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ABSTRACT

In recent years, a multitude of studies provide comprehenisve evidence that increased production of reactive oxygen
species (ROS) are involved in the development and progression of cardiovascular diseases. The ROS are common by-
products of many oxidative biochemical and physiological processes. They can be released by mitochondrial respiration,
NADH/NADPH oxidase, xanthine oxido-reductase or the uncoupling of nitric oxide synthase (NOS) in vascular cells. ROS
mediate various signaling pathways that underlie cardiovascular pathophysiology. In a number of cardiovascular disease
conditions, the delicate equilibrium between free-radical generation and antioxidant defense is altered in favor of the former,
thus leading to redox imbalance i.e. escalating oxidative stress and increased tissue injury. This review focuses on the
updated evidences concerning involvement of ROS in cardiovascular diseases.
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INTRODUCTION

Free radicals are molecules containing one or more
unpaired electrons in atomic or molecular orbitals. There
is increasing evidence that abnormal production of free
radicals lead to increased oxidative stress on cellular
structures and causes changes in molecular pathways that
underpins the pathogenesis of several important diseases,
including cardiovascular diseases, neurological diseases,
cancer and in the process of physiological ageing,!!
Reactive oxygen or oxidant species (ROS) participate
in normal cell signaling as mediators that regulate vascular
function.P! In the vascular wall, ROS are produced by all
layers, including endothelium, smooth muscle, and
adventitia.l! ROS include free radicals such as superoxide
anion (O,.-), hydroxyl radical (HO.), lipid radicals (ROO-)
and nitric oxide (NO). Other reactive oxygen species,
hydrogen peroxide (H,0,), peroxynittite (ONOO-) and
hypochlorous acid (HOCI), although are not free radicals
but they have oxidizing effects that contribute to oxidative
stress. ROS has been implicated in cell damage, necrosis
and cell apoptosis due to its direct oxidizing effects on
macromolecules such as lipids, proteins and DNA.
Production of one free radical can lead to further
formation of radicals via sequential chain reactions."
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Under physiological conditions, ROS are produced in low
concentrations and act as a signaling molecule that
regulate vascular smooth muscle cell (VSMC) contraction
and relaxation, and participate in VSMC growth.P! Under
pathophysiological conditions, these free radicals play
important roles in various cardiovascular disease
conditions.*"

There is now considerable biochemical, physiological
and pharmacological information to establish a link
between free radicals and cardiovascular tissue injury.
There is accumulating evidence, suggesting that disease
conditions are directly or indirectly related to oxidative
damage and that they share a common mechanism of
molecular and cellular damage. The present review focuses
on the recent research-based evidences concerning the
involvement of free radicals in cardiovascular diseases and
their relationship to specific pathophysiological events.

PHYSIOLOGICAL SOURCES OF ROS IN RELATION
TO CARDIOVASCULAR DISEASES

Several mechanisms or pathways are associated with the
production of free radicals within cells under physiological
conditions. These include mitochondrial respiration,
nicotinamide adenine dinucleotide phosphate (NADPH)
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oxidases, xanthine oxidoreductase and uncoupled nitric
oxide (NO) synthases.

Mitochondrial respiration as a source of ROS

Mitochondrial respiration involves transport of electrons
from NADH or flavoprotein-linked dehydrogenases
which ultimately result in reduction of oxygen to water,
producing ATP in the process. This transport chain
involves oxidative phosphorylation of complexes thatare
both nuclear and mitochondrial DNA encoded.
Mitochondria produce significant amounts of cellular
reactive oxidant species (ROS) via aberrant O, reaction.”
During electron transport, approximately 2-5% of
electrons escape to react with O, resulting in the
production of ROS. Mitochondral superoxide generation
represents a major intracellular source of ROS under
physiological conditions.” In addition, some elements of
the mitochondrial outer membrane such as monoamine
oxidases produce NO or H,O, which result in increased
free radical stress.!"”

The balance between oxidants and antioxidants
commonly termed as redox state of mitochondria also
influences the opening of mitochondrial permeability
transition pore, which is associated with energy uncoupling
and further ROS production and development of disease
process.I"l For instance, overproduction of mitochondrial
ROS/NO is associated with eatly atherosclerosis and
hypercholesterolemia. Mitochondrial ROS is also linked
to vascular cell pathology from hyperglycaemia induced
glycation and protein kinase C activation. Mitochondrial
source of H O, play a key role in flow-mediated dilatation

in human coronary resistance arteries.!'”

NADH/NADPH oxidase system as a source
of ROS

NADH/NADPH oxidases are membrane- associated
superoxide-producing enzymes that catalyze the
1-electron reduction of oxygen using NADH or NADPH
as the electron donor. NADPH is particulatly important
in generation of ROS in phagocytic cell systems in
response to the presence of foreign organisms in a series
of changes known as respiratory burst. NADH/NADPH
oxidases are also important sources of endovascular ROS.
NADH/NADPH oxidases are the major oxidases in

vascular tissue and in cardiac cells.!"’!

NADH,/NADPH-dependent oxidase activity is also
increased in vascular smooth muscle cells by stimulation
with the vasoactive agonist angiotensin II. Angiotensin II
increases NADH and NADPH driven superoxide
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production in cultured vascular smooth muscle cells
(VSMC) and aortic adventitial fibroblasts." Treatment
with exogenous antioxidant enzyme superoxide dismutase
(SOD) improves blood pressure and vascular reactivity

in rat model of angiotensin IT induced hypertension.!"”

Xanthine oxido-reductase system as a
source of ROS

Xanthine oxido-reductase catalyzes the sequential
hydroxylation of hypoxanthine to yield xanthine and uric
acid. Xanthine oxido-reductase exists in two
interconvertible forms, either as xanthine dehydrogenase
or xanthine oxidase. The first form reduces NAD*
whereas the latter reacts with molecular oxygen, leading
to the production of superoxide anion and hydrogen
peroxide.!'
reductase catalyses oxidative hydroxylation of
hypoxanthine to xanthine, and then from xanthine to uric
acid, which is a strong antioxidant and a free radical

In the purine catabolism, xanthine oxido-

scavenger. The dual role of xanthine oxidase means that
itis an important regulator of cellular redox state.!'”
Under pathophysiological stress conditions, xanthine
oxido-reductase is an important cardiovascular source of
oxidative stress. Xanthine oxidase generates ROS via
purine metabolism pathway and is involved in causing
endothelial dysfunction in patients with coronary artery

disease and contractile dysfunction in heart failure."

NOS uncoupling as a source of ROS

Uncoupled nitric oxide synthase (NOS) contribute to
ROS generation and result in vascular endothelial
dystunction. Endothelial NOS (eNOS) is a cytochrome
P-450 reductase-like enzyme that catalyses flavin-
mediated electron transport from the electron donor
NADPH to a prosthetic heme group. NOS are the major
source of endogenous nitric oxide (NO).I'"! eNOS can
produce both NOS via its oxygenase function and
superoxide through its reductase function, the later is
dependent on NADPH. This enzyme requires
tetrahydrobiopterin (BH-4) bound near this heme group
to transfer electrons to guanidino nitrogen of L-arginine
to form NO.'"? Uncoupling of eNOS contribute to
ROS when deficiency of L-arginine or BH-4. In the
absence of L-arginine or BH-4, eNOS can produce
superoxide and H,O,. The product of reaction between
NO and superoxide can oxidize BH-4 and this can lead
to further eNOS uncoupling,? !

NO is a major cell signaling molecule involved in a

large variety of different physiological processes including
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neurotransmission, regulation of vascular dynamics and
immune regulation.” It is one of the main mediators of
endothelium-dependent/derived relaxation (EDR). NO
release is induced by either vascular shear stress or by
eNOS activation in response to cytokine activation and
plays a protective role in suppressing abnormal
proliferation of vascular smooth muscle cells (VSMCs)
following various pathological situations. NO has been
shown to react with and cancelled by reaction with excess
ROS directly inactivating it.*>*)

Evidence of eNOS contribution to cellular ROS is
present in the context of hypercholesterolemia,
atherosclerosis, coronary artery disease, ageing and
diabetes mellitus. Imbalance between endothelial NO and
ROS production is one of the major contributor of
endothelial dysfunction which plays an important role in
atherosclerosis and cardiac disease.” !

ROS AND CARDIOVASCULAR DISEASES

Oxidative stress and endothelial
dysfunction in atherosclerosis

Endothelial dysfunction is increasingly being accepted as
a common trait of essentially all cardiovascular risk
factors. One of the key concepts of free radical mediated
pathogenesis of cardiovascular disease is endothelial
dysfunction, whereby the regulation of vascular wall
microenvironment is distupted.” An important element
in this concept is that vascular endothelium is an active
component of the vasculature, which plays an important
role in the regulation of vascular tone, platelet activity,
thrombosis, inflammation and atherosclerosis.
Endothelium vasoactive tone is maintained by the release
of substances like prostacyclins, endothelins and the
endothelium-derived relaxation factor nitric oxide (NO)
ot related compound(s).P!

Reduction in endothelium-dependent vasorelaxation
caused by the reduction in NO bioavailability plays a
significant role in endothelial dysfunction. Decreased NO
bioavailability disrupts the non-thrombogenic intimal
surface and promotes platelet adhesion and aggregation
as well as deposition of platelets on the abnormal
endothelial surface.* The impairment of vasodilatation
in response to vasodilator acetylcholine is a measurement
of endothelial dysfunction and it correlates with increased
local ROS production and reduced superoxide dismutase
(SOD) activity.*!

Endothelial vasodilator dysfunction can lead to
paradoxical vasoconstriction effects and occurs in situations
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with sympathetic activation such as exercise. In the cardiac
vasculature this can result in angina pectoris. During
increased metabolic demand, vasodilator dysfunction in
coronary vessels has been shown to result in ischemia, even
in the absence of pathological stenosis.””

Atherosclerosis in coronary arteries even at eatly stages
is associated with evidence of endothelium dysfunction.
Long term cigarette smoking is an independent risk factor
for impaired endothelium-dependent coronary
vasodilation, regardless of the presence or absence of
coronary atherosclerotic lesions.” Studies in the human
forearm have demonstrated decreased flow-dependent
dilation in chronic smokers. The diminished endothelium
dependent relaxation (EDR) was improved with antioxidant
vitamin C in chronic smokers, indicating the involvement
of ROS in the pathogenesis.”” Hypertension is also linked
to increased vascular oxidative stress in a number of animal
models of hypertension. Hypertension leads to impairment
of EDR through oxidative stress.””

The bioavailability of NOS is more important for
coronary artery dilatation than the activity of eNOS and
generation of NOS. The bioavailability of NOS is
influenced by the amount of ROS present that can
transform NO to ONOO- and oxidized tetrahydrobiopterin
to dihydrobiopterin which lead to eNOS uncoupling and
further ROS production.’'! Upregulation of
tetrahydrobiopterin which improves bioavailability of
NOS has been shown to improve endothelial function and
reduce superoxide production. Supplementation of
antioxidant enzyme superoxide dismutase (SOD) has also
been shown to improve endothelium dependent
vasodilatation of coronary arteties.’ Treatment with
L-arginine, precursor of intracellular NOS, has been
found to improve endothelium dependent vasodilation in
patients with cardiac risk factors.” The significance of
mode of NO activity is still under investigation.

Oxidative stress and hypertension

Clinical studies have demonstrated that there is increased
ROS production in patients with essential hypertension,
renovascular hypertension, malignant hypertension and
pre-eclampsia.P**! Vascular ROS are produced in
endothelial, adventitial and vascular smooth muscle cells
(VSMCs) and detived primarily from NAD(P)H by the
enzyme NAD(P)H oxidase, a multi-subunit enzyme
catalyzing superoxide production.’” Lipid peroxidation
by-products have been shown to be elevated, whereas
levels /activities of endogenous anti-oxidant systems have
been reported to be impaired in hypertensive subjects.™
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Among the latter, studies revealed decreases in the
activities of SOD and catalase (CAT), as well as an
increase in the ratio of oxidized to reduced glutathione.?

Generally, antioxidants are not recommended for the
prevention or treatment of hypertension. In contrast,
dietary approaches are highly recommended, supported
by evidence from a trial which demonstrated that subjects
consuming high fruit and vegetable diets significantly
reduced elevated blood pressure.*! On the other hand,
direct cardiovascular effects of some pharmaceutical
agents have been attributed to direct inhibition of
NAD(P)H oxidase activity, as shown for angiotensin 1
(AT1) receptor blockers, and to intrinsic antioxidant
properties of these agents. Classical antihypertensive
agents such as -adrenergic blockers (carvedilol),
angiotensin converting enzyme (ACE) inhibitors, AT1
receptor antagonists, and Ca?* channel blockers may be
mediated, partially by decreasing vascular oxidative

stress.[* 4+

Oxidative stress and cardiovascular
ischemia

Blood sample from patients with ischaemic heart disease
was found to exhibit evidence of oxidative stress.”’! In
myocardial ischaemia, hypoxia and reoxygenation induces
an increase in free radical production in cardiac tissues
and are principal causes of reperfusion injury. ROS
produced through reoxygenation lead to direct oxidative
damage to cellular components and also through indirect
injury via activation of localized inflammation." ROS can
also act as signaling messenger in activating biochemical
pathways responsible for altering cellular function.™!

ROS mediated effect in cardiovascular diseases is also
reflected in nuclear transcription factor activity. The
nuclear transcription factor NFkB activity has been
found in myocardial biopsies of patients with unstable
angina.*l

Mitochondrial dysfunction and increase ROS
production has also been shown to associate with early
atherosclerotic lesion formation. Multiple cell populations
in the vascular wall have been shown to both produce and
be regulated by ROS signaling.*! Oxidative free radicals
lead to increased oxidation of vascular LDL and increase
adhesion molecule expression in endothelial cells, which
result in inflammatory cell infiltration and activate matrix
metalloproteinases and vascular remodeling.*’! Reactive
oxygen species (superoxide and H,O,) regulate growth
and migration of vascular smooth muscle cells in the
atherosclerotic plaque structure.”l ROS also trigger
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extracellular matrix remodeling through regulation of
collagen resorption resulting in compromised plaque

stability.*"

Oxidative stress and heart failure

Xanthine oxygenase is an important cardiovascular
source of ROS. Increase in xanthine oxygenase level and
activity was found in heart failure. Upregulation of
xanthine oxygenase in patients with heart failure is
thought to contribute to mechano-enetgetic uncoupling.*”

Nitrosative stress caused by nitrogen free radicals also
plays a role in cardiovascular disease. In acute ischaemia,
sepsis or heart failure, nitrosative stress is increased due
to an increase in the amount of iINOS (NOS2), leading
to increased levels of S-nitrosylated proteins. The
accumulation of heme NO in heart failure is correlated
with venous desaturation.’” Oxidative stress leads to
partial uncoupling of eNOS, resulting in the increased
production of superoxide and peroxynitrite species.”!
However, the role of NOS activity in cardiovascular
disease is not fully understood yet.

In addition to direct injury, NO/redox imbalance can
also impair ion channels within the heart by S-nitrosylation,
resulting in functional cardiac impairment.F” Different
NOS isoforms exert varying effects on cardiac physiology.
For instance, NOS3 exert its effect on signal transduction
at plasmalemmal membrane, inhibiting L-type calcium
channel and thus attenuating the 3-adrenergic mediated
myocardial contractility. On the other hand, NOS1
isoform exerts its effect on sarcoplasmic reticulum, which
facilitates calcium cycling and enhancing myocardial
contractility stimulated by catecholamines.

Oxidative stress and hyperlipidaemia

Hypercholesterolaemia increases endothelial O,
production and vascular oxidative stress, which in turn
contribute to impaired endothelial damage and
atherogenesis. Hypercholesterolaemia was found to be
independently associated with increased NADH-
dependent superoxide production.” It is suggested that
superoxide production by eNOS is important in oxidation
of LDL during the formation of atherosclerosis in the
setting of hypetlipidemia. Endothelial cells, smooth
muscle cells, neutrophils and monocytes all have the
potential to oxidatively modify LDL, leading to the
generation of ROS and lipid peroxidation products. Lipid
peroxidation products contribute to tissue damage
through direct cytotoxic actions on endothelial cells or via
chemical reactions.” Acute hypertriglyceridaemia was
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found to cause endothelial dysfunction via enhanced
oxidant stress.P

CONCLUSION

With drastic changes in the life style, increasing number of
subjects is at risk of cardiovascular diseases and there is
preponderance of evidence for the association of increased
oxidative stress with various cardiovascular diseases. The
loss of control of free-radical formation right from the
mitochondrion can contribute to the pathology of
cardiovascular diseases through multiple mechanisms. In
recent times, important milestones have been reached with
the availability of more overt evidence that shows that
cardiovascular disease mechanisms are strongly linked to
the production of reactive oxidant species (ROS) and the
dysregulation of endogenous oxidant-antioxidants
systems/pathways. Recent studies demonstrate that
sources of reactive oxidant species, physiological and
pathophysiological conditions and cellular oxidant targets
determine the characteristic nature of a disease process
and resultant outcomes. As these mechanisms are being
elucidated, it may be possible to improve the techniques
for clinical and pharmacological intervention. However, a
better understanding of the ROS-dependent signal-
transduction mechanisms, their localization and the
integration of both ROS-dependent transcriptional and
signaling pathways in cardiovascular pathophysiology is
necessary. Further studies involving definitive mechanistic
research are needed to achieve more clearer focus on the
role of ROS in the pathophysiology of cardiovascular
diseases.

REFERENCES

1. Gutteridge JM, Halliwell B. Free radicals and antioxidants in the
year. A historical look to the future. Ann N Y Acad Sci. 2000;899:
136-47.

2. Pacher P, Szabo C. Role of the peroxynitritepoly (ADP-ribose)
polymerase pathway in human disease. Am J Pathol. 2008;173:2-13.

3. Maulik N, Das DK. Redox signaling in vascular angiogenesis. Free
Radic Biol Med 2002;33:1047-1060.

4. Lassegue B, Clempus RE. Vascular NAD(P)H oxidases: specific
features, expression, and regulation. Am J Physiol Regul Integr
Comp Physiol. 2003;285:R277-297.

5.  Valko M, Rhodes CJ, Moncol J, Izakovic M, Mazur M. Free radicals,
metals and antioxidants in oxidative stress-induced cancer. Chem
Biol Interact. 2006;160:1-40.

6. Elahi MM, Matata BM. Free radicals in blood: evolving concepts in
the mechanism of ischemic heart disease. Arch Biochem Biophys.
2006;450:78-88.

7. Vassalle C, Pratali L, Boni C, Mercuri A, Ndreu R. An oxidative
stress score as a combined measure of the pro-oxidant and

Free Radicals and Antioxidants

20.

21.

22.

23.

24,

Free Radicals and Cardiovascular Diseases: An Update

anti-oxidant counterparts in patients with coronary artery disease.
Clin Biochem. 2008;41:1162-7.

Korge P, Ping P, Weiss JN. Reactive oxygen species production
in energized cardiac mitochondria during hypoxia/reoxygenation:
modulation by nitric oxide. Circ Res. 2008;103:873-80.

Kovacic P, Pozos RS, Somanathan R, Shangari N, O’Brien PJ.
Mechanism of mitochondrial uncouplers, inhibitors and toxins:
focus on electron transfer, free radicals and structure-activity
relationships. Curr Med Chem. 2005;12:2601-23.

De Marchi U, Mancon M, Battaglia V, Ceccon S, Cardellini P,
Toninello A. Influence of reactive oxygen species production by
monoamine oxidase activity on aluminium-induced mitochondrial
permeability transition. Cell Mol Life Sci .2004;61:2664-71.

Bodrova ME, Brailovskaya IV, Efron G, Starkov AA, Mokhova EN.
Cyclosporin A-sensitive decrease in the transmembrane potential
across the inner membrane of liver mitochondria induced by low
concentrations of fatty acids and Ca2+. Biochemistry. 2003;68:391-8.

LiuY, Zhao H, Li H, Kalyanaraman B, Nicolosi AC, Gutterman DD.
Mitochondrial sources of H,0, generation play a key role in flow-
mediated dilation in human coronary resistance arteries. Circ Res.
2003;93:573-80.

Decoursey TE, Ligeti E. Regulation and termination of NADPH
oxidase activity. Cell Mol Life Sci. 2005;62:2173-93.

Li JM, Wheatcroft S, Fan LM, Kearney MT, Shah AM. Opposing
roles of p47phox in basal versus angiotensin ll-stimulated
alterations in vascular O,- production, vascular tone and mitogen-
activated protein kinase activation. Circulation. 2004;109:1307-13.

Jung O, Marklund SL, Geiger H, Pedrazzini T, Busse R, Brandes
RP. Extracellular superoxide dismutase is a major determinant of
nitric oxide bioavailability: in vivo and ex vivo evidence from
ecSOD-deficient mice. Circ Res. 2003;93:622-9.

Borges F, Fernandes E, Roleira F. Progress towards the discovery
of xanthine oxidase inhibitors. Curr Med Chem. 2002;9:195-217.

Vorbach C, Harrison R, Capecchi MR. Xanthine oxidoreductase is
central to the evolution and function of the innate immune system.
Trends Immunol. 2003;24:512-7.

Scotland RS, Chauhan S, Vallance PJ, Ahluwalia A. An
endothelium-derived hyperpolarizing factor-like factor moderates
myogenic constriction of mesenteric resistance arteries in the
absence of endothelial nitric oxide synthase-derived nitric oxide.
Hypertension. 2001;38:833-9.

Grobe AC, Wells SM, Benavidez E, Oishi P, Azakie A, Fineman
JR, Black SM. Increased oxidative stress in lambs with increased
pulmonary blood flow and pulmonary hypertension: role of NADPH
oxidase and endothelial NO synthase. Am J Physiol Lung Cell Mol
Physiol. 2006;290:1069-77.

Schulz E, Jansen T, Wenzel P, Daiber A, Minzel T. Nitric oxide,
tetrahydrobiopterin, oxidative stress and endothelial dysfunction in
hypertension. Antioxid Redox Signal. 2008;10:1115-26.

Ghafourifar P, Asbury ML, Joshi SS, Kincaid ED. Determination of
mitochondrial nitric oxide synthase activity. Methods Enzymol
2005;396:424-44.

Touyz RM, Schiffrin EL. Reactive oxygen species in vascular
biology: implications in hypertension. Histochem Cell Biol.
2004;122:339-52.

Shinyashiki M, Pan CJ, Lopez BE, Fukuto JM. Inhibition of the
yeast metal reductase heme protein fre1 by nitric oxide (NO): a
model for inhibition of NADPH oxidase by NO. Free Radic Biol
Med. 2004;37:713-23.

Munzel T, Sinning C, Post F, Warnholtz A, Schulz E. Pathophysiology,
diagnosis and prognostic implications of endothelial dysfunction.
Ann Med. 2008;40:180—196.

Vol 1, Issue 1, Jan-Mar, 2011



25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Touyz RM. Reactive oxygen species as mediators of calcium
signaling by angiotensin II: implications in vascular physiology and
pathophysiology. Antioxid Redox Signal. 2005;7:1302-14.

Zorio E, Gilabert-Estellés J, Espafa F, Ramon LA, Cosin R,
Estellés A. Fibrinolysis: the key to new pathogenetic mechanisms.
Curr Med Chem. 2008;15:923-9.

Heitzer T, Schlinzig T, Krohn K, Meinertz T, Munzel T. Endothelial
dysfunction, oxidative stress and risk of cardiovascular events in
patients with coronary artery disease. Circulation. 2001;104:
2673-8.

Cai H, Harrison DG. Endothelial dysfunction in cardiovascular
diseases: the role of oxidant stress. Circ Res. 2000;87:840-844.

Kawashima S. The two faces of endothelial nitric oxide synthase
in the pathophysiology of atherosclerosis. Endothelium. 2004;11:
99-107.

Landmesser U, Dikalov S, Price S R, McCann L, Fukai T, Holland
SM, Mitch W E & Harrison D G (2003) Oxidation of tetrahydrobiopterin
leads to uncoupling of endothelial cell nitric oxide synthase in
hypertension. J Clin Invest. 111, 1201-1209.

LiL, RezvanA, Salerno JC, Husain A, Kwon K, Jo H, Harrison DG,
Chen W. GTP cyclohydrolase | phosphorylation and interaction
with GTP cyclohydrolase feedback regulatory protein provide novel
regulation of endothelial tetrahydrobiopterin and nitric oxide. Circ
Res. 2010;106:328-336.

Nisoli E, Tonello C, Cardile A, Cozzi V, Bracale R, Tedesco L.
Calorie Restriction Promotes Mitochondrial Biogenesis by Inducing
the Expression of eNOS. Science. 2005;310:314-7.

McMahon TJ, Moon RE, Luschinger BP, Carraway MS, Stone AE,
Stolp BW. Nitric oxide in the human respiratory cycle. Nat Med.
2002;8:711-7.

Higashi Y, Sasaki S, Nakagawa K, Matsuura H, Oshima T,
Chayama K. Endothelial function and oxidative stress in
renovascular hypertension. N Engl J Med. 2002;346:1954-62.

Lip GY, Edmunds E, Nuttall SL, Landray MJ, Blann AD, Beevers
DG. Oxidative stress in malignant and non-malignant phase
hypertension. J Hum Hypertens. 2002;16:333-6.

Lee VM, Quinn PA, Jennings SC, Ng LL. Neutrophil activation and
production of reactive oxygen species in pre-eclampsia. J
Hypertens. 2003;21:395-402.

Lassegue B, Clempus RE. Vascular NAD(P)H oxidases: specific
features, expression and regulation. Am J Physiol Regul Integr
Comp Physiol. 2003;285:277-97.

Yasunari, K., Maeda, K., Nakamura, M. and Yoshikawa, J. (2002)
Oxidative stress in leukocytes is a possible link between blood
pressure, blood glucose, and C-reacting protein. Hypertension. 39,
777-780.

Redon, J., Oliva, M. R., Tormos, C., Giner, V., Chaves, J., Iradi, A.
and Saez, G. T. (2003) Anti-oxidant activities and oxidative stress
byproducts in human hypertension. Hypertension. 41, 1096-1101.

John JH, Ziebland S, Yudkin P, Roe LS, Neil HAW. Effects of fruit
and vegetable consumption on plasma antioxidant concentrations
and blood pressure: a randomized controlled trial. Lancet.
2002;359:1969-73.

Free Radicals and Antioxidants

22

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

Free Radicals and Cardiovascular Diseases: An Update

Yoshida J, Yamamoto K, Mano T, Sakata Y, Nishikawa N, Nishio
M, et al. AT1 receptor blocker added to ACE inhibitor provides
benefits at advanced stage of hypertensive diastolic heart failure.
Hypertension. 2004;43:686-91.

Paravicini TM, Touyz RM. NADPH oxidases, reactive oxygen
species and hypertension: clinical implications and therapeutic
possibilities. Diabetes Care. 2008;31:170-80.

Ross R. Atherosclerosis - an inflammatory disease. N Engl J Med.
1999;340:115-26.

Elkind MS. Inflammation, atherosclerosis and stroke. Neurologist.
2006;12:140-8.

Bonomini F, Tengattini S, Fabiano A, Bianchi R, Rezzani R.
Atherosclerosis and oxidative stress. Histol Histopathol.
2008;23:381-90.

Cappola TP, Kass DA, Nelson GS, Berger RD, Rosas GO, Kobeissi
ZA. Allopurinol Improves Myocardial Efficiency in Patients With
Idiopathic Dilated Cardiomyopathy. Circulation. 2001;104:2407-11.

Heymes C, Bendall JK, Ratajczak P, Cave AC, Samuel JL,
Hasenfuss G, Shah AM. Increased myocardial NADPH oxidase
activity in human heart failure. J Am Coll Cardiol. 2003;41:2164-71.

Maytin M, Siwik DA, lto M, Xiao L, Sawyer DB, Liao R, Colucci WS.
Pressure Overload-Induced Myocardial Hypertrophy in Mice Does
Not Require gp91phox. Circulation. 2004;109:1168-71.

Shinyashiki M, Pan CJ, Lopez BE, Fukuto JM. Inhibition of the
yeast metal reductase heme protein fre1 by nitric oxide (NO): a
model for inhibition of NADPH oxidase by NO. Free Radic Biol
Med. 2004;37:713-23.

Schulman SP, Becker LC, Kass DA, Champion HC, Terrin ML,
Forman S, et al. L-arginine therapy in acute myocardial infarction:
the Vascular Interaction with Age in Myocardial Infarction (VINTAGE
MI) randomized clinical trial. JAMA. 2006;295:58-64.

Bryan NS, Rassaf T, Maloney RE, Rodriguez CM, Saijo F,
Rodriguez JR, Feelisch M. Cellular targets and mechanisms of
nitrosylation: An insight into their nature and kinetics in vivo. Proc
Nat Acad Sci. 2004;101:4308-13.

Shi W, Wang X, Shih DM, Laubach VE, Navab M, Lusis AJ.
Paradoxical Reduction of Fatty Streak Formation in Mice Lacking
Endothelial Nitric Oxide Synthase. Circulation. 2002;105:2078-82.

Weyer C, Funahashi T, Tanaka S, Hotta K, Matsuzawa Y, Pratley
RE, Tataranni PA. Hypoadiponectinemia in obesity and type 2
diabetes: close association with insulin resistance and
hyperinsulinemia. J Clin Endocrinol Metab. 2001;86:1930-5.

Guzik TJ, West NEJ, Black E, McDonald D, Ratnatunga C, Pillai
R, Channon KM. Vascular superoxide production by NAD(P)H
oxidase. Association with endothelial dysfunction and clinical risk
factors. Circ Res. 2000;86, E85-E90.

Nourooz-Zadeh J, Smith CCT, Betteridge DJ. Measures of oxidative
stress in heterozygous familial hypercholesterolaemia.
Atherosclerosis. 2001;156:435-441.

Bae JH, Bassenge E, Kim KB. Postprandial hypertriglyceridemia
impairs endothelial function by enhanced oxidant stress.
Atherosclerosis. 2001;155:517-523.

Vol 1, Issue 1, Jan-Mar, 2011



