNA methylation changes [156],
and several inhibitors of this phenomenon, such as the syn-
thetic 5-aza-2-deoxycytidine (a demethylation agent [157]),
may act as cardiac protectors in the presence of a cardiac
pathological condition. Recently, a special attention has been
dedicated to those nonpharmacological natural antioxidants
and active ingredients contained in fruits and vegetables,
including polyphenols, cocoa, and folic acid [158–160]. A
wide number of studies are demonstrating how edible plants
intrinsically exert the highest antioxidant effect in humans,
providing the rationale of their daily consumption in a bal-
anced diet plan. Molecular mechanisms and biological
advantages derived from natural agents are still to be clari-
fied; however, these significant experimental observations
have led to the “nutrigenomic” perspective, referring to the
ability of food to interfere with the genome, in other words,
a sort of epigenetic of the food.

Notably, the Mediterranean dietary habit stands out as it
is mainly based on natural antioxidant ingredients [161]. Its
combination with an active lifestyle has been successfully
associated with reduced rates of CVD in the corresponding
populations [162]. It is still arduous to comprehend whether
the beneficial outcome of natural antioxidants in plant-
derived food on the cardiovascular circuit is more related to
a systemic rebalance of the oxidative states rather than a
selective effect. However, strong evidence is supporting this
latter hypothesis. For instance, apocynin (4-hydroxy-3-
methoxy-acetophenone), extracted from the root of Picror-
hiza kurroa (Kutki), is a well-recognized antioxidant [33],
described to prevent excessive collagen deposition and car-
diomyocyte apoptosis in rats [163]. Olive oil, enriched with
polyphenols, is clearly recognized to decrease the levels of
oxidized-LDL and to preserve haemostasis, blood pressure,
and physiological levels of insulin by positively interfering
with the cardiovascular gene expression profile [164, 165].

Curcumin, a member of the ginger family, is another
example since it is able to epigenetically modulate the activity
of HATs and HDACs [166]. Specifically, it increases the
levels of HDAC2 by preventing its degradation under oxida-
tive and nitrosative stress [133, 134]. Curcumin also exerts
several cardioprotective effects: it activates SIRT1 in cardio-
myocytes, inducing the antiapoptotic gene Bcl-2 and down-
regulating proapoptotic genes such as Bax, beclin-1, and
BNIP3 [167]; it suppresses profibrotic activity in cardiac
fibroblasts [168]; and it reduces oxidative stress-induced
mitochondrial damage in heart cells [169]. In a mouse model
of cardiac hypertrophy, curcumin can suppress the acetylase
p300/CBP, consequently decreasing both inflammatory and
fibrotic responses [170, 171].

Moreover, Cui et al. have recently demonstrated protec-
tive effects of α-lipoic acid on male mice subjected to high-
fat diet. Α-lipoic acid restores the redox balance of T cells
reducing significantly ROS accumulation through Nrf2
nuclear translocation and upregulation of Nrf2 target genes
as Ho-1 and Prdx1 [172].

Intriguingly, two beverages enriched in natural poly-
phenols, that is, red wine and green tea, which have been
consumed through the centuries in the Mediterranean area
and Asian countries, respectively, are also providing evi-
dence of health benefits. Epicatechins (flavonoid family),
the major component of green tea (but also of cocoa
and grapes), have been demonstrated to restore the
expression of antioxidant enzymes through demethylation
of glutathione-S-transferase P1 (GSTP1) promoter and
the inhibition of DNMT [173]. An indirect positive effect
of the consumption of green tea has been also observed
due of its ability to decrease oxidized LDL, a biological
marker of obesity [174]. Epicatechins contained also in
cocoa would attenuate inflammation in human monocytes
subjected to hyperglycaemia by rebalancing appropriate
levels of acetylations and methylations of histone 3 [175].
More importantly, epicatechins have been described to
diminish endothelial activation induced by activated plate-
lets [176]. Resveratrol is another interesting natural mole-
cule, also abundantly present in peanuts, grapes, and other
berries [177], that can act as a potent antioxidant at lower
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concentration compared to other agents in a dose-dependent
fashion [178]. Resveratrol increases the expression of antiox-
idant enzymes, such as glutathione peroxidase, glutathione S-
transferase, and glutathione reductase [179], and acts by
scavenging free radicals as well [180]. Notably, resveratrol is
able to regulate gene expression by epigenetic activity.
Accordingly, both natural and synthetic resveratrol deriva-
tives, such as resveratrol-salicylate, can concurrently act as
DNAmethylation blockers and antioxidant partners by inhi-
biting DNMT3 and DNMT3b enzymes and by decreasing the
expression of myeloperoxidase (MPO), respectively [181].
Resveratrol is also involved in the induction of SIRT1, known
to upregulate eNOS expression via deacetylation of FOXO1
[182]. The activation of FOXO1 results in increased expres-
sion of antioxidant genes, such as manganese superoxide dis-
mutase (Mn-SOD) and catalase [183]. Interestingly, the
beneficial effects of the resveratrol would also encompass
the vascular compartment. Resveratrol upregulates the
expression of HO-1 in artery endothelial and myocardial
cells, reducing the infarcted area and preserving cardiac func-
tion in a rat model of acute myocardial infarction [184, 185].
Moreover, in a recent work, Shen et al. have reported that

resveratrol restores the cardiovascular repair capacity via
peroxisome proliferator-activated receptor-γ (PPAR-γ) and
HO-1 signalling pathways and prevents senescence of endo-
thelial progenitor cells (EPCs), known to be severely
affected by oxidative stress [33, 186]. To date, several pre-
clinical and clinical trials are confirming the efficacy of
resveratrol in treating cardiovascular disorders when
administered for a short period [187]. Accordingly, low
doses (8mg/kg) of resveratrol for one year significantly
reduce the number of cardiac risk factors [188].

In addition to natural compounds, researchers are
exploiting many alternative molecules, attempting to solve
the dilemma of whether epigenetic alterations in the cardio-
vascular system induced by oxidative stress may be counter-
acted. Accordingly, HDAC inhibitors are a chemically
synthesized broad-spectrum class of molecules successfully
used for treating several pathologies, including heart disor-
ders [189]. HDACis can be categorized into six distinct
groups: short-chain fatty acids, hydroxamates, cyclic tetra-
peptides, benzamides, electrophilic ketones, and miscella-
neous [190, 191]. Successful examples of clinically effective
HDACis are tributyrin, valproic acid (VPA), trichostatin A
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(TSA), and vorinostat (SAHA), whose administration
reduces significantly cardiac fibrosis in a murine model of
acute ischemia by left descending coronary artery ligation
[192–194]. TSA improves myocardial remodelling after
ischemia-reperfusion injury by inhibiting HDAC4 in cardio-
myocytes [192]. Notably, Aune et al. have demonstrated that
entinostat (MS-275), an inhibitor of class I HDAC, exerts a
powerful regenerative effect on restoring contractile heart
function, combined with increased antioxidant properties
when compared to several nonselective and selective HDA-
Cis [195]. To date, the employment of HDACis in cardiovas-
cular disorders is suggesting their clinical validation even in
presence of anti-cancer therapies that may act as pro-
oxidant agents [196]. In particular, it has been demonstrated
that phenylbutyrate (PBA) protects cardiac tissue from oxi-
dative stress generated by the anticancer agent Adriamycin
through the modulation of manganese superoxide dismutase
(MnSOD) [197].

Alternative epigenetic therapies include administration
of miRNA inhibitors and mimics. In fact, ncRNA dysregula-
tions are associated with cardiovascular and metabolic dis-
eases [198, 199]. Circulating miRNAs such as miR-126,
miR-17, miR-145, and miR-222 are currently considered
indicators of cardiovascular risk [200], as their levels in body
fluids or plasma reflect the evolution of cardiovascular disor-
ders, including myocardial infarction, heart failure, diabetes
mellitus, stroke, and acute pulmonary embolism [201, 202].
Some miRNAs could also possess prognostic value. In a
recent study, Coskunpinar et al. have observed increased
expression levels of miR-221-3p in acute myocardial infarc-
tion [203]. MicroRNAs are also able to regulate the expres-
sion of genes controlling the generation of ROS, known to
contribute to fibrotic accumulation. Therefore, therapeutic
approaches targeting miRNAs involved in regulating redox
balance involved in fibrosis may represent a novel strategy
for drug development [204]. Understanding how coenzyme
Q10 (CoQ10) supplementation can help diabetic patients
reveals low glutaredoxin-1 levels after treatment [205].

5. Conclusions

A healthy and functional oxidative circuit is indispensable to
preserve physiological homeostasis of the cardiovascular sys-
tem, but it could also reflect pathological states when altered.
Consequently, this aspect of the redox state combined with
both experimental observations and preclinical results
highlighting that a strict relationship between unbalanced
ROS production and altered epigenetic modifications in car-
diovascular disorders, could reveal as prognostic value.

A current challenge is represented by the difficulty to dis-
tinguish oxidative stress-dependent epigenetic patterns
induced by primary CVD from those induced by risk factors.
Several epigenetic determinants directly caused by ROS are
still to be discovered, as well as the role of the histonic regu-
lation beyond the solely methylation. Accordingly, a discrete
number of recent reports have confirmed the clinical efficacy
of distinct classes of HDAC inhibitors in CVD [10]. Notably,
oxidative stress forms are hereditable, likely implying defined
hereditable epigenetic changes. This scenario could represent

a solid and sufficient background to accumulate over time
further alterations in the genome, that in presence of envi-
ronmental factors prepare for CVD. On the other hand, epi-
genetic mechanisms are reversible. Therefore, we expect to
extend this hypothesis also to those alterations strictly related
to oxidative stress. This could support an alternative thera-
peutic vision of the management of patients in presence of
a cardiovascular insult: oxidative states can be monitored
by intervening on the genome and vice versa by means of
synthetic or natural epigenetic modulators, antioxidants
agents, and healthy life habits.

Despite this, additional drawbacks are predictable. Cellu-
lar oxidative balances and epigenetic profiles are likely to be
dissimilar between patients. Moreover, life habits and envi-
ronmental factors also play a key role in this phenomenon,
further exacerbating differences between subjects and
undoubtedly impacting the binomial relationship between
ROS and epigenetics (Figure 2). Researchers are also seeking
for novel biomarkers by which both physiological and path-
ological oxidative states could be finely defined, but also
exploited as eligible prognostic criteria. Some drugs targeting
epigenetic signalling may help in the future, but only after
clearly identifying potential tissue or systemic epigenetic
consequent alterations.

We envision that in the future a multiple rather than a
single medical approach based on patient’s oxidative profile
should be encouraged.

Conflicts of Interest

The authors declare no conflicts of interest. The funding
sources had no conflict of interests in this manuscript.

Authors’ Contributions

Colin E. Murdoch, Giacomo Frati, and Elena De Falco con-
tributed equally.

Acknowledgments

The authors thank Fondazione Roma. This study was
supported by a grant from the “La Sapienza” University
of Rome to Giacomo Frati and Elena De Falco (prot.
C26A1578EJ). Colin E. Murdoch has been awarded a UK
Early-Career Small Grants for Basic Scientists from Diabetes
UK (16/0005453).

References

[1] M. Redza-Dutordoir and D. A. Averill-Bates, “Activation of
apoptosis signalling pathways by reactive oxygen species,”
Biochimica et Biophysica Acta, vol. 1863, no. 12, pp. 2977–
2992, 2016.

[2] J. Zhang, X. Wang, V. Vikash et al., “ROS and ROS-mediated
cellular signaling,” Oxidative Medicine and Cellular Longev-
ity, vol. 2016, no. 2016, Article ID 4350965, p. 18, 2016.

[3] L. Covarrubias, D. Hernandez-Garcia, D. Schnabel, E.
Salas-Vidal, andS.Castro-Obregon, “Functionof reactive oxy-
gen species during animal development: passive or active?”
Developmental Biology, vol. 320, no. 1, pp. 1–11, 2008.

11Oxidative Medicine and Cellular Longevity



[4] H. N. Siti, Y. Kamisah, and J. Kamsiah, “The role of oxidative
stress, antioxidants and vascular inflammation in cardiovas-
cular disease (a review),” Vascular Pharmacology, vol. 71,
pp. 40–56, 2015.

[5] C. E. Murdoch, S. Chaubey, L. Zeng et al., “Endothelial
NADPH oxidase-2 promotes interstitial cardiac fibrosis
and diastolic dysfunction through proinflammatory effects
and endothelial-mesenchymal transition,” Journal of the
American College of Cardiology, vol. 63, no. 24,
pp. 2734–2741, 2014.

[6] C. E. Murdoch, S. P. Alom-Ruiz, M. Wang et al., “Role
of endothelial Nox2 NADPH oxidase in angiotensin II-
induced hypertension and vasomotor dysfunction,” Basic
Research in Cardiology, vol. 106, no. 4, pp. 527–538,
2011.

[7] S. E. Johnstone and S. B. Baylin, “Stress and the epigenetic
landscape: a link to the pathobiology of human diseases?”
Nature Reviews. Genetics, vol. 11, no. 11, pp. 806–812, 2010.

[8] S. L. Berger, T. Kouzarides, R. Shiekhattar, and A. Shilatifard,
“An operational definition of epigenetics,” Genes and Devel-
opment, vol. 23, no. 7, pp. 781–783, 2009.

[9] C. Cencioni, F. Spallotta, F. Martelli et al., “Oxidative stress
and epigenetic regulation in ageing and age-related diseases,”
International Journal of Molecular Sciences, vol. 14, no. 9,
pp. 17643–17663, 2013.

[10] T. A. McKinsey, “Therapeutic potential for HDAC inhibitors
in the heart,” Annual Review of Pharmacology and Toxicol-
ogy, vol. 52, pp. 303–319, 2012.

[11] B. Poljsak, “Strategies for reducing or preventing the gen-
eration of oxidative stress,” Oxidative Medicine and Cellu-
lar Longevity, vol. 2011, no. 2011, Article ID 194586,
p. 15, 2011.

[12] C. K. Roberts, D. Won, S. Pruthi et al., “Effect of a
short-term diet and exercise intervention on oxidative
stress, inflammation, MMP-9, and monocyte chemotactic
activity in men with metabolic syndrome factors,” Jour-
nal of Applied Physiology, vol. 100, no. 5, pp. 1657–
1665, 2006.

[13] K. Goszcz, S. J. Deakin, G. G. Duthie, D. Stewart, S. J. Leslie,
and I. L. Megson, “Antioxidants in cardiovascular therapy:
panacea or false hope?” Frontiers in Cardiovascular Medicine,
vol. 2, no. 29, p. 29, 2015.

[14] C. E. Murdoch, M. Shuler, D. J. Haeussler et al., “Glutare-
doxin-1 up-regulation induces soluble vascular endothelial
growth factor receptor 1, attenuating post-ischemia limb
revascularization,” The Journal of Biological Chemistry,
vol. 289, no. 12, pp. 8633–8644, 2014.

[15] R. L. Charles, O. Rudyk, O. Prysyazhna et al., “Protection
from hypertension in mice by the Mediterranean diet is
mediated by nitro fatty acid inhibition of soluble epoxide
hydrolase,” Proceedings of the National Academy of Sciences
of the United States of America, vol. 111, no. 22, pp. 8167–
8172, 2014.

[16] J. R. Hom, R. A. Quintanilla, D. L. Hoffman et al., “The per-
meability transition pore controls cardiac mitochondrial
maturation andmyocyte differentiation,”Developmental Cell,
vol. 21, no. 3, pp. 469–478, 2011.

[17] J. Krishnan, P. Ahuja, S. Bodenmann et al., “Essential role of
developmentally activated hypoxia-inducible factor 1alpha
for cardiac morphogenesis and function,” Circulation
Research, vol. 103, no. 10, pp. 1139–1146, 2008.

[18] Y. Watanabe, C. E. Murdoch, S. Sano et al., “Glutathione
adducts induced by ischemia and deletion of glutaredoxin-1
stabilize HIF-1alpha and improve limb revascularization,”
Proceedings of the National Academy of Sciences of the United
States of America, vol. 113, no. 21, pp. 6011–6016, 2016.

[19] Y. Ikeda, S. Sciarretta, N. Nagarajan et al., “New insights
into the role of mitochondrial dynamics and autophagy
during oxidative stress and aging in the heart,” Oxidative
Medicine and Cellular Longevity, vol. 2014, no. 2014, Arti-
cle ID 210934, p. 13, 2014.

[20] C. E. Murdoch, M. Zhang, A. C. Cave, and A. M. Shah,
“NADPH oxidase-dependent redox signalling in cardiac
hypertrophy, remodelling and failure,” Cardiovascular
Research, vol. 71, no. 2, pp. 208–215, 2006.

[21] Z. Jian, H. Han, T. Zhang et al., “Mechanochemotransduction
during cardiomyocyte contraction is mediated by localized
nitric oxide signaling,” Science Signaling, vol. 7, no. 317,
p. ra27, 2014.

[22] M. Forte, C. Nocella, E. De Falco et al., “The pathophysiolog-
ical role of NOX2 in hypertension and organ damage,” High
Blood Pressure & Cardiovascular Prevention, vol. 23, no. 4,
pp. 355–364, 2016.

[23] A. Maffei, R. Poulet, C. Vecchione et al., “Increased basal
nitric oxide release despite enhanced free radical production
in hypertension,” Journal of Hypertension, vol. 20, no. 6,
pp. 1135–1142, 2002.

[24] J. R. Burgoyne, O. Prysyazhna, O. Rudyk, and P. Eaton,
“cGMP-dependent activation of protein kinase G precludes
disulfide activation: implications for blood pressure control,”
Hypertension, vol. 60, no. 5, pp. 1301–1308, 2012.

[25] R. Ray, C. E. Murdoch, M. Wang et al., “Endothelial Nox4
NADPH oxidase enhances vasodilatation and reduces blood
pressure in vivo,” Arteriosclerosis, Thrombosis, and Vascular
Biology, vol. 31, no. 6, pp. 1368–1376, 2011.

[26] M. Zhang, A. C. Brewer, K. Schroder et al., “NADPH oxidase-
4 mediates protection against chronic load-induced stress in
mouse hearts by enhancing angiogenesis,” Proceedings of
the National Academy of Sciences of the United States of
America, vol. 107, no. 42, pp. 18121–18126, 2010.

[27] A. Sirker, C. E. Murdoch, A. Protti et al., “Cell-specific effects
of Nox2 on the acute and chronic response to myocardial
infarction,” Journal of Molecular and Cellular Cardiology,
vol. 98, pp. 11–17, 2016.

[28] L. Xu, J. P. Eu, G. Meissner, and J. S. Stamler, “Activation of
the cardiac calcium release channel (ryanodine receptor) by
poly-S-nitrosylation,” Science, vol. 279, no. 5348, pp. 234–
237, 1998.

[29] J. I. Kourie, “Interaction of reactive oxygen species with ion
transport mechanisms,” The American Journal of Physiology,
vol. 275, no. 1 Part 1, pp. C1–24, 1998.

[30] A. J. Murphy, “Sulfhydryl groupmodification of sarcoplasmic
reticulum membranes,” Biochemistry, vol. 15, no. 20,
pp. 4492–4496, 1976.

[31] T. Adachi, R. M. Weisbrod, D. R. Pimentel et al., “S-Glu-
tathiolation by peroxynitrite activates SERCA during arterial
relaxation by nitric oxide,” Nature Medicine, vol. 10, no. 11,
pp. 1200–1207, 2004.

[32] G. Spaltro, D. Avitabile, E. De Falco, and E. Gambini, “Phys-
iological conditions influencing regenerative potential of
stem cells,” Frontiers in Bioscience, vol. 21, no. 6, pp. 1126–
1150, 2016.

12 Oxidative Medicine and Cellular Longevity



[33] E. De Falco, R. Carnevale, F. Pagano et al., “Role of NOX2 in
mediating doxorubicin-induced senescence in human endo-
thelial progenitor cells,” Mechanisms of Ageing and Develop-
ment, vol. 159, pp. 37–43, 2016.

[34] P. Anversa, B. Hiler, R. Ricci, G. Guideri, and G. Olivetti,
“Myocyte cell loss and myocyte hypertrophy in the aging
rat heart,” Journal of the American College of Cardiology,
vol. 8, no. 6, pp. 1441–1448, 1986.

[35] P. Abete, C. Napoli, G. Santoro et al., “Age-related decrease in
cardiac tolerance to oxidative stress,” Journal ofMolecular and
Cellular Cardiology, vol. 31, no. 1, pp. 227–236, 1999.

[36] R. S. Sohal, “Aging, cytochrome oxidase activity, and hydro-
gen peroxide release by mitochondria,” Free Radical Biology
& Medicine, vol. 14, no. 6, pp. 583–588, 1993.

[37] B. Rinaldi, G. Corbi, S. Boccuti et al., “Exercise training affects
age-induced changes in SOD and heat shock protein expres-
sion in rat heart,” Experimental Gerontology, vol. 41, no. 8,
pp. 764–770, 2006.

[38] Y. Hou, H. Wei, Y. Luo, and G. Liu, “Modulating expression
of brain heat shock proteins by estrogen in ovariectomized
mice model of aging,” Experimental Gerontology, vol. 45,
no. 5, pp. 323–330, 2010.

[39] E. Cadenas and K. J. Davies, “Mitochondrial free radical gen-
eration, oxidative stress, and aging,” Free Radical Biology &
Medicine, vol. 29, no. 3-4, pp. 222–230, 2000.

[40] A. Terman, T. Kurz, M. Navratil, E. A. Arriaga, and U. T.
Brunk, “Mitochondrial turnover and aging of long-lived
postmitotic cells: the mitochondrial-lysosomal axis theory
of aging,” Antioxidants & Redox Signaling, vol. 12, no. 4,
pp. 503–535, 2010.

[41] H. Yamamoto, K. Schoonjans, and J. Auwerx, “Sirtuin func-
tions in health and disease,” Molecular Endocrinology,
vol. 21, no. 8, pp. 1745–1755, 2007.

[42] A. Brunet, L. B. Sweeney, J. F. Sturgill et al., “Stress-dependent
regulation of FOXO transcription factors by the SIRT1 deace-
tylase,” Science, vol. 303, no. 5666, pp. 2011–2015, 2004.

[43] A. E. Webb and A. Brunet, “FOXO transcription factors: key
regulators of cellular quality control,” Trends in Biochemical
Sciences, vol. 39, no. 4, pp. 159–169, 2014.

[44] T. Wenz, “Regulation of mitochondrial biogenesis and PGC-
1α under cellular stress,” Mitochondrion, vol. 13, no. 2,
pp. 134–142, 2013.

[45] A. P. Gomes, N. L. Price, A. J. Ling et al., “Declining NAD(+)
induces a pseudohypoxic state disrupting nuclear-
mitochondrial communication during aging,” Cell, vol. 155,
no. 7, pp. 1624–1638, 2013.

[46] E. Verdin, M. D. Hirschey, L. W. Finley, and M. C. Haigis,
“Sirtuin regulation of mitochondria: energy production, apo-
ptosis, and signaling,” Trends in Biochemical Sciences, vol. 35,
no. 12, pp. 669–675, 2010.

[47] P. I. Merksamer, Y. Liu, W. He, M. D. Hirschey, D. Chen,
and E. Verdin, “The sirtuins, oxidative stress and aging: an
emerging link,” Aging (Albany NY), vol. 5, no. 3, pp. 144–
150, 2013.

[48] B. Liu, W. Che, C. Zheng et al., “SIRT5: a safeguard against
oxidative stress-induced apoptosis in cardiomyocytes,” Cellu-
lar Physiology and Biochemistry, vol. 32, no. 4, pp. 1050–1059,
2013.

[49] L. Polletta, E. Vernucci, I. Carnevale et al., “SIRT5 regulation
of ammonia-induced autophagy andmitophagy,” Autophagy,
vol. 11, no. 2, pp. 253–270, 2015.

[50] J. S. Kim, L. He, and J. J. Lemasters, “Mitochondrial perme-
ability transition: a common pathway to necrosis and apopto-
sis,” Biochemical and Biophysical Research Communications,
vol. 304, no. 3, pp. 463–470, 2003.

[51] A. Satoh, L. Stein, and S. Imai, “The role of mammalian sir-
tuins in the regulation of metabolism, aging, and longevity,”
Handbook of Experimental Pharmacology, vol. 206, pp. 125–
162, 2011.

[52] R. Blake and I. A. Trounce, “Mitochondrial dysfunction and
complications associated with diabetes,” Biochimica et Bio-
physica Acta, vol. 1840, no. 4, pp. 1404–1412, 2014.

[53] M. Roy, P. H. Reddy, M. Iijima, and H. Sesaki, “Mitochon-
drial division and fusion in metabolism,” Current Opinion
in Cell Biology, vol. 33, pp. 111–118, 2015.

[54] S. Sciarretta and G. Frati, “The importance of restoring the
adiponectin signaling pathway to reduce myocardial reper-
fusion injury in diabetes,” Diabetes, vol. 65, no. 4, pp. 826–
828, 2016.

[55] M. T. Gentile, C. Vecchione, G. Marino et al., “Resistin
impairs insulin-evoked vasodilation,” Diabetes, vol. 57,
no. 3, pp. 577–583, 2008.

[56] A. Avignon, M. Hokayem, C. Bisbal, and K. Lambert, “Die-
tary antioxidants: do they have a role to play in the ongoing
fight against abnormal glucose metabolism?” Nutrition,
vol. 28, no. 7-8, pp. 715–721, 2012.

[57] R. M. Costa, F. P. Filgueira, R. C. Tostes, M. H. Carvalho, E.
H. Akamine, and N. S. Lobato, “H2O2 generated from mito-
chondrial electron transport chain in thoracic perivascular
adipose tissue is crucial for modulation of vascular smooth
muscle contraction,” Vascular Pharmacology, vol. 84,
pp. 28–37, 2016.

[58] A. Wirth, “Rho kinase and hypertension,” Biochimica et Bio-
physica Acta, vol. 1802, no. 12, pp. 1276–1284, 2010.

[59] R. M. da Costa, R. S. Fais, C. R. Dechandt et al., “Increased
mitochondrial ROS generation mediates the loss of PVAT
anticontractile effect in HFD-treated obese mice,” British
Journal of Pharmacology, 2016.

[60] B. Tran, S. Oliver, J. Rosa, and P. Galassetti, “Aspects of
inflammation and oxidative stress in pediatric obesity and
type 1 diabetes: an overview of ten years of studies,” Experi-
mental Diabetes Research, vol. 2012, no. 2012, p. 683680,
2012.

[61] J. D. Morrow, K. E. Hill, R. F. Burk, T. M. Nammour, K. F.
Badr, and L. J. Roberts 2nd, “A series of prostaglandin
F2-like compounds are produced in vivo in humans by a
non-cyclooxygenase, free radical-catalyzed mechanism,” Pro-
ceedings of the National Academy of Sciences of the United
States of America, vol. 87, no. 23, pp. 9383–9387, 1990.

[62] J. D. Morrow and L. J. Roberts, “Mass spectrometric quanti-
fication of F2-isoprostanes as indicators of oxidant stress,”
Methods in Molecular Biology, vol. 186, pp. 57–66, 2002.

[63] A. M. Kanaya, C. L. Wassel, P. J. Stoddard et al., “F2-isopros-
tanes and adiposity in older adults,” Obesity (Silver Spring),
vol. 19, no. 4, pp. 861–867, 2011.

[64] I. Savini, M. V. Catani, D. Evangelista, V. Gasperi, and L.
Avigliano, “Obesity-associated oxidative stress: strategies
finalized to improve redox state,” International Journal of
Molecular Sciences, vol. 14, no. 5, pp. 10497–10538, 2013.

[65] M. F. White, “IRS proteins and the common path to diabe-
tes,” American Journal of Physiology. Endocrinology and
Metabolism, vol. 283, no. 3, pp. E413–E422, 2002.

13Oxidative Medicine and Cellular Longevity



[66] J. Ye, “Role of insulin in the pathogenesis of free fatty acid-
induced insulin resistance in skeletal muscle,” Endocrine,
Metabolic & Immune Disorders-Drug Targets, vol. 7, no. 1,
pp. 65–74, 2007.

[67] P. Maechler, “Mitochondrial function and insulin secretion,”
Molecular and Cellular Endocrinology, vol. 379, no. 1, pp. 12–
18, 2013.

[68] B. B. Lowell and G. I. Shulman, “Mitochondrial dysfunction
and type 2 diabetes,” Science, vol. 307, no. 5708, pp. 384–
387, 2005.

[69] S. I. Itani,N.B.Ruderman,F. Schmieder, andG.Boden, “Lipid-
induced insulin resistance in humanmuscle is associated with
changes in diacylglycerol, protein kinase C, and IkappaB-
alpha,”Diabetes, vol. 51, no. 7, pp. 2005–2011, 2002.

[70] S. Qin, J. Yin, and K. Huang, “Free fatty acids increase intra-
cellular lipid accumulation and oxidative stress by modulat-
ing PPARα and SREBP-1c in L-02 cells,” Lipids, vol. 51,
no. 7, pp. 797–805, 2016.

[71] M. Mizamtsidi, S. A. Paschou, J. Grapsa, and A. Vryonidou,
“Diabetic cardiomyopathy: a clinical entity or a cluster of
molecular heart changes?” European Journal of Clinical
Investigation, vol. 46, no. 11, pp. 947–953, 2016.

[72] P. K. Mazumder, B. T. O'Neill, M. W. Roberts et al.,
“Impaired cardiac efficiency and increased fatty acid oxida-
tion in insulin-resistant ob/ob mouse hearts,” Diabetes,
vol. 53, no. 9, pp. 2366–2374, 2004.

[73] D. Bastianelli, C. Siciliano, R. Puca et al., “Influence of Egr-1
in cardiac tissue-derived mesenchymal stem cells in response
to glucose variations,” BioMed Research International,
vol. 2014, no. 2014, Article ID 254793, p. 11, 2014.

[74] M. Bayeva, K. T. Sawicki, and H. Ardehali, “Taking diabetes
to heart—deregulation of myocardial lipid metabolism in
diabetic cardiomyopathy,” Journal of the American Heart
Association, vol. 2, no. 6 article e000433, 2013.

[75] L. Bordone, M. C. Motta, F. Picard et al., “Sirt1 regulates insu-
lin secretion by repressing UCP2 in pancreatic beta cells,”
PLoS Biology, vol. 4, no. 2 article e31, 2006.

[76] J. H. Lee, M. Y. Song, E. K. Song et al., “Overexpression of
SIRT1 protects pancreatic beta-cells against cytokine toxicity
by suppressing the nuclear factor-kappaB signaling path-
way,” Diabetes, vol. 58, no. 2, pp. 344–351, 2009.

[77] C. Sun, F. Zhang, X. Ge et al., “SIRT1 improves insulin sensi-
tivity under insulin-resistant conditions by repressing
PTP1B,” Cell Metabolism, vol. 6, no. 4, pp. 307–319, 2007.

[78] M. P. Gillum, M. E. Kotas, D. M. Erion et al., “SirT1 regulates
adipose tissue inflammation,” Diabetes, vol. 60, no. 12,
pp. 3235–3245, 2011.

[79] R. D. Brook, B. Franklin, W. Cascio et al., “Air pollution and
cardiovascular disease: a statement for healthcare profes-
sionals from the Expert Panel on Population and Prevention
Science of the American Heart Association,” Circulation,
vol. 109, no. 21, pp. 2655–2671, 2004.

[80] R. D. Brook, S. Rajagopalan, C. A. Pope et al., “Particu-
late matter air pollution and cardiovascular disease: an
update to the scientific statement from the American
Heart Association,” Circulation, vol. 121, no. 21,
pp. 2331–2378, 2010.

[81] N. Li, C. Sioutas, A. Cho et al., “Ultrafine particulate pollut-
ants induce oxidative stress and mitochondrial damage,”
Environmental Health Perspectives, vol. 111, no. 4, pp. 455–
460, 2003.

[82] E. M. Jutkiewicz, K. C. Rice, F. I. Carroll, and J. H. Woods,
“Patterns of nicotinic receptor antagonism II: cardiovascular
effects in rats,” Drug and Alcohol Dependence, vol. 131, no. 3,
pp. 284–297, 2013.

[83] B. P. Rafacho, P. S. Azevedo, B. F. Polegato et al.,
“Tobacco smoke induces ventricular remodeling associated
with an increase in NADPH oxidase activity,” Cellular
Physiology and Biochemistry, vol. 27, no. 3-4, pp. 305–
312, 2011.

[84] M. Minicucci, F. Oliveira, P. Santos et al., “Pentoxifylline
attenuates cardiac remodeling induced by tobacco smoke
exposure,” Arquivos Brasileiros de Cardiologia, vol. 106,
no. 5, pp. 396–403, 2016.

[85] R. Carnevale, S. Sciarretta, F. Violi et al., “Acute impact of
tobacco vs electronic cigarette smoking on oxidative stress
and vascular function,” Chest, vol. 150, no. 3, pp. 606–612,
2016.

[86] I. Sinha-Hikim, T. C. Friedman, M. Falz et al., “Nicotine plus
a high-fat diet triggers cardiomyocyte apoptosis,” Cell and
Tissue Research, vol. 368, no. 1, pp. 159–170, 2016.

[87] V. G. Tsiplenkova, A. M. Vikhert, and N. M. Cherpachenko,
“Ultrastructural and histochemical observations in human
and experimental alcoholic cardiomyopathy,” Journal of the
American College of Cardiology, vol. 8, 1 Suppl A, pp. 22A–
32A, 1986.

[88] E. González-Reimers, F. Santolaria-Fernández, M. C. Martín-
González, C. M. Fernández-Rodríguez, and G. Quintero-
Platt, “Alcoholism: a systemic proinflammatory condition,”
World Journal of Gastroenterology, vol. 20, no. 40,
pp. 14660–14671, 2014.

[89] G. Guzzo-Merello, M. Cobo-Marcos, M. Gallego-Delgado,
and P. Garcia-Pavia, “Alcoholic cardiomyopathy,” World
Journal of Cardiology, vol. 6, no. 8, pp. 771–781, 2014.

[90] R. B. Neuman, H. L. Bloom, I. Shukrullah et al., “Oxidative
stressmarkers are associatedwith persistent atrialfibrillation,”
Clinical Chemistry, vol. 53, no. 9, pp. 1652–1657, 2007.

[91] M. J. Mihm, F. Yu, C. A. Carnes et al., “Impaired myofibrillar
energetics and oxidative injury during human atrial fibrilla-
tion,” Circulation, vol. 104, no. 2, pp. 174–180, 2001.

[92] F. He, J. Li, Z. Liu, C. C. Chuang, W. Yang, and L. Zuo,
“Redox mechanism of reactive oxygen species in exercise,”
Frontiers in Physiology, vol. 7, p. 486, 2016, eCollection 2016.

[93] A. Pingitore, G. P. Lima, F. Mastorci, A. Quinones, G. Iervasi,
and C. Vassalle, “Exercise and oxidative stress: potential
effects of antioxidant dietary strategies in sports,” Nutrition,
vol. 31, no. 7-8, pp. 916–922, 2015.

[94] S. Matsushima, J. Kuroda, T. Ago et al., “Increased oxidative
stress in the nucleus caused by Nox4 mediates oxidation of
HDAC4 and cardiac hypertrophy,” Circulation Research,
vol. 112, no. 4, pp. 651–663, 2013.

[95] Y. R. Ahuja, S. Sharma, and V. Mohan, “Cardiovascular dis-
eases: interplay of epigenetics,” Clinical and Experimental
Hypertension, vol. 39, no. 1, pp. 1–7, 2017.

[96] H. Zhao, Z. Han, X. Ji, and Y. Luo, “Epigenetic regulation of
oxidative stress in ischemic stroke,” Aging and Disease, vol. 7,
no. 3, pp. 295–306, 2016.

[97] H. Manev and S. Dzitoyeva, “Progress in mitochondrial epi-
genetics,” Biomolecular Concepts, vol. 4, no. 4, pp. 381–389,
2013.

[98] G. H. Kunkel, P. Chaturvedi, and S. C. Tyagi, “Epigenetic
revival of a dead cardiomyocyte through mitochondrial

14 Oxidative Medicine and Cellular Longevity



interventions,” Biomolecular Concepts, vol. 6, no. 4, pp. 303–
319, 2015.

[99] G. H. Kim, J. J. Ryan, and S. L. Archer, “The role of redox
signaling in epigenetics and cardiovascular disease,” Anti-
oxidants & Redox Signaling, vol. 18, no. 15, pp. 1920–
1936, 2013.

[100] A. Berezin, “Epigenetics in heart failure phenotypes,” BBA
Clinical, vol. 6, pp. 31–37, 2016, eCollection 2016.

[101] H. W. Kim and B. K. Stansfield, “Genetic and epigenetic reg-
ulation of aortic aneurysms,” BioMed Research International,
vol. 2017, no. 2017, Article ID 7268521, p. 12, 2017.

[102] F. M. Moodie, J. A. Marwick, C. S. Anderson et al., “Oxidative
stress and cigarette smoke alter chromatin remodeling but
differentially regulate NF-kappaB activation and proinflam-
matory cytokine release in alveolar epithelial cells,” FASEB
Journal: Official Publication of the Federation of American
Societies for Experimental Biology, vol. 18, no. 15, pp. 1897–
1899, 2004.

[103] S. L. Archer, G. Marsboom, G. H. Kim et al., “Epigenetic
attenuation of mitochondrial superoxide dismutase 2 in pul-
monary arterial hypertension: a basis for excessive cell prolif-
eration and a new therapeutic target,” Circulation, vol. 121,
no. 24, pp. 2661–2671, 2010.

[104] S. A. Cooper, A. Whaley-Connell, J. Habibi et al., “Renin-
angiotensin-aldosterone system and oxidative stress in car-
diovascular insulin resistance,” American Journal of Physiol-
ogy. Heart and Circulatory Physiology, vol. 293, no. 4,
pp. H2009–H2023, 2007.

[105] P. Nagarajan, T. M. Onami, S. Rajagopalan, S. Kania, R. Don-
nell, and S. Venkatachalam, “Role of chromodomain helicase
DNA-binding protein 2 in DNA damage response signaling
and tumorigenesis,” Oncogene, vol. 28, no. 8, pp. 1053–
1062, 2009.

[106] R. M. Millis, “Epigenetics and hypertension,” Current Hyper-
tension Reports, vol. 13, no. 1, pp. 21–28, 2011.

[107] Å. K. Hedman, M. Zilmer, J. Sundström, L. Lind, and E.
Ingelsson, “DNAmethylation patterns associated with oxida-
tive stress in an ageing population,” BMC Medical Genomics,
vol. 9, no. 1, p. 72, 2016.

[108] Z. Miao, Y. He, N. Xin et al., “Altering 5-
hydroxymethylcytosine modification impacts ischemic brain
injury,”HumanMolecular Genetics, vol. 24, no. 20, pp. 5855–
5866, 2015.

[109] M. A. Reddy, E. Zhang, and R. Natarajan, “Epigenetic mech-
anisms in diabetic complications and metabolic memory,”
Diabetologia, vol. 58, no. 3, pp. 443–455, 2015.

[110] D. Brasacchio, J. Okabe, C. Tikellis et al., “Hyperglycemia
induces a dynamic cooperativity of histone methylase and
demethylase enzymes associated with gene-activating epige-
netic marks that coexist on the lysine tail,” Diabetes, vol. 58,
no. 5, pp. 1229–1236, 2009.

[111] A.El-Osta,D.Brasacchio,D.Yaoet al., “Transienthighglucose
causes persistent epigenetic changes and altered gene expres-
sion during subsequent normoglycemia,” The Journal of
Experimental Medicine, vol. 205, no. 10, pp. 2409–2417, 2008.

[112] M. V. Iorio, C. Piovan, and C. M. Croce, “Interplay between
microRNAs and the epigenetic machinery: an intricate net-
work,” Biochimica et Biophysica Acta, vol. 1799, no. 10,
pp. 694–701, 2010.

[113] K. Breving and A. Esquela-Kerscher, “The complexities of
microRNA regulation: mirandering around the rules,” The

International Journal of Biochemistry & Cell Biology, vol. 42,
no. 8, pp. 1316–1329, 2010.

[114] L. M. Villeneuve, M. Kato, M. A. Reddy, M.Wang, L. Lanting,
and R. Natarajan, “Enhanced levels of microRNA-125b in
vascular smooth muscle cells of diabetic db/db mice lead to
increased inflammatory gene expression by targeting the his-
tone methyltransferase Suv39h1,” Diabetes, vol. 59, no. 11,
pp. 2904–2915, 2010.

[115] S. Manca, A. Magrelli, S. Cialfi et al., “Oxidative stress activa-
tion of miR-125b is part of the molecular switch for Hailey-
Hailey disease manifestation,” Experimental Dermatology,
vol. 20, no. 11, pp. 932–937, 2011.

[116] D. Ben-Avraham, R. H. Muzumdar, and G. Atzmon, “Epige-
netic genome-wide association methylation in aging and lon-
gevity,” Epigenomics, vol. 4, no. 5, pp. 503–509, 2012.

[117] H. Ota, M. Akishita, M. Eto, K. Iijima, M. Kaneki, and Y.
Ouchi, “Sirt1 modulates premature senescence-like pheno-
type in human endothelial cells,” Journal of Molecular and
Cellular Cardiology, vol. 43, no. 5, pp. 571–579, 2007.

[118] R. Menghini, V. Casagrande, M. Cardellini et al., “MicroRNA
217 modulates endothelial cell senescence via silent informa-
tion regulator 1,” Circulation, vol. 120, no. 15, pp. 1524–1532,
2009.

[119] T. Zhao, J. Li, and A. F. Chen, “MicroRNA-34a induces endo-
thelial progenitor cell senescence and impedes its angiogene-
sis via suppressing silent information regulator 1,” American
Journal of Physiology. Endocrinology and Metabolism,
vol. 299, no. 1, pp. E110–E116, 2010.

[120] A. Magenta, C. Cencioni, P. Fasanaro et al., “miR-200c
is upregulated by oxidative stress and induces endothelial
cell apoptosis and senescence via ZEB1 inhibition,” Cell
Death and Differentiation, vol. 18, no. 10, pp. 1628–
1639, 2011.

[121] S. T. Keating and A. El-Osta, “Epigenetics and metabolism,”
Circulation Research, vol. 116, no. 4, pp. 715–736, 2015.

[122] E. J. Masoro, “Caloric restriction and aging: an update,”
Experimental Gerontology, vol. 35, no. 3, pp. 299–305, 2000.

[123] R. S. Sohal andR.Weindruch, “Oxidative stress, caloric restric-
tion, and aging,” Science, vol. 273, no. 5271, pp. 59–63, 1996.

[124] J. N. Feige and J. Auwerx, “Transcriptional targets of sirtuins
in the coordination of mammalian physiology,” Current
Opinion in Cell Biology, vol. 20, no. 3, pp. 303–309, 2008.

[125] S. Nemoto, M. M. Fergusson, and T. Finkel, “Nutrient avail-
ability regulates SIRT1 through a forkhead-dependent path-
way,” Science, vol. 306, no. 5704, pp. 2105–2108, 2004.

[126] F. I. Milagro, M. L. Mansego, C. De Miguel, and J. A. Marti-
nez, “Dietary factors, epigenetic modifications and obesity
outcomes: progresses and perspectives,” Molecular Aspects
of Medicine, vol. 34, no. 4, pp. 782–812, 2013.

[127] M. Coelho, T. Oliveira, and R. Fernandes, “Biochemistry of
adipose tissue: an endocrine organ,” Archives of Medical Sci-
ence, vol. 9, no. 2, pp. 191–200, 2013.

[128] A. Fernandez-Sanchez, E. Madrigal-Santillan, M. Bautista
et al., “Inflammation, oxidative stress, and obesity,” Interna-
tional Journal of Molecular Sciences, vol. 12, no. 5,
pp. 3117–3132, 2011.

[129] M. Malodobra-Mazur, A. Dziewulska, K. Kozinski et al.,
“Stearoyl-CoA desaturase regulates inflammatory gene
expression by changing DNAmethylation level in 3T3 adipo-
cytes,” The International Journal of Biochemistry & Cell Biol-
ogy, vol. 55, pp. 40–50, 2014.

15Oxidative Medicine and Cellular Longevity



[130] M. W. Hulver, J. R. Berggren, M. J. Carper et al., “Elevated
stearoyl-CoA desaturase-1 expression in skeletal muscle con-
tributes to abnormal fatty acid partitioning in obese
humans,” Cell Metabolism, vol. 2, no. 4, pp. 251–261, 2005.

[131] K. Tateishi, Y. Okada, E. M. Kallin, and Y. Zhang, “Role of
Jhdm2a in regulating metabolic gene expression and obesity
resistance,” Nature, vol. 458, no. 7239, pp. 757–761, 2009.

[132] C.-L. Chang, L.-C. Au, S.-W. Huang, C. Fai Kwok, L.-T. Ho,
and C.-C. Juan, “Insulin up-regulates heme oxygenase-1
expression in 3T3-L1 adipocytes via PI3-kinase- and PKC-
dependent pathways and heme oxygenase-1–associated
microRNA downregulation,” Endocrinology, vol. 152, no. 2,
pp. 384–393, 2011.

[133] K. K. Meja, S. Rajendrasozhan, D. Adenuga et al., “Curcumin
restores corticosteroid function in monocytes exposed to oxi-
dants by maintaining HDAC2,” American Journal of Respira-
tory Cell and Molecular Biology, vol. 39, no. 3, pp. 312–323,
2008.

[134] D. Adenuga, H. Yao, T. H. March, J. Seagrave, and I. Rahman,
“Histone deacetylase 2 is phosphorylated, ubiquitinated, and
degraded by cigarette smoke,” American Journal of Respira-
tory Cell and Molecular Biology, vol. 40, no. 4, pp. 464–473,
2009.

[135] H. Yao and I. Rahman, “Perspectives on translational and
therapeutic aspects of SIRT1 in inflammaging and senes-
cence,” Biochemical Pharmacology, vol. 84, no. 10,
pp. 1332–1339, 2012.

[136] P. Mukhopadhyay, R. M. Greene, and M. M. Pisano, “Ciga-
rette smoke induces proteasomal-mediated degradation of
DNA methyltransferases and methyl CpG-/CpG domain-
binding proteins in embryonic orofacial cells,” Reproductive
Toxicology, vol. 58, pp. 140–148, 2015.

[137] E. Ho, K. Karimi Galougahi, C. C. Liu, R. Bhindi, and G. A.
Figtree, “Biological markers of oxidative stress: applications
to cardiovascular research and practice,” Redox Biology,
vol. 1, no. 1, pp. 483–491, 2013.

[138] L. Hannibal and H. J. Blom, “Homocysteine and disease:
causal associations or epiphenomenons?” Molecular Aspects
of Medicine, vol. 53, pp. 36–42, 2016.

[139] C. Gniwotta, J. D. Morrow, L. J. Roberts 2nd, and H. Kuhn,
“Prostaglandin F2-like compounds, F2-isoprostanes, are
present in increased amounts in human atherosclerotic
lesions,” Arteriosclerosis, Thrombosis, and Vascular Biology,
vol. 17, no. 11, pp. 3236–3241, 1997.

[140] S. S. Fam and J. D. Morrow, “The isoprostanes: unique prod-
ucts of arachidonic acid oxidation-a review,” Current Medic-
inal Chemistry, vol. 10, no. 17, pp. 1723–1740, 2003.

[141] P. Montuschi, P. J. Barnes, and L. J. Roberts 2nd, “Isopros-
tanes: markers and mediators of oxidative stress,” FASEB
Journal: Official Publication of the Federation of American
Societies for Experimental Biology, vol. 18, no. 15, pp. 1791–
1800, 2004.

[142] P. S. van Dam, B. S. van Asbeck, J. F. Van Oirschot, G. J.
Biessels, F. P. Hamers, and J. J. Marx, “Glutathione and
alpha-lipoate in diabetic rats: nerve function, blood flow
and oxidative state,” European Journal of Clinical Investi-
gation, vol. 31, no. 5, pp. 417–424, 2001.

[143] G. Ozansoy, B. Akin, F. Aktan, and C. Karasu, “Short-term
gemfibrozil treatment reverses lipid profile and peroxidation
but does not alter blood glucose and tissue antioxidant
enzymes in chronically diabetic rats,”Molecular and Cellular
Biochemistry, vol. 216, no. 1-2, pp. 59–63, 2001.

[144] K. Z. Kedziora-Kornatowska, M. Luciak, J. Blaszczyk, and W.
Pawlak, “Effect of aminoguanidine on erythrocyte lipid per-
oxidation and activities of antioxidant enzymes in experi-
mental diabetes,” Clinical Chemistry and Laboratory
Medicine, vol. 36, no. 10, pp. 771–775, 1998.

[145] D. J. Bigelow, “Nitrotyrosine-modified SERCA2: a cellular
sensor of reactive nitrogen species,” Pflügers Archiv - Euro-
pean Journal of Physiology, vol. 457, no. 3, pp. 701–710, 2009.

[146] M. L. Di Gioia, A. Leggio, F. Malagrino, E. Romio, C. Sici-
liano, and A. Liguori, “N-methylated alpha-amino acids and
peptides: synthesis and biological activity,” Mini Reviews in
Medicinal Chemistry, vol. 16, no. 9, pp. 683–690, 2016.

[147] T. Yin, R. Hou, S. Liu, W. B. Lau, H. Wang, and L. Tao,
“Nitrative inactivation of thioredoxin-1 increases vulnerabil-
ity of diabetic hearts to ischemia/reperfusion injury,” Journal
of Molecular and Cellular Cardiology, vol. 49, no. 3, pp. 354–
361, 2010.

[148] S. Singh, S. Vrishni, B. K. Singh, I. Rahman, and P. Kakkar,
“Nrf2-ARE stress response mechanism: a control point in
oxidative stress-mediated dysfunctions and chronic inflam-
matory diseases,” Free Radical Research, vol. 44, no. 11,
pp. 1267–1288, 2010.

[149] R. Lee, M. Margaritis, K. M. Channon, and C. Antoniades,
“Evaluating oxidative stress in human cardiovascular disease:
methodological aspects and considerations,” Current Medici-
nal Chemistry, vol. 19, no. 16, pp. 2504–2520, 2012.

[150] A. Cipak Gasparovic, N. Zarkovic, K. Zarkovic et al.,
“Biomarkers of oxidative and nitro-oxidative stress: con-
ventional and novel approaches,” British Journal of Phar-
macology, 2016.

[151] Y. Hirooka, Y. Kimura, Y. Sagara, K. Ito, and K. Sunagawa,
“Effects of valsartan or amlodipine on endothelial function
and oxidative stress after one year follow-up in patients with
essential hypertension,” Clinical and Experimental Hyperten-
sion, vol. 30, no. 3, pp. 267–276, 2008.

[152] S. Ogawa, T. Mori, K. Nako, T. Kato, K. Takeuchi, and S. Ito,
“Angiotensin II type 1 receptor blockers reduce urinary oxi-
dative stress markers in hypertensive diabetic nephropathy,”
Hypertension, vol. 47, no. 4, pp. 699–705, 2006.

[153] U. Singh, S. Devaraj, I. Jialal, and D. Siegel, “Comparison
effect of atorvastatin (10 versus 80 mg) on biomarkers of
inflammation and oxidative stress in subjects with metabolic
syndrome,” The American Journal of Cardiology, vol. 102,
no. 3, pp. 321–325, 2008.

[154] K. K. Galougahi, C. C. Liu, A. Garcia et al., “Protein kinase-
dependent oxidative regulation of the cardiac Na+-K+ pump:
evidence from in vivo and in vitro modulation of cell signal-
ling,” The Journal of Physiology, vol. 591, no. 12, pp. 2999–
3015, 2013.

[155] I. Chimenti, F. Pagano, E. Cavarretta et al., “Beta-blockers
treatment of cardiac surgery patients enhances isolation and
improves phenotype of cardiosphere-derived cells,” Scientific
Reports, vol. 6, p. 36774, 2016.

[156] Y. H. Kao, G. S. Lien, T. F. Chao, and Y. J. Chen, “DNAmeth-
ylation inhibition: a novel therapeutic strategy for heart fail-
ure,” International Journal of Cardiology, vol. 176, no. 1,
pp. 232–233, 2014.

[157] C. Siciliano, I. Chimenti, M. Ibrahim et al., “Cardiosphere
conditioned media influence the plasticity of human medias-
tinal adipose tissue-derived mesenchymal stem cells,” Cell
Transplantation, vol. 24, no. 11, pp. 2307–2322, 2015.

16 Oxidative Medicine and Cellular Longevity



[158] C. M. Greco and G. Condorelli, “Epigenetic modifications
and noncoding RNAs in cardiac hypertrophy and failure,”
Nature Reviews. Cardiology, vol. 12, no. 8, pp. 488–497, 2015.

[159] S. Turdi, W. Sun, Y. Tan, X. Yang, L. Cai, and J. Ren,
“Inhibition of DNA methylation attenuates low-dose
cadmium-induced cardiac contractile and intracellular
Ca(2+) anomalies,” Clinical and Experimental Pharmacol-
ogy & Physiology, vol. 40, no. 10, pp. 706–712, 2013.

[160] S. Voelter-Mahlknecht, “Epigenetic associations in relation to
cardiovascular prevention and therapeutics,” Clinical Epige-
netics, vol. 8, p. 4, 2016, eCollection 2016.

[161] K. Chatzianagnostou, S. Del Turco, A. Pingitore, L. Sabatino,
and C. Vassalle, “The Mediterranean lifestyle as a non-
pharmacological and natural antioxidant for healthy aging,”
Antioxidants, vol. 4, no. 4, pp. 719–736, 2015.

[162] G. Grosso, A. Mistretta, A. Frigiola et al., “Mediterranean diet
and cardiovascular risk factors: a systematic review,” Critical
Reviews in Food Science and Nutrition, vol. 54, no. 5, pp. 593–
610, 2014.

[163] J. J. Liu, Y. Lu, N. N. Ping, X. Li, Y. X. Lin, and C. F. Li, “Apoc-
ynin ameliorates pressure overload-induced cardiac remodel-
ing by inhibiting oxidative stress and apoptosis,” Physiological
Research, 2016.

[164] M. I. Covas, R. de la Torre, and M. Fito, “Virgin olive oil: a
key food for cardiovascular risk protection,” The British Jour-
nal of Nutrition, vol. 113, Supplement 2, pp. S19–S28, 2015.

[165] J. Lopez-Miranda, F. Perez-Jimenez, E. Ros et al., “Olive oil
and health: summary of the II international conference on
olive oil and health consensus report, Jaen and Cordoba
(Spain) 2008,” Nutrition, Metabolism, and Cardiovascular
Diseases, vol. 20, no. 4, pp. 284–294, 2010.

[166] S. C. Gupta, S. Prasad, J. H. Kim et al., “Multitargeting by cur-
cumin as revealed by molecular interaction studies,” Natural
Product Reports, vol. 28, no. 12, pp. 1937–1955, 2011.

[167] Z. Huang, B. Ye, Z. Dai et al., “Curcumin inhibits autophagy
and apoptosis in hypoxia/reoxygenation-induced myocytes,”
Molecular Medicine Reports, vol. 11, no. 6, pp. 4678–4684,
2015.

[168] J. Xiao, X. Sheng, X. Zhang,M.Guo, andX. Ji, “Curcumin pro-
tects againstmyocardial infarction-inducedcardiacfibrosis via
SIRT1 activation in vivo and in vitro,” Drug Design, Develop-
ment and Therapy, vol. 10, pp. 1267–1277, 2016.

[169] Y. Yang, W. Duan, Y. Lin et al., “SIRT1 activation by cur-
cumin pretreatment attenuates mitochondrial oxidative
damage induced by myocardial ischemia reperfusion
injury,” Free Radical Biology & Medicine, vol. 65, pp. 667–
679, 2013.

[170] H. L. Li, C. Liu, G. de Couto et al., “Curcumin prevents and
reverses murine cardiac hypertrophy,” The Journal of Clinical
Investigation, vol. 118, no. 3, pp. 879–893, 2008.

[171] T. Takaya, T. Kawamura, T. Morimoto et al., “Identification
of p300-targeted acetylated residues in GATA4 during hyper-
trophic responses in cardiac myocytes,” The Journal of Bio-
logical Chemistry, vol. 283, no. 15, pp. 9828–9835, 2008.

[172] J. Cui, D. Huang, and Y. Zheng, “Ameliorative effects of
alpha-lipoic acid on high-fat diet-induced oxidative stress
and glucose uptake impairment of T cells,” Free Radical
Research, vol. 50, no. 10, pp. 1106–1115, 2016.

[173] M. Pandey, S. Shukla, and S. Gupta, “Promoter demethyla-
tion and chromatin remodeling by green tea polyphenols
leads to re-expression of GSTP1 in human prostate cancer

cells,” International Journal of Cancer, vol. 126, no. 11,
pp. 2520–2533, 2010.

[174] T. Nagao, Y. Komine, S. Soga et al., “Ingestion of a tea rich in
catechins leads to a reduction in body fat and
malondialdehyde-modified LDL in men,” The American
Journal of Clinical Nutrition, vol. 81, no. 1, pp. 122–129, 2005.

[175] I. Cordero-Herrera, X. Chen, S. Ramos, and S. Devaraj,
“(-)-Epicatechin attenuates high-glucose-induced inflam-
mation by epigenetic modulation in human monocytes,”
European Journal of Nutrition, vol. 56, no. 3, pp. 1369–
1373, 2015.

[176] L. Loffredo, L. Perri, E. Catasca et al., “Dark chocolate acutely
improves walking autonomy in patients with peripheral
artery disease,” Journal of the American Heart Association,
vol. 3, no. 4, 2014.

[177] M. Sovak, “Grape extract, resveratrol, and its analogs: a
review,” Journal of Medicinal Food, vol. 4, no. 2, pp. 93–
105, 2001.

[178] J. Dudley, S. Das, S. Mukherjee, and D. K. Das, “Resveratrol, a
unique phytoalexin present in red wine, delivers either sur-
vival signal or death signal to the ischemic myocardium
depending on dose,” The Journal of Nutritional Biochemistry,
vol. 20, no. 6, pp. 443–452, 2009.

[179] G. C. Yen, P. D. Duh, and C. W. Lin, “Effects of resveratrol
and 4-hexylresorcinol on hydrogen peroxide-induced oxida-
tive DNA damage in human lymphocytes,” Free Radical
Research, vol. 37, no. 5, pp. 509–514, 2003.

[180] C. A. de la Lastra and I. Villegas, “Resveratrol as an antioxi-
dant and pro-oxidant agent: mechanisms and clinical impli-
cations,” Biochemical Society Transactions, vol. 35, no. Part
5, pp. 1156–1160, 2007.

[181] F. S. Aldawsari, R. Aguayo-Ortiz, K. Kapilashrami et al., “Res-
veratrol-salicylate derivatives as selective DNMT3 inhibitors
and anticancer agents,” Journal of Enzyme Inhibition and
Medicinal Chemistry, vol. 31, no. 5, pp. 695–703, 2016.

[182] L. Cheng, Z. Jin, R. Zhao, K. Ren, C. Deng, and S. Yu, “Resver-
atrol attenuates inflammation and oxidative stress induced by
myocardial ischemia-reperfusion injury: role of Nrf2/ARE
pathway,” International Journal of Clinical and Experimental
Medicine, vol. 8, no. 7, pp. 10420–10428, 2015.

[183] D. A. Chistiakov, A. N. Orekhov, and Y. V. Bobryshev,
“Treatment of cardiovascular pathology with epigenetically
active agents: focus on natural and synthetic inhibitors of
DNA methylation and histone deacetylation,” International
Journal of Cardiology, vol. 227, pp. 66–82, 2016.

[184] M. Thirunavukkarasu, S. V. Penumathsa, S. Koneru et al.,
“Resveratrol alleviates cardiac dysfunction in streptozotocin-
induced diabetes: role of nitric oxide, thioredoxin, and heme
oxygenase,” Free Radical Biology & Medicine, vol. 43, no. 5,
pp. 720–729, 2007.

[185] S. Das, C. G. Fraga, and D. K. Das, “Cardioprotective effect of
resveratrol via HO-1 expression involves p38 map kinase and
PI-3-kinase signaling, but does not involve NFkappaB,” Free
Radical Research, vol. 40, no. 10, pp. 1066–1075, 2006.

[186] X. Shen, M.Wang, X. Bi et al., “Resveratrol prevents endothe-
lial progenitor cells from senescence and reduces the oxida-
tive reaction via PPARgamma/HO1 pathways,” Molecular
Medicine Reports, vol. 14, no. 6, pp. 5528–5534, 2016.

[187] P. Raj, X. L. Louis, S. J. Thandapilly, A. Movahed, S. Zieroth,
and T. Netticadan, “Potential of resveratrol in the treatment
of heart failure,” Life Sciences, vol. 95, no. 2, pp. 63–71, 2014.

17Oxidative Medicine and Cellular Longevity



[188] J. Tome-Carneiro, M. Gonzalvez, M. Larrosa et al., “One-
year consumption of a grape nutraceutical containing res-
veratrol improves the inflammatory and fibrinolytic status
of patients in primary prevention of cardiovascular dis-
ease,” The American Journal of Cardiology, vol. 110,
no. 3, pp. 356–363, 2012.

[189] T. C. Zhao, G. Cheng, L. X. Zhang, Y. T. Tseng, and J. F. Pad-
bury, “Inhibition of histone deacetylases triggers pharmaco-
logic preconditioning effects against myocardial ischemic
injury,” Cardiovascular Research, vol. 76, no. 3, pp. 473–
481, 2007.

[190] J. E. Bolden, M. J. Peart, and R. W. Johnstone, “Anticancer
activities of histone deacetylase inhibitors,” Nature Reviews.
Drug Discovery, vol. 5, no. 9, pp. 769–784, 2006.

[191] T. Liu, S. Kuljaca, A. Tee, and G. M. Marshall, “Histone dea-
cetylase inhibitors: multifunctional anticancer agents,” Can-
cer Treatment Reviews, vol. 32, no. 3, pp. 157–165, 2006.

[192] A. Granger, I. Abdullah, F. Huebner et al., “Histone deacety-
lase inhibition reduces myocardial ischemia-reperfusion
injury in mice,” FASEB Journal: Official Publication of the
Federation of American Societies for Experimental Biology,
vol. 22, no. 10, pp. 3549–3560, 2008.

[193] T. M. Lee, M. S. Lin, and N. C. Chang, “Inhibition of histone
deacetylase on ventricular remodeling in infarcted rats,”
American Journal of Physiology. Heart and Circulatory Phys-
iology, vol. 293, no. 2, pp. H968–H977, 2007.

[194] L. Zhang, B. Chen, Y. Zhao et al., “Inhibition of histone
deacetylase-induced myocardial repair is mediated by c-kit
in infarcted hearts,” The Journal of Biological Chemistry,
vol. 287, no. 47, pp. 39338–39348, 2012.

[195] S. E. Aune, D. J. Herr, C. J. Kutz, and D. R. Menick, “Histone
deacetylases exert class-specific roles in conditioning the
brain and heart against acute ischemic injury,” Frontiers in
Neurology, vol. 6, Article ID 145, p. 145, 2015.

[196] M. Manal, M. J. Chandrasekar, J. Gomathi Priya, and M. J.
Nanjan, “Inhibitors of histone deacetylase as antitumor
agents: a critical review,” Bioorganic Chemistry, vol. 67,
pp. 18–42, 2016.

[197] C. Daosukho, Y. Chen, T. Noel et al., “Phenylbutyrate, a his-
tone deacetylase inhibitor, protects against Adriamycin-
induced cardiac injury,” Free Radical Biology & Medicine,
vol. 42, no. 12, pp. 1818–1825, 2007.

[198] P. Arner and A. Kulyte, “MicroRNA regulatory networks in
human adipose tissue and obesity,” Nature Reviews. Endocri-
nology, vol. 11, no. 5, pp. 276–288, 2015.

[199] J. L. Marques-Rocha, M. Samblas, F. I. Milagro, J. Bressan, J.
A. Martinez, and A. Marti, “Noncoding RNAs, cytokines, and
inflammation-related diseases,” FASEB Journal: Official
Publication of the Federation of American Societies for
Experimental Biology, vol. 29, no. 9, pp. 3595–3611, 2015.

[200] A. Baccarelli and S. Ghosh, “Environmental exposures, epige-
netics and cardiovascular disease,” Current Opinion in Clini-
cal Nutrition and Metabolic Care, vol. 15, no. 4, pp. 323–329,
2012.

[201] J. A. Deiuliis, “MicroRNAs as regulators of metabolic disease:
pathophysiologic significance and emerging role as bio-
markers and therapeutics,” International Journal of Obesity,
vol. 40, no. 1, pp. 88–101, 2016.

[202] E. Cavarretta andG. Frati, “MicroRNAs in coronary heart dis-
ease: ready to enter the clinical arena?”BioMedResearch Inter-
national, vol. 2016, no. 2016, Article ID 2150763, p. 10, 2016.

[203] E. Coskunpinar, H. A. Cakmak, A. K. Kalkan, N. O. Tiryakio-
glu, M. Erturk, and Z. Ongen, “Circulating miR-221-3p as a
novel marker for early prediction of acute myocardial infarc-
tion,” Gene, vol. 591, no. 1, pp. 90–96, 2016.

[204] M. Fierro-Fernandez, V. Miguel, and S. Lamas, “Role of
redoximiRs in fibrogenesis,” Redox Biology, vol. 7, pp. 58–
67, 2016.

[205] S. J. Montano, J. Grunler, D. Nair et al., “Glutaredoxin medi-
ated redox effects of coenzyme Q10 treatment in type 1 and
type 2 diabetes patients,” BBA Clinical, vol. 4, pp. 14–20,
2015, ecollection 2015.

18 Oxidative Medicine and Cellular Longevity



Submit your manuscripts at
https://www.hindawi.com

Stem Cells
International

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

MEDIATORS
INFLAMMATION

of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Behavioural 
Neurology

Endocrinology
International Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Disease Markers

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

BioMed 
Research International

Oncology
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Oxidative Medicine and 
Cellular Longevity

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

PPAR Research

The Scientific 
World Journal
Hindawi Publishing Corporation 
http://www.hindawi.com Volume 2014

Immunology Research
Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Journal of

Obesity
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

 Computational and  
Mathematical Methods 
in Medicine

Ophthalmology
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Diabetes Research
Journal of

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Research and Treatment
AIDS

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Gastroenterology 
Research and Practice

Hindawi Publishing Corporation
http://www.hindawi.com Volume 2014

Parkinson’s 
Disease

Evidence-Based 
Complementary and 
Alternative Medicine

Volume 2014
Hindawi Publishing Corporation
http://www.hindawi.com


