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A B S T R A C T

The exposure of cells, tissues and extracellular matrix to harmful reactive species causes a cascade of
reactions and induces activation of multiple internal defence mechanisms (enzymatic or non-enzymatic)
that provide removal of reactive species and their derivatives. The non-enzymatic antioxidants are
represented by molecules characterized by the ability to rapidly inactivate radicals and oxidants. This
paper focuses on the major intrinsic non-enzymatic antioxidants, including metal binding proteins
(MBPs), glutathione (GSH), uric acid (UA), melatonin (MEL), bilirubin (BIL) and polyamines (PAs).
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1. Introduction

Reactive species belong to two types of reactive molecules:
reactive oxygen species (ROS) and reactive nitrogen species (RNS).
Both groups of reactive species include free radicals that are
extremely reactive chemical species (atoms, molecules and ions)
possessing one or more unpaired electrons [1,2].

Reactive species are normally produced during cellular oxygen
metabolism, although in many instances they may also be engaged
in numerous pathological processes called “oxidative stress”.
Excessive generation of ROS and RNS leads to an imbalance
between the rate of their formation and the antioxidant capacity of
the biological system. As a result of the oxidation of biological
structures, excessive generation of reactive species causes damage
to various cellular structures. This may be a primary cause or a
secondary complication of contemporary civilization diseases. In
chronic disorders, e.g. cardiovascular diseases [3], diabetes [4],
cancer and rheumatoid arthritis (RA), oxidative stress plays a major
role [5,6].

1.1. Physiological role of reactive species

Oxidative stress is believed to contribute to the development of
a number of noncommunicable diseases (chronic diseases). At the
same time it is suggested that the generation of reactive species is
necessary for the intercellular signaling cascades that regulate
various physiological functions. Reactive species account for an
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important part of many biological processes relevant to proper
functioning of the body. Reactive species can act as mediators and
regulators of metabolism, e.g. they can induce cell differentiation,
proliferation and migration. ROS can activate genes, and induce
apoptosis by affecting synthesis, release or inactivation of
endothelium-derived relaxing factor (EDRF). They can stimulate
glucose transport into cells and affect inter- and intracellular signal
transmission [7].

On the one hand, oxidative stress is an essential part of the
innate immune system, that is part of defence mechanisms against
pathogens [8]. However, reactive species produced by the immune
system can be harmful to cells .

1.2. Overview of antioxidant protection

The exposure of cells, tissues and the extracellular matrix to the
harmful effects of free radicals causes a cascade of reactions and
induces activation of multiple internal defence mechanisms, which
provide elimination of free radicals and their derivatives (Fig. 1)
[10,11].

These mechanisms are:

- preventive � being the first line of defence, preventing reactions
of free radicals and their derivatives with biological substances
in the body,

- repairing � involving interruption into a radical oxidation
reaction,

- inactivating the products of free radical reaction and their
derivatives, by repairing or eliminating structural damage [12].
 reserved.
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Fig.1. The mechanism of antioxidant protection. © 2013 Lazo-de-la-Vega-Monroy ML, Fernández-Mejía C. Published in [11] under CC BY 3.0 license. Available from: http://dx.
doi.org/10.5772/51788gr1gr1
1. Superoxide radical (O2

��) is formed by a single-electron reduction of oxygen. In a reaction catalysed by superoxide dismutase (Cu/Zn-SOD or Mn-SOD), superoxide radical
binds an electron, which leads to the formation of hydrogen peroxide (H2O2). In the further reduction of hydrogen peroxide to water and oxygen are involved two enzymes
catalase (CAT) and glutathione peroxidase (GPx).
2. In the Fenton’s reaction, which is catalysed by transition metals, hydrogen peroxide (H2O2) is transformed to hydroxyl radical (HO�), which further participates in the free
radical chain reactions.
3. Reduced glutathione (GSH), due to the presence of the thiol group of cysteine reacts with free radicals of proteins or other macromolecules, restoring them to the reduced
form.
4. Hydrogen peroxide (H2O2) is reduced by reduced glutathione in the raction catalysed by glutathione peroxide. The resulting oxidized glutathione oxidizes thiols of proteins.
5. Glutathione disulphide is reduced by glutathione reductase (GR) using hydrogen of NADPH, which is oxidized to NADP+.
6. NADPH is generated in the first oxidative phase of pentose phosphate pathway (PPP). In this phase, glucose-6-phosphate is dehydrogenated by glucose-6-phosphate
dehydrogenase to ribulose 5-phosphate, and at the same time two molecules of NADP+ are reduced to NADPH.
7. Vitamin C and a-lipoic acid support the regeneration of GSSG back into GSH. A hydrogen donor Vitamin E scavenges lipid peroxides and terminates oxidative chain
reactions as a hydrogen donor. Unoxidized form of vitamin E can be recycled back by vitamin C and glutathione [10,11].
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Endogenous antioxidants, which are products of the body’s
metabolism, may be enzymatic or non-enzymatic. One of the
enzymatic antioxidants playing an important role in the first line of
defence is superoxide dismutase (SOD). SOD catalyzes the
disproportionation reaction of superoxide anion to hydrogen
peroxide and molecular oxygen. Other important enzymatic
antioxidants in the first line of defence include catalase (CAT),
glutathione peroxidase (GPx), glutathione reductase (GR) and
peroxiredoxins (Prxs) These enzymes neutralize hydrogen perox-
ide, yielding water (catalase glutathione peroxidase) and oxygen
molecule (catalase). The non-enzymatic substances taking part in
the first line of defence belong to preventive antioxidants and in
blood plasma are represented by ceruloplasmin, ferritin, transfer-
rin and albumin. These proteins inhibit the formation of new
reactive species by binding transition metal ions (e.g. iron and
copper). Also metallothionein plays an essential role in the
prevention against reactive species. Its primary antioxidant
properties arise from the presence of a large number of �SH
groups [13].

The second line of defence against ROS involves non-enzymatic
antioxidants that are represented by molecules characterized by
the ability to rapidly inactivate radicals and oxidants.
The third line of defence consists in repair mechanisms against
damage caused by ROS and free radicals. This form of protection is
provided by enzymatic antioxidants, which can repair damaged
DNA and proteins, fight against oxidized lipids, stop chain
propagation of peroxyl lipid radicals, and repair damaged cell
membranes and molecules [14].

Dietary antioxidants such as vitamin E, vitamin C, carotenoids,
some minerals (e.g. ZnMn, Cu, Se) and polyphenols (flavonoids,
phenolic acids, stilbenes, lignans) can affect the activity of
endogenous antioxidants. Endo- and exogenous antioxidants
may act synergistically to maintain or reestablish redox homeo-
stasis. Exogenous antioxidants are present in significant amounts
in commonly consumed fruits, vegetables, beverages (juices, tea,
coffee), nuts and cereal products [15]. Dietary antioxidants can
delay the process of aging [16] and may also mitigate complica-
tions of diabetes [4] and cardiovascular disease [17].

Considering the mechanism of antioxidant protection, the
endogenous substances described in this review can be divided
into true scavengers, metal buffering proteins: chelators for redox-
active metals (Fe, Mn, Cu) and chelators of redox-stable metals (Zn,
Cd).

http://dx.doi.org/http://dx.doi.org/10.5772/51788gr1gr1
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This paper focuses on the major intrinsic non-enzymatic
antioxidants, which include metal-binding proteins (MBPs),
glutathione (GSH), uric acid (UA), melatonin (MEL), bilirubin
(BIL) and polyamines (PAs). Due to their location, these proteins
and low molecular mass substances provide effective mechanisms
of intracellular or extracellular defence against ROS and reactive
nitrogen species (RNS) (Table 1.).

2. Review

2.1. Metal-binding proteins (MBPs)

The first described endogenous antioxidants were metal-
binding proteins (MBPs), i.e. extra- and intracellular proteins,
such as albumin (ALB), ceruloplasmin (CP), metallothioneins
(MTs), ferritin (FER), myoglobin (MB), transferrin (TF) and
lactoferrin (LTF).

MBPs are the main contributors to the plasma antioxidant
capacity [9]. Their antioxidant properties involve their ability to
bind metal ions. These free-redox-active transition metal ions (Cu 2

+and Fe 2+) can be extremely pro-oxidant, which means that they
can react with hydrogen peroxide and catalyze formation of
reactive species (ROS) in the Fenton reaction [18]. Some of these
proteins can additionally act as true scavengers of reactive species
e.g. free sulfhydryl groups of cysteine in ALB and MTs are able to
scavenge hydroxyl radicals.

Such MBPs as transferrin (TF), ferritin (FER) and lactoferrin (LTF)
are chelators of redox-active iron (Fe 2+), which can be effective
free radical inhibitors in the Fenton reaction [19].

In contrast, ceruloplasmin acts as a reactive species inhibitor by
binding free copper (Cu 2+) and iron ions (Fe 2+), or as a chain-
breaking antioxidant [20].

In turn, albumin (ALB) is a multifunctional antioxidative
protein, which binds redox metals (Fe II and Cu II) and can also
act as a true scavenger reacting with hydroxyl radicals [21,22].

Myoglobin (MB) is another MBP, which is mainly an effective
NO scavenger [23].

Metallothionein is capable of binding redox-active metal ions,
e.g. Cu and redox-stable metal ions e.g. Zn and Cd, protecting cells
against toxic metals. It also acts as a scavenger of reactive species
(e.g. O2

� �) [24].
Iron is necessary for most living organisms, both simple and

higher, and it possesses numerous biological functions in the
human body. The general function of iron is associated with oxygen
distribution in tissues, with the involvement of hemoproteins, such
as hemoglobin and myoglobin. Moreover, iron is essential for
enzymatic functions of oxidases, peroxidases, catalases and
cytochromes. It also participates in hormone synthesis and
catabolism [25]. Iron is involved in the formation of ROS, which
play an important role against pathogens, such as bacteria and
viruses [26]. High concentrations of these compounds, however,
can be harmful to cellular structures and lead to oxidative stress.
Table 1
Intra- and extracellular non-enzymatic antioxidants.

Non-enzymatic antioxidants

Intracellular Extracellular

Ferritin Transferrin
Myoglobin Lactoferrin
Metallothioneins Albumin
Coenzyme Q10 Ceruloplasmin
Glutathione Uric acid
Melatonin Bilirubin
Polyamines
The role of iron in metabolic reactions is associated with its
specific chemical properties. It usually occurs in two oxidation
states (Fe 2+ and Fe 3+), hence iron can be both a donor and an
acceptor of electrons. Due to the redox activity, Fe could participate
in the multiple biological redox-dependent reactions in the human
body [27].

The major part of iron in the body is bound to hemoglobin in
erythrocytes (60–70%), and approximately 5–6% is contained in
myoglobin and various enzymes. Less than 1% of iron is bound to
transferrin. The remaining 20–30% is accumulated in hepatocytes
and liver macrophages [25].

The negative consequences for the organism are associated
with both low and excess concentration of iron. Low concentration
can cause anemia, while excess iron leads to increased production
of ROS, which act destructively on the majority of cell particles,
causing DNA damage and impairing protein, carbohydrate and fat
synthesis mechanisms.

The unbound redox-active ions are primarily responsible for the
oxidation of compounds, which are cofactors in the reactions of
free radical formation (Fenton reaction). High levels of iron in the
brain, for instance, have been found in various neurodegenerative
disorders including Parkinson’s and Alzheimer’s disease
[28,29,20].

Living organisms have been adapted to the assimilation of
transition metals by the production of specific proteins that enable
binding, transport and storage of iron in non-toxic soluble forms.
Due to high reactivity of iron ions, they are usually present in the
body bound to proteins [27]. The proteins involved in absorbing,
transporting and storage of iron are: transferrin (TF), ferritin (FER)
and lactoferrin (LTF). Due to their iron-binding ability, these
proteins are classified as antioxidants [30–32].

Food proteins are vast sources of amino acids that demonstrate
antioxidant activity. For example, aromatic amino acids such as
tyrosine, phenylalanine, tryptophan and sulphur-containing cys-
teine have an ability to donate protons to free radicals. Several
studies have found bioactive properties of peptides from both
animal and plant sources. Rice endosperm protein, for instance,
scavenges hydroxyl radical and superoxide radical, thus inhibiting
autooxidation of the linoleic acid system, and exerts a chelating
effect on iron ions [33]. Egg white hydrolysates may prevent
oxidative stress by inhibiting lipid peroxidation and increase
radical-scavenging properties of plasma [34–36].

2.1.1. Transferrin (TF)
Transferrin (TF) is a blood plasma protein that transports iron

absorbed from the intestine to the bone marrow, where red blood
cells are produced. Iron is essential for normal functioning of
various metabolic processes and thereby its homeostasis must be
precisely regulated. TF is the main iron carrier in the plasma
[37,38], able to transport about 25 mg of iron daily [39].

Transferrin is considered to be an antioxidant due to its ability
to reduce the concentration of free ferrous ions, which catalyze the
conversion of hydrogen peroxide to highly toxic hydroxyl radical
(OH) during the Fenton reaction (Fig. 2.). Iron has a potential to
generate OH, which is the strongest ROS.

Free iron can be a risk factor for several diseases, e.g.
atherosclerosis [40,41]. Disturbed iron metabolism has also been
observed in both Parkinson’s [28,42–44] and Alzheimer’s
[29,43,45] disease. TF and ceruloplasmin (CP) are the main
antioxidant proteins synthesized in several tissues including brain
Fig. 2. Fenton reaction.
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tissues. Extensive research has shown that oxidative stress plays a
key role in the pathology of several other neurological diseases
such as autism [46,47], Down syndrome [48–50] and schizophre-
nia [51]. The levels of transferrin in autistic children have been
found to be significantly decreased compared to healthy children.
Low levels of major proteins, such as transferrin and ceruloplas-
min, lead to disturbances in the metabolism of iron and copper, and
thus contribute to increased oxidative stress [52].

In schizophrenia, increased production of ROS, particularly in
the brain cells that are vulnerable to oxidative stress, can initiate
degenerative processes [53]. Brain cells are far more vulnerable to
oxidative stress than other cells, due to high content of
polyunsaturated fatty acids (PUFA) in the brain cell membranes,
which are located in the grey matter [53].

2.1.2. Ferritin (FER)
Ferritin (FER) is an iron-storage protein that can be a source of

iron for the synthesis of iron-containing enzymes, when the
absorption of iron from food is insufficient. This protein has been
found in animals, plants and bacteria [54]. Mammalian FERs
consist of two types of chains named H (high) and L (light). The H-
chain is responsible for iron oxidation, whereas the L-chain serves
as a protein balancer, contributing to iron mineralization [55].

Ferritin plays a key role in the maintenance of intracellular iron
balance. The main FER function is cytoprotection. It is able to
minimize ROS formation by binding free iron, thus protecting cells
against free radical-mediated damage [56]. Some data show
positive correlation between anti-oxidative status and FER level in
patients with phenylketonuria [57]. However, at the same time
FER-rich leukemia cells present greater resilience to oxidative-
killing, while leukemia cells with a reduced content of ferritin
show lower resistance to oxidative stress [58].

2.1.3. Lactoferrin (LTF)
Lactoferrin is a member of transferrin family. This glycoprotein

is present in the secretions of epithelial cells, e.g. in breast milk
colostrum, tears, saliva, and genital and respiratory tract [59].
Blood LTF is produced by neutrophils, but its concentration is
considerably lower than in the secretions. The physiological
spectrum of the roles that LTF may play is very wide. Numerous
studies have shown that LTF has antiviral, antibacterial [60] and
anticancer effects [61,62]. Antibacterial properties of LTF are due to
its ability to store iron, which becomes unavailable to pathogens,
Fig. 3. The mechanism of antioxidant function of albumin. Adopted and modified acco
The free sulfhydryl group of cysteine of albumin acts as a free radical scavenger and is a
radical (O2

��), hydrochlorus acid (HOCl) and peroxynitrite (ONOO-). The presence of react
(ALB-SOH), which can be further oxidized to sulfinic (ALB-SO2H) and sulfonic (ALB-SO
Sulfenic acid (ALB-SOH) can be transformed into a disulfide (ALB-S-S-R) by the reaction w
to the formation of reduced form of albumin (ALB-SH). Under nitrosative stress the reduc
is reversed by free cysteine or glutathione [18].
thus inhibiting proliferation and growth of microorganisms. LTF
can regulate homeostasis of iron ions and serves as an anti-
inflammatory protein. It also shows antioxidant properties in the
human body [63].

The LTF molecule can bind two ferric ions, and iron chelation by
LTF is a necessary step in iron metabolism. LTF participates in the
absorption of iron from food and facilitates Fe storage in the liver
cells [64]. Transport of iron into the cells takes place with the
participation of TF, although LTF has a 360-times greater affinity to
ferrous ions than TF [65].

Breast milk LTF is an innate protein with antioxidant and anti-
inflammatory properties. The antioxidant effect of LTF results from
binding Fe, which initiates and catalyzes free-radical processes,
particularly lipid peroxidation in biological membranes [66].

Some studies have shown that LTF can be an effective free
radical inhibitor in the Fenton reaction, even more than histidin
and mannitol [67].

In healthy people, only 20–30% of TF and 5–8% of LTF bind iron,
being ready to bind iron ions present in plasma [65].

2.1.4. Albumin (ALB)
Albumin (ALB) is a multifunctional protein, which demon-

strates numerous physiological functions. The primary role of ALB
is to regulate osmotic pressure and distribute fluids between
different body compartments. It also takes part in transporting bile
pigments, cholesterol, fatty acids and drugs. The latest research
shows that plasma ALB is the major extracellular antioxidant [18].

Human ALB is composed of 585 amino acids. It shows affinity to
bind many types of molecules and ions. Free ferrous and cupric
ions are catalyst in the Fenton reaction, in which hydroxyl radicals
are generated. Normally, these metal ions are bound to proteins.
Copper, for example, possesses high affinity to ceruloplasmin, but
at times it can be bound to albumin. Approximately 40–70% of the
total antioxidant activity of the human serum ALB is associated
with sulphur amino acids, methionine and cysteine, and therefore
it is an excellent trap for free radicals, especially a reduced cysteine
residue (Cys 34). It is the free sulfhydryl group of cysteine that
allows ALB to scavenge hydroxyl radicals [21,22] (Fig. 3) [18].

The antioxidant properties of albumin derive also from its
indirect effect, associated with binding of bilirubin and unsaturat-
ed fatty acids, which prevents oxidation of these compounds [68].

Plasma ALB concentration in healthy people ranges between
35 g/l and 50 g/l. Lower ALB concentration is closely related to the
rding to © 2013, Taverna et al.; licensee Springer [18].
ble to trap various reactive species, such as hydrogen peroxide (H2O2), superoxide
ive species results in oxidation of cysteine residue and the formation of sulfenic acid
3H) acids. These reactions are irreversible and lead to formation of end products.
ith a low molecular mass thiol e.g. free cysteine (Cys) or glutathione (GSH). This leads
ed cysteine of albumin transforms into s-nitroso �albumin (ALB-SNO). This reaction
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process of aging and development of noncommunicable diseases
(also known as chronic diseases), which are strongly associated
with the action of ROS and oxidant-antioxidant imbalance [69].
ALB is a major serum antioxidant in diabetes. Increased
concentration of blood glucose in diabetes may decrease antioxi-
dant properties of ALB. An impaired antioxidant-oxidant balance in
the blood serum may be the cause of complications in such
metabolic disorders as diabetes mellitus or cardiovascular diseases
[70–72]. Numerous studies have shown that low concentration of
serum ALB is linked to the risk of stroke, coronary artery disease,
cardiovascular mortality, damage to atherosclerotic plaques and
severity of atherosclerosis [25,73].

The antioxidative function of albumin results from its free
radical-trapping capacities and various ligand-binding properties.
Both functions are closely related to the ALB structure. The ALB is
considered the main extracellular molecule responsible for
maintaining the plasma redox state. Therefore, albumin as an
antioxidant has a substantial importance in various chronic
diseases [18].

2.1.5. Ceruloplasmin (CP)
Ceruloplasmin (CP) is a high molecular weight glycoprotein

built of more than 1000 amino acids. CP is synthesized in several
organs and tissues, such as brain or liver, and plays a number of
roles. In the first place it can act as a copper carrier, transporting
about 95% of copper in the blood. Secondly, by converting ferrous
ions to ferric ions, it demonstrates ferroxidase activity showing its
important role in iron homeostasis. This CP feature prevents
formation of hydroxyl radicals (�OH), and hence CP has a proven
antioxidant activity [74,75]. CP is mainly known to be a chain-
breaking antioxidant. For example, it can protect the myocardial
tissue against oxygen free radicals [76]. Moreover, it plays a key
role in protecting polyunsaturated fatty acids in the erythrocyte
cell membranes from ROS. This multifunctional glycoprotein can
also act as a scavenger of oxygen radicals and may protect
cardiovascular tissues subjected to ischemia-reperfusion [74].
Numerous studies have described low serum CP levels in several
diseases [52,77]. Low CP plasma concentration has been debated as
a marker of neurodegenerative disorders such as Alzheimer’s and
Parkinson’s diseases and autism [77–79].
Fig. 4. The role of metallothionein in zinc homeostasis and redox buffering capacity. A
MT functions are based on reversible dissociation of its zinc ions and the oxidoreduction
oxygen species or reactive compounds (electrophiles) cause oxidation or modificatio
metallothionein. In both instances the oxidized protein is formed.
Free zinc ions are involved in:
- the protection of thiol groups of proteins by binding to these groups
- indirect inhibition of lipid peroxidation dependent on iron ions, by competing for bindin
generation of free radicals [88,89].
2.1.6. Myoglobin (MB)
Myoglobin (MB) is a protein which consists of 150 amino acids.

The primary function of myoglobin is to store oxygen in the muscle
cells, which was discovered in 1939 by Millikan [80,81]. Recent
studies have shown that MB can also act as a scavenger of free
radical nitric oxide (NO�) and it is able to protect myocardial cells
against ROS under hypoxic condition [82,83]. Hypoxia causes
changes to MB function from NO� scavenger to NO� producer. Some
data show that MB can significantly contribute to decreased
oxidative stress in the cardiac muscle [84]. Myoglobin is capable of
reducing oxidative stress by scavenging ROS, especially H2O2

(hydrogen peroxide), which is the most abundant and stable ROS in
tissues [84]. It is also able to bind a wide variety of small ligands
such as dioxygen and carbon monoxide, thus inhibiting the
formation of hydroxyl radicals in the biological systems containing
ascorbate [85].

2.1.7. Metallothioneins (MTs)
Metallothioneins (MTs) are low molecular intracellular pro-

teins. They occur in microorganisms, animals and plants. MTs are
built of 61–68 amino acids with a distinct predominance of
cysteine (30%) [86].

MTs consist of two domains (a and b) linked by a lysine dimer,
each binding metal ions. These proteins ensure proper homeosta-
sis of essential metal ions, such as zinc and copper, and also provide
storage capacity for these molecules [87] (Fig. 4) [88,89].

MT plays a major role in cell protection against cadmium.
Stoichiomeric binding of metal ions by MTs in two metal-thiolate
clusters is enabled by the presence of numerous sulfhydryl groups
of residual cysteines [87,90]. Besides, free sulfhydryl residues are
very important for oxidative stress reduction. The presence of
numerous free sulfhydryl residues allows fast reaction with free
radicals. MT is capable of scavenging anion superoxide and
hydroxyl radicals, thus protecting more sensitive proteins [91,92].

There are four MT isoforms: MT-I, MT-II, MT-III and MT-IV. The
classification into classes is based on the position of cysteine
residues in the MT polypeptide chain. MT-I and MT-II are located in
all tissues, MT-III is brain tissue-specific [93] and MT-IV is
expressed in squamous epithelia associated with oral mucosa,
esophagus and upper stomach [87,90].
dopted from © 2007 Maret W, Krezel A. [88].
 of the cysteine sulphur donors in the zinc/thiolate clusters. The presence of reactive
n of the cysteine sulphur ligands, which leads to the release of zinc ions from

g sites on a cell membrane with ions of transition metals, what prevents them from
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Primarily MT-I, MT-II and MT-III are protective against metal
toxicity. The function of MT-IV isoforms is similar to that of MT-I
and MT-II. They demonstrate high affinity for transition metals,
especially Cu, Zn and Cd. Moreover, as in vitro experiments show,
MTs can also bind Fe, Hg, Ni, Ag and Au [94].

The synthesis of MTs depends on such factors as excessive
heavy metals, stress hormones, cytokines or factors that are
precursors of ROS. Therefore, these proteins are considered
important components of the endogenous antioxidant system.

MTs play a beneficial role in a variety of noncommunicable
diseases. MT synthesis is induced by the inflammatory process,
during which an increase in reactive species can be observed.
Therefore, MTs are significant in inflammatory bowel diseases [95]
and cancers [96].

2.2. Coenzyme Q10 (CoQ10)

The names for coenzyme Q10 (CoQ10), ubiquinone and
ubiquinol, differing in oxidation states, originate from the Latin
term ubiquitarius which means “commonly found”. CoQ10 is one of
1,4-benzoquinone derivatives. Under the normal conditions of
homeostasis, coenzyme Q10 is synthesized in all tissues of the
body. The substrates for the synthesis of coenzyme Q10 are 4-
hydroxybenzoate, formed from tyrosine, and a polyprenyl group
resulting from acetyl-CoA [97,98].

In animal species, different homologues of ubiquinol have been
found, which differ in the length of the side polyisoprenoid chain.
Vertebrates and mammals, including humans, show the presence
of CoQ9 and CoQ10, but ubiquinones isolated from yeasts and
molds are built only from no more than six, seven, or eight side
chain isoprenoid units [99]. Coenzyme Q demonstrates several
biochemical functions. Generally, it is involved in the transport of
electrons in the mitochondrial respiratory chain and in the electron
transport outside mitochondria [99]. CoQ exhibits its activity in the
lipid phase and participates in the redox reactions of dehydrogen-
ases, cytochromes or other non-heme proteins [100]. These
properties are demonstrated only by the reduced form of CoQ10
� ubiquinol (CoQ10H2), and ubisemiquinone radical (CoQ10H).
Ubiquinol allows binding of hydrogen to free radicals, which leads
to the transformation of ubiquinol and the formation of
ubisemiquinone radical (CoQ10H). The radical formed in this
reaction also demonstrates antioxidant properties, and can react
with molecular oxygen and other free radicals [101]. Ubiquinol
may also reduce oxidized a-tocopherol. The reduced form of
tocopherol shows strong antioxidant properties.

In the healthy population, blood CoQ10 concentration ranges
from 0.50 to 1.91 mmol/l [102,103]. Low concentrations of CoQ are
closely related to aging and to some diseases, including
hypertension and coronary artery diseases, cardiovascular dis-
eases, diabetes mellitus and cancer [104]. Normally, the in vivo
synthesis together with sufficient dietary intakes provide adequate
CoQ supply. The absorption of CoQ10 from food is estimated to be
10% and less [105]. The best dietary sources of CoQ10 are meat
products (pork meat, poultry, fish) and fats (oils) [106], although
culinary techniques may lower its food contents. Some studies
have determined the effects of different cooking methods on
CoQ10 in beef meat (heart, liver and muscle). The greatest losses of
CoQ10 are found during frying [107].

Some research shows clinical benefits of CoQ10 supplementa-
tion in patients with coronary artery disease, causing a decrease in
oxidative stress and an increase in the activity of antioxidant
enzymes [105], as well as antioxidative protection against
myocardial infarction [106]. CoQ10 is also applicable in cosmetol-
ogy, since its supplementation shows skin repair, anti-wrinkling
and anti-aging properties [104].
2.3. Glutathione (GSH)

Glutathione (GSH) is a low molecular weight compound
composed of three amino acids: glycine, cysteine and glutamic
acid. GSH is present in all plant and animal cells. In physiological
conditions it is synthesized in many different tissues [108], but the
most intense GSH synthesis occurs in hepatocytes [109]. Glutathi-
one in the human body is present in several redox forms, among
which the most important are reduced glutathione (GSH) and
oxidized glutathione (GSSG). In typical cells, in normal conditions,
the predominant form of glutathione is its reduced form (GSH) in a
ratio of 100:1. Under normal conditions, for instance, reduced GSH
is the most prevalent form of GSH, constituting up to 98% of the
total GSH pool [110]. Glutathione molecules can also be bound to
proteins [111]. GSH is a soluble antioxidant, which in high cellular
concentrations (1–10 mM) is present in the cytoplasm, mitochon-
dria and nucleus. The GSH concentration is much lower in the
endoplasmic reticulum (up to 2 mM). Mitochondria contain 10% of
cellular glutathione [111]. Red blood cells are abundant in
glutathione and contain 99% of GSH against 1% present in the
plasma [112]. The previous [113] and the latest research [114] show
that the extracellular concentration of glutathione in the human
body is much lower than its intracellular level. Blood plasma, for
example, contains only about 20 mM of glutathione and the
dominant form there is oxidized glutathione (GSSG) [115].

The concentration and role of GSH are differentiated and cell
type-specific. Besides being a potent antioxidant, GSH has a
number of functions not related to defence against ROS. For
example, it participates in the detoxification processes of
electrophilic compounds (xenobiotics), and in the metabolism of
prostaglandins and leukotrienes. It is also involved in the transport
of amino acids and in the absorption of micronutrients from the
intestine, mainly iron and selenium. However, the predominant
role of GSH is undoubtedly that of antioxidant. GSH as an
antioxidant participates in several lines of defence against ROS. It
plays an important role not only as a free radical scavenger, but is
also engaged in the repair processes of damaged cells. The
antioxidant properties of GSH depend on two characteristic
features of its molecule, namely the presence of a special
pseudo-peptide bond between the amino group of cysteine and
the alpha-carboxyl group, providing an excellent protection
against aminopeptidases, and the expression of the thiol group
(-SH) deriving from the cysteine residue. Only these fragments of
the tripeptide allow its involvement in an impressive number and
variety of functions. Due to the presence of the thiol group in the
molecule, GSH has an ability to protect other thiol groups in
proteins against oxidative damage [111]. Thiol groups (-SH) are
among the most reactive chemical species that occur in cells. The
most important functions of �SH groups in the biological systems
include complexation of metal ions, participation in the oxidation
reactions (final product is sulfonic acid), and formation of thiol
radicals and disulfides [115].

As an antioxidant, GSH reduces ROS during the enzymatic and
non-enzymatic reactions. It regenerates other oxidized small
molecule antioxidants, for example vitamin C and vitamin E [116],
is involved in the repair of protein molecules, nucleic acids and
lipids damaged in peroxidation processes, and in the maintenance
of sulphydryl groups of protein in the reduced state [117,118].

2.4. Uric acid (UA)

Uric acid (UA) is one of the low molecular weight organic
compounds, which is generated during the metabolism of purines.
UA is a hydrophilic antioxidant, which accounts for two thirds of
the total oxygen scavenging activity in the blood serum [119].
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In reptiles and birds UA is excreted in feces as a dry mass.
Humans and other mammals are able to produce small quantities
of uric acid. Unlike humans, most mammals can transform serum
uric acid to allantoin. The normal level of blood uric acid in humans
is therefore higher (3.5–7.5 mg/dL) than in other mammals (0.5–
1.5 mg/dL). The inability to convert uric acid to allantoin seems to
be a positive factor in the evolutionary process [120]. The positive
impact of the loss of urate oxidase activity during evolution leads
to increased levels of uric acid, which is a strong reducer (electron
donor) and potent antioxidant [121]. UA is a scavenger of various
ROS, for example peroxynitrite, hydroxyl radical, singlet oxygen
and lipid peroxides. It can probably scavenge nitrogen dioxide and
carbonate ions as well [122,123], and form stable complexes with
iron ions and copper ions, leading to the inhibition of free radical
reactions, such as the Fenton reaction and the Haber-Weiss
reaction [124].

In addition, UA contributes to the protection of such antioxidant
enzymes as intracellular superoxide dismutase 1 (SOD1) and
extracellular superoxide dismutase 3 (SOD3). Physiological UA
levels can modulate activities of SOD1 and SOD3, by postponing
inactivation of these enzymes by H2O2 [120].

The urate radicals formed in the reaction of UA and H2O2 have
lower oxidative potential than other oxygen radicals, and can react
with ascorbic acid and regenerate uric acid [125,126].

Numerous studies have proved positive effects of UA in various
diseases associated with oxidative stress. The research concerning
free radical scavenging capacity in the serum of healthy people has
shown that UA is even more effective than vitamin C [126].

UA plays a key role in the protection against oxidative stress
during intensive physical exercise. Its antioxidant properties have
been proven to be of biological importance in vivo [127].

Oxidative stress is a major factor of atherosclerosis, significantly
contributing to vascular smooth muscle tissue damage. Several
years of research have shown a beneficial role of UA against ROS
that take part in the degradation of vascular endothelium [128].

Neuroprotective effects of UA have been observed in Parkin-
son’s disease, which is closely related to the ability to chelate iron
ions. Therefore, it has been hypothesized that a low UA level can be
a risk factor for dementia in Parkinson’s disease [129,130].

UA is generally seen as an antioxidant and free radical
scavenger, but numerous studies have shown its pro-oxidative
properties. The increased levels of UA observed in patients with
heart failure have been interpreted in different ways [131]. Some
studies demonstrate that UA may be a factor in inflammatory
reactions [132] and heart failure [133]. In addition, some research
has shown that xantine oxidase inhibitor � allopurinol, may
decrease UA levels in the blood, which may have a protective effect
against oxidative stress [134]. Therefore, according to an increasing
number of reports, UA is not always perceived as an antioxidant,
since hyperuricemia may be a risk factor for cardiovascular disease,
e.g. in patients with diabetes mellitus [135] and can cause
pulmonary arterial hypertension [136]. The metabolic syndrome
is often accompanied by elevated levels of serum UA. Recent
studies have shown associations between the elevated UA and the
accelerated development of complications due to the metabolic
syndrome [137], which among other things, included cardiovas-
cular disease and renal failure. Some studies have shown that
elevated UA levels in metabolic syndrome may lead to hyperten-
sion [138]. Other authors have found that the increased serum
concentration of UA may cause deterioration of kidney function in
patients with congestive heart failure (CHF) due to reduced urinal
excretion of UA. Deterioration of renal function is closely linked
with cardiac dysfunction, and some authors have demonstrated
elevated levels of UA to be the risk factor of heart failure. Some data
show a connection between elevated UA level and diabetes
mellitus, arterial hypertension, ischemic heart disease, CHF [139],
and some demonstrate lack of association between hyperuricemia
and atherosclerosis [140].

Further investigations, which could explain the effect of UA in
the body are underway. A growing number of studies show that
either too low or too high UA may lead to increased mortality in
vulnerable patients, e.g. dialysis patients [140]. Despite antioxidant
properties some research shows that even mild elevations of UA
can pose a risk of cognitive decline among older adults [141,142].

2.5. Melatonin (MEL)

Melatonin (MEL) is a low molecular weight compound
classified as indol. MEL was discovered in the early 20th century
by McCord and Allen, but was named only in 1958 by Lerner. It was
separated from the pineal body and called melatonin due to its
reaction with frog’s skin melanocytes resulting in their discolor-
ation. For many years, MEL was considered a hormone character-
istic only of vertebrates. However, latest research has found that
MEL is common in nature. MEL, as a compound, can be separated
not only from the pineal body, but also from bacteria, algae, higher
plants and invertebrates [143]. The omnipresence of MEL in the
world of living organisms proves a very early appearance of this
compound in the history of the Earth. There are several functions of
MEL, including its participatation in the regulation of biological
clock, genital maturing and reproduction in mammals. It also takes
part in the regulation of metabolism [144].

One of the significant functions of MEL is oxidative stress
reduction, resulting from its ability to scavenge free radicals and
prevent their formation by regulating the activity of antioxidant
enzymes and by stimulating the activities of endogenous
antioxidants that metabolize reactive species (indirect antioxi-
dant) [143,145,146]. MEL is a very effective hydroxyl radical
scavenger. It has an ability to detoxify some ROS and RNS, namely
singlet oxygen, peroxynitrite anion and nitric oxide. It also acts as a
regulator of some antioxidant enzymes and prevents generation of
increasing ROS levels during mitochondrial activity [147].

Decline in MEL secretion is related to aging, and lower MEL
concentration may contribute to severe morbidity in age-related
diseases. Due to its small molecular size and specific chemical
structure (steroid hormone), MEL can simply cross biological
membranes and react with individual components of the cell
[148]. Hence, MEL demonstrates antioxidant protection both in the
aliphatic and aqueous cell environments.

MEL plays a beneficial role in a variety of conditions and
diseases, for example in neurodegenerative diseases, cancer, heart
attack and stroke, and even in aging [149,150]. MEL is able to
reduce free radical formation in neurodegenerative diseases and
decrease interactions between transition metal ions and beta-
amyloid [151,152]. In addition, it participates in attenuating
oxidative damage in diabetes mellitus [153].

2.6. Bilirubin (BIL)

Bilirubin (BIL) is a degradation product of hemoglobin and other
heme proteins by the mononuclear phagocyte system. After the
dissolution of erythrocytes, the heme residue of hemoglobin is
enzymatically decomposed to biliverdin by heme oxygenase (HO),
and subsequently biliverdin is reduced to BIL by biliverdin
reductase (BVR). This process is reversible and the oxidation of
BIL results in the formation of biliverdin. Indirect (unconjugated)
BIL (uBIL) circulates in plasma bound to albumin, from where it is
taken up by the liver. In the liver, uBIL is conjugated with
glucuronic acid and in this form it is excreted in bile into the
intestine. In some diseases of the liver, the excretion of bile is
obstructed and the level of bilirubin in the blood increases. For this
reason, BIL is considered to be a marker of liver function.
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Under certain conditions bilirubin can be toxic, especially to
neonates [154], yet several beneficial properties have been
attributed to moderate BIL concentrations, such as anti-inflamma-
tory [155], anti-atherosclerotic [156,157] and anti-adiposity [158]
effects. In biological studies uBIL shows potent antioxidant
properties [159,160]. Strong antioxidant potential of BIL against
peroxyl radicals has been demonstrated in the polar media such as
aqueous lipid bilayers [161].

2.7. Polyamines (PAs)

Polyamines (PAs) such as spermidine, spermine and putrescine
are biogenic amines with antioxidant properties. PAs in small
quantities are present in every human, animal and plant cell. PAs
are necessary for cell growth, renewal and metabolism [162].
Among other functions, PAs act as antioxidants and free radical
scavengers [163].

In microbiological studies, for example, PAs were the main
scavengers of free radicals in Escherichia coli colonies, and under
strong stress PAs mainly acted as positive modulators of
antioxidant genes [164].

Similar results concerning the role of PAs as antioxidants have
been reported [165], showing that putrescine, spermidine and
spermine demonstrate antioxidant properties against hydrogen
peroxide in red blood cells, and suppress and decrease hemolysis of
erythrocytes. This protective effect of PAs is attributed to the
stabilization of lipids in the cytoplasmic membranes.

PAs protect cell membranes from hydrogen peroxide, super-
oxides and peroxy radicals, e.g. peroxyl radicals derived from
polyunsaturated phospholipids. Negatively charged phospholipids
contained within cell membranes can react with positively charged
amino groups. Spermine due to four amino groups is a more
effective scavenger than spermidine and putrescine [165]. PAs can
also protect DNA from damage induced by ROS. In physiological pH,
positively charged PAs can remain in close association with
negatively charged nucleophilic macromolecules, and thus protect
them against oxidation [166].

3. Conclusions

The antioxidant defence system includes endogenous (enzy-
matic and non-enzymatic) and exogenous (dietary) antioxidants
that interact in establishing redox homeostasis in the body.
Recently more attention has been directed to exogenous anti-
oxidants, which are present mainly in food and supplements.
Endogenous antioxidants described in this review are among the
most important, although certainly they are not the only internal
antioxidants. They provide efficient mechanisms to prevent
damage to cells and tissues by oxidants. This review summarizes
the roles and functions of some of the most important internal
antioxidants in the human body.
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Sta�nczyk P. Reactive oxygen species �physiological and pathological function
in the human body. Reumatolog 2007;45(5):284–9.

[8] Rosen H, Klebanoff SJ, Wang Y, Brot N, Heinecke JW, Fu X. Methionine
oxidation contributes to bacterial killing by the myeloperoxidase system of
neutrophils. Proc Natl Acad Sci 2009;106(44):18686–91.

[9] Schwab L, Goroncy L, Palaniyandi S, Gautam S, Triantafyllopoulou A, Mocsai
A, et al. Neutrophil granulocytes recruited upon translocation of intestinal
bacteria enhance graft-versus-host disease via tissue damage. Nat Med
2014;20(6):648–54.

[10] Birben E, Sahiner UM, Sackesen C, Erzurum S, Kalayci O. Oxidative stress and
antioxidant defense. World Allergy Organ J 2012;5(1):9–19.

[11] Lazo-de-la-Vega-Monroy ML, Fernández-Mejía C. Oxidative stress in
diabetes mellitus and the role of vitamins with antioxidant action
[chapter 9]. In: Morales-González JA, editor. Oxidative stress and chronic
degenerative diseases – a role for antioxidants. Rijeka, Croatia: In-Tech; 2013.

[12] Wu JQ, Kosten TR, Zhang XY. Free radicals, antioxidant defense systems, and
schizophrenia. Prog Neuropsychopharmacol Biol Psychiatry 2013;46:200–6.

[13] Babula P, Masarik M, Adam V, Eckschlager T, Stiborova M, Trnkova L, et al.
Mammalian metallothioneins: properties and functions. Metallomics 2012;4
(8):739–50.

[14] Muftuoglu M, Mori MP, de Souza-Pinto NC. Formation and repair of oxidative
damage in the mitochondrial DNA. Mitochondrion 2014;17:164–81.

[15] Zujko ME, Witkowska AM, Wa�skiewicz A, Sygnowska E. Estimation of dietary
intake and patterns of polyphenol consumption in Polish adult population.
Adv Med Sci 2012;57(2):375–84.

[16] Zujko ME, Witkowska AM, Wa�skiewicz A, Miro�nczuk-Chodakowska I. Dietary
antioxidant and flavonoid intakes are reduced in the elderly. Oxid Med Cell
Longev 2015;2015:843173.

[17] Zujko ME, Witkowska AM, Wa�skiewicz A, Piotrowski W, Terlikowska KM.
Dietary antioxidant capacity of the patients with cardiovascular disease in a
cross-sectional study. Nutr J 2015;14(26):1–13.

[18] Taverna M, Marie AL, Mira JP, Guidet B. Specific antioxidant properties of
human serum albumin. Ann Intensive Care 2013;3(1):4.

[19] Faisal AA, Al-Salih RMH, Assi AN. Study of effect of thyroidectomy on serum
oxidant antioxidants status. Int J Curr Microbiol App Sci 2015;4(4):1051–60.

[20] Hineno A, Kaneko K, Yoshida K, Ikeda S. Ceruloplasmin protects against
rotenone- induced oxidative stress and neurotoxicity. Neurochem Res
2011;36(11):2127–35.

[21] Vincent JL. Relevance of albumin in modern critical care medicine. Best Pract
Res Clin Anaesthesiol 2009;23(2):183–91.

[22] Plantier JL, Duretz V, Devos V, Urbain R, Jorieux S. Comparison of antioxidant
properties of different therapeutic albumin preparations. Biologicals 2016;44
(4):226–33.

[23] Kreutzer U, Jue T. Role of myoglobin as a scavenger of cellular NO in
myocardium. Am J Physiol Heart Circ Physiol 2004;286(3):985–91.

[24] Irato P, Santovito G, Piccinni E, Albergoni V. Oxidative burst and
metallothionein as a scavenger in macrophages. Immunol Cell Biol
2001;79(3):251–4.

[25] Milto IV, Suhodolo IV, Prokopieva VD, Klimenteva TK. Molecular and cellular
bases of iron metabolism in humans. Biochemistry (Mosc) 2016;81(6):549–
64.

[26] Fang FC. Antimicrobial actions of reactive oxygen species. MBio 2011;2(5):
e00141–11.

[27] Jomova K, Valko M. Advances in metal-induced oxidative stress and human
disease. Toxicology 2011;283(2–3):65–87.

[28] You LH, Li Z, Duan XL, Zhao BL, Chang YZ, Shi ZH. Mitochondrial ferritin
suppresses MPTP-induced cell damage by regulating iron metabolism and
attenuating oxidative stress. Brain Res 2016;1642:33–42.

[29] Peters DG, Connor JR, Meadowcroft MD. The relationship between iron
dyshomeostasis and amyloidogenesis in Alzheimer's disease: two sides of
the same coin. Neurobiol Dis 2015;81:49–65.

[30] Anderson CP, Shen M, Eisenstein RS, Leibold EA. Mammalian iron metabolism
and its control by iron regulatory proteins. Biochim Biophys Acta 2012;1823
(9):1468–83.

http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0005
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0005
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0005
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0010
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0010
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0010
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0015
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0015
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0020
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0020
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0020
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0025
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0025
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0025
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0030
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0030
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0030
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0030
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0035
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0035
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0035
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0040
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0040
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0040
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0045
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0045
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0045
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0045
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0050
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0050
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0055
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0055
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0055
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0055
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0060
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0060
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0065
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0065
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0065
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0070
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0070
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0075
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0075
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0075
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0080
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0080
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0080
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0085
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0085
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0085
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0090
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0090
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0095
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0095
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0100
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0100
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0100
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0105
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0105
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0110
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0110
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0110
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0115
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0115
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0120
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0120
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0120
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0125
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0125
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0125
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0130
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0130
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0135
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0135
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0140
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0140
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0140
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0145
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0145
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0145
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0150
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0150
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0150


76 I. Miro�nczuk-Chodakowska et al. / Advances in Medical Sciences 63 (2018) 68–78
[31] Chauhan A, Chauhan V, Brown WT, Cohen I. Oxidative stress in autism:
increased lipid peroxidation andreduced serum levels of ceruloplasmin and
transferrin � the antioxidant proteins. Life Sci 2004;75:2539–49.

[32] Talebi R, Ahmadi A, Afraz F, Abdoli R. Parkinson's disease and lactoferrin:
analysis of dependent protein networks. Gene Reports 2016;4:177–83.

[33] Zhang J, Zhang H, Wang L, Guo X, Wang X, You H. Antioxidant activities of the
rice endosperm protein hydrolysate: identification of the active peptide. Eur
Food Res Technol 2009;229(4):709–19.

[34] Manso MA, Miguel M, Even J, Hernández R, Aleixandre A, López-Fandiño R.
Effect of the long-term intake of an egg white hydrolysate on the oxidative
status and blood lipid profile of spontaneously hypertensive rats. Food Chem
2008;109(2):361–7.

[35] Nimalaratne C, Wu J. Hen egg as an antioxidant food commodity: a review.
Nutrients 2015;7(10):8274–93.

[36] Garcés-Rimón M, González C, Uranga JA, López-Miranda V, López-Fandiño R,
Miguel M. Pepsin egg white hydrolysate ameliorates obesity-related
oxidative stress, inflammation and steatosis in zucker fatty rats. PLoS One
2016;11(3):e0151193.

[37] Eid C, Hémadi M, Ha-Duong NT. El Hage Chahine JM: Iron uptake and transfer
from ceruloplasmin to transferrin. Biochim Biophys Acta 2014;1840(6):1771–
81.

[38] Klimczak A, Kubiak K, Cybulska M, Kula A, Ł Dziki, Malinowska K. Etiology of
colorectal cancer and antioxidant barrier of the organism. Pol Merkur Lek
2010;28(165)223–6 [In Polish].

[39] Levy R, Sobolev V, Edelman M. First- and second-shell metal binding residues
in human proteins are disproportionately associated with disease-related
SNPs. Hum Mutat 2011;32(11):1309–18.

[40] Salvayre R, Negre-Salvayre A, Camaré C. Oxidative theory of atherosclerosis
and antioxidants. Biochimie 2016;125:281–96.

[41] Kibel A, Belovari T, Drenjancevic-Peric I. The role of transferrin in
atherosclerosis. Med Hypotheses 2008;70:793–7.

[42] Lakkappa N, Krishnamurthy PT, Hammock BD, Velmurugan D, Bharath MM.
Possible role of epoxyeicosatrienoic acid in prevention of oxidative stress
mediated neuroinflammation in Parkinson disorders. Med Hypotheses
2016;93:161–5.

[43] Hadzhieva M, Kirches E, Mawrin C. Review: iron metabolism and the role of
iron in neurodegenerative disorders. Neuropathol Appl Neurobiol 2014;40
(3):240–57.

[44] Weinreb O, Mandel S, Youdim MB, Amit T. Targeting dysregulation of brain
iron homeostasis in Parkinson's disease by iron chelators. Free Radic Biol Med
2013;62:52–64.

[45] Tramutola A, Lanzillotta C, Perluigi M, Butterfield DA. Oxidative stress,
protein modification and Alzheimer disease. Brain Res Bull 2016 pS0361-
9230(16)30129-0.

[46] Kału _zna-Czapli�nska J, Jó�zwik-Pruska J. Chromatographic and mass
spectrometric techniques in studies on oxidative stress in autism. J
Chromatogr B Analyt Technol Biomed Life Sci 2016;1019:4–14.

[47] Pecorelli A, Leoncini S, De Felice C, Signorini C, Cerrone C, Valacchi G, et al.
Non-protein-bound iron and 4-hydroxynonenal protein adducts in classic
autism. Brain Dev 2013;35(2):146–54.

[48] Garlet TR, Parisotto EB, de Medeiros Gda S, Pereira LC, Moreira EA, Dalmarco
EM, et al. Systemic oxidative stress in children and teenagers with Down
syndrome. Life Sci 2013;93(16):558–63.

[49] Parisotto EB, Garlet TR, Cavalli VL, Zamoner A, da Rosa JS, Bastos J, et al.
Antioxidant intervention attenuates oxidative stress in children and
teenagers with Down syndrome. Res Dev Disabil 2014;35(6):1228–36.

[50] Malakooti N, Pritchard MA, Adlard PA, Finkelstein DI. Role of metal ions in the
cognitive decline of Down syndrome. Front Aging Neurosci 2014;6:136.

[51] Boškovi�c M, Vovk T, Kores Plesni9car B, Grabnar I. Oxidative stress in
schizophrenia. Curr Neuropharmacol 2011;9(2):301–12.

[52] Han Y, Xi QQ, Dai W, Yang SH, Gao L, Su YY, et al. Abnormal transsulfuration
metabolism and reduced antioxidant capacity in Chinese children with
autism spectrum disorders. Int J Dev Neurosci 2015;46:27–32.

[53] Sertan Copoglu U, Virit O, Hanifi Kokacya M, Orkmez M, Bulbul F, Binnur
Erbagci A, et al. Increased oxidative stress and oxidative DNA damage in non-
remission schizophrenia patients. Psychiatry Res 2015;229(1–2):200–5.

[54] Theil EC. Coordinating responses to iron and oxygen stress with DNA and
mRNA promoters: the Ferritin story. Biometals 2007;20(3–4):513–21.

[55] Arosio P, Ingrassia R, Cavadini P. A family of molecules for iron storage,
antioxidation and more. Biochim Biophys Acta 2009;1790(7):589–99.

[56] Theil EC. Ferritin The protein nanocage and iron biomineral in health and in
disease. Inorg Chem 2013;52(21):12223–33.

[57] Schulpis KH, Papastamataki M, Stamou H, Papassotiriou I, Margeli A. The
effect of diet on total antioxidant status, ceruloplasmin, transferrin and
ferritin serum levels in phenylketonuric children. Acta Paediatr 2010;99
(10):1565–70.

[58] Liu Y, Wang B, Liu X, Xie X, Gu W, Li H, et al. Clinical variations of serum levels
of ferritin, folic acid and vitamin B12 in acute leukemia patients. J Med
Colleges Pla 2011;26(5):264–70.

[59] Iasfisco M, Di Foggia M, Bonora S, Part M, Roveri N. Adsorption and
spectroscopic characterization of lactoferrin on hydroxyapatite nanocrystals.
Dalton Trans 2011;40(4):820–7.

[60] Yen CC, Shen CJ, Hsu WH, Chang YH, Lin HT, Chen CM, et al. Lactoferrin: an
iron-binding protein against Escherichia coli infection. Biometals 2011;24
(4):585–94.
[61] Burrow H, Kanwar RK, Mahidhara G, Kanwar JR. Effect of selenium-saturated
bovine lactoferrin (Se-bLF) on antioxidant enzyme activities in human gut
epithelial cells under oxidative stress. Anticancer Agents Med Chem 2011;11
(8):762–71.

[62] Gibbons JA, Kanwar RK, Kanwar JR. Lactoferrin and cancer in different cancer
models. Front Biosci (Schol Ed) 2011;3:1080–8.

[63] Pecorini C, Sassera D, Rebucci R, Saccone F, Bandi C, Baldi A. Evaluation of the
protective effect of bovine lactoferrin against lipopolysaccharides in a bovine
mammary epithelial cell line. Vet Res Commun 2010;34(3):267–76.

[64] Artym J. The role of lactoferrin in the iron metabolism. Part II. Antimicrobial
and anti-inflammatory effect of lactoferrin by chelation of iron. Postepy Hig
Med Dosw 2010;64:604–16 [Article in Polish].

[65] Fernández-Real JM, García-Fuentes E, Moreno-Navarrete JM, Murri-Pierri M,
Garrido-Sánchez L, Ricart W, et al. Fat overload induces changes in circulating
lactoferrin that are associated with postprandial lipemia and oxidative stress
in severely obese subjects. Obesity (Silver Spring) 2010;18(3):482–8.

[66] Wang B. Molecular determinants of milk lactoferrin as a bioactive compound
in early neurodevelopment and cognition. J Pediatr 2016;173(Suppl):S29–36.

[67] Kruzel ML, Actor JK, Boldogh I, Zimecki M. Lactoferrin in health and disease.
Postepy Hig Med Dosw 2007;61:261–7.

[68] Roche M, Rondeau P, Singh NR, Tarnus E, Bourdon E. The antioxidant
properties of serum albumin. FEBS Lett 2008;582(13):1783–7.

[69] Rondeau P, Bourdon E. The glycation of albumin: structural and functional
impacts. Biochimie 2011;93(4):645–58.

[70] Lapenna D, Ciofani G, Ucchino S, Pierdomenico SD, Cuccurullo C,
Giamberardino MA, et al. Serum albumin and biomolecular oxidative
damage of human atherosclerotic plaques. Clin Biochem 2010;43(18):1458–
60.

[71] Jin SM, Hong YJ, Jee JH, Bae JC, Hur KY, Lee MK, et al. Change in serum albumin
concentration is inversely and independently associated with risk of incident
metabolic syndrome. Metabolism 2016;65(11):1629–35.

[72] Ikezaki H, Furusyo N, Ihara T, Hayashi T, Ura K, Hiramine S, et al. Glycated
albumin as a diagnostic tool for diabetes in a general Japanese population.
Metabolism 2015;64(6):698–705.

[73] Alvarez-Perez FJ, Castelo-Branco M, Alvarez-Sabin J. Albumin level and
stroke: potential association between lower albumin level and cardioembolic
aetiology. Int J Neurosci 2011;121(1):25–32.

[74] Paradis M, Gagné J, Mateescu MA, Paquin J. The effects of nitric oxide-oxidase
and putative gluthatione?peroxidase activities of ceruloplasmin on the
viability of cardiomycetes exposed to hydrogen peroxide. Free Radic Biol Med
2010;49(12):2019–27.

[75] Bozkus F, Ulas T, San I, Yesilova Y, Iynen I, Guldur ME, et al. Evaluation of
ceruloplasmin levels in patients undergoing surgical interventions with
nasal polyps. Auris Nasus Larynx 2013;40(3):282–5.

[76] Verma VK, Ramesh V, Tewari S, Gupta RK, Sinha N, Pandey CM. Role of
bilirubin, Vitamin C and ceruloplasmin as antioxidant in coronary artery
disease [CAD]. Indian J Clin Biochem 2005;20(2):68–74.

[77] Shin EJ, Jeong JH, Chung CK, Kim DJ, Wie MB, Park ES, et al. Ceruloplasmin is
an endogenous protectant against kainate neurotoxicity. Free Radic Biol Med
2015;84:355–72.

[78] Zhao N, Jin L, Fei G, Zheng Z, Zhong C. Serum microRNA-133b is associated
with low ceruloplasmin levels in Parkinson's disease. Parkinsonism Relat
Disord 2014;20(11):1177–80.

[79] Schrag M, Mueller C, Zabel M, Crofton A, Kirsch WM, Ghribi O, et al. Oxidative
stress in blood in Alzheimer's disease and mild cognitive impairment: a
meta-analysis. Neurobiol Dis 2013;59:100–10.

[80] Wright TJ, Davis RW. Myoglobin extraction from mammalian skeletal muscle
and oxygen affinity determination under physiological conditions. Protein
Expr Purif 2015;107:50–5.

[81] Mandal P, Bardhan M, Ganguly T. Spectroscopic investigations to reveal the
nature of interactions between the haem protein myoglobin and the dye
rhodamine 6G. Luminescence 2012;27(4):285–91.

[82] Hendgen-Cotta UB, Flögel U, Kelm M, Rassaf T. Unmasking the Janus face of
myoglobin in health and disease. J Exp Biol 2010;213(Pt 16):2734–40.

[83] Flögel U, Fago A, Rassaf T. Keeping the heart in balance: the functional
interactions of myoglobin with nitrogen oxides. J Exp Biol 2010;213(Pt
16):2726–33.

[84] Hendgen-Cotta UB, Kelm M, Rassaf T. Myoglobin functions in the heart. Free
Radic Biol Med 2014;73:252–9.

[85] Hendgen-Cotta UB, Kelm M, Rassaf T. A highlight of myoglobin diversity: the
nitrite reductase activity during myocardial ischemia-reperfusion. Nitric
Oxide 2010;22(2):75–82.

[86] Kang YJ. Metallothionein redox cycle and function. Exp Biol Med
2006;231:1459–67.

[87] Adams SV, Barrick B, Christopher EP, Shafer MM, Makar KW, Song X, et al.
Genetic variation in metallothionein and metal-regulatory transcription
factor 1 in relation to urinary cadmium, copper, and zinc. Toxicol Appl
Pharmacol 2015;289(3):381–8.

[88] Maret W, Krezel A. Cellular zinc and redox buffering capacity of
metallothionein/thionein in health and disease. Mol Med 2007;13(7–
8):371–5.

[89] Giles NM, Watts AB, Giles GI, Fry FH, Littlechild JA, Jacob C. Metal and redox
modulation of cysteine protein function. Chem Biol 2003;10(August
(8)):677–93.

http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0155
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0155
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0155
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0160
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0160
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0165
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0165
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0165
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0170
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0170
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0170
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0170
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0175
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0175
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0180
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0180
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0180
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0180
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0185
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0185
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0185
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0190
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0190
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0190
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0195
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0195
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0195
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0200
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0200
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0205
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0205
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0210
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0210
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0210
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0210
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0215
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0215
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0215
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0220
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0220
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0220
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0225
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0225
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0225
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0230
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0230
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0230
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0235
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0235
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0235
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0240
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0240
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0240
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0245
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0245
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0245
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0250
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0250
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0255
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0255
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0260
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0260
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0260
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0265
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0265
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0265
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0270
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0270
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0275
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0275
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0280
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0280
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0285
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0285
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0285
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0285
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0290
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0290
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0290
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0295
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0295
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0295
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0300
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0300
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0300
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0305
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0305
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0305
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0305
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0310
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0310
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0315
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0315
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0315
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0320
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0320
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0320
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0325
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0325
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0325
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0325
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0330
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0330
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0335
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0335
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0340
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0340
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0345
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0345
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0350
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0350
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0350
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0350
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0355
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0355
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0355
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0360
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0360
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0360
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0365
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0365
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0365
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0370
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0370
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0370
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0370
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0375
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0375
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0375
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0380
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0380
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0380
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0385
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0385
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0385
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0390
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0390
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0390
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0395
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0395
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0395
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0400
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0400
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0400
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0405
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0405
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0405
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0410
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0410
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0415
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0415
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0415
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0420
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0420
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0425
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0425
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0425
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0430
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0430
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0435
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0435
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0435
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0435
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0440
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0440
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0440
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0445
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0445
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0445


I. Miro�nczuk-Chodakowska et al. / Advances in Medical Sciences 63 (2018) 68–78 77
[90] Braga MM, Dick T, de Oliveira DL, Scopel-Guerra A, Mussulini BHM, Souza DO,
et al. Evaluation of zinc effect on cadmium action in lipid peroxidation and
metallothionein levels in the brain. Toxicol Rep 2015;2:858–63.

[91] You HJ, Oh DH, Choi CY, Lee DG, Hahm KS, Moon AR, et al. Protective effect of
metallothionein-III on DNA damage in response to reactive oxygen species.
Biochim Biophys Acta 2002;1573(1):33–8.

[92] Heger Z, Rodrigo MA, Krizkova S, Ruttkay-Nedecky B, Zalewska M, Del Pozo
EM, et al. Metallothionein as a scavenger of free radicals � new
cardioprotective therapeutic agent or initiator of tumor chemoresistance?
Curr Drug Targets 2016;17(12):1438–51.

[93] Adam P, K�rížková S, Heger Z, Babula P, Peka�rík V, Vaculovi9coá M, et al.
Metallothioneins in prion- and amyloid-Related diseases. J Alzheimers Dis
2016;51(3):637–56.

[94] Nielson KB, Atkin CL, Winge DR. Distinct metal-binding configurations in
metallothionein. J Biol Chem 1985;260(9):5342–50.

[95] Waeytens A, De Vos M, Laukens D. Evidence for a potential role of
metallothioneins in inflammatory bowel diseases. Mediators Inflamm
2009;2009:729172, doi:http://dx.doi.org/10.1155/2009/729172.

[96] Gomulkiewicz A, Jablonska K, Pula B, Grzegrzolka J, Borska S, Podhorska-
Okolow M, et al. Expression of metallothionein 3 in ductal breast cancer. Int J
Oncol 2016;49(6):2487–97.

[97] Petrova EV, Korotkova EI, Kratochvil B, Voronova OA, Dorozhko EV, Bulycheva
EV. Investigation of coenzyme q 10 by voltammetry. Procedia Chem
2014;10:173–8.

[98] Jankowski J, Korzeniowska K, Cie�slewicz A, Jabłecka A. Coenzyme Q10 – A
new player in the treatment of heart failure? Pharmacol Rep 2016;68
(5):1015–9.

[99] Bentinger M, Tekle M, Dallner Coenzyme GQ. ?biosynthesis and functions.
Biochem Biophys Res Commun 2010;396(1):74–9.

[100] Acosta JM, Vazquez Fonseca L, Desbats MA, Cerqua C, Zordan R, Trevisson E,
et al. Coenzyme Q biosynthesis in health and disease. Biochim Biophys Acta
2016;8:1079–85.

[101] Navasa P, Villalba JM, de Cabo R. The importance of plasma membrane
coenzyme Q in aging and stress responses. Mitochondrion 2007;7:34–40.

[102] Noh YH, Kim KY, Shim MS, Choi SH, Choi S, Ellisman MH, et al. Inhibition of
oxidative stress by coenzyme Q10 increases mitochondrial mass and
improves bioenergetic function in optic nerve head astrocytes. Cell Death Dis
2013;4:e820.

[103] Donnino MW, Cocchi MN, Salciccioli JD, Kim D, Naini AB, Buettner C, et al.
Coenzyme Q10 levels are low and may be associated with the inflammatory
cascade in septic shock. Crit Care 2011;15(4):R189.

[104] Cooney RV, Dai Q, Gao YT, Chow WH, Franke AA, Shu XO, et al. Low plasma
coenzyme Q(10) levels and breast cancer risk in Chinese women. Cancer
Epidemiol Biomarkers Prev 2011;20(6):1124–30.

[105] Blatt T, Littarru GP. Biochemical rationale and experimental data on the
antiaging properties of CoQ(10) at skin level. Biofactors 2011;37(5):381–5.

[106] Lee BJ, Huang YC, Chen SJ, Lin PT. Coenzyme Q10 supplementation reduces
oxidative stress and increases antioxidant enzyme activity in patients with
coronary artery disease. Nutrition 2012;28(3):250–5.

[107] Ercan P, El SN. Changes in content of coenzyme Q10 in beef muscle, beef liver
and beef heart with cooking and in vitro digestion. J Food Comp Anal 2011;24
(8):1136–40.

[108] Forman HJ, Zhang H, Rinna A. Glutathione: overview of its protective roles,
measurement, and biosynthesis. Mol Aspects Med 2009;30(1-2):1–12.

[109] Lu SC. Glutathione synthesis. Biochim Biophys Acta 2013;1830(5):3143–53.
[110] Kosower NS, Kosower EM. The glutathione status of cells. Int Rev Cytol

1978;54:109–60.
[111] Samuelsson M, Vainikka L. Öllinger K: Glutathione in the blood and

cerebrospinal fluid: a study in healthy male volunteers. Neuropeptides
2011;45(4):287–92.

[112] Marí M, Morales A, Colell A, García-Ruiz C, Fernández-Checa JC.
Mitochondrial glutathione, a key survival antioxidant. Antioxid Redox
Signal 2009;11(11):2685–700.

[113] Meister A. Glutathione-ascorbic acid antioxidant system in animals. J Biol
Chem 1994;269(13):9397–400.

[114] Yang YT, Whiteman M, Gieseg SP. Intracellular glutathione protects human
monocyte-derived macrophages from hypochlorite damage. Life Sci 2012;90
(17–18):682–8.

[115] Lushchak VI. Glutathione homeostasis and functions: potential targets for
medical interventions. J Amino Acids 2012;2012:736837.

[116] Rahman K. Studies on free radicals, antioxidants, and co-factors. Clin Interv
Aging 2007;2(2):219–36.

[117] Alli JA, Kehinde AO, Kosoko AM, Ademowo OG. Oxidative stress and reduced
vitamins C and E levels are associated with multi-drug resistant tuberculosis.
J Tuberc Res 2014;2:52–8.

[118] Chatterjee A. Reduced glutathione: a radioprotector or a modulator of DNA-
repair activity? Nutrients 2013;5(2):525–42.

[119] Lippi G, Montagnana M, Franchini M, Favaloro EJ, Targher G. The paradoxical
relationship between serum uric acid and cardiovascular disease. Clin Chim
Acta 2008;392(1-2):1–7.

[120] Maiuolo J, Oppedisano F, Gratteri S, Muscoli C, Mollace V. Regulation of uric
acid metabolism and excretion. Int J Cardiol 2016;213:8–14.

[121] Ekpenyong C, Akpan E. Abnormal serum uric acid levels in health and
disease: a double-edged sword. Am J Intern Med 2014;2(6):113–30.
[122] Sautin YY, Nakagawa T, Zharikov S, Johnson RJ. Adverse effects of the classic
antioxidant uric acid in adipocytes: NADPH oxidase-mediated oxidative/
nitrosative stress. Am J Physiol Cell Physiol 2007;293(2):C584–96.

[123] Reyes AJ. The increase in serum uric acid concentration caused by diuretics
might be beneficial in heart failure. Eur J Heart Fail 2005;7(4):461–7.

[124] Stinefelt B, Leonard SS, Blemings KP, Shi X, Klandorf H. Free radical
scavenging, DNA protection, and inhibition of lipid peroxidation mediated by
uric acid. Ann Clin Lab Sci 2005;35(1):37–45.

[125] Bowman GL, Shannon J, Frei B, Kaye JA, Quinn JF. Uric acid as a CNS
antioxidant. J Alzheimers Dis 2010;19(4):1331–6.

[126] Settle T, Klandorf H. The role of uric acid as an antioxidant in
neurodegenerative disease pathogenesis. Brain Disord Ther 2014;3:129.

[127] Pingitore A, Lima GP, Mastorci F, Quinones A, Iervasi G, Vassalle C. Exercise
and oxidative stress: potential effects of antioxidant dietary strategies in
sports. Nutrition 2015;31(7–8):916–22.

[128] Aloia E, Sciaccaluga C. Low acid uric in primary prophylaxis: worthy. Int J
Cardiol 2016;215:223–6.

[129] Annanmaki T, Pohja M, Parviainen T, Hakkinen P, Murros K. Uric acid and
cognition in Parkinson's disease: a follow-up study. Parkinsonism Relat
Disord 2011;17(5):333–7.

[130] Clémençon B, Lüscher BP, Fine M, Baumann MU, Surbek DV, Bonny O, et al.
Expression, purification, and structural insights for the human uric acid
transporter, GLUT9, using the Xenopus laevis oocytes system. PLoS One
2014;9(10):e108852.

[131] Okazaki H, Shirakabe A, Kobayashi N, Hata N, Shinada T, Matsushita M, et al.
The prognostic impact of uric acid in patients with severely decompensated
acute heart failure. J Cardiol 2016 S0914-5087(16)30074-0.

[132] Xia X, Zhao C, Peng FF, Luo QM, Zhou Q, Lin ZC, et al. Serum uric acid predicts
cardiovascular mortality in male peritoneal dialysis patients with diabetes.
Nutr Metab Cardiovasc Dis 2016;26(1):20–6.

[133] Kanellis J, Watanabe S, Li JH, Kang DH, Li P, Nakagawa T, et al. Uric acid
stimulates monocyte chemoattractant protein-1 production in vascular
smooth muscle cells via mitogen-activated protein kinase and
cyclooxygenase-2. Hypertension 2003;41(6):1287–93.

[134] Hare JM, Johnson RJ. Uric acid predicts clinical outcomes in heart failure:
insights regarding the role of xanthine oxidase and uric acid in disease
pathophysiology. Circulation 2003;107(15):1951–3.

[135] Zurlo A, Veronese N, Giantin V, Maselli M, Zambon S, Maggi S, et al. High
serum uric acid levels increase the risk of metabolic syndrome in elderly
women: the PRO.V.A study. Nutr Metab Cardiovasc Dis 2016;26(1):27–35.

[136] Dhaun N, Vachiery JL, Benza RL, Naeije R, Hwang LJ, Liu X, et al. Endothelin
antagonism and uric acid levels in pulmonary arterial hypertension: clinical
associations. J Heart Lung Transplant 2014;33(5):521–7.

[137] Hwu CM, Lin KH. Uric acid and the development of hypertension. Med Sci
Monit 2010;16(10):RA224–30.

[138] See LC, Kuo CF, Chuang FH, Li HY, Chen YM, Chen HW, et al. Serum uric acid is
independently associated with metabolic syndrome in subjects with and
without a low estimated glomerular filtration rate. J Rheumatol 2009;36
(8):1691–8.

[139] Mazzali M, Kanbay M, Segal MS, Shafiu M, Jalal D, Feig DI, et al. Uric acid and
hypertension: cause or effect? Curr Rheumatol Rep 2010;12(2):108–17.

[140] Waring WS, Adwani SH, Breukels O, Webb DJ, Maxwell SRJ. Hyperuricaemia
does not impair cardiovascular function in healthy adults. Heart 2004;90
(2):155–9.

[141] Hsu SP, Pai MF, Peng YS, Chiang CK, Ho TI, Hung KY. Serum uric acid levels
show a ‘J-shaped’ association with all-cause mortality in haemodialysis
patients. Nephrol Dial Transplant 2004;19:457–62.

[142] Schretlen DJ, Inscore AB, Jinnah HA, Rao V, Gordon B, Pearlson GD. Serum uric
acid and cognitive function in community-dwelling older adults.
Neuropsychology 2007;21(1):136–40.

[143] Laudon M, Frydman-Marom A. Therapeutic effects of melatonin receptor
agonists on sleep and comorbid disorders. Int J Mol Sci 2014;15:15924–50.

[144] Quera Salva MA, Hartley S, Barbot F, Alvarez JC, Lofaso F, Guilleminault C.
Circadian rhythms, melatonin and depression. Curr Pharm Des 2011;17
(15):1459–70.

[145] Ozdinc S, Oz G, Ozdemir C, Kilic I, Karakaya Z, Bal A, et al. Melatonin: is it an
effective antioxidant for pulmonary contusion? J Surg Res 2016;204(2):445–
51.

[146] Hardeland R, Cardinali DP, Srinivasan V, Spence DW, Brown GM, Pandi-
Perumal SR. Melatonin �a pleiotropic, orchestrating regulator molecule. Prog
Neurobiol 2011;93(3):350–84.

[147] Miller E, Mrowicka M, Malinowska K, Saluk-Juszczak J, Kedziora J. Effects of
whole body cryotherapy on oxidative stress in multiple sclerosis patients. J
Therm Biol 2010;35(8):406–10.

[148] Othman AI, El-Missiry MA, Amer MA, Arafa M. Melatonin controls oxidative
stress and modulates iron, ferritin, and transferrin levels in adriamycin
treated rats. Life Sci 2008;83(15–16):563–8.

[149] Bonnefont-Rousselot D, Melatonin Collin F. Action as an antioxidant and
potential applications in human disease and aging. Toxicology 2010;278
(1):55–67.

[150] Devore EE, Harrison SL, Stone KL, Holton KF, Barrett-Connor E, Ancoli-Israel S,
et al. Association of urinary melatonin levels and aging-related outcomes in
older men. Sleep Med 2016;23:73–80.

[151] Waseem M, Tabassum H, Parvez S. Neuroprotective effects of melatonin as
evidenced by abrogation of oxaliplatin induced behavioral alterations,

http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0450
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0450
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0450
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0455
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0455
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0455
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0460
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0460
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0460
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0460
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0465
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0465
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0465
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0470
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0470
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0475
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0475
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0475
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0480
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0480
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0480
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0485
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0485
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0485
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0490
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0490
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0490
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0495
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0495
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0500
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0500
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0500
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0505
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0505
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0510
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0510
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0510
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0510
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0515
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0515
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0515
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0520
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0520
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0520
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0525
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0525
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0530
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0530
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0530
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0535
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0535
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0535
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0540
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0540
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0545
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0550
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0550
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0555
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0555
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0555
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0560
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0560
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0560
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0565
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0565
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0570
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0570
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0570
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0575
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0575
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0580
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0580
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0585
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0585
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0585
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0590
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0590
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0595
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0595
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0595
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0600
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0600
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0605
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0605
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0610
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0610
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0610
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0615
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0615
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0620
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0620
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0620
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0625
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0625
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0630
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0630
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0635
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0635
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0635
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0640
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0640
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0645
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0645
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0645
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0650
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0650
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0650
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0650
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0655
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0655
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0655
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0660
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0660
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0660
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0665
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0665
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0665
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0665
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0670
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0670
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0670
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0675
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0675
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0675
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0680
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0680
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0680
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0685
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0685
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0690
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0690
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0690
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0690
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0695
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0695
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0700
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0700
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0700
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0705
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0705
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0705
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0710
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0710
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0710
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0715
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0715
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0720
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0720
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0720
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0725
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0725
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0725
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0730
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0730
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0730
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0735
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0735
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0735
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0740
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0740
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0740
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0745
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0745
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0745
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0750
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0750
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0750
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0755
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0755


78 I. Miro�nczuk-Chodakowska et al. / Advances in Medical Sciences 63 (2018) 68–78
mitochondrial dysfunction and neurotoxicity in rat brain. Mitochondrion
2016;30:168–76.

[152] Wang J, Wang ZM, Li XM, Li F, Wu JJ, Kong LY, et al. Synthesis and evaluation of
multi-target-directed ligands for the treatment of Alzheimer's disease based
on the fusion of donepezil and melatonin. Bioorg Med Chem 2016;24
(18):4324–38.

[153] Navarro-Alarcon M, Ruiz-Ojeda FJ, Blanca-Herrera RM, Agil A. Antioxidant
activity of melatonin in diabetes in relation to the regulation and levels of
plasma Cu, Zn, Fe, Mn, and Se in Zucker diabetic fatty rats. Nutrition 2013;29
(5):785–9.

[154] Bhutani VK, Wong RJ, Stevenson DK. Hyperbilirubinemia in preterm
neonates. Clin Perinatol 2016;43(2):215–32.

[155] Zhou ZX, Chen JK, Hong YY, Zhou R, Zhou DM, Sun LY, et al. Relationship
between the serum total bilirubin and inflammation in patients with
psoriasis vulgaris. J Clin Lab Anal 2016;30(5):768–75, doi:http://dx.doi.org/
10.1002/jcla.21936.

[156] Kawamoto R, Ninomiya D, Hasegawa Y, Kasai Y, Kusunoki T, Ohtsuka N, et al.
Mildly elevated serum total bilirubin levels are negatively associated with
carotid atherosclerosis among elderly persons with type 2 diabetes. Clin Exp
Hypertens 2016;38(1):107–12.

[157] Novotny L, Vitek L. Inverse relationship between serum bilirubin and
atherosclerosis in men: a meta-analysis of published studies. Exp Biol Med
2003;228:568–71.
[158] Stec DE, John K, Trabbic CJ, Luniwal A, Hankins MW, Baum J, et al. Bilirubin
inding to PPARa inhibits lipid accumulation. PLoS One 2016;11(4):e0153427.

[159] Zelenka J, Dvo�rák A, Alán L, Zadinová M, Haluzík M, Vítek L.
Hyperbilirubinemia protects against aging-associated inflammation and
metabolic deterioration. Oxid Med Cell Longev 2016;2016:6190609.

[160] Ziberna L, Martelanc M, Franko M, Passamonti S. Bilirubin is an endogenous
antioxidant in human vascular endothelial cells. Sci Rep 2016;6:29240.

[161] Hatfield GL, Barclay RC. Bilirubin as an antioxidant: kinetic studies of the
reaction of bilirubin with peroxyl radicals in solution, micelles, and lipid
bilayers. Organic Lett 2004;6(10):1539–42.

[162] Abdulhussein AA, Wallace HM. Polyamines and membrane transporters.
Amino Acids 2014;46(3):655–60.

[163] Minois N, Carmona-Gutierrez D, Madeo F. Polyamines in aging and disease.
Aging (Albany NY) 2011;3(8):716–32.

[164] Tkachenko AG, Akhova AV, Shumkov MS, Nesterova LY. Polyamines reduce
oxidative stress in Escherichia coli cells exposed to bactericidal antibiotics.
Res Microbiol 2012;163(2):83–91.

[165] Fujisawa S, Kadoma Y. Kinetic evaluation of polyamines as radical scavengers.
Anticancer Res 2005;25(2A):965–9.

[166] Rider JE, Hacker A, Mackintosh CA, Pegg AE, Woster PM, Casero Jr. RV.
Spermine and spermidine mediate protection against oxidative damage
caused by hydrogen peroxide. Amino Acids 2007;33(2):231–40.

http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0755
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0755
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0760
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0760
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0760
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0760
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0765
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0765
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0765
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0765
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0770
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0770
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0775
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0775
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0775
http://dx.doi.org/10.1002/jcla.21936
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0775
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0780
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0780
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0780
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0780
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0785
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0785
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0785
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0790
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0790
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0795
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0795
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0795
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0800
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0800
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0805
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0805
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0805
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0810
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0810
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0815
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0815
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0820
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0820
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0820
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0825
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0825
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0830
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0830
http://refhub.elsevier.com/S1896-1126(17)30044-5/sbref0830

	Endogenous non-enzymatic antioxidants in the human body
	1 Introduction
	1.1 Physiological role of reactive species
	1.2 Overview of antioxidant protection

	2 Review
	2.1 Metal-binding proteins (MBPs)
	2.1.1 Transferrin (TF)
	2.1.2 Ferritin (FER)
	2.1.3 Lactoferrin (LTF)
	2.1.4 Albumin (ALB)
	2.1.5 Ceruloplasmin (CP)
	2.1.6 Myoglobin (MB)
	2.1.7 Metallothioneins (MTs)

	2.2 Coenzyme Q10 (CoQ10)
	2.3 Glutathione (GSH)
	2.4 Uric acid (UA)
	2.5 Melatonin (MEL)
	2.6 Bilirubin (BIL)
	2.7 Polyamines (PAs)

	3 Conclusions
	Conflict of interests
	Financial disclosure
	Acknowledgements
	References


