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Abstract: Numerous plant compounds and their metal-ion complexes exert antioxidative, anti-
inflammatory, anticancer, and other beneficial effects. This review highlights the different bioac-
tivities of flavonoids, chromones, and coumarins and their metal-ions complexes due to different
structural characteristics. In addition to insight into the most studied antioxidative properties of
these compounds, the first part of the review provides a comprehensive overview of exogenous and
endogenous sources of reactive oxygen and nitrogen species, oxidative stress-mediated damages of
lipids and proteins, and on protective roles of antioxidant defense systems, including plant-derived
antioxidants. Additionally, the review covers the anti-inflammatory and antimicrobial activities of
flavonoids, chromones, coumarins and their metal-ion complexes which support its application in
medicine, pharmacy, and cosmetology.

Keywords: flavonoids; crystal structure of metal ion complexes with flavonoids; antioxidant;
anti-inflamatory activity

1. Introduction

Our health depends on well-functioning metabolic processes, homeostasis and opti-
mally functioning repair mechanisms in our body. Free oxygen radicals play a major role in
the proper functioning of our body [1-3], which in some cases can lead to oxidative stress,
which is the cause of a number of dysfunctions in the human body. It is well-known that
oxygen is essential for the respiratory process and the lack of this element is synonymous
with death. Proper oxygen metabolism determines all our life processes [4]. However, oxy-
gen also has a second face—it is a source of reactive oxygen/nitrogen species (ROS/RNS),
which in excess can lead to serious health disorders [5,6].

Chemically, reactive oxygen/nitrogen species are molecules that have at least one
unpaired electron [7]. In practise, this means that free radicals are extremely reactive
molecules with short lifetimes that react chemically with cellular structures rapidly. Free
radicals are constantly produced by all cells under physiological conditions and affect
our bodies every day [8]. In homeostasis, ROS plays an important role in physiological
processes while maintaining an appropriate concentration. These molecules are involved
in bactericidal and bacteriostatic processes and act as messengers in cell signaling. They
regulate the expression of certain genes, influence calcium metabolism and protein phos-
phorylation processes. They are also involved in muscle contractions, hormone production,
and regulation of vascular tone.

Flavonoids, chromones and coumarins are groups of natural compounds found in
fruits (citrus, blueberries, northern raspberries), vegetables (tomatoes, broccoli, peppers,
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lettuce, chicory, legumes, celery) as well as in numerous medicinal plants such as cinnamon,
peppermint, green tea [9], higher plants and fungi from the families: Rutaceae, Apiaceae,
Fabaceae, Rubiaceae, Hippocastanaceae, Solanaceae, Asteraceae, Poaceae, Aspergillus,
Ceratocystis, Fusarium, Penicillinium, Streptomyces, Aloe, Aquilaria, Berchemia [10],
Hypericum [11], Cassia, Artemisia, Dysoxylum, Ferula, Seseli, Pancratium, Peperomia, Os-
tericum, Nicotiana. All of them, as well as many of their metal ion complexes, are reported
to possess antioxidant activity due to their chemical structure and specific substitution
patterns, which include both inactivation of ROS and prevention of their formation.

The aim of this review is to show the diversity of biological properties of this type
of plant compounds and to mention their metal ion complexes. In particular, their wide
range of antioxidant, antimicrobial and anti-inflammatory effects is described, which allow
them to prevent and alleviate the course of many diseases, often caused by the influence of
reactive oxygen species on the human body.

2. Mechanism of Free Radicals

Research shows that the stationary concentration of reactive oxygen species and the
reaction rate at which these molecules damage cell components depend strictly on the
equilibrium level between the dynamics of ROS production in the body, and the concentra-
tion of low molecular weight antioxidants and the activity of protective enzymes. Under
normal conditions, there is a balance between the formation of reactive oxygen species and
their inactivation. The result of the imbalance between the amount of antioxidants and
free radicals in the body is a pathological condition called oxidative stress. The increase
in the rate of production of ROS/RNS in the body and the shift of the balance between
pro-oxidant and antioxidant factors towards the “oxidation” reaction and, on the other
hand, the lack or malfunction of factors that protect the body from ROS/RNS lead to
an increase in the rate of free radical reactions. The result of oxidative stress is severe
cellular damage and metabolic dysfunction, often leading to cell death and, in extreme
cases, the development of cancer. The molecular mechanism of oxidative stress includes
DNA damage and the formation of genetic mutations, oxidation of proteins and lipids
of cell membranes, changes in the functioning of proteins and the induction of apoptosis.
It has also been proven that oxidative stress accelerates the aging process of the body. It
should be emphasized that low concentrations of reactive oxygen species in our body
are not harmful. Too high a concentration can lead to many diseases, inflammation, and
disruption of homeostasis [1,2,8].

The biological paradox of the function of ROS/RNS in cells and its role in cellular
metabolism is a kind of double-edged sword. On the one hand, ROS/RNS play an im-
portant role as regulatory/protective molecules; on the other hand, they are highly toxic
molecules whose activity underlies many serious diseases, mutations and neoplasms.
As it turns out, this dualism of molecular activities is explained by the concentration of
ROS/RNS in cells, which determines their mode of action. It is believed that the source of
oxidative stress in humans can be many factors, primarily related to an unhealthy lifestyle.
Usually, this condition results from excessive exposure of cells, tissues or organisms to
additional sources of ROS/RNS or acceleration of the production rate of the endogenous
pool of ROS/RNS. The main sources of free radicals and reactive oxygen species are un-
doubtedly the physiological metabolic processes required for the proper functioning of
our body and the maintenance of homeostasis. However, a significant increase in ROS
production in cells can occur as a result of excessive exposure to harmful external chemical
or physical factors [3,4,9].

An important group of compounds with unpaired electrons characterized by high
chemical activity are the reactive forms of nitrogen, which include nitric oxide (II) (NO)
and the compounds formed from it as a result of metabolic changes: Nitrosonium cation
(NO*), Ni-troxylanion (NO™) and peroxynitrite (ONOO™). Under physiological conditions,
these compounds play a protective role for the body against microbes. When there are
disturbances in the production of RNS, there is an excessive increase in their levels, leading
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to the occurrence of nitrosation stress, a phenomenon similar to oxidative stress. The
consequences of nitrosation stress are the nitrosylation reaction of proteins, which alters
their structure and inhibits their catalytic activity. Proteins containing transition metals in
their structure are particularly sensitive to the action of RNS. As a result of the interaction
of RNS with such polypeptides, hemoglobin, myoglobin, aconitase, and cytochrome c
are altered. In addition, RNS lead to pathological changes in the organization of the
cytoskeleton and cell signaling, and through interaction with lipids they lead to their Pe
oxidation and changes in the fluidity of cell membranes [5,12].

2.1. Exogenous ROS Production

Exposure to environmental factors such as smoking, UV, heavy metals, ozone, al-
lergens, drugs and toxins, environmental pollutants can lead to an increase in ROS in
cells. As a result of ionizing radiation, water molecules are broken down, which is part
of the organic structures of cells. As a result of the radiolysis process, the excited water
molecules break down into hydrogen atoms and hydroxyl radicals. Then, as a result of the
interaction between the radiolysis products, particles of hydrogen peroxide can be formed.
Research indicates that exposure of fibroblast cells to ionizing radiation led to an increase in
reactive oxygen species. It is worth noting that radiotherapy strategies are currently being
used for novel and improved cancer treatments, including the use of radiation-dependent
generation of reactive oxygen species in cancer cells.

Ultraviolet radiation also contributes to the generation of ROS by, inter alia, stimulat-
ing the activity of NADPH oxidase. The absorption of UV radiation leads to the ionization
and disintegration of the molecules with the final formation of free radicals. The effects
of UV radiation include the formation of ozone, which can affect lung function, causing
inflammation in the epithelium of the respiratory [6,13,14].

2.2. Endogenous ROS/RNS Production

Mitochondria are the major site for the generation of the internal physiological pool
of reactive oxygen species. As a result of oxygen metabolism, the transport of electrons
in the mitochondrial chain (oxidative phosphorylation and ATP production) produces
the superoxide radical. Normally, electrons for oxygen reduction are transferred through
the mitochondria (ETC), but it is estimated that about 1-3% of electrons escape from
this system and lead to the formation of superoxide through the process of one-electron
reduction in oxygen [7]. So far, 11 sites in mitochondria have been identified where the
production of superoxide radical anion takes place. The major elements responsible for
electron loss and generation of ROS (superoxide radical) are NADH-CoQ oxidoreductase
(EC 1.6.5.3) and ubiquinone. In complex I of the respiratory chain, ROS can be formed both
during proper functioning of the respiratory chain and during reverse electron transport
(against the redox potential of the electron transporters). The chain complex II can also
generate a superoxide radical under hypoxia. In this situation, succinate dehydrogenase
(EC 1.3.5.1) acts as a reducing agent, and the fumarate becomes an electron acceptor of
ubiquinone. At a later stage, the superoxide anion can be converted to hydrogen peroxide
in the mitochondrial matrix (MM) or in the intermembrane mitochondrial space (IMS)
with the participation of enzymes-manganese superoxide dismutase (Mn-SOD) and Cu-
or Zn-SOD. Moreover, the H202 in the IMS can be converted into a hydroxyl radical by a
Fenton reaction [15-18].

As shown by numerous studies, mitochondrial dysfunction and increased formation
of ROS in these organelles is characteristic of the etiology of many diseases, such as
inflammation, neurodegenerative diseases, diabetes, and even cancer. The increased level
of ROS results in damage to the nuclear structures that are central to the proper functioning
of the cell, such as lipids, proteins, sugars, and especially DNA. The deleterious effect
of ROS is also attributed to the activation of oncogenes with simultaneous inhibition of
suppressor genes, leading to uncontrolled cell proliferation and promotion of tumour
development [19-22].
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It should be emphasized that mitochondria are also an important source of reactive
forms of nitrogen and nitrogen radicals. The synthesis of nitric oxide is mainly mediated by
inducible nitric oxide synthase type 2 (NOS2) in macrophages. Nitric oxide is a highly toxic,
non-specific compound. In the cell, this compound has an affinity for metal proteins and
can affect the process of gene transcription in the nucleus by activating certain transcription
factors. Nitric oxide can be reduced to the nitroxide anion (NO™) or oxidized to the
nitrosonium cation (NO™) in the presence of a strong oxidizing agent such as *OH. NO*
can nitrosylate proteins and DNA and also reacts with the superoxide radical anion (O, ™)
to form peroxynitrite (ONOO™). Peroxynitrite is a highly reactive form of nitrogen that
readily oxidizes glutathione, methionine, ascorbate, purines, and pyrimidines. It is capable
of initiating the process of lipid peroxidation and inhibits the activity of I, Il and IV of the
respiratory chain complex. In addition, OONO™ reacts rapidly with CO,, leading to the
formation of CO3~ and NO, ™ radicals, which oxidize and nitrate proteins [23,24].

Another important source of the pool of ROS in cells is the process of phagocyte
respiratory burst. It plays an important role in the body’s fight against microbes, viral
infections and parasites. The key enzyme for the implementation of the respiratory burst
is the enzyme NADPH oxidase, which is located on the inside of the plasma membrane
of phagocytes. The action of NADPH oxidase is to transfer electrons from NADPH to
molecular oxygen, resulting in the formation of a superoxide radical, a precursor to the
subsequent forms of reactive oxygen species used in direct control of microbes and parasites.
The superoxide anion radical is converted in phagocytes to hydrogen peroxide (with
the participation of the enzyme superoxide dismutase), which in turn is converted to
compounds with high bactericidal activity—e.g., hypochlorous acid, hydroxyl radical,
chloramine-with the participation of myeloperoxidase. Of course, the activity of NADPH
oxidase is subject to constant molecular control, which regulates and prevents excessive
ROS production leading to oxidative stress [25].

Other organelles that can endogenously produce reactive oxygen species, particularly
hydrogen peroxide, are peroxisomes. Biologically, peroxisomes are involved in many
metabolic processes, such as activation and 3-oxidation of fatty acids, participation in
detoxification of the body (protection from, e.g., ethanol), hydrolysis and conversion of
Ac-etylconezyme A, catabolism of amino acids, purines and polyamines. Remarkably, these
organelles can both produce and degrade hydrogen peroxide because of the diversity of
their enzymes: There is at least one flavin oxidase, the byproduct of the catalyzed reaction
being H,O;, and catalase, which determines the process of decomposition of hydrogen
peroxide into water and oxygen. Peroxisomes are also a source of superoxide anions,
the production of which is caused by xanthine oxidase and the electron transport chain
present in organelle membranes, which includes the flavoprotein NADH reductase and
cytochrome b5. One of the electron acceptors is then the oxygen molecule [26-28].

The endoplasmic reticulum is also involved in the formation of the endogenous pool
of ROS in cells. These organelles perform a variety of functions, including control of
detoxification, protein folding, lipid metabolism, and calcium storage [29]. Molecular
defects in the protein folding pathway lead to the accumulation of disordered proteins in
the ER, which in turn disrupts homeostasis and triggers the formation of ROS in response to
unfolded proteins. In newly synthesized proteins, oxidation of thiol groups and formation
of disulfide bonds occur. The structural changes are catalyzed by enzymes present in the
ER: Endoplazmatic Reticulum Oxidoreductin (ERO1 oxidoreductase) and protein disulfide
isomerase (PDI isomerase), whose activity involves the transfer of electrons to molecular
oxygen and the formation of H,O,. Studies show that overexpression of ERO1 and PDI
is observed in various cancers and contributes to increased progression and metastasis,
which is associated with shorter overall survival. Another site where ROS is generated
on ER is the microsomal electron transport chain. Among the best known effects of this
multicomponent enzyme system are cytochrome P450 and cytochrome b5. Among other
things, these enzymes are involved in the detoxification of the body and catalyze the
oxidation reactions of xenobiotics, as well as endogenous substrates (e.g., fatty acids).
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The result of the activity of these enzymes is the formation of a superoxide radical and
H,0; [30-32].

Generation of reactive oxygen species also occurs in the catabolic processes of thymi-
dine [33]/polyamines [34] and in the autoxidation of reduced forms of low molecular
weight cellular components-catecholamines, flavin nucleotides, thiol compounds, reduc-
ing sugars. In most cases, the by-product of metabolism is the formation of the radical
anion Su-peroxide. There is evidence that the autoxidative processes of dopamine can
lead to the death of neurons in the aging process of the body and in Parkinson’s disease.
The superoxide anion radical is also produced in the one-electron oxidation reaction of
hemoproteins-respiratory proteins involved in oxygen transport in the body. Autoxidation
of hemoglobin leads to the formation of methemoglobin, which, in conjunction with the
release of heme from MetHb, contributes to the development of inflammation. However,
erythrocytes have a defense mechanism—the enzyme methemoglobin reductase, which
maintains the appropriate redox state of these cells by reducing methemoglobin (Fe(Ill)) to
hemoglobin (Fe(I)) [35].

Some enzymatic reactions may also be the source of the endogenous pool of reactive
oxygen species. Endothelial Nox oxidases, despite many structural similarities with the
oxidase found in phagocytes, are characterized by a completely different function. Because
of their enzymatic activity, the nonphagocytic NADPH oxidases of the NOX family reduce
molecular oxygen to the superoxide radical anion. However, the generated ROS are
thought to be used in cells as signaling molecules in extracellular and intracellular signaling
pathways [36].

2.3. Biological Outcomes of Oxidation by ROS

It is estimated that each cell is exposed to about 1.5 x 10° oxidative influences per
day due to the activity of ROS. Under conditions of homeostasis, the pool of exogenous or
endogenous free radicals is inactivated by the action of antioxidants. As long as these are
in balance, the body functions well. However, if for some reason there is an increase in free
radical production or a decrease in antioxidant activity, a condition known as oxidative
stress develops. Such a pathological condition can lead to the development of many
diseases. Too many free radicals can damage virtually all cells and tissues. Unfortunately,
free radicals attack molecules that are particularly important for the proper functioning of
our cells, such as lipids, proteins and carbohydrates. Moreover, the destructive action of
ROS leads to DNA mutations and genetic instability [4,8,37].

2.3.1. ROS and Lipids

The most common free radical reaction disturbing the proper functioning of cells
in the chain lipid peroxidation consisting of the oxidation of polyunsaturated fatty acid
residues that are part of the membrane phospholipids and lipoproteins. Non-enzymatic
peroxidation of lipids is a three-step process, and the main radical damaging the lipids
of cell membranes is the hydroxyl radical. In the first stage of initiation, the hydrogen
atom is detached from the unsaturated fatty acid molecule of phospholipids and alkyl
radicals are formed (L*®). The reaction results in the rearrangement of double bonds and the
formation of conjugated bonds. In the next stage, propagation-free alkyl radicals may react
with oxygen or fatty acids, causing the formation of further alkyl radicals or lipid peroxyl
radicals (LOO?®). It is a chain reaction that can lead to the autoxidation of several hundred
molecules of polyunsaturated fatty acids. The last step is the termination of peroxidation,
which can occur in a disproportionation reaction of two lipid alkyl/peroxyl radicals or two
different radicals [38,39].

The products of the lipid peroxidation reaction are fatty acid dimers and oxo/hydroxy
fatty acids with a modified and damaged structure. Further transformations of these
peroxidation products lead to the formation of final, highly reactive aldehydes and hy-
droxyaldehydes, including malondialdehyde (MDA) and 4-hydroxy-2-nonenal (4-HNE).
These compounds are treated as secondary lipid peroxidation transmitters that react with
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amino acid residues of proteins, disrupting their structure and function. It is particularly
important for signaling pathways, where the conformational change in proteins dependent
on MDA or 4-HNE often causes inhibition or induction of the activity of many key enzymes
in the pathway. Moreover, MDA and 4-HNE interact with the nitrogenous bases of DNA
causing chain damage which results in inhibition of DNA replication and [40-42].

These highly reactive lipid oxidation products have been shown to reduce antioxidant
capacity and inhibit the activity of antioxidant enzymes. Moreover, « and (3 unsaturated
aldehydes, by inhibiting or inducing the activity of many enzymes, are also involved in
many pathways of signaling between cells or regulation of metabolic processes, contribut-
ing to their disturbances. Mitochondria are particularly vulnerable to lipid peroxidation.
Oxidative changes in mitochondrial membrane phospholipids disrupt the electron trans-
port chain and lead to increased production of ROS [43,44].

2.3.2. ROS and Proteins

Apart from lipids membranes, structural and enzymatic proteins are exposed to the
harmful effects of reactive oxygen species. The main cause of protein oxidation is the most
reactive hydroxyl radical, although some modifications of proteins, such as the oxidation
of thiol groups, may take place with the participation of superoxide anion and hydrogen
peroxide. The process of protein oxidation with the participation of ROS concerns the
polypeptide chain and amino acid residues and resembles lipid peroxidation; however,
usually it is not a chain reaction. The oxidative activity of free radicals towards proteins
includes many unfavorable changes in their structure: hydroxylation of aromatic and
aliphatic amino acid residues, formation of protein hydroperoxides, oxidation of thiol
groups and methionine residues, conversion of some amino acid residues into carbonyl
derivatives, fragmentation of the polypeptide chain or creation of cross-links within the
same or more polypeptide chains. The initiation of the oxidation process of the polypeptide
chain takes place with the participation of the hydroxyl radical. It causes the detachment
of the hydrogen atom on the « carbon of the amino acid. The resulting alkyl radical
reacts violently with oxygen to form an alkyl hydroperoxide. This product can then be
transformed into an alkoxy radical, which is directly responsible for the fragmentation of
the polypeptide chain. The alkyl, alkyl peroxide, and alkoxy radicals may react with other
amino acid residues of the same or a different polypeptide chain of the protein, allowing
formation of further radicals. Presently, it is well-known that chemical modifications
of proteins due to oxidation by reactive oxygen species can occur at almost any amino
acid residue. The most susceptible to the harmful effects of free radicals, however, are
cysteine and methionine containing thiol groups, and the aromatic amino acids tyrosine and
tryptophan. Protein modification resulting from the action of reactive oxygen species has
been shown to take place in the pathogenesis of many diseases and during the aging process.
The strategic amino acids of enzymatic and regulatory proteins are often damaged. The
most common consequence of structural changes is the loss of the biological functions of a
protein, which may lead to inhibition of the activity of key enzymes or disorders of proteins
with regulatory function during gene expression [45-48]. It has been shown that the
increase in ROS-dependent protein peroxidation is correlated with the age of the organism.
It is worth emphasizing, however, that increasing the level of oxidatively damaged proteins
is also characteristic of many age-related diseases. Modified proteins are much less prone
to proteolytic degradation, and as a result they accumulate in cells, often leading to
necrosis [49,50]. Numerous studies also indicate that oxidative damage to proteins and
the accumulation of their oxidized products play an extremely important role in the
pathogenesis of cardiovascular diseases [51], especially in atherosclerosis and diabetes, as
well as neurodegenerative diseases-Alzheimer, Parkinson. In diabetics with atherosclerotic
complications, in the intravascular deposits, apart from oxidized lipoprotein LDL fractions,
oxidatively modified proteins were also detected. Free radicals play a particularly large
role in the etiology of neurodegenerative diseases. Neurons are particularly sensitive to
oxidative disorders due to increased oxygen metabolism and high content of unsaturated
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fatty acids. The combination of unusually high metabolic and aerobic activity in brain
cells is dangerous for proteins. It has been shown that many factors are involved in the
pathogenesis of neurodegeneration, such as misfolded proteins and their aggregation,
disturbances in signaling pathways caused by the action of reactive oxygen species [52-54].

2.3.3. ROS and DNA

Nucleic acids are characterized by greater stability and resistance to free radicals.
Oxidative damage to these cellular structures is repaired relatively quickly, and damaged
nucleobases are excised from the DNA strand and degraded. The greatest threat to our
DNA is the hydroxyl radical, which can cause free radical damage within virtually every
nucleotide fragment. It is possible to oxidize nitrogen bases, sugar residues and phosphodi-
ester bonding, leading to nucleotide modification, DNA damage and even strand breakage.
Thymidine is particularly susceptible to the action of the hydroxyl radical, as it is dam-
aged and transforms into thymidine dimers and peroxides. The reaction of guanine with
the hydroxyl radical leading to the formation of 8-hydroxyguanine is also very harmful.
Such a modification of the nitrogen base leads to the G-C- > T-A transversion, directly
translating into errors in gene expression. It should be noted that the effect of reactive
oxygen species on DNA, in addition to the modification of nitrogen bases, deletions or
mutations, are also very often disorders of the association of transcription factors, increased
expression of proto-oncogenes, chromosome breaks and a number of other anomalies that
are lethal to cells [55-57]. Mitochondrial DNA, which does not contain intron sequences
and is not protected by histones, is particularly vulnerable to RFT. Mitochondrial DNA has
been shown to be much more susceptible to free radical damage than nuclear DNA, even
during endogenous ROS generation. This fact is of particular importance for the etiology
of degenerative diseases, where, as research shows, mitochondrial dysfunction caused by
oxidative stress is found in most cases [58,59].

3. Antioxidant Defense System

The evolution of living organisms on Earth is inherently related to the environment
rich in oxygen, and therefore also the permanent exposure of living organisms to the
action of reactive oxygen species as by-products of oxygen metabolism. A necessary
condition for the proper development and maintenance of homeostasis was the creation
of efficient and effective mechanisms that would reduce the level of reactive oxygen
species generated, ensuring their appropriately low level [60-62]. This system protects cells
against ROS, neutralizing their pro-oxidative activity and at the same time ensures their
appropriately low, physiological level. Antioxidant protection system works generally on
three levels: (i) preventing the formation of free radicals (e.g., antioxidant enzymes and
transition group metal ion-binding proteins) (ii) capturing and neutralizing (scavenging)
ROS by antioxidants and (iii) repairing molecules damaged by ROS by repair enzymes,
e.g., superoxide dismutase. Due to the complexity of the reactions and the environment of
activity, antioxidants constitute a diverse group of compounds with a different chemical
structure. Both hydrophilic and lipophilic compounds are among the antioxidants. Vege-
tables and fruits are good sources of hydrophilic antioxidants. Vitamins belonging to this
group of compounds, due to the water environment, are relatively easily absorbed by our
body. On the other hand, readers should keep in mind that they are quickly cleared from
the body in the urine. However, it should be emphasized that some polyphenols, especially
flavonoids, are characterized by poor bioavailability. Their absorption in the intestine is low.
Lipophilic antioxidants are absorbed in the presence of fats, so the body can use them only
in their presence. The undoubted advantage of this group of antioxidants is the fact that
they are more difficult to remove from the body, so they perform their antioxidant functions
for longer. From the point of view of the source of antioxidants in the body, we can divide
them into exogenous antioxidants—they are supplied only with food, and endogenous
ones, which our body is able to synthesize itself. The second type of division of free radical
scavengers is the way they perform their biological functions-there are enzymatic and
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non-enzymatic antioxidants. The most commonly used and the most typical, however, is
the division of antioxidants into two groups. The first is the so-called first line of defense
against ROS, which includes primary and secondary enzymes. The secondary enzymes
play an indirect role in the removal of ROS by supporting endogenous antioxidants. The
second group of antioxidants are non-enzymatic, low-molecular compounds that protect
against the formation of ROS by direct reaction with them or with indirect metabolites of
the redox reaction. Antioxidants from this group are active in the hydrophilic (ascorbic
acid) as well as the hydrophobic (tocopherols, carotenoids) phase. The vast majority of
non-enzymatic antioxidants, such as vitamins, bioflavonoids or carotenoids, unfortunately,
are not synthesized by our body, which is why their proper supplementation with an
appropriate diet is so important [4,63,64].

Primary enzymes, as donors of free hydrogen atoms, react directly with free radi-
cals, interrupting free radical chain reactions. The main enzymes that remove ROS are
superoxide dismutase, catalase and glutathione peroxidase.

Superoxide dismutase (SOD E.C. 1.15.1.1) is a metalloenzyme that catalyzes the disso-
lution of a superoxide radical to hydrogen peroxide and molecular oxygen. SOD superoxide
dismutase is an extremely important enzyme in the protection of mitochondria and the
fight against oxidative stress. There are three isoforms of superoxide dismutases in hu-
man cells: SOD1 copper-zinc, found mainly in the cytoplasm, SOD2 manganese, which
is located in the mitochondria, and extracellular superoxide dismutase SOD3, which also
contains copper and zinc, but is located within cell membranes and the intercellular matrix.
SOD2 is often considered the most important form of SOD in humans, especially in the
brain. Mutations in the SOD2 gene have been shown to be associated with diseases such as
cardiomyopathy and motor neuron disease. Low activity of this enzyme has been linked to
stroke, Alzheimer’s and Parkinson’s disease [65-67].

The hydrogen peroxide generated by the action of SOD can then be broken down
by another important antioxidant enzyme, catalase (CAT, EC 1.11.1.6). CAT is a protein
enzyme, a type of hemoprotein that is localized in the mitochondria of cells as well as in the
peroxisomes. It plays a significant role in protecting cells against ROS and has antioxidant
properties. It is one of the most effective protective enzymes. One molecule of catalase
can convert millions of molecules of hydrogen peroxide into water and oxygen every
second. This enzyme has dual activity: catalase and peroxidase. The primary function of
catalase is participation in the disproportionation of hydrogen peroxide to produce oxygen
and water. Catalase exhibits peroxidase activity in relation to some chemical compounds.
It catalyzes the oxidation reaction of ethanol, methanol, formate, nitrites, quinones and
others. Catalase is therefore an enzyme that functions both in the catabolism of hydrogen
peroxide and in the oxidation of exogenous substrates. It is believed to play a special role
in inflammation, mutagenesis and carcinogenesis [65]. The reduction in catalase activity
accompanies many diseases, incl. cancer, neurodegenerative diseases (Parkinson’s disease,
Alzheimer’s disease), inflammatory bowel diseases [68].

Another enzyme that is part of the primary protective enzymes against ROS is glu-
tathione peroxidase (GPX, EC 1.11.1.9), which reduces hydrogen peroxide to water and
maintains the correct concentration of glutathione in cells thanks to the ability to convert
oxidized glutathione (glutathione disulfide) into its reduced form GSH. The enzyme is
found mainly in the cytosol and mitochondria, where it accounts for about 20% of total
activity, and in the cell nucleus. It belongs to the selenoperoxidases containing selenium in
the form of selenocysteine in the active center. GPX requires the presence of selenium and
glutathione to be effective in antioxidant activity. Without them, this enzyme has reduced
activity and cannot effectively protect us against free radicals. Low glutaionic peroxidase
activity may thus be correlated with a deficiency of glutathione and/or selenium, possibly
with mutations in the gene encoding this enzyme [69,70].

Enzymes belonging to the peroxiredoxin family (PRDX, E.C 1.11.1.1) are also important
in scavenging free radicals. These enzymes are classified as peroxidases—oxidoreductases
that catalyze the oxidation of hydrogen peroxide. So far, six different classes of PRDX have
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been identified, of which 1-Cys PRDX or 2-Cys PRDX shows redox-active cysteine residues.
The catalytic enzymatic activity of PRDX is based on the decomposition of H,O; and the
subsequent regeneration of the enzyme by disulfide oxidoreductases, such as thioredoxin
and glutathione [71].

The activity of all the above-mentioned enzymes is ensured, among others, due to
the constant regeneration of the reduced form by reductants-mainly GSH and Trx. This
is usually performed by some reductases, NADPH-dependent-E.C 1.8.1.7 glutathione
reductase and E.C 1.8.1.9 thioredoxin reductase. It is worth noting that reduced NADPH
is necessary for these reductases for their continued activity. Therefore, the enzymes
whose biological activity is responsible for the continuous production of NADPH can be
considered as secondary antioxidants, the misfunction of which can disrupt the entire ROS
balance [72].

The second line of defense against antioxidants mainly consists of reduced thiols and
low molecular weight antioxidants (LMW) soluble in both water and fats. The undoubted
advantage of LMW is their ability to move within the system to places where reactive
oxygen species appear and damage resulting from their activity. Endogenous LMW
includes, inter alia, glutathione [35].

An important group of low molecular weight antioxidants are thiols, which can react
with most physiological oxidants. Tiols maintain a homeostatic intracellular and tissue
redox status. One of the most important low molecular weight thiol antioxidants is the
glutathione tripeptide. It is found primarily in the cytosol, but also in the peroxisomes,
mitochondria and the cell nucleus. The ability to perform antioxidant functions is due to
the high concentration of glutathione in our cells, from 5 to 10 mM, but also the specific
structure—the characteristic isopeptide bond and the presence of the SH group belonging
to the cysteine residue. The thiol group is very easy to react with free radicals, as well as
with free radicals of organic substances, contributing to their biological inactivation and
repair, respectively [73,74].

High ability to chelate heavy metal ions is also demonstrated by metallothioneins
(MT), low-molecular proteins containing numerous cysteine residues, involved in the
detoxification of organisms from harmful metal ions and in the defense, reaction associated
with oxidative stress. MT located in the membranes of Golgi apparatus exhibit strong
antioxidant properties and protect cell structures against free radicals, especially reactive
oxygen species. In humans, they play an important role in the metabolism of zinc. Due to
this function, they are associated with aging, civilization diseases and cancer [75,76].

Coenzyme Q10 is another endogenous molecule with antioxidant functions. This iso-
prenoid free radical scavenger is lipid soluble found in cell membranes and its antioxidant
activity is particularly important for the mitochondrial electron transport chain. Moreover,
Q10 protects membrane lipids and lipoproteins from peroxidation and oxidative damage.
In its active form (quinol), Q10 can also regenerate volatile antioxidants-including vitamins
Cand E [77,78].

In addition to endogenous, dietary antioxidants such as vitamins contribute to signifi-
cant protection against reactive forms of oxygen-water-soluble vitamin C and fat-soluble
vitamin E. Vitamin C occurs in two redox forms: reduced ascorbic acid (AA) and de-
hydroascorbic acid (DHA). DHA can be regenerated as a result of GHS or Trx related
mechanisms. Ascorbic acid functions in our cells as an effective antioxidant. This function
is carried out both directly and indirectly through the regeneration of oxidized vitamin E,
GSH or carotenoids. Directly, ascorbic acid protects lipids against peroxidation, which is
of particular importance for brain tissues. The radicals directly scavenged by AA include,
among others, the hydroxyl radical, superoxide anion, hydrogen peroxide [79,80]. Vitamin
C, as one of the strongest natural antioxidants, also performs its biological activity as a
free radical scavenger in the skin. It prevents free radical reactions in the skin resulting
from the action of UV radiation, contributing to the photoprotection of the skin, preventing
its photoaging and the development of photocarcinogenesis. The anti-aging activity of
vitamin C results, among others, from its participation in the synthesis of collagen, sta-
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bilization of collagen fibers and inhibition of their degradation. Vitamin C is a cofactor
of key enzymes for the cross-linking and stabilization of collagen fibers-prolyl and lysyl
hydroxylase. Furthermore, this antioxidant has been shown to regulate the biological
activity of transcription factors involved in collagen synthesis and to stabilize procollagen
mRNA that regulates type I and III collagen synthesis. Vitamin C-dependent inhibition of
AP-1is observed, which in turn leads to a reduction in the expression of collagen-degrading
matrix metalloproteinases (MMPs), reduces collagen production and increases elastin ac-
cumulation. It is also extremely important that vitamin C increases the expression of the
collagen gene [81].

In the case of natural vitamin E, the most biologically active form is « tocopherol.
Vitamin E protects lipids against the damaging effects of free radicals and their peroxidation
by interrupting the chain reactions accompanying this process. It provides a hydrogen
atom to the lipid radicals, lipoxyl and peroxyl, with the formation of lipids, alcohols and
hydroxy peroxides, respectively. Due to its lipophilic nature and place of action (cell
membranes), vitamin E also contributes to the protection of low-density lipoprotein against
free radical damage [82,83].

Another example of effective lipid-soluble antioxidants is the complex group of com-
pounds known as carotenoids. One of the most common compounds of this group is the
provitamin A precursor-f3 carotene. This compound, as a strong antioxidant, takes part in
scavenging singlet oxygen. Its antioxidant activity is comparable to o« tocopherol. The pro-
cess of quenching singlet oxygen consists of absorbing energy by the structure of 3 carotene
rich in electrons (presence of double bonds), which in the next stage is released in the form
of heat. During this process, the structure of the antioxidant does not change [84,85].

When discussing exogenous antioxidants, it is absolutely necessary to mention an ex-
tremely complex group of compounds widely distributed in the plant world: polyphenols.
They belong to the plant secondary metabolites with different biological properties. In
terms of chemical structure, polyphenols are characterized by the presence of one or more
aromatic rings in a molecule and a different number of hydroxyl groups, which determines
their biological activity. Polyphenols have antibacterial and anti-inflammatory properties
and are an important component of the diet. It has been suggested that they may reduce the
risk of cardiovascular disease and cancer formation. It has been shown that polyphenols as
a very diverse and complex group of compounds are characterized by multiple antioxidant
activity. These compounds, as free radical scavengers, effectively inhibit the activity of
superoxide anions, HyO5, lipid peroxides, and the hydroxyl radical. In addition, some
flavonoids are able to chelate metal ions preventing the Fenton reaction and blocking free
radical generation [1].

Of course, the above-mentioned antioxidants are only examples of the most active
compounds and the nature of free radical scavengers. It should be mentioned the presence
of other endogenous antioxidants in the human body. This group includes, among others,
uric acid, bilirubin and ceruloplasmin. These compounds, acting in specific places in
cells, scavenge free radicals, contributing, inter alia, to the inhibition of lipid peroxidation,
protect against mitochondrial oxidative stress and ensure iron homeostasis [35].

4. Biological Activities of Plant Compounds

Antioxidants are a group of biologically active compounds whose primary function is
to protect cells and tissues of a living organism against the harmful effects of free oxygen
radicals. Antioxidants interact with free radicals and are responsible for non-specific reac-
tions that ultimately inactivate the reactive oxygen species. In recent years, more and more
has been said about the high benefits for health of including foods rich in antioxidants in
one’s diet. Nutritionists and scientist encourage to enrich your daily diet with them, and
cosmetologists recommend cosmetics rich in these compounds. Nowadays, due to the wide
range of biological properties in the human body, antioxidants play an important role in the
prevention of civilization diseases, treatment of cancer, and show microbiological proper-
ties [1,86]. Below, we present a summary of the most important applications of antioxidants
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in medicine as compounds with potential anticancer, antibacterial, anti-inflammatory and
anti-diabetic properties.

4.1. Anticancer Activity

Cancer is currently the most common cause of death, apart from cardiovascular
diseases. Despite the dynamically developing chemotherapy, the synthesis of newer and
newer compounds with potential anticancer properties, the adequately high selectivity
of their action remains a big problem. The available chemotherapeutic agents are often
associated with high side effects and systemic toxicity. High hopes are connected with
natural compounds that are intermediate metabolites of plants, such as polyphenols.

In a number of in vitro and in vivo studies, it has been shown that this complex
group of compounds exhibits antitumor properties by participating in a number of cell
signaling pathways, implementing an apoptotic program or autophagy. The anticancer
potential of polyphenols may result from the extremely high chemical diversity. The
polyphenol compounds used in the research include a large number of plant extracts rich
in polyphenols and isolated pure compounds [87-91]. Such a variety of compounds and
the diversion of their molecular activities mean that they can be used in the treatment of
almost any type of cancer, including cases of multi-drug resistance [92]. In vitro and in vivo
studies suggest that polyphenols from various food sources may play a key role in delaying
the development and progression of cancer by reducing cell proliferation, inactivating
carcinogens, inhibiting angiogenesis, inducing cell cycle inhibition and apoptosis, and
modulating the immune response [93-95].

Undoubtedly, one of the mechanisms of polyphenols responsible for their anticancer
properties is the control of ROS homeostasis. Polyphenols show a dual action in relation
to ROS homeostasis. Under physiological conditions, they function as antioxidants, but
in cancer cells they can indirectly suppress pro-oxidative enzymes and contribute to the
generation of reactive oxygen species in cancer cells, leading to their apoptosis. Numerous
studies indicate that just such a double action of polyphenols in the area of ROS level
modulation is one of their anti-tumor, pro-apoptotic and anti-proliferative mechanisms of
action [96,97]. The pro-oxidative properties of polyphenols are often associated with the
induction of morphological changes in cancer cells characteristic of apoptosis and DNA
damage. Jin et al. [98] showed that daidzein induces MCEF-7 breast cancer cell apoptosis
via the mitochondrial pathway due to the ROS generation. Similar results were also found
in recent studies in the case of hesperidin and naringenin, which induced the programmed
death pathway of cancer cells of various lines by increasing the production of ROS and acti-
vation of signaling pathway [99-101]. Another polyphenol, flavonol kaempferol inhibited
the growth of bladder cancer cells by inducing apoptosis induced by ROS level modulation
and S phase arrest [102]. Changes in ROS levels in neoplastic cells induced executive
apoptosis caspases in HCT116, HCT15 and SW480 colon cancer lines [103]. In addition,
kaempferol exerted a cytotoxic effect on rat hepatocellular carcinoma cells through ROS
mediated mitochondrial targeting [104].

The antitumor abilities of antioxidants result primarily from the ability of these com-
pounds to activate apoptotic pathways in neoplastic cells or autophagy. This skill is
realized on many levels of the molecular machinery involved in this process. Research
shows that polyphenols are capable of suppressing the proliferation of neoplastic cells
by inhibiting a number of cell pathways that promote cell division. Recent studies indi-
cate that flavonoids are capable of inducing cell cycle arrest in the G2/M phase of cancer
cells by both suppressing signaling from the EGFR/Mitogen Activated Protein Kinase
(MAPK) pathway, which was responsible for apoptosis and cell cycle arrest [105,106], as
well as increasing the expression of genes encoding cell cycle regulatory proteins-cyclin-
dependent kinase inhibitor-p21 [107]. The studies by Zhang et al. [108] provide very
interesting results on the effect of flavonoids from Tephroseris kirilowii (Turcz.) Holub, which
in breast cancer cells caused downregulation of PI3Ky-p110 and consequent interruption
of PI3K/AKT/mTOR/p70S6K signaling pathway. The effect of flavonoids was the inhi-
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bition of the cell cycle and the activation of both apoptosis and autophagy in cancer cells.
Modulating the expression of genes involved in cell proliferation with the participation of
antioxidants may also proceed through the influence of these compounds on the activity of
the NF-«B transcription factor. Anthocyanins/anthocyanidins inhibit the pro-inflammatory
NF-kB pathway, attenuate Wnt signaling and suppress abnormal colorectal cancer cell
proliferation have been shown [109]. The pro-apoptotic activity of antioxidants is obviously
related to their ability to influence the expression of genes both coding for proteins that
are crucial for the process of programmed death, and of an anti-apoptotic nature (e.g.,
surviving). A number of studies indicate that this complex group of compounds in cancer
cells induces the expression of genes whose protein products are directly involved in
apoptotic pathways with simultaneous inhibiting anti-apoptotic genes. Antioxidants are
able to induce an increase in the expression of pro-apoptotic proteins of the Bcl-2 family:
Bax, Bak and Bid, while decreasing the activity and expression of their anti-apoptotic
partner-Bcl2, Bcl-xL. In addition, antioxidants increase the activity of the key initiator
caspases 8 and 9 of the external and internal pathways in tumor cells, and the effector
caspase 3 of programmed cell death [110-113].

It is also extremely important that, as reported by Khan et al. the anticancer effects
of antioxidants may also result from their impact on one of the key signaling pathways
involved in tumor suppression, involving the tumor suppression of the p53 protein. A
number of polyphenols, including curcumin, resveratrol, genisteine, quercetin, wogonin
and epigallocatechin, increase p53 expression in neoplastic cells. Moreover, it is suggested
that polyphenols can stabilize p53 protein by controlling its phosphorylation/acetylation
processes and reduction in oxidative stress [114]. Recent research indicates an innovative
approach to the use of polyphenols in anticancer therapy. It tries to use nanotechnologies
to improve the solubility and bioavailability of polyphenols [115]. Devi et al. point to the
use of polyphenols in cancer treatment through miRNA regulation [116].

4.2. Anti-Inflammatory Activity

The immune system is a very important part of human body because it allows us to
function in the surrounding environment. It is the guardian of immunity and prevents the
development of various types of infections, detects and fights pathogens attacking the body,
such as bacteria, viruses, parasites, fungi and toxins, and also takes part in fighting cancer,
which is why its proper functioning is so important for health [117]. Chronic inflammation
can cause many diseases, including atherosclerosis, irritable bowel syndrome, arthritis,
cancer, and even depression. It is usually caused by an abnormal reaction of the immune
system. Numerous studies show that polyphenols modulate the immune response of our
body. The ability to influence the immune system is realized on several levels of molecular
activity. Antioxidants can affect the expression of transcription factors involved in the
immune response, induce the suppression of pro-inflammatory cytokines, inhibit key
signaling pathways and enzymes involved in immune processes [5,118].

In the inflammatory process, cytokines play a key role as mediators in the body’s
immune response. It is believed that the relationship between pro-inflammatory and
anti-inflammatory cytokinins is an extremely important parameter determining the correct
immune response during homeostasis and inflammation associated with diseases [119]. A
number of studies indicate that the immunomodulatory effect of polyphenols is based on
antioxidant control of the balance between pro-and anti-inflammatory cytokines. Quercetin
and catechins increase the release of anti-inflammatory IL-10 with simultaneous inhibition
of the pro-inflammatory cytokines TNF-oc and IL-1B [120]. Similar effects are shown by
polyphenolic extracts from Cydonia oblonga [121]. Studies with the use of extra virgin
olive oil or blueberry extracts showed that the polyphenols contained in these substances
effectively counteracted the induction of inflammation in the subjects by inhibiting the
secretion of pro-inflammatory cytokines IL-6, IL-12 [122,123]. Several studies using various
types of cells, including murine models of LPS-induced inflammation, as well as human
mast line cells, peripheral blood mononuclear cells, and astrocytes, have shown that
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one of the most common mechanisms of polyphenols used by which they exert their
immunomodulatory effects is the inhibition of the expression of a number of cytokines
pro-inflammatory: TNF-«, IL-1B, IL-6, IL-8 [124-127].

The immunomodulatory capacity of antioxidants is also manifested in the ability of
these molecules to influence key signaling pathways responsible for inflammation. The
expression of a significant number of genes directly involved in inflammation is controlled
by NF-kB. Research shows that some of the polyphenols show the ability to modulate the
activity of NF-kB and reduce inflammation in cells. The result of antioxidant activity is the
inhibition of the NF-kB transcription factor, which in turn leads to the suppression of the
expression of genes whose protein products act proinflammation [128,129]. Suppression
of NF-kB dependent on the action of polyphenolic compounds and further inhibition
of chronic inflammation in neoplastic cells turns out to be of key importance for tumor
development and proliferation [130,131].

Another important pathway involved in a number of fundamental cellular processes
such as proliferation, differentiation, cell death, and regulation of the expression of proteins
involved in inflammation is the mitogen-activated MAPK kinase pathway. It is indicated
that due to their chemical complexity, antioxidants may influence the MAPK pathway and
regulate its action at many stages of the signal transduction pathway. Luteoin is able to
reduce TNF-« release and inhibit ERK, JNK and P38 kinases in both LPS-induced mouse
cells and human macrophages [132,133]. Quercentin also shows a similar biological effect,
inhibiting the phosphorylation and activation of the above-mentioned kinases, leading to a
reduction in TNF-« transcription and expression [134]. Several studies show that such an
inhibitory effect of polyphenolic compounds on the MAPK kinase pathway in neoplasms
contributes to the reduction in inflammation accompanying the proliferation of neoplastic
cells, which in turn translates directly into the inhibition of the proliferation of neoplastic
cells [135-137].

The ability of antioxidants to reduce the release of arachidonic acid, prostaglandins
and leukotrienes is considered to be one of the most important functions in modulat-
ing the immune response and anti-inflammatory properties. The biological activity of
polyphenols on the arachidonic acid signaling pathway and modulation of the body’s
immune response is primarily achieved by the ability of antioxidants to inhibit key en-
zymes for this pathway: COX, LOX and PLA2. The activity of these enzymes is correlated
with the metabolism of arachidonic acid and the production of inflammatory mediators-
prostaglandins, thromboxane A2 and leukotrienes. Recent in vitro and in vivo studies
indicate that certain polyphenols inhibit the expression of key enzymes of the arachidone
pathway, which was directly related to the reduction in post-inflammatory cytokine secre-
tion and transcription factors responsible for the activation of genes involved in a strong
immune response. Moreover, it is worth emphasizing that such anti-inflammatory effects
of flavonoids were an important factor in increasing the anti-tumor activity of cells of the
immune system [138-140].

4.3. Antidiabetic Activity

Diabetes belongs to the group of so-called diseases of civilization that are currently an
extremely serious global health problem. Once associated with being a disease of seniors,
today it affects younger and younger people, even schoolchildren. Diabetes mellitus is
a chronic disease caused by an impaired insulin secretion. Too little insulin in the body
disrupts the use of glucose by the body’s cells, which causes the level of glucose in the blood
to rise (hyperglycaemia). It is well-established that T2D results from insulin resistance
in insulin sensitive tissues and subsequent pancreatic 3-cell dysfunction. Currently, a
growing number of studies indicate the effective use of polyphenol antioxidants in the
treatment of type 2 diabetes. These compounds, due to their excellent properties of free
radical scavengers, modulation of intracellular signaling pathways involved in glucose
and insulin metabolism and anti-inflammatory properties, turn out to be an extremely
attractive hope and future in the treatment of diabetes [141,142].
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One of the serious factors disrupting the normal insulin secretion pathway and the loss
of the function of the 3 cells of the langerhans islets is oxidative stress. However, research
shows that various polyphenolic compounds neutralize oxidative stress and modulate the
expression of relevant genes involved in both inflammatory and apoptotic processes, and
insulin secretion. One of the strategies of antioxidant activity in the treatment of diabetes is
the influence of these compounds on the modulation of the expression of genes crucial for
the dysfunction/proper functioning of pancreatic (3 cells and free radical metabolism [141].

Numerous scientific studies indicate that polyphenols such as resveratrol [143,144],
catechins [145], polyphenolic extracts of olive oil and brown rice [146], jojoba seed ex-
tracts [147] or epigallocatechin [148] contribute to the reduction in blood glucose, the
protection of cells against oxidative stress and the increase in insulin activity and secretion
by pancreatic {3 cells. These compounds, through their antioxidant activity, contribute to
the reduction in the risk of coronary heart disease by preventing low-density lipoprotein
oxidation, oxidative stress and cell damage. The strategy of protecting 3 cells is related to
the ability of the above-mentioned compounds to modulate the expression of key genes for
the proper functioning of 3 cells and insulin secretion such as Glut2, Glut4, mitochondrial
transcription factor (Tfam), pancreatic and duodenal homebox 1 (Pdx1), glucokinase (GK)
and insulin 1 (Ins1). In addition, antioxidants increase the expression of genes responsible
for mitochondrial complex biogenesis such as nuclear factor erythroid 2-related factor
(Nrf2) and Nrfl or decrease in the expression of the p22phox gene activating NADPH
oxidase, generating excessive ROS. Moreover, the diabetes treatment effect of these natural
compounds is associated with the modulation of the expression of genes involved in stress
and the protection of 3 cells from ER stress-induced apoptosis. It has been shown that
these compounds can inhibit the phosphorylation of the c-Jun N kinase (JNK) pathway,
affect the Forkhead box O1 (FOXO1) transcription factors or the kinase B (Akt) pathway,
contributing to the extension of 3-cell viability and insulin secretion.

In addition to modulating the expression of genes directly involved in the metabolism
of free radicals and the protection of pancreatic {3 cells, antioxidants also improve insulin
signaling pathways. In this case, the diabetic-healing effect of polyphenolic compounds is
primarily to regulate genes involved in regulating mitochondrial oxidation of fatty acids,
improve cell sensitivity to insulin, and increase metabolism of glucose uptake. Generally
speaking, with reference to the available research, an extremely important function of
polyphenols is to modulate the increase in the expression of the GLUT4 gene. It is the
main insulin-dependent glucose transporter in both muscle and adipose tissues, and its
deficiencies are associated with insulin resistance in cells [149]. Numerous studies show
that polyphenols effectively increase the expression of the GLUT4 gene, causing protein
translocation from intracellular stores to the plasma membrane, thus inducing an increase
in cell sensitivity to insulin, mitochondrial biogenesis and glucose uptake. Of course, in
addition to the increase in GLUT4 expression, after treating cells with antioxidants, there is
also an increase in a number of other regulatory genes whose proteins are directly involved
in insulin signaling pathways, such as Mef2a, Nrfl, PI3K or SIRT1 [148,150-152].

One of the negative consequences of type II diabetes is the increase in the activity of
the enzymes glucose-6-phosphatase (G6Pase) and phosphoenolpurivate carboxykinase
(PEPCK), which directly increases gluconeogenesis and hyperglycemia [153]. It turns out
that these two enzymes can also target the biological antidiabetic activity of antioxidants.
It has been shown that polyphenolic compounds such as epigallocatechin [154], cinna-
mon [155], black rice extracts [156], resveratrol [157] or hesperidin [158] inhibit in vivo
and in vitro hepatic glucose production by downregulating the expression of PEPCK and
Gé6pase, which simultaneously meant a decrease in blood glucose levels and an increase in
cell sensitivity to insulin.

It turns out that in addition to the ability to scavenge free radicals, also the im-
munomodulatory properties of polyphenolic compounds and inhibition of inflammation
allow these compounds to effectively influence the treatment of diabetes. During chronic
glucolipotoxicity, excessive production of ROS leads to oxidative damage to proteins and
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lipids and the development of inflammation. Oxidative stress accompanying diabetes
contributes to the loss of B cell function, worsening insulin resistance and the development
of a number of vascular complications. Research shows that the use of polyphenolic com-
pounds in the treatment of diabetes inhibits key inflammatory pathways involving NE-kB
and TNF-« and suppresses the activity of pro-inflammatory markers such as COX-2 and
IL1B [159,160].

4.4. Antibacterial Activity

One of the important functions attributed to polyphenolic antioxidants is their par-
ticipation in defense reactions against pathogenic microorganisms, bacteria or fungi. Par-
ticularly great interest in the microbiological use of polyphenols concerns their use in
the food industry as bactericides for food pathogens, but also as supporting agents for
antibiotics available in medicine. Currently, a large part of the research is devoted to the
microbiological properties of a number of different polyphenol extracts, both naturally
occurring [161-163] and synthetic complexes [164,165]. The results show that polyphe-
nol plant extracts often have attractive antibacterial properties against individual species
of different bacterial strains such as streptococci, bacilli, staphylococci, and even much
more [166-168].

It is worth emphasizing that the mechanisms of the antibacterial activity of polyphe-
nolic antioxidants are still not fully explored and several possible pathways of molecular
mechanisms are proposed. The extremely large chemical diversity of the tested antioxi-
dants, as well as the studies conducted not on single, extracted substances, but on whole
extracts, make it difficult to clearly identify the molecular mechanisms responsible for
inhibiting the multiplication of microorganisms and their death. Recent studies indicate the
relationship between the chemical structure and the antibacterial activity of antioxidants.
It is believed that the key factor in modulating microbial properties is the number and
position of hydroxyl and methoxyl groups in the antioxidant structure. A quantitative
structure—activity relationship study showed that the microbial activity of polyphenols is
related to the hydrophobic and amphiphilic character of the molecule and the OH group
at position 3 of the C-ring [169,170]. Gram negative bacteria have been suggested to be
generally more resistant to the effects of antioxidants. This may be due to the presence of a
lipophilic outer membrane made of phospholipids in these bacteria, which makes their cell
wall impermeable. Moreover, it is indicated that Gram-negative bacteria can chemically
break down polyphenols by their enzymes [171].

One of the proposed mechanisms of antimicrobial action of antioxidants is the inter-
action with bacterial proteins present on their cell wall. The effect of the interaction is
damage to bacterial membranes and their permeabilization, loss of chemiosmotic control,
leakage of intracellular components, outflow of cytoplasmic components and eventual cell
death [172,173]. Moreover, recent studies emphasize the inhibitory properties of polyphe-
nols in relation to the production of biofilm by bacteria, which are achieved through
suppression of quorum sensing and the movement of bacteria [174,175].

Interestingly, polyphenolic compounds commonly used as excellent antioxidants ap-
pear to induce endogenous oxidative stress in bacterial cells and lead to the formation
of ROS. According to Xiong et. al, who tested the microbiological properties of epigallo-
catechin gallate against Escherichia coli, it was demonstrated that the ROS generated in
bacterial cells are responsible for oxidative damage to fatty acids in bacterial membranes
and ultimately lead to the death of pathogens [176]. Similar results confirming the pro-
oxidative properties of polyphenols in relation to bacterial cells were obtained in other
studies [177,178].

It turns out that the microbiological activity of polyphenols also results from the ability
of these compounds to influence the biosynthesis of proteins that are key to metabolic pro-
cesses and the proper functioning of bacteria. Changes in expression depending on the an-
tioxidants of the respective bacterial proteins involved, for example, in energy metabolism
and in the tricarboxylic acid cycle, DNA metabolism, and biosynthesis of fatty acids led
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to irreversible changes in their metabolism and final death [179,180]. Undoubtedly, an
important property in the context of the antibacterial activity of polyphenolic compounds is
their ability to inhibit the enzyme DNA gyrase, which in turn leads to inhibition of bacterial
DNA synthesis [181]. Another enzyme crucial for the energy metabolism of bacteria is ATP
synthase, which, as demonstrated by Chinnam et al. [182] and Dadi et al. [183], undergoes
polyphenol-dependent inhibition resulting in the death of microorganisms.

5. Flavonoids, Coumarins and Chromones as Anti-Oxidative and
Anti-Inflammatory Agents

5.1. Flavonoids as Antioxidants

The general structure of flavonoids consists of two benzene rings (A), (B) and a
heterocyclic pyran ring (C), which is located next to ring (A). This class of compounds is
divided into six subclasses, such as flavanols, flavonols, flavanones, flavones, isoflavones,
and anthocyanidins [184].

Additionally, the presence of phenolic hydrogens enable them to act as molecules
for hydrogen donating [185,186]. It is important for the regulation of inflammation, when
phagocytes produce large amounts of oxygen and nitrogen derived radicals, which are
released and have harmful effect on cell [187]. Flavonoids also prevent the formation of
ROS, by chelating transition metal ions, mainly copper and iron, catalyzing ROS-forming
reactions such as the hydroxyl radical [188,189]. Flavonoids possess the ability to inactivate
oxygen radicals. The radicals that are most easily captured by flavonoids include superox-
ide anion radical, hydroxyl radical, singlet oxygen and lipid radicals [190]. Moreover, it
was shown that flavonoids can reduce the activity of xanthine oxidase, which catalyzes the
formation of superoxide radical anion [191]. It was found that 7-hydroxyflavones inhibit
the activity of this enzyme competitively, but 3',4" or 3’ 4’,5'-hydroxyflavones are non-
competitive inhibitors [192]. Flavonoids also reduce the activity of the membrane oxidase
NADPH, which is involved in the generation of superoxide anion [193]. Isoflavones, isofla-
vanones and isoflavates substituted with 6,7,4'-trihydroxy-and 6,7-dihydroxy groups show
very high antioxidant activity, especially in the lipid phase. Flavanols and all catechins
isolated from green tea, show the ability to capture hydrogen peroxide and superoxide
radical anion generated in the xanthine-xanthine oxidase system [190].

By multiple mechanisms, flavonoids exert their anti-inflammatory properties. It is
connected with suppression of CD80 and CD86, which are maturation markers and are
important for CD4 + T cell activation, because of upregulation during maturation of den-
dritic cells (DCs). Moreover, flavonoids can modulate iron metabolism and that influences
immune response of DCs [194]. Flavonoids can probably cause a decrease in release
of histamine and prostaglandin from mast cells and suppress production of cytokines,
chemokines in neutrophils [108,195-198]. Flavonoids can have an impact on cell signal-
ing, because they can bind to the IL-17 receptor and attenuate its signaling. Oligomeric
proanthocyanidins decrease expression of CD83 molecule and that inhibit maturation of
pulmonary dendritic cells (DCs) [199]. Luteolin (1) (Figure 1) was found to decrease the
release of histamine and prostaglandin D from mast cells [200]. Tetramethoxyluteolin (2)
(Figure 1) showed stronger potential than luteolin (1). These two compounds suppressed
the release of histamine, 3-hexosaminidase and Tumor Necrosis Factor (TNF). Flavonols
can act as anti-inflammatory agents, because they can inhibit cytokines release from mast
cells and basophils [201]. It was revealed that quercetin (3) (Figure 1) reduced IL-4 and IL-5
cytokines and decreased accumulation of eosinophils in the bronchoalveolar fluid [202].
The reduction in allergic inflammation and decrease in cytokines involved NF-«B inhibi-
tion [202]. Kaempferol (4) (Figure 1) blocked degranulation of eosinophils in the lung tissue
of murine model of allergic airway inflammation [201]. In the murine asthmatic model,
genistein decreased inflammation of respiratory tract through suppression of transcription
factors such as GATA-3 and STAT-6 [202]. Cyanidin (5) (Figure 1) binds to the interleukin
17 (IL-17) receptor and attenuates its signaling and it was observed in the mouse model of
severe asthma, where cyanidin weakened inflammation induced by IL-17 [203].
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Figure 1. Structures of flavonoids mentioned in Section 5.1 with numbering.

5.2. Coumarins as Antioxidants

Coumarins are a diverse group of chemical compounds and are divided into four
subtypes [204] simple coumarins, coumarins with a substituent on the pyrone ring, fu-
ranocoumarins, pyranocoumarins. Coumarins can exist as individual molecules or as
aglycones in glycosides (3-O-glycosides) [205]. Coumarins with hydroxyl and methoxy
substituents strongly absorb ultraviolet radiation and that allows them to be used as light
protecting agents. In small doses, coumarins have relaxing effects, but in higher doses
they exert a depressive effect on the central nervous system. Pyranocoumarins from Ammi
visnaga (L.) exhibit antispasmolitic and vasodilating properties for blood vessels [205]. The
main representant of this plant compounds is coumarin (6) (Figure 2), which has a sedative,
anti-swelling, analgesic effect and spasmolytic properties in the digestive tract, coronary
vessels and bronchi. It is used in the treatment and prevention of contractile states, spastic
constipation, colic and neuroses [206]. For the first time, coumarin (6) was isolated from
tonka bob (Dipteryx odorata) by Vogel in 1820 [207].
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Figure 2. Structures of compounds mentioned in Section 5.2. and the oxidative potential (E, [mV]) values of se-

lected coumarins.

The in vitro and in vivo studies in rats indicated that the inhibition ability of coumarins
is directly proportional to the number of hydroxyl groups in the molecule [208]. Antiox-
idant properties of coumarins manifest mainly in their ability to inhibit the production
of reactive oxygen species (ROS). Coumarins affect xanthine oxidase, which is the en-
zyme involved in the generation of radical anion peroxides [209]. Coumarins can also
chelate transition metal ions (mainly iron and copper) catalyzing reactions with ROS gen-
eration. The most important element in the structure of coumarins, which determines
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their ability to capture ROS, is an electron-donating hydroxyl group. Blockade of this
group by methoxy or glycoside moiety significantly reduced antioxidative abilities of
hydroxyl group [210]. Coumarins containing hydroxyl groups are most effective with
substitution at the C6 or C7 positions [211] and the presence of two hydroxyl groups,
particularly in the ortho position, significantly increases the reactivity of coumarins. Ortho-
dihydroxycoumarins exhibit strong ability to capture superoxide radicals (approximately
4-6 times higher than trolox), but meta derivatives exhibit much less radical scavenging.
Adjacent hydroxyl groups at the aromatic ring stabilize the phenoxy radical formed due to
the presence of intramolecular hydrogen bonding. If the molecule contains three adjacent
hydroxyl groups, stabilizing the nascent radical is even greater and the compound is a
stronger antioxidant [212]. The substitution with methyl group at the C-4 position in
4-methylesculetin (6,7-dihydroxy-4-methylcoumarin) (7) (Figure 2) causes a significant
decrease in reactivity [209]. Coumarins reduce the DPPH radical with a comparable degree
as known antioxidants. The antioxidant capacity of esculetin (6,7-dihydroxycoumarin)
(8) (Figure 2) and 4-methyl-7,8-dihydroxycoumarin (9) (Figure 2) in reaction with DPPH
radical is comparable to quercetin (3) antioxidant capacity (ECsy values approximately
25-27 uM) [213]. Antioxidant activity of coumarins against the DPPH radical increases in
the presence of an electron donating substituent, such as —OH, —CHj3, —Cl, —OCHj3 [214],
while it decreases in the presence of a large substituent at the C-3 position due to the steric
obstacle [215]. Coumarins also affect the activity of antioxidant enzymes such as superox-
ide dismutase, catalase, glutathione peroxidase and S-glutathione transferase in the liver,
kidney and plasma of rats [216]. Umbelliferone (7-Hydroxycoumarin) (10) (Figure 2) and
esculetin (8) increase the concentration of vitamins E and C, as well as GSH [217]. Esculetin
(8), fraxetin (7,8-dihydroxy-6-methoxycoumarin) (11) (Figure 2), daphnetin (12) (Figure 2)
are more powerful antioxidants than caffeic acid or vitamin E. However, these coumarins
show comparable activity with (+)-catechin (13) (Figure 2) [218]. The consequence of the
antioxidant activity of coumarins is the decrease in cell components modified by oxidative
effects. Coumarins prevent oxidative damage of protein and DNA [219,220] more effec-
tively than their acidic and glycosidic forms [218]. Methyl coumarin derivatives, in contrast
to hydroxyl derivatives, can show prooxidative activity, by generation of free radicals and
reduction in transition metal ions. It was shown that 4-methylcoumarin (14) (Figure 2)
and its derivatives can react with peroxide radical and form benzyl and phenoxy radicals,
which may initiate lipid peroxidation [221,222]. The oxidizing potential of 7-hydroxy-4-
methylcoumarin (15) (Figure 2) is significantly higher than for a-tocopherol (16) (Figure 2).
Phenoxy radical of 15 in the reaction with 16 can give rise to the tocopheryl radical, which
also initiates lipid peroxidation [221]. Prooxidative properties of coumarins result from
the possibility of reducing Fe(IllI) and Cu(lI) ions, with the formation of Fe(II) and Cu(I)
ions, respectively, which catalyze the Fenton reaction. 5,7-Dihydroxy-4-methylcoumarin
(17) (Figure 2) derivatives oxidize LDL in the reaction catalyzed by copper ions [223].
Inophyllum A (18) (Figure 2), which is a natural analogue of coumarin, had very promising
results for docking studies with main COVID-19 protease (PDB ID:5N50). The binding
energy of inhibition potential of this enzyme was —8.4 kcal/mol, but additional studies are
important for medicinal use [224].

5.3. Chromones as Antioxidants

Chromones are derivatives of 1,4-benzopyrone and are coumarin isomers. They are
found in the different botanical parts. Most of them are simple compounds, but they also
occur as a glycoside with substitution at C-2, C-5 and C-7 positions. Some of chromones
have a substitution at the C-5 position with a long chain and additional ring. Chromones
possess anticancer, antibiotic, antioxidant, antimalarial, as well as anti-inflammatory, an-
tibacterial, antispasmolytic, anti-HIV activities [225,226]. Many in vitro and in vivo studies
were performed to evaluate pharmacological properties of chromones [227] and also antihy-
pertensive, antiviral, antifungal activity was investigated in the experimental models [228].
Khellin (19) (Figure 3) from Ammi visnaga (L.) is clinically used to treat vitilgo [229] and
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angina pectoris and is allowed to be used in the treatment of asthma. The other compound of
chromone derivatives, such as cromolyn sodium (20) (Figure 3) is also used in the treatment
of asthma and was approved by US Food and Drug Administration (FDA) in 1973.

OCH,
0 O
OCH; O
Khellin (19)
OH Chaetosmin C (21)
HO O [0} Ph
OH (6] O
5,7-Dihydroxy-2-methylchromone (22) DCO-6((E)-5,7-dihydroxy- 3-(3-0x0-3- 2-(2-Phenylethyl)chromone

phenylprop-1-en-1-yl)-chromone (23) (24)

5-O-Methyleneorumchromone K (25)  OCH; O

Figure 3. Structures of chromone derivatives mentioned in the Section 5.3.

It was established by Yadav et al. [230], that the presence of double bond, carbonyl
group, 3’ 4'dihydroxy group in the ring B in addition to the C-3 and C-5 hydroxyl groups
results in elevated potential of free radical scavenging. Chaetosemin C (21) (Figure 3) from
Chaetomium seminudum at concentration of 50 pM, scavenge 50.7% of DPPH free radicals [231].
5,7-Dihydroxy-2-methylchromone (22) (Figure 3), displayed strong antioxidant activity in
in vitro and ex vivo studies, and hence, was further studied for anti-aging activity [232].
7,8-Dihydroxy-2-(3'-trifluoromethylphenyl)-3-(3”-trifluoromethylbenzoyl)chromone displayed
stronger radical scavenging and metal chelating activities than reference compounds, such
as butylated hydroxytoluene, trolox and vitamin E [233]. According to Mazzei et al. [234],
chromones substituted with a 1-piperidinyl group can be considered as strong anti-inflammatory
compounds, because they inhibited reactive oxygen species production by activated human
neutrophils. Sesquiterpene chromones from Ferula fukanensis roots suppressed NO production
activated by lipopolysaccharide (LPS) and recombined interferon-c in the murine macrophage
cell line RAW 264.7 [235]. It was found by Liu et al. [221], that DCO-6((E)-5,7-dihydroxy-3-(3-
ox0-3-phenylprop-1-en-1-yl)-chromone (23) (Figure 3) inhibited reactive oxygen species (ROS),
depended on activation of the TRAF6-ASK1-p38 pathway. Chen et al. [236] suggested that the 2-
(2-phenylethyl)chromone (24) (Figure 3) derivatives inhibited NO production in RAW 264.7 cells,
with ICsj values ranging from 5.12 to 22.26 uM. It was reported by Liu et al. [237], that 5,7-
dihydroxy-4-oxo-4H-chromen-3-yl)methyl esters inhibited NO production in RAW264.7 cells
and the ICs) values ranged from 0.35 to 2.20 uM. (6-(3-Methylbut-2-enyl)allopteroxylinmethyl



Molecules 2021, 26, 4886 21 of 52

ether, 3,3-dimethylallylspatheliachromene-methyl ether and 5-O-methylcneorumchromone K
(25) (Figure 3) from the roots of Dictyoloma vandellianum suppressed NO and cytokine produc-
tion, stimulated by LPS and IFN-c at concentrations in the range from 5 and 20 uM [238].

6. Antioxidant Complexes of Flavonoids, Coumarins, Chromones with Metal Ions
6.1. Complexes of Flavonoids with Metal Ions

Antioxidant properties of flavonoids are based on radical scavenging, but mainly on
chelating properties [239,240]. Antioxidant properties of quercetin (3), rutin (26) (Figure 4),
(+)-catechin (13), galangin (27) (Figure 4) with transition metals such as Al(IIl), Zn(II)
(Figure 5), Cu(Il), Fe(Il), were investigated. The analysis was performed with use of
diphenyl-2-picrylhydrazyl (DPPH). DPPH is a non-enzymatic method and allows the sam-
ples to be evaluated through their scavenging activity of DPPH radical by donation of one
electron or hydrogen. As a result, a semiquinone complex was obtained, which is stabilized
by conjugation with 3’-OH substituent and also by the metallic center (Scheme 1) [241].

Galangin (27) Morin (28)

OH
HO 0]
o o ‘ |
O l
OH

Primuletin (29) Naringenin (30) Daidzein (31)

OH O

OH o O

Chrystin (32) Apigenin (33) Fisetin (34)

Figure 4. Structures of compounds 26-34.

In general, the antioxidant activity of these complexes was higher than free flavonoids
mentioned before. That can be explained by the presence of superoxide-dismutating
center, which can be an additional radical scavenging metal center [241-243]. Antioxi-
dant efficiency (AE) values characterize the strength of antioxidant activity according to
the scheme:

AE <1-x 10*—low; 1 x 10* < AE <5 x 10*—medium; 5 x 10* < AE < 10- x 10*—high;
AE > 10- x 10*—very high.
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Figure 5. Proposed structures of Zn(Il) and AI(III) complexes with quercetin (A) M are Al(IIT) and
Zn(II), x = n = 4 for AI(III), x = n = 2 for Zn(II); rutin (B) M are AI(IIT) and Zn(II), x = 4, n = 5 for AI(III),
x =n = 2 for Zn(II); galangin (C) x = 4 and n = 2 for Al(IIl), x = 2 and n = 1 for Zn(II).

M
O/M\ o— \
o} o
\H

DPPH
HO o DPPHH HO o

OH OH

OH 0 OH O
D E

Scheme 1. Scheme of oxidation pathway for metal-quercetin complex through DPPH radical and with formation of
semiquinone radical intermediate [241].

The formula for AE is expressed as follows:
AE = (1/ECsgy) x TECs,

where ECsy) is an amount of antioxidant needed to reduce by 50% and TECj is a time
needed to reach the EC5y concentration. The results of TEC5p and AE values, scavenging
ratio of DPPH and antioxidant activities classification are given in Table 1. ECsy values
depend on differences between semiquinone complexes and the ground state energies of
complexes. Stabilization of A leads to increase in AE and decrease in antioxidant activity.
For case B, this relationship is reversed.

Considering this selection, it should be concluded that complexes of quercetin are
antioxidants with the highest activity. Al(III) complex of quercetin (3) is a very active
antioxidant agent and that can be explained by stabilization effect of this ion on radicals
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OH

Cu(Il)-quercetin (T) HO

from flavonoid phenoxyl. Moreover, Al(IIl) possesses empty p orbitals which can be good
acceptors of 7 electrons [244].

It was shown that Fe(IlI) complex with primuletin (5-hydroxyflavone) (29) (Figure 4)
decreased ROS activity and elevated catalase (CAT) and superoxide dismutase (SOD)
scavenging activity in the control group of rats and rats pretreated with alloxan. Alloxan
causes diabetes in laboratory animals through damaging (3-cells in the liver. It should
be noticed that ROS level is elevated in the diabetes. The complexes of Cu(Il) and Fe(III)
with flavonoids such as morin (28) (Figure 4), quercetin (3), primuletin (29) were studied
by use of UV-Vis spectroscopy and cyclic-voltammetry (Figure 6). It was revealed that
these complexes possess better antioxidant activity than ligands. It was also found that
through hydrogen atom transfer, complexes deactivate oxidants. Primuletin (29) complexed
by Fe(Ill) showed antioxidant potential through direct scavenging of free radicals and
increased activity of CAT and SOD [245].

Cu(Il) -primuletin (G)

HO
HO
-
oAk
O

{
. \
A\

OH

O
/ x2H
Fe\o
\

HO
Fe(I1I)-morin (J)

Cu(Il)-morin (K)

Figure 6. Structures of Fe(Ill) and Cu(Il) complexes (F-K) with primuletin (29), quercetin (3) and morin (28).
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Table 1. TECsy and AE values, scavenging ratio of DPPH and antioxidant activities classification [246].

. Classification DPPH Radical Scavengin

Compound TECsg [min] AE (10 According to AE Activities [1 x 104 1%’[] s
Quercetin (3) 4.52 7.95 High 61.83
[Cup (LYY (H,0)4]Cly 3.78 11.56 Very high 63.15
[Fep(L1)(H,0)5]Cl, 3.24 14.67 Very high 63.94
[Al(L1)(H,0)g]Cl, 1.85 32.33 Very high 65.31
[Zny(LY)(H,0)4]Cly 2.40 21.70 Very high 64.24
Rutin (26) 62.73 0.09 Low 14.66
[Cuz(L2)(H,0)6]Cl, 18.04 1.10 Medium 24.70
[Fe3(L2)(Hy0)121Cl, 13.85 1.54 Medium 25.54
[Al3(L2)(H,0)12]Cly 9.15 291 Medium 28.19
[Zn3(L2)(H,0)4]Cl, 11.96 1.96 Medium 26.57
Galangin (27) 4411 0.16 Low 29.17
[Cu(L3)(H,0),]Cl 10.07 2.6 Medium 30.76
[Fe(L3)(H,0)4]C1 9.10 3.06 Medium 30.82
[AI(L3)(H,0)4]Cly 5.20 6.48 High 33.49
[Zn(L3)(H,0),]Cl 6.93 4.48 Medium 32.12
Catechin (13) 18.88 1.31 Medium 48.96
[Cu(L*)(H,0)4]Cl 15.59 1.81 Medium 51.01
[Fe(L2)(Hy0)1,]Cl 13.39 2.16 Medium 51.27
[AI(L4)(H,0)1,]Cl, 8.65 4.08 Medium 54.34
[Zn (L*)(H,0)6]Cl 10.92 2.93 Medium 52.19

Free radical scavenging activity of Ce(IV) complexes with naringenin (30), daidzein
(31), chrysin (32) (Figure 4) was evaluated with use of DPPH radical scavenging assay
(RSA). In the different mixtures of DMSO and water, the antioxidant activity of flavonoids
in complex with Ce(IV) ions increased. It was also observed that flavonoid with the same
number of hydroxyl substituent, but from different subclasses, have comparable values of
RSA. This can be demonstrated for chrysin (flavone) and daidzein (isoflavone). The order
of metal chelation is following: daidzein > chrysin > naringenin [246].

The antioxidant properties of Pb(II) complexes with quercetin (3), kaempferol (4),
chrysin (32), apigenin (33) (Figure 4) were checked with use of FRAP and ABTS assays.
Ferric Reducing Power Assay (FRAP), is a method for determination of reducing power of
samples. There is used Fe(Ill)-TPYZ complex, which is reduced to Fe(II)-TPTZ complex
in the acidic environment. The Fe(II)-TPTZ complex is blue and absorbs light at 593 nm
and that allows evaluation of antioxidant properties of samples. ABTS is an analysis for
measuring radical scavenging capacities and use a blue colored nitrogenous radical, which
absorbs light at 734 nm. The reaction with antioxidant leads to change in blue color of
ABTS. That analyses showed that the best radical scavenging activity had quercetin (3) and
kaempferol (4). Almost all complexes of flavonoids, except quercetin (3) were obtained
in a 2:1 ratio. According to the results, quercetin (3) and kaempferol (4) easier react with
Pb(II) ions as well as show stronger antioxidant properties, than chrysin (32) and apigenin
(33) [247].

Baicalin (35) (Figure 7) is a main compound of Scutellariae radix and shows antioxidant,
antiallergic and anti-inflammatory actions. It was reported that complexation of baicalin
(35) by oxovanadium(IV) (Figure 7) improved antioxidant properties of this ligand and that
was supported by results of antioxidant tests. Nitrobluetetrazolium (NBT) assay was used
to examine activity of superoxide dismutase (SOD) and the VO(baic) (L) (Figure 7) ability
to inhibit reduction in NBT by superoxide anion was checked. A complex of 35 was also
used to scavenge 1,1-diphenyl-2-picrylhydrazyl (DPPH) radicals and the measurement
was made according to modified method of Yamaguchi et al. [248]. Besides, 2,2-azobis(2-
amidinopropane)dihydrochloride (AAPH) [249] was used in the experiment, because it
generated free radicals during thermal decomposition and inhibition of peroxyl radicals of
35 was evaluated [250].
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Baicalin (35)

HO
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Figure 7. Structures of baicalin (35) and its vanadium(V) complex VO(baic) (L).

Complexes of quercetin (3) and naringerin (30) with nickel(II) and copper(Il) (Scheme 2)
were compared in terms of their antioxidant capacities and phenolic contents. The phenolic
contents of these complexes were, respectively 0.17 &= 0.01; 0.21 &£ 0.01; 0.67 & 0.04 mg GAE/kg
and antioxidant capacities was 0.0020 % 0.001; 0.030 = 0.001; 0.720 £ 0.001 mg TE/kg. It is
important that number of hydroxyl groups correlates with antioxidant activity of flavonoid.
Additionally, B, value determines antioxidant activity of flavonoid, because if the Ep, is lower,
the antioxidant activity of flavonoid is higher. Quercetin (3) (Epa = 0.33 V) is a better antioxidant
compound than naringenin (30) (Ep, = 0.45 V) and that influences antioxidant properties of
their complexes, because quercetin (3) complexes have stronger antioxidant properties than
naringenin (30) complexes [251].

Chelating activity test of Fe(Il) ions, total antioxidant activity test with use of ferric
thiocyanate and thiobarbituric acid, total reductive capability with use of potassium ferric
reduction were the analyses that were applied for determination of antioxidant activity of
chromone derivatives. Flavonoids inhibit the Fenton and Haber-Weiss reactions, because
of good chelation of metals. Moreover, flavonoids retain radical scavenging capacity after
complexing with metal ions [252]. Flavonoid compounds with a catechol substitution at C-
2, such as luteolin (1), quercetin (3), fisetin (34) (Figure 4), were effective antiradicals [253] in
the DPPH test. That may be caused by the presence of more than two hydroxyl substituents
and the presence of two complexation active site. Compounds 3641 (Table 2) exhibited
good antioxidant activity with use of chelating activity test of Fe(II) ions, DPPH and FTC
tests (Table S1 in Supplementary Materials). The ferrous ion (Fe(II)) chelating method
was used for determination of metal chelating activity of chromone derivatives. The color
complex of Fe(Il)-ferrozine which is red, is changed in the presence of chelating agents.
This change in color is used for estimating the chelating activity of compounds. Ferric
thiocyanate method (FTC) is used for evaluation of the peroxide amount, which may be
released during lipid peroxidation. During the peroxidation of lipids, the ferric ions are
formed as a result of reaction peroxide with ferrous chloride. The ferric ions react with
ammonium thiocyanate and produce a red product. The absorbance is higher if the color
of product is darker. Thiobarbituric acid method is an assay based on the reaction of
malonodialdehyde, which is a product of lipid peroxidation with thiobarbituric acid. That
leads to formation of color complex and its absorbance is measured at 532 nm [233].
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Scheme 2. Synthesis and possible structures of Ni(Il) and Cu(Il) complexes with quercetin (3) and naringenin (30).
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Table 2. Substitution scheme of compounds 36-41.

Compound Substituent
Ry Ry

36 H 0 3'-(CF3)-Phenyl 3”-(CF3)-benzoyl
37 " R, 3'-(Cl)-Phenyl 3”-(Cl)-benzoyl
38 3'-(OCHj3)-Phenyl 3”-(OCHs)-benzoyl
39 4'-(F)-Phenyl 4'-(F)-benzoyl
40 HO 0 R 4'-(NO,)-Phenyl 4/-(NO,)-benzoyl
41 4’'-(OCHj3)-Phenyl 4'-(OCH3)-benzoyl

QH

The antioxidant capacity was determined by CRAC assay, which is an electrochemical
assay for measuring antioxidant capacity. In this method, cerium (IV)sulfate is used, which
is an oxidant. During the analysis a decrease in concentration Ce (IV) ions was observed
after 4 min reaction with antioxidant, beginning with a potential E; approximately 1.29 V
for 2 seconds and reducing to the potential E; = 0.8 V for 10 seconds. Quercetin (3), morin
(28) and fisetin (34) showed an increase in their antioxidant capacity around 32%, 15% and
28% (Table S2), mainly by presence of active sites, which are involved in the interaction
with metals. The complexes of Fe(Il) were formed by binding with hydroxyl substituent at
C3 and carbonyl group at C4 in the C ring (Figure 8). Catechin (13) and chrysin (32) did
not show significant antioxidant capacity because of unfavorable site of binding with metal
ions [254].

Figure 8. General structure of flavonoids with indicated sites of binding with metal ions.

Complexes of Cu(Il), Fe(II), Fe(IlI), Ni(II), Zn(II) with rutin (26) are better anti-inflammatory
agents [255,256] and a complex of Mg(II) with rutin (26) is active against rat paw edema induced
by serotonin. Fe(Ill) complex of rutin (26) suppresses lung edema [242], but it stimulated release
of oxygen radicals from macrophages. Other studies indicated that complexes of Cr(IIl) [257],
Cu(Il) [258], Fe(II), Zn(II) [239], VO(IV) are better radical scavengers than ligands.

6.2. Complexes of Coumarins with Metal Ions

The antioxidant activity is related to prevention of development of neoplasms caused
by chemical agents in animals. Coumarins can restrain formation of DNA adducts with
polycyclic aromatic hydrocarbons (PAH) in mouse tissues [259-262]. Two new Co(Il)
complexes O and P (Scheme 3) possess antioxidant potency stronger than their ligand. The
comparison of the free radical scavenging activity of these newly synthesized products with
ascorbic acid ICsp =21 umol/L (3.75 mg/L) [214] showed that these coumarin complexes
are powerful antioxidants and can be considered as competitors in the pharmaceutical
field [263].
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Scheme 3. Synthesis and recrystallization of Co(II) complex with 3-acetyl-4-hydroxy-2H-chromene-2-one O and P.

The coumarins from 42 to 53 (Scheme 4) in the test with DPPH showed considerable
radical scavenging activity, but the strongest antiradical activity had compounds from 46 to
49 with ICsg values from 54.14 to 59.76 pug/mL. The ICs5g o¢ compound 42 was 64.75 ug/mL
and compounds 44 and 52 with halogen substituents showed good scavenging effect with
IC5 70.14 ng/mL and 88.29 ug/mL, respectively (Table S3). The IC5, value of reference
standard BHT was 46.95 pug/mL. The chelating effects on ferrous ions was measured and
it was established that, compounds containing functional groups such as —OH, —SH,
—COOH, C, O, —NR;, oxygen show activity of metal chelation [260]. Compounds with
substitution of electron donating groups on the indenone and phenyl ring 4649 exhibited
excellent activity with ICsg value in the range 53.75-62.30 pug/mL. Moreover, compounds 42
and 52 displayed satisfactory activity with ICsp 65.95 ug/mL and 7.76 png/mL. EDTA was
a reference compound and its ICsy value was 44.11 ug/mL. Total reductive capability is a
measurement of potential for reduction Fe(IlI) ions and is an indicator of electron donating
group. The amount of Fe(II) complexes was measured as the formation of Perl’s Prussian
blue at 700 nm. If the absorbance increased at 700 nm, the reducing ability of compounds
increased [264]. Compound 48, which is substituted with two methoxy groups on indenone
ring and substitution with methoxy group on phenyl ring had the best reducing power
with ICsp = 58.01 ug/mL. The ICsq value of butylated hydroxyanisole (BHA), which was a
reference compound had ICsy = 50.00 pg/mL [265].

4-Hydroxy-3-nitrocoumarin (4H3NC) (54) and its complexes with Cu(Il), Zn(II), Ni(II),
Fe(Il) ions (Scheme 5) were tested with use of an indirect enzymatic method described in
Sadler et al. [266]. The antioxidant activity was measured by the absorbance decrease as
a result of competition with NBT (nitrobluetetrazolium). NBT, which reduces formazan,
accept electrons, which are donated by superoxide radical. The percentage inhibition for
4H3NCCu was 91.2% and it was higher than for 4H3NC (63.7%). Complexes 4H3NCNi
and 4H3;NCFe did not show antioxidant activity (Table S4) [267].
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Scheme 5. Possible structures of Cu(Il) (R), Zn(II) (S), Ni(Il) (T) and Fe(II) (U) complexes with
4-hydroxy-3-nitrocoumarin (54).

6.3. Complexes of Chromones with Metal lons

The Ni(II) and Zn(II) complexes of chromone derivatives (55-58) (Figure 9) were
analyzed with DPPH free radical scavenging method. The ability of the complexes to
donate electrons to DPPH was monitored as changes in the absorption at 517 nm with
use of UV-VIS spectrophotometer. Complex [Zn (58),]-H,O (IC5¢ = 0.69 png/mL) exhibited
comparable antioxidant activity to BHT (butylatedhydroxyltoluene) (ICsy = 0.67 pg/mL),
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which was a standard drug. The complexes [Ni (55);], [Ni (58);], and [Zn (58),]-H,O
showed moderate antioxidant activity in comparison to the rest of complexes, antioxidant
activity of which was weak [268].

i

3-(2-Hydroxyphenylimino)methyl)-4 H-chromen-4-one (55)

(0} COOH
O
| '\ | —N
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X /O 2-(4-0x0-4 H-chromen-3-yl)methylenamino)benzoic acid (56)
M

0 OH
—N
w @
N
o =
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3-(2-mercaptophenylimino )methyl)-4 H-chromen-4-one (58)

Figure 9. Structures of compounds 55-58 (Schiff base ligands) and predicted structure of their complexes with Ni(II) and
Zn(II) ions.
7. Binding Motifs and Supramolecular Architecture for Crystal Structure of Plant
Compounds and Their Metal Complexes

For the discussion concerning the structural features of flavonoids, chromones and
coumarin as complexes the crystallographic database was search according to Figure 10,
where M = Zn(Il), Cu(ll), Fe(Ill), Ni(Il) and Al (III). Among 104 different metal com-
plexes, 60 flavonoids complexes, 20 chromones complexes and 24 coumarins complexes
were found.

¢) R 0 o)
7 M
| R=H, Ph
/
0
Y

Figure 10. The query used in the search of the database.

7.1. Flavonoids (Flav)-Metal Complexes

In so far reported X-ray structures of metal-flavonoids complexes, the flavonoid is
bound to the metal in two different binding modes shown in Figure 11, either in a bidentate
chelating mode via two oxygens (3-hydroxy, 4-carbonyl) or in a bidentate mode via oxygen
(4-carbonyl) and nitrogen (3-amino).
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N/O\ )
M

Figure 11. Coordination modes for the flavonoids complexes.

Among all the complexes, there are only a few bis complexes: [Cu(Flav-O,0),(py-
N,N),] [269], [Cu(Flav-O,0),] [270] and [Fe(Flav-O,0),Cl,CH30H] [271]-with additional CI
and CH3OH ligands [Ni(Flav-O,0),(py-N)z] [272] with pyridine ligands and one tris complex
[Fe(Flav-O,0)3] [273]. Other co-ligands bound to M may be divided into 10 categories:

a  O-donors such as HyO, ClO4, NO3, dimethylsulfoxide (DMSO), 2-(2-hydroxyphenyl)-

2-oxoacetic acid;

P-donors such as PPhs;

F-donors such as BFy;

N-donors including pyridine(py);

N,N-donors ((2,2'bipyridine (bipy), N,N,N’,N'-tetramethylenediamine (temed));

N,N,N-donor (bis(pyridin-2-ylmethyl)-12-azane (aza), 1,4,7-tribenzyl-1,4,7-triazonane

(azon), N1-(3-(dimethylamino)propyl)-N3,N3-dimethylpropane-1,3-diamine (dpp),

tri(1H-pyrazol-1-yl)borane (pyb), tris(1-ethyl-4-methyl-1H-imidazol-2-yl)phosphane

(trim), tris(pyridin-2-ylmethyl)amine (tripy), N,N,N (1Z,3Z)-N,N""’-di(pyridin-2-yl)-

212-isoindoline-1,3-diimine (dipyim));

g N,N,N,N,-donor tris(pyridin-2-ylmethyl)amine (tripy);

h  N,O-donors:(E)-1-(2-(11-oxidaneyl)phenyl)-N-phenylmethanimine (oxphen);

N,N,N,O-donor (2-((bis(pyridin-2-ylmethyl)amino)methyl)phenyl)(I11-oxidaneyl)

methanone (azam);

j  N,N,0,0,-donor (1E,1’E)-N,N’-(ethane-1,2-diyl)bis(1-(2-(11-oxidaneyl)phenyl)
methanimine) (etoxian) (Figure 12).

-~ 0 o n o

-

7.1.1. Cu(ll)-Flav Complexes

The crystal structure of four Cu-flavonoid complexes: [Cu(Flav-O,0)(oxphen-
N,0)] [274], [Cu(Flav-O,0)(oxphen-N,0)] [274] and [Cu(Flav-O,0)(bipy-N,N)] [275]
and [Cu(Flav-O,0);] [276] are coordinated in the bidentate chelating mode by O,0
atoms from the flavonoid part and N, N/O from the co-ligands. Four of the Cu(Il) com-
plexes are four-coordinated, with a slightly distorted square planar geometry, while the
complex [Cu(Flav-O,0)(PPhs);] [276] has tetrahedral geometry with (Flav-O,0) ligand
coordinated in bidentate mode and two monodentate PPhs.

Five-coordinated Cu(Il)-Flav complexes are in three different coordination modes. Com-
plexes: [Cu(Flav-O,0)(azon-N,N,N)] [277], [Cu(Flav-O,O)(trimp-N,N,N)] [278], [Cu(Flav-
O,0)(tripy-N,N,N)] [279] has distorted square pyramidal geometry (T in range 0.09 to 0.17),
while [Cu(Flav-O,0)(dpp-N,N,N)] [280] and [Cu(Flav-O,0)(dipyim-N,N,N)] [281] are in trigo-
nal pyramidal geometry with T in a range 0.51 to 0.60. General formula for the complexes
mentioned are: [Cu(Flav-O,0)(donor-N,N,N)]. Two complexes with general formula [Cu(Flav-
O,0)(donor-N,N)(donor-O) adopt square pyramidal geometry with T in a range 0.01 to 0.10.
In [Cu(Flav-O,0)(bipy-N,N)ClO,] [282] flavonoid and 2,2’-bipyridine ligand are bidentate
and the other ClO4~ is monodentate, similarly to [Cu(Flav-O,0)(bipy-N,N)acid] [283]. In
[Cu(Flav-O,0)(H;0)3] [284] oxygen atoms from waters molecule are in monodentate mode
with square pyramidal geometry (t = 0.21).
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In the six-coordinated Cu(II) complexes, copper(Il) atoms have a distorted octahedral
geometry and four different coordination spheres have been found. In centrosymmet-
ric complexes: [Cu(Flav-O,N)2(CLO4);] [285], [Cu(Flav-O,N)»(NO3),] [286], and [Cu(Flav-
0,0),(BFy)]> [287] the two flavonoids molecules are bound via oxygen and nitrogen in biden-
tate mode, while apical sides are occupied by monodentate perchlorate/tetrafluoroborate/
nitrate ions. Another octahedral centrosymmetric complex is [Cu(Flav-O,0),(py-N,N),] [269]
with two bidentate chelating flav-ligands and two pyridine monodentate ligands. Com-
plex [Cu(Flav-O,0)(azam-N,N,N,O)] [288] is coordinating bidentate flavonoid molecule and
azam-ligand in tetrandentate mode.

7.1.2. Zn(II)-Flav Complexes

The coexistence of diverse flavonolate donors and N-containing ligands has re-
sulted in the Zn(II)-Flav complexes, in a variety of structures concerning nuclearity and
the coordination sphere. In five-coordinated complexes, there are [Zn(Flav-O,0)(aza-
N,N,N)],NO;~ [289] dinuclear complexes bridging via nitrogen from the aza-donor.
The geometry around Zn(Il) is trigonal bipyramidal (t = 0.77). The three complexes
[Zn(metoxy-Flav-O,0)(dpp-N,N,N)]CIO4~ [290], [Zn(Flav-O,0)(dpp-N,N,N)]C1O4~ [291]
and [Zn(Flav-O,0) (pyb-N,N,N)] [287] have a similar coordination sphere, ZnO;N3.
The geometry for the complexes mentioned is trigonal bipyramidal with T = 0.72, 0.71
and square pyramidal with T = 0.25 for [290-292], respectively. The Flav-O,0 lig-
and is in bidentate and N,N,N-donors in tridentate chelating mode. Another five-
coordinated complex, [Zn(Flav-O,N),(BF4)] [286], has different a coordination mode
via oxygen and nitrogen bound bidentately and monodentately bound tetrafluoroborate
ion (t = 0.03-SQP geometry).

In the six-coordinated Zn(II) complexes, zinc(II) atoms have a distorted octahedral ge-
ometry, while a different coordination sphere was found. In complexes [Zn(Flav-O,0)(tripy-
N,N,N,N)]ClO;~CCl3 [293] and [Zn(Flav-O,0)(tripy-N,N,N,N)]C1O04~CH3CN the coordi-
nation sphere is the same, flavonolate donors are bidentate and tripy-ligand tetradentate.
Complex [Zn(Flav-O,0),(Hy0),] [294] is centrosymmetric with two Flav-O,0 ligands oc-
cupying equatorial plane and two oxygens in apical positions. In flavonoid moiety the
sulfonato group coordinated sodium cation is substituted. In consequence the supramolec-
ular 3-D structure is observed in the crystal lattice. The coordination sphere in the complex
[Zn(Flav-O,0)(H,0)2(SOs3),] [294] is completed by bidentate Flav-O,0O ligand with two
waters in equatorial positions and two sulfonyl oxygen atoms (from adjacent complex) in
axial positions, which leads to assembling the 1D-ladder-like chain coordination polymer.
Complex [Zn(Flav-O,0)(bipy-N,N)(ClO4),] [295] is dinuclear bridging via nitrogens and
oxygens with weakly bound perchlorate ions. Complex [Zn(Flav-O,0),(temed-N,N)] [296]
has distorted octahedral geometry with bidentate mode of ligands.

7.1.3. Co(II)-Flav Complexes

In the Co(II)-Flav complexes, one can distinguish a group of five complexes of gen-
eral formula [Co(Flav-O,0)(azam-N,N,N,O)] [297-299] with distorted octahedral geometry
formed by bidentate Flav-O,0 ligand and tetradentate N,N,N,O-azam ligand. Other com-
plexes with the same geometries are: [Co(Flav-O,0)(etoxian-N,N,0,0)] [300] and [Co(Flav-
O,0)(tripy-N,N,N,N)] [283], where there are different tetradentate ligands coordinated by
two nitrogen and four nitrogens, respectively. It is worth mentioning that tripy-ligand
is linked here by four N-atoms in contrast to the [279] structure. One penta-coordinated
Ni(Il) complex was found [Co(Flav-O,0)(pyb-N,N,N)] [292] with slightly distorted square
pyramidal geometry (t = 0.18).

7.1.4. Fe(I1/11I)-Flav Complexes

In six Fe(II/III)-Flav complexes, six different coordination modes have been observed.
Nearly all the Fe(II/1II)-Flav complexes are mononuclear (excluding [279] with distorted
octahedral geometry with one exception: [292]. Six coordinated complexes [Fe(Flav-
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0,0)(azam-N,N,N,0)] [297], [Fe(Flav-O,0)(etoxian-N,N,0,0)] [301] differ by atoms which
are coordinated in tetradentate mode: N,N,N,O vs. N,N,O,O from azam and etoxian
co-ligand, respectively. Complex [Fe(Flav-O,0)s] [273] is bearing only O,O-donors as
co-ligands in bidentate chelating mode. Its structure is similar to primuletin. Complex
[Fe(Flav-O,0),Cl,CH3OH] [271] adopts two Flav-O,0 bidentate donors: chlorine and
methanol. Flavanoids ligands are nearly perpendicular, therefore apical sides are occupied
by oxygen atom of Flav co-ligand and chlorine atom. The last six-coordinated complex
of [Fe(Flav-O,0)(tripy-N,N,N)0.50],CH3CN,CIO4 ™~ [279] is dinuclear. Each Fe(III) center
has Flav-O,0 ligand and tripy-N,N,N co-ligand and the p-oxo bridge. Finally, the five
coordinated complex [Fe(Flav-O,0)(pyb-N,N,N)] [290] is distorted square pyramidal with
T =0.23 bearing O,0 and N,N,N bidentate and tridentate ligands, respectively.

7.1.5. Ni(II)-Flav Complexes

Ni(II) complexes have been categorized on the nature of co-ligands, coordination
modes, and geometry around Ni(Il). Complexes [Ni(Flav-O,0)(azam-N,N,N,0)] [297] and
[Ni(Flav-O,0)(azam-N,N,N,0)] [302] have the same six-coordinated octahedral geome-
try; however, in [303], the water molecule is as a solvent in the crystal lattice. Similar
co-ligands are in complexes of general formula [Ni(Flav-O,0)(azam-N,N,N,0)] [302] where
in [303] there is Br-azam co-ligand, while in [299] NO,-azam co-ligand with two water
molecules beyond the coordination sphere. Other six-coordinated complexes: [Ni(Flav-
O,0)(tripy-N,N,N,N)] [279], [Ni(Flav-O,0)(H20)4] [303] and [Ni(Flav-O,0),(py-N),] [272]
have the following coordination mode: O,O-bidentate and N,N,N,N-tetradnetate in [279]
0,0 bidentate and monodentate four H,O in [303] and two O,O bidentate Flav ligand with
two monodentate N-pyridine ligands in [269]. Complex [Ni(Flav-O,O)(tripy-N,N,N,] [279]
has the same co-ligand as [279]; however, it is five-coordinated and tripy ligand is coordi-
nated by three nitrogens. In the crystal lattice, the perchlorate ions and dichloromethane
solvent are observed. Other five-coordinated complexes [Ni(Flav-O,O)(pyb-N,N,N,] [304]
and [Ni(Flav-O,0)(pyb-N,N,N,] [292] differ with pyb co-ligands, where in [304] there is
3,5-dimethylpyrazolyl while in [292] 3-mesitylpyrazolyl. For five-coordinated Ni(II) com-
plexes, the distorted square pyramidal geometry is observed with T in the range from 0.2
to 0.43.

7.1.6. Al(IlI)-Flav Complexes

Only one complex of Al(III) was found [Al(Flav-O,0)3] [305], which is an example of
tris—complex in slightly distorted octahedral geometry. Outside the coordination sphere,
there are a chloroform molecule and four water molecules.

7.2. Chromones (Chrom)-Metal lon Complexes

In the found X-ray structures of metal-chromones complexes, the chromone is bound
to the metal in four different binding modes, shown in Figure 13 either in a monodentate,
bidentate or tridentate chelating mode via oxygen or nitrogen in case of mono/bidentate
mode or via oxygen, nitrogen and sulfur in case of tridentate mode.

The discussion concerning the structural features of M-chromones complexes will be
discussed based on the main atom metal. Among all found structures, there are 13 Cu(Il)
complexes, three Zn(Il) complexes and two Ni (II) complexes. Of these, four are dinuclear
complexes.

7.2.1. Cu(Il)-Chromone Complexes

Most of the Cu(II) chromone complexes bear O,N,S donors as ligands in tridentate
mode, where oxygen is bound in chromone moiety in C4 position, while nitrogen and
sulphur are a part of thiosemicarbazones and thiosemicarbazides derivatives substituted
to the main moiety at position C3. In the dinuclear complexes—[Cu(ThiosemiChrom-
O,N,S)NOs], [306], [Cu(ThiosemiChrom-O,N,S)Cl], [307] and [Cu(ThiosemiChrom-O,N,S)
Cl], [308]—two Cu atoms are double-bridged to a central Cu(Il) atom via oxygen (NOs3)
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and chlorine atoms. Complex [Cu(Chrom-O)(Chrom-N)Cl], [309] is also dinuclear, how-
ever the ligands are bound to copper atom via oxygen (C4) and nitrogen (C7). Complex
[Cu(ThiosemiChrom-O,N,S)SOy], [310] is linked two Cu(Il) atoms via one SO42-bridge.
All mentioned complexes are five-coordinated, with distorted square pyramidal geom-
etry (T in range 0.06 to 0.33). Other five-coordinated complexes—[Cu(ThiosemiChrom-
O,N,S)(H,0)(CIO4)]CI1O4 ™~ [311], 2[Cu(ThiosemiChrom-O,N,S)(H,O)(NO3)](NO5 ™), [306],
[Cu(ThiosemiChrom-O,N,S)Br;] [306]—are mononuclear, bearing thiosemicarbazones and
thiosemicarbazides substituents, while one complex [Cu(Chrom-O,0)(dipyim-N,N,N)] [312]
bears bidentate chromon O,0O-ligand and tridentate dipyim-N,N,N co-ligand. For those
complexes, one can observe square pyramidal geometry with T in a range 0.03 to 0.38. Two
complexes are six coordinated with slightly distorted octahedral geometry: [Cu(Chrom-
N,0),(ClO4),] [313] with two bedentate amino-chroman moiety and two perchlorate ions
and complex: [Cu(Chrom-O),(ClO4),H,0] [309] with two monodentate chroman ligands
and two waters and perchlorate ions linked to copper(Il) atom. One complex with thiosemi-
carbazone derivative is four-coordinated: [Cu(ThiosemiChrom-O,N,S)Cl] [314] with nearly
square planar geometry.

g 9) 0O 9) N/O
\I\L/ \RL/ N

Figure 13. Coordination modes for the chromones complexes.

7.2.2. Zn(II)-Chromone Complexes

Two Zn(II) complexes are five-coordinated: [Zn(Chrom-O,N,O)(H,O)(NOs)] [315]
and [Zn(ThiosemiChrom-O,N,S)(H,O)(NO3)](NO3™),CoHsOH [316], with tridentante
oxa/thio-chromone ligand and water and nitrate ion coordinated to zinc (II) atom (t
in range 0.08 to 0.22). Complex [Zn(ThiosemiChrom-O,N,S)(Cl)] [314] is in distorted square
geometry.

7.2.3. Ni(II)-Chromone Complexes

There are only two nickel(Il) complexes: one is [Ni(ThiosemiChrom-O,N,S)(H;0);]
(NO3;7), [316] bearing bidentate O,N,S thiosemichroman ligand with three water molecules,
the second is centrosymmetric with two ThiosemiChrom-O,N,S ligands: [Ni(ThiosemiChrom-
O,N,S);INOs ™ [317]. Both are six-coordinated with slightly distorted octahedral geometry.

7.3. Coumarins (Coum)—Metal Complexes

Similarly to the previous discussion, the structures of coumarins metal complexes
have been categorized according to metal, nature of ligands and coordination number
(Figure 14).

G ) GO0 L) W

Figure 14. Coordination modes for the coumarins complexes.

7.3.1. Cu(Il)-Coumarin Complexes

Among Cu(Il) coumarin six-coordinated complexes, there are one dinuclear com-
plex [Cu(CoumO,N,N),]2(ClO4)4,CH3NO,,HyO [318], [Cu(Coum-O,N,N),]2(ClO4™ )2,
CH3CN [319], both bearing tridentate Coum-O,N,N ligand, while the latter one is cen-
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trosymmetric. Additionally, centrosymmetric is complex [Cu(Coum-O,0),(H,0), [320].
Five coordinated complexes bear tridentate Coum-O,N,O ligands, its: [Cu(Coum-O,N,O)
(CoH50H)(NO3)] [321] and [Cu(Coumc-O,N,0)2(NO3)] [322] with T equals 0.08 and 0.2,
what indicate square pyramidal geometry. Four-coordinated complexes: [Cu(Coum-
O,N,S)(C]D)] and [Cu(Coum-O,N,S)(CI)JH,O [323] [Cu(Coum-O,N,N)(CI)] [324] have the
ligand in the tridentate mode, all complexes adopt distorted square geometry.

7.3.2. Zn(II)-Coumarin Complexes

Zn(II) complexes with coumarine substituted ligands are mainly six and five-coordinated:
[Zn(Coum-O,N,n)(CD)](ClO4 )2 (CH,Cly)4 [325], where substituted coumarins ligands are
bound by phosphorus atom. Complex [Zn(Coum-O,N,0)(NO3)] [326] is polycyclic, while
complex [Zn(Coum-O,N,0)] [327] is centrosymmetrical bis-complex with two tridentate
ligands as well as [Zn(Coum-O,0)(H,O)] with two bidenate ligands. Five coordinated com-
plexes: [Zn(Coum-O,N,0)(H,O)Cl] [328], [Zn(Coum-O,N,N)Cl;] [329] have similar tridentate
ligands and both have square pyramidal geometry.

7.3.3. Co(II)-Coumarin Complexes

All Co(II) complexes are in octahedral geometry: Three differ by substituent of coumarine
molecule; however, the general formula [Co(Coum-O,N,O)(dpp-N,N,N)](C1O4)H,O [330]
and chelating mode is the same. The complex [Co(coum-O,N,O)(CH3OH)(NOs) [322] is
polycyclic.

7.3.4. Ni(II)-Coumarin Complexes

Two Ni(II) complexes were found, both in octahedral geometry, both centrosym-
metric bearing tridentate Coum-O,N,O or Coum-O,N,N ligands: [Ni(Coum-O,N,O)]»
H,OOHCNMe, [327] and [Ni(Coum-O,N),], [331].

8. Application of Plant Compounds and Their Complexes in Medicinal Chemistry
and Pharmacy

Plants for medical use have been an important source of pharmaceutical substances
since ancient times, and their consumption has increased significantly in recent years.
While plant secondary metabolites such as terpenes, alkaloids and cyanogenic glycosides
can be used for this purpose, the major pharmacological effect is most often provided by
the presence of compounds with a characteristic low-molecular-weight phenolic system
such as, i.e., flavonoids, stilbenes or arylbenzofurons [332,333]. Flavonoids are synthesized
by plants in response to microbial infection to defense and signaling between plants and
microorganisms. As they are one of the largest groups of phytochemicals with proven
bioactivity, they show unflagging interest due to their pharmacological activities. It is worth
mentioning that most of the flavonoid metal ion complexes are characterized by a similar
or even increased therapeutic potential compared to the parent flavonoids [334-336].

Flavonoids have the ability to activate human enzyme defense systems and therefore
they comprise dietary elements with health-promoting properties. Providing the right
amount of flavonoid-rich plants with the diet can contribute to the prevention of many
diseases, including cancer, cardiovascular diseases such as atherosclerosis and neurode-
generative diseases such as Alzheimer’s or Parkinson disease [335-337]. For example, the
prevention of CVD is mainly related to their antioxidant properties. Complex compounds
with iron (II) and (III), copper (II) or zinc (II) ions have even greater possibilities of reducing
free radical formation and of scavenging free radicals in relation to free flavonoids (e.g.,
rutin (26) or epicatechin). Their action consists, among others, of inhibiting the oxidation
of cell membrane lipids and low-density lipoproteins, and increasing the concentration of
high-density lipoproteins. As mentioned above, flavonoids have the ability to prevent ox-
idative stress by interfering with endogenous radical-producing systems and thus protect
against cell damage and the development of neurological diseases, diabetes and cancer.
Most of the luteolin (1) metal ion complexes also exhibit anti-inflammatory properties,
which are most likely directly related to their antioxidant activity [338-340].
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The antimicrobial activity of flavonoids and their metal ion complexes is most likely
related to their ability to inhibit the action of bacterial DNA enzymes and protein biosyn-
thesis, damage or disfunction of bacterial cell membranes, and interference with the energy
transformations of microorganisms. Likewise, the flavonoids’ antiviral activity is based on
the inhibition of various enzymes associated with the life cycle of viruses. Some flavonoids
inhibit viral replication by inhibiting the activity of viral RNA polymerase. Such activity
was confirmed for sylimarin against hepatitis C virus (HCV) or for quercetin (3) against
DENV-2. The antiviral activity of flavonoids has been observed and described, inter alia,
for other viruses such as human adenoviruses, human cytomegalovirus, HSV-1, HSV-2 and
influenza [334,341-343].

One of the topics that is currently widely discussed is flavonoids” potential prophy-
lactic action against SARS-CoV-2 and impact on the treatment of COVID-19 due to their
documented antiviral activity against whole group of coronaviruses as a natural ACE2
regulators and inhibitors. ACE2 cellular receptor is an angiotensin-converting enzyme that
plays an important role in the transmission of virus to host cells by binding to SARS-CoV
spike glycoprotein [335,344,345]. Some flavonoids interact with and inhibit CoV spike
glycoprotein. For example, luteolin (1) and quercetin (3) are able to inhibit the attachment
and entry of SARS-CoV virions into human cells after binding to the S2 domain (subunit
for the fusion between cellular and viral membranes) of the spike glycoprotein without
toxic effect (EC50 of 10.6 uM and EC50 of 83.4 uM, respectively) [337]. In silico studies
have also been carried out to identify non-covalent interaction between ligand (inhibitor)
and protein (target) of nine flavonoids, including baicalin (35), curcumin, galangin (27)
and epigallocatechin. Molecular docking indicates their high inhibitory potential for the
glycoprotein 2019-NCOV (6VSB), especially for the baicalin (35) where is even better than
in the case of standard drugs such as Abacavir or hydroxychloroquine [346].

Moreover, studies show that in COVID-19 disease, the virus replicates in the epithelial
cells of the respiratory tract, which activates the immune system, increases the secretion of
a pro-inflammatory cytokine and an intense immune response, leading to damage to lung
tissue. This excessive immune response, so called “cytokine storm”, which is manifested
by overproduction of pro-inflammatory cytokines such as IL-6, TNF-« and IL-1f3, is one of
the most important markers of adverse outcomes in SARS-CoV-2 infection. As flavonoids
can regulate the secretion of pro-inflammatory cytokines and inflammation is the core of
the etiopathogenesis of COVID-19 disease, the possibility of these compounds acting as
modulators of inflammatory responses and substances alleviating the symptoms of the
disease is considered [335,347,348]. For example, a randomized, double-blind, placebo-
controlled study where patients who had been diagnosed with COVID-19 received 160 mg
of Nano-curcumin in four 40 mg capsules daily for 14 days, was carried out. It confirmed
that the administration of Nano-curcumin causes a reduction in the secretion of IL-13 and
IL-6. The levels of pro-inflammatory cytokines were significantly higher in the patients
with COVID-19 when compared to the healthy control group (Unpaired T-test, p = 0.0001
for IL-1p and p = 0.0003 for IL-6). Cytokine secretion for Nano-curcumin-treated COVID-
19 patients was reduced in comparison to placebo group (Paired T-test, p = 0.0082 for
IL-1p and p = 0.0038 for IL-6) [347]. The anti-inflammatory effect of luteolin (1) in IL-1§3-
stimulated rat OA chondrocytes in vitro and its protective role in a MIA-induced model of
OA in vivo were also confirmed [349]. Among other flavonoids modulating the production
of inflammatory mediators, apigetrin (a glucoside conjugate of apigenin) reducing IL-13,
TNF-«, IL-6 or catechin (13) and glycosylated derivatives of quercetin (3), reducing the
production of TNF-¢, IL-1(3, IL-6 and IL-8 have also been described [335,350,351].

The potential of flavonoids as natural substances supporting the prevention of SARS-
CoV-2 infection or alleviating the course of COVID-19, due to their extensive biological
activity seems to be quite high, although it requires further confirmation.
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9. Conclusions

In this paper, we have dealt with flavonoids, chromones and coumarins which are
well-known plant compounds. These compounds have many similarities related to the
main structure and origin. They also have similar biological properties that allow them to be
used in the medical and pharmaceutical fields. In this review, we focus on the antioxidant
and anti-inflammatory activities of flavonoids, coumarins and chromones, which are
characteristic of these compounds and mainly depend on the substitution pattern. In
addition, we looked at their metal ion complexes and compared their antioxidant activity
with free ligands. The diversity of flavonoid, chromone and coumarin complexes is evident,
as well as the involvement of different ligands and coordination modes. Most complexes are
in the bidentate N,O mode, while the tridentate N,S,0 mode is characteristic of coumarins.
As we all know, antioxidant properties are important for maintaining good health, as
many diseases are due to a lack of balance between free radicals and antioxidants. This
is especially true of diseases associated with inflammation and cancer. The strength of
free radical inhibition depends on the chemical structure and substitution scheme, as well
as the functional groups that affect the possibility of binding with metal ions. Therefore,
we distinguish different binding motifs that also affect the antioxidant potential of these
compounds. Flavonoids, coumarins and chromones are good antioxidants, but the activity
depends on the chemical structure. Especially flavonoids with catechol group are good
metal chelators and radical scavengers. To study the antioxidant activity of the compounds,
the ABTS, DPPH, CRAC, FRAP, FTC and TBA methods were used, and in particular
the DPPH method was the most frequently chosen method to determine the antiradical
potential of the described compounds. It is also worth mentioning that the scavenging
activity of flavonoids was higher after complexation with metal ions. Among the free
flavonoids, quercetin has the best antioxidant properties. The other flavonoids, as well
as coumarins and chromones, have moderate scavenging activity. Currently, studies
are being conducted against COVID-19 using a group of phytochemicals that have been
discussed here. Although the group of phytochemicals is diverse, a small number of them
have been qualified for clinical trials and are commercially available. To improve the
knowledge of natural products and their pharmacological properties, isolation, synthesis,
structure-activity relationship, identification of their molecular mechanism and evaluation
of biological properties should be carried out.
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Author Contributions: Conceptualization, E.B. and A.S.; writing—original draft preparation, PM.,
MM., PH,, AS. and E.B.; writing—review and editing, PM.; supervision, E.B.; funding acquisition,
E.B. All authors have read and agreed to the published version of the manuscript.

Funding: This research was funded by University of Lodz (grant No. B1811100000050.01 to M.M.)
and Medical University of Lodz (grant No. 503 /3-066-02/503-31-001 to E.B.).

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Neha, K.; Haider, M.R.; Pathak, A.; Yar, M.S. Medicinal prospects of antioxidants: A review. Eur. . Med. Chem. 2019, 178, 687-704.
[CrossRef] [PubMed]

2. Snezhkina, A.V,; Kudryavtseva, A.V.; Kardymon, O.L.; Savvateeva, M.V.; Melnikova, N.V,; Krasnov, G.S.; Dmitriev, A.A. ROS
Generation and Antioxidant Defense Systems in Normal and Malignant Cells. Oxid. Med. Cell. Longev. 2019, 2019, 6175804.
[CrossRef]

3. Sies, H.; Jones, D.P. Reactive oxygen species (ROS) as pleiotropic physiological signalling agents. Nat. Rev. Mol. Cell Biol. 2020, 21,

363-383. [CrossRef]


http://doi.org/10.1016/j.ejmech.2019.06.010
http://www.ncbi.nlm.nih.gov/pubmed/31228811
http://doi.org/10.1155/2019/6175804
http://doi.org/10.1038/s41580-020-0230-3

Molecules 2021, 26, 4886 39 of 52

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Moldogazieva, N.T.; Mokhosoev, LM.; Feldman, N.B.; Lutsenko, S.V. ROS and RNS signalling: Adaptive redox switches through
oxidative/nitrosative protein modifications. Free Radic. Res. 2018, 52, 507-543. [CrossRef]

Ferreira, C.A.; Ni, D.; Rosenkrans, Z.T.; Cai, W. Scavenging of reactive oxygen and nitrogen species with nanomaterials. Nano Res.
2018, 11, 4955-4984. [CrossRef]

Spitz, D.R.; Hauer-Jensen, M. Ionizing Radiation-Induced Responses: Where Free Radical Chemistry Meets Redox Biology and
Medicine. Antioxid. Redox Signal. 2014, 20, 1407-1409. [CrossRef]

Ramsay, R.R. Electron carriers and energy conservation in mitochondrial respiration. ChemTexts 2019, 5, 9. [CrossRef]

Perillo, B.; Di Donato, M.; Pezone, A.; Di Zazzo, E.; Giovannelli, P; Galasso, G.; Castoria, G.; Migliaccio, A. ROS in cancer therapy:
The bright side of the moon. Exp. Mol. Med. 2020, 52, 192-203. [CrossRef]

Sproll, C.; Ruge, W.; Andlauer, C.; Godelmann, R.; Lachenmeier, D.W. HPLC analysis and safety assessment of coumarin in foods.
Food Chem. 2008, 109, 462-469. [CrossRef]

Shen, Y.X,; Teng, H.L.; Yang, G.Z.; Mei, Z.N.; Chen, X.L. A new chromone derivative from Berchemia lineata. Yao Xue Xue Bao
2010, 45, 1139-1143.

Tanaka, N.; Kashiwada, Y.; Nakano, T.; Shibata, H.; Higuchi, T.; Sekiya, M.; Ikeshiro, Y.; Takaishi, Y. Chromone and chromanone
glucosides from Hypericumsikokumontanum and their anti-Helicobacter pylori activities. Phytochemistry 2009, 70, 141-146.
[CrossRef]

Pacher, P.; Beckman, J.S.; Liaudet, L. Nitric oxide AND Peroxynitrite in health and disease. Physiol. Rev. 2007, 87, 315-424.
[CrossRef]

Oke, G.O.; Abiodun, A.A.; Imafidon, C.E.; Monsi, B.E. Zingiber officinale (Roscoe) mitigates CCls-induced liver histopathology
and biochemical derangements through antioxidant, membrane-stabilizing and tissue-regenerating potentials. Toxicol. Rep. 2019,
6,416-425. [CrossRef]

Antunes dos Santos, A.; Ferrer, B.; Marques Gongalves, F.; Tsatsakis, A.; Renieri, E.; Skalny, A.; Farina, M.; Rocha, J.; Aschner, M.
Oxidative Stress in Methylmercury-Induced Cell Toxicity. Toxics 2018, 6, 47. [CrossRef]

Hamanaka, R.B.; Glasauer, A.; Hoover, P,; Yang, S.; Blatt, H.; Mullen, A.R.; Getsios, S.; Gottardi, C.J.; DeBerardinis, R.J.; Lavker,
R.M,; et al. Mitochondrial reactive oxygen species promote epidermal differentiation and hair follicle development. Sci. Signal.
2013, 6, ra8. [CrossRef]

Cheng, D.-B.; Zhang, X.-H.; Gao, Y.-].; Ji, L.; Hou, D.; Wang, Z.; Xu, W.; Qiao, Z.-Y.; Wang, H. Endogenous Reactive Oxygen
Species-Triggered Morphology Transformation for Enhanced Cooperative Interaction with Mitochondria. J. Am. Chem. Soc. 2019,
141, 7235-7239. [CrossRef]

Papa, S.; Martino, P.L.; Capitanio, G.; Gaballo, A.; de Rasmo, D.; Signorile, A.; Petruzzella, V. The Oxidative Phosphorylation
System in Mammalian Mitochondria. Adv. Exp. Med. Biol. 2012, 942, 3-37.

Hu, N.; Ren, J. Reactive Oxygen Species Regulate Myocardial Mitochondria through Post-Translational Modification. React. Oxyg.
Species 2016, 2, 264-271. [CrossRef]

Peoples, ].N.; Saraf, A.; Ghazal, N.; Pham, T.T.; Kwong, J.Q. Mitochondrial dysfunction and oxidative stress in heart disease. Exp.
Mol. Med. 2019, 51, 1-13. [CrossRef] [PubMed]

Kaarniranta, K.; Pawlowska, E.; Szczepanska, J.; Jablkowska, A.; Blasiak, J. Role of Mitochondrial DNA Damage in ROS-Mediated
Pathogenesis of Age-Related Macular Degeneration (AMD). Int. J. Mol. Sci. 2019, 20, 2374. [CrossRef] [PubMed]

Rimessi, A.; Previati, M.; Nigro, F.; Wieckowski, M.R.; Pinton, P. Mitochondrial reactive oxygen species and inflammation:
Molecular mechanisms, diseases and promising therapies. Int. |. Biochem. Cell Biol. 2016, 81, 281-293. [CrossRef]

Van der Vliet, A ; Janssen-Heininger, YM.W.; Anathy, V. Oxidative stress in chronic lung disease: From mitochondrial dysfunction
to dysregulated redox signaling. Mol. Asp. Med. 2018, 63, 59-69. [CrossRef]

Dhawan, V. Reactive Oxygen and Nitrogen Species: General Considerations. In Studies on Respiratory Disorders. Oxidative Stress in
Applied Basic Research and Clinical Practice; Ganguly, N., Jindal, S., Biswal, S., Barnes, P., Pawankar, R., Eds.; Humana Press: New
York, NY, USA, 2014; pp. 27-47. [CrossRef]

Martinez, M.C.; Andriantsitohaina, R. Reactive nitrogen species: Molecular mechanisms and potential significance in health and
disease. Antioxid. Redox Signal. 2009, 11, 669-702. [CrossRef]

Thomas, D.C. The phagocyte respiratory burst: Historical perspectives and recent advances. Immunol. Lett. 2017, 192, 88-96.
[CrossRef]

del Rio, L.A.; Lopez-Huertas, E. ROS Generation in Peroxisomes and its Role in Cell Signaling. Plant Cell Physiol. 2016, 57,
1364-1376. [CrossRef]

Fransen, M.; Nordgren, M.; Wang, B.; Apanasets, O. Role of peroxisomes in ROS/RNS-metabolism: Implications for human
disease. Biochim. Biophys. Acta BBA Mol. Basis Dis. 2012, 1822, 1363-1373. [CrossRef]

Liu, J.; Lu, W.; Shi, B.; Klein, S.; Su, X. Peroxisomal regulation of redox homeostasis and adipocyte metabolism. Redox Biol. 2019,
24,101167. [CrossRef]

Schwarz, D.S.; Blower, M.D. The endoplasmic reticulum: Structure, function and response to cellular signaling. Cell. Mol. Life Sci.
2015, 73, 79-94. [CrossRef]

Kim, K,; An, A; Park, H.; Jang, K.; Moon, W.; Kang, M.; Lee, Y.; Ku, J.; Chung, M. Combined expression of protein disulfide
isomerase and endoplasmic reticulum oxidoreductin 1-« is a poor prognostic marker for non-small cell lung cancer. Oncol. Lett.
2018, 16, 5753-5760. [CrossRef]


http://doi.org/10.1080/10715762.2018.1457217
http://doi.org/10.1007/s12274-018-2092-y
http://doi.org/10.1089/ars.2013.5769
http://doi.org/10.1007/s40828-019-0085-4
http://doi.org/10.1038/s12276-020-0384-2
http://doi.org/10.1016/j.foodchem.2007.12.068
http://doi.org/10.1016/j.phytochem.2008.11.006
http://doi.org/10.1152/physrev.00029.2006
http://doi.org/10.1016/j.toxrep.2019.05.001
http://doi.org/10.3390/toxics6030047
http://doi.org/10.1126/scisignal.2003638
http://doi.org/10.1021/jacs.8b07727
http://doi.org/10.20455/ros.2016.845
http://doi.org/10.1038/s12276-019-0355-7
http://www.ncbi.nlm.nih.gov/pubmed/31857574
http://doi.org/10.3390/ijms20102374
http://www.ncbi.nlm.nih.gov/pubmed/31091656
http://doi.org/10.1016/j.biocel.2016.06.015
http://doi.org/10.1016/j.mam.2018.08.001
http://doi.org/10.1007/978-1-4939-0497-6_2
http://doi.org/10.1089/ars.2007.1993
http://doi.org/10.1016/j.imlet.2017.08.016
http://doi.org/10.1093/pcp/pcw076
http://doi.org/10.1016/j.bbadis.2011.12.001
http://doi.org/10.1016/j.redox.2019.101167
http://doi.org/10.1007/s00018-015-2052-6
http://doi.org/10.3892/ol.2018.9339

Molecules 2021, 26, 4886 40 of 52

31.
32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

Zito, E. EROL1: A protein disulfide oxidase and HyO, producer. Free Radic. Biol. Med. 2015, 83, 299-304. [CrossRef]

Zeeshan, H,; Lee, G.; Kim, H.-R.; Chae, H.-J. Endoplasmic Reticulum Stress and Associated ROS. Int. J. Mol. Sci. 2016, 17, 327.
[CrossRef]

Tabata, S.; Yamamoto, M.; Goto, H.; Hirayama, A.; Ohishi, M.; Kuramoto, T.; Mitsuhashi, A.; Ikeda, R.; Haraguchi, M.; Kawahara,
K.; et al. Thymidine catabolism promotes NADPH oxidase-derived reactive oxygen species (ROS) signalling in KB and yumoto
cells. Sci. Rep. 2018, 8, 6760. [CrossRef]

Pegg, A.E. Functions of Polyamines in Mammals. J. Biol. Chem. 2016, 291, 14904-14912. [CrossRef]

Gwozdzinski, K.; Pieniazek, A.; Gwozdzinski, L. Reactive Oxygen Species and Their Involvement in Red Blood Cell Damage in
Chronic Kidney Disease. Oxid. Med. Cell. Longev. 2021, 2021, 6639199. [CrossRef]

Burtenshaw, D.; Hakimjavadi, R.; Redmond, E.; Cahill, P. Nox, Reactive Oxygen Species and Regulation of Vascular Cell Fate.
Antioxidants 2017, 6, 90. [CrossRef]

Guo, Q.; Li, F; Duan, Y.;; Wen, C.; Wang, W.; Zhang, L.; Huang, R.; Yin, Y. Oxidative stress, nutritional antioxidants and beyond.
Sci. China Life Sci. 2019, 63, 866-874. [CrossRef]

Niki, E.; Yoshida, Y.; Saito, Y.; Noguchi, N. Lipid peroxidation: Mechanisms, inhibition, and biological effects. Biochem. Biophys.
Res. Commun. 2005, 338, 668-676. [CrossRef] [PubMed]

Su, L.-].; Zhang, ].-H.; Gomez, H.; Murugan, R.; Hong, X,; Xu, D.; Jiang, F; Peng, Z.-Y. Reactive Oxygen Species-Induced Lipid
Peroxidation in Apoptosis, Autophagy, and Ferroptosis. Oxid. Med. Cell. Longev. 2019, 2019, 5080843. [CrossRef] [PubMed]
Willems, PH.G.M.; Rossignol, R.; Dieteren, C.E.J.; Murphy, M.P.; Koopman, W.J.H. Redox Homeostasis and Mitochondrial
Dynamics. Cell Metab. 2015, 22, 207-218. [CrossRef] [PubMed]

Lv, D.; Xiong, X.; Yang, H.; Wang, M.; He, Y.; Liu, Y,; Yin, Y. Effect of dietary soy oil, glucose, and glutamine on growth
performance, amino acid profile, blood profile, immunity, and antioxidant capacity in weaned piglets. Sci. China Life Sci. 2018, 61,
1233-1242. [CrossRef] [PubMed]

Maulucci, G.; Daniel, B.; Cohen, O.; Avrahami, Y.; Sasson, S. Hormetic and regulatory effects of lipid peroxidation mediators in
pancreatic beta cells. Mol. Asp. Med. 2016, 49, 49-77. [CrossRef] [PubMed]

Crescenzo, R.; Bianco, F; Mazzoli, A.; Giacco, A.; Liverini, G.; Iossa, S. A possible link between hepatic mitochondrial dysfunction
and diet-induced insulin resistance. Eur. |. Nutr. 2015, 55, 1-6. [CrossRef]

Hauck, A K.; Bernlohr, D.A. Oxidative stress and lipotoxicity. J. Lipid Res. 2016, 57, 1976-1986. [CrossRef]

Daiber, A.; Daub, S.; Bachschmid, M.; Schildknecht, S.; Oelze, M.; Steven, S.; Schmidt, P.; Megner, A.; Wada, M.; Tanabe, T.; et al.
Protein Tyrosine Nitration and Thiol Oxidation by Peroxynitrite—Strategies to Prevent These Oxidative Modifications. Int. J. Mol.
Sci. 2013, 14, 7542-7570. [CrossRef]

Torres-Cuevas, I.; Kuligowski, J.; Carcel, M.; Chafer-Pericés, C.; Asensi, M.; Solberg, R.; Cubells, E.; Nufiez, A.; Saugstad, O.D.;
Vento, M; et al. Protein-bound tyrosine oxidation, nitration and chlorination by-products assessed by ultraperformance liquid
chromatography coupled to tandem mass spectrometry. Anal. Chim. Acta 2016, 913, 104-110. [CrossRef]

Saladino, J.; Liu, M; Live, D.; Sharp, J.S. Aliphatic peptidyl hydroperoxides as a source of secondary oxidation in hydroxyl radical
protein footprinting. J. Am. Soc. Mass Spectrom. 2009, 20, 1123-1126. [CrossRef]

Davies, M.]. Protein and Peptide Alkoxyl Radicals Can Give Rise to C-Terminal Decarboxylation and Backbone Cleavage. Arch.
Biochem. Biophys. 1996, 336, 163-172. [CrossRef]

Reeg, S.; Grune, T. Protein Oxidation in Aging: Does It Play a Role in Aging Progression? Antioxid. Redox Signal. 2015, 23, 239-255.
[CrossRef] [PubMed]

Estévez, M.; Luna, C. Dietary protein oxidation: A silent threat to human health? Crit. Rev. Food Sci. Nutr. 2017, 57, 3781-3793.
[CrossRef] [PubMed]

Ren, J.; Bi, Y.; Sowers, ].R.; Hetz, C.; Zhang, Y. Endoplasmic reticulum stress and unfolded protein response in cardiovascular
diseases. Nat. Rev. Cardiol. 2021, 18, 499-521. [CrossRef]

Singh, A.; Kukreti, R.; Saso, L.; Kukreti, S. Oxidative Stress: A Key Modulator in Neurodegenerative Diseases. Molecules 2019, 24,
1583. [CrossRef]

Cenini, G.; Lloret, A.; Cascella, R. Oxidative Stress in Neurodegenerative Diseases: From a Mitochondrial Point of View. Oxidative
Med. Cell. Longev. 2019, 2019, 2105607. [CrossRef] [PubMed]

Sharifi-Rad, M.; Lankatillake, C.; Dias, D.A.; Docea, A.O.; Mahomoodally, M.E,; Lobine, D.; Chazot, P.L.; Kurt, B.; Boyunegmez
Tumer, T.; Catarina Moreira, A.; et al. Impact of Natural Compounds on Neurodegenerative Disorders: From Preclinical to
Pharmacotherapeutics. J. Clin. Med. 2020, 9, 1061. [CrossRef]

Marnett, L.J.; Riggins, J.N.; West, ].D. Endogenous generation of reactive oxidants and electrophiles and their reactions with DNA
and protein. J. Clin. Investig. 2003, 111, 583-593. [CrossRef]

Ohshima, H. Genetic and epigenetic damage induced by reactive nitrogen species: Implications in carcinogenesis. Toxicol. Lett.
2003, 140-141, 99-104. [CrossRef]

Srinivas, U.S.; Tan, BW.Q.; Vellayappan, B.A.; Jeyasekharan, A.D. ROS and the DNA damage response in cancer. Redox Biol. 2019,
25,101084. [CrossRef]

Kowalska, M.; Piekut, T.; Prendecki, M.; Sodel, A.; Kozubski, W.; Dorszewska, J. Mitochondrial and Nuclear DN A Oxidative
Damage in Physiological and Pathological Aging. DNA Cell Biol. 2020, 39, 1410-1420. [CrossRef]


http://doi.org/10.1016/j.freeradbiomed.2015.01.011
http://doi.org/10.3390/ijms17030327
http://doi.org/10.1038/s41598-018-25189-y
http://doi.org/10.1074/jbc.R116.731661
http://doi.org/10.1155/2021/6639199
http://doi.org/10.3390/antiox6040090
http://doi.org/10.1007/s11427-019-9591-5
http://doi.org/10.1016/j.bbrc.2005.08.072
http://www.ncbi.nlm.nih.gov/pubmed/16126168
http://doi.org/10.1155/2019/5080843
http://www.ncbi.nlm.nih.gov/pubmed/31737171
http://doi.org/10.1016/j.cmet.2015.06.006
http://www.ncbi.nlm.nih.gov/pubmed/26166745
http://doi.org/10.1007/s11427-018-9301-y
http://www.ncbi.nlm.nih.gov/pubmed/29785573
http://doi.org/10.1016/j.mam.2016.03.001
http://www.ncbi.nlm.nih.gov/pubmed/27012748
http://doi.org/10.1007/s00394-015-1073-0
http://doi.org/10.1194/jlr.R066597
http://doi.org/10.3390/ijms14047542
http://doi.org/10.1016/j.aca.2016.01.054
http://doi.org/10.1016/j.jasms.2009.02.004
http://doi.org/10.1006/abbi.1996.0545
http://doi.org/10.1089/ars.2014.6062
http://www.ncbi.nlm.nih.gov/pubmed/25178482
http://doi.org/10.1080/10408398.2016.1165182
http://www.ncbi.nlm.nih.gov/pubmed/27128327
http://doi.org/10.1038/s41569-021-00511-w
http://doi.org/10.3390/molecules24081583
http://doi.org/10.1155/2019/2105607
http://www.ncbi.nlm.nih.gov/pubmed/31210837
http://doi.org/10.3390/jcm9041061
http://doi.org/10.1172/JCI200318022
http://doi.org/10.1016/S0378-4274(02)00506-4
http://doi.org/10.1016/j.redox.2018.101084
http://doi.org/10.1089/dna.2019.5347

Molecules 2021, 26, 4886 41 of 52

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.
74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

Nissanka, N.; Moraes, C.T. Mitochondrial DNA damage and reactive oxygen species in neurodegenerative disease. FEBS Lett.
2018, 592, 728-742. [CrossRef]

Inupakutika, M.A.; Sengupta, S.; Devireddy, A.R.; Azad, R.K.; Mittler, R. The evolution of reactive oxygen species metabolism. J.
Exp. Bot. 2016, 67, 5933-5943. [CrossRef]

Wagner, B.A.; Venkataraman, S.; Buettner, G.R. The rate of oxygen utilization by cells. Free Radic. Biol. Med. 2011, 51, 700-712.
[CrossRef] [PubMed]

Di Meo, S.; Reed, T.T.; Venditti, P.; Victor, V.M. Role of ROS and RNS Sources in Physiological and Pathological Conditions. Oxid.
Med. Cell. Longev. 2016, 2016, 1245049. [CrossRef]

Amir Aslani, B.; Ghobadi, S. Studies on oxidants and antioxidants with a brief glance at their relevance to the immune system.
Life Sci. 2016, 146, 163-173. [CrossRef]

Lazzarino, G.; Listorti, I.; Bilotta, G.; Capozzolo, T.; Amorini, A.; Longo, S.; Caruso, G.; Lazzarino, G.; Tavazzi, B.; Bilotta, P. Water-
and Fat-Soluble Antioxidants in Human Seminal Plasma and Serum of Fertile Males. Antioxidants 2019, 8, 96. [CrossRef]
Ighodaro, O.M.; Akinloye, O.A. First line defence antioxidants-superoxide dismutase (SOD), catalase (CAT) and glutathione
peroxidase (GPX): Their fundamental role in the entire antioxidant defence grid. Alex. J. Med. 2018, 54, 287-293. [CrossRef]
Flynn, J.M.; Melov, S. SOD2 in mitochondrial dysfunction and neurodegeneration. Free Radic. Biol. Med. 2013, 62, 4-12. [CrossRef]
Younus, H. Therapeutic potentials of superoxide dismutase. Int. J. Health Sci. 2018, 12, 88-93.

Saadat, M. Association between C-262T genetic polymorphism at the promoter region of the catalase gene (CAT) and the risk of
inflammatory bowel diseases: Evidence from meta-analysis. Gene Rep. 2019, 14, 114-117. [CrossRef]

Cardoso, B.R.; Hare, D.J.; Bush, A.L; Roberts, B.R. Glutathione peroxidase 4: A new player in neurodegeneration? Mol. Psychiatry
2016, 22, 328-335. [CrossRef]

Brigelius-Flohé, R.; Flohé, L. Regulatory Phenomena in the Glutathione Peroxidase Superfamily. Antioxid. Redox Signal. 2020, 33,
498-516. [CrossRef]

Park, M.H.; Jo, M.R.; Kim, Y.R.; Lee, C.-K.; Hong, ].T. Roles of peroxiredoxins in cancer, neurodegenerative diseases and
inflammatory diseases. Pharmacol. Ther. 2016, 163, 1-23. [CrossRef] [PubMed]

Fan, J.; Ye, ].; Kamphorst, ].J.; Shlomi, T.; Thompson, C.B.; Rabinowitz, ].D. Quantitative flux analysis reveals folate-dependent
NADPH production. Nature 2014, 510, 298-302. [CrossRef]

Ulrich, K.; Jakob, U. The role of thiols in antioxidant systems. Free Radic. Biol. Med. 2019, 140, 14-27. [CrossRef]

Lohan, S.B.; Vitt, K.; Scholz, P.; Keck, C.M.; Meinke, M.C. ROS production and glutathione response in keratinocytes after
application of (3-carotene and VIS/NIR irradiation. Chem.-Biol. Interact. 2018, 280, 1-7. [CrossRef]

Ziller, A.; Fraissinet-Tachet, L. Metallothionein diversity and distribution in the tree of life: A multifunctional protein. Metallomics
2018, 10, 1549-1559. [CrossRef]

Kumari, M.V.R; Hiramatsu, M.; Ebadi, M. Free radical scavenging actions of metallothionein isoforms I and II. Free Radic. Res.
1998, 29, 93-101. [CrossRef] [PubMed]

AL-Megrin, W.A ; Soliman, D.; Kassab, R.B.; Metwally, D.M.; Moneim, A.E.A.; El-Khadragy, M.F. Coenzyme Q10 Activates the
Antioxidant Machinery and Inhibits the Inflammatory and Apoptotic Cascades Against Lead Acetate-Induced Renal Injury in
Rats. Front. Physiol. 2020, 11, 64. [CrossRef] [PubMed]

Arenas-Jal, M.; Sufé-Negre, ].M.; Garcia-Montoya, E. Coenzyme Q10 supplementation: Efficacy, safety, and formulation
challenges. Compr. Rev. Food Sci. Food Saf. 2020, 19, 574-594. [CrossRef]

Kocot, J.; Luchowska-Kocot, D.; Kietczykowska, M.; Musik, I.; Kurzepa, J. Does Vitamin C Influence Neurodegenerative Diseases
and Psychiatric Disorders? Nutrients 2017, 9, 659. [CrossRef]

Ballaz, S.J.; Rebec, G.V. Neurobiology of vitamin C: Expanding the focus from antioxidant to endogenous neuromodulator.
Pharmacol. Res. 2019, 146, 104321. [CrossRef] [PubMed]

Al-Niaimi, F.; Chiang, N.Y.Z. Topical Vitamin C and the Skin: Mechanisms of Action and Clinical Applications. J. Clin. Aesthet.
Dermatol. 2017, 10, 14-17.

Salehi, B.; Rescigno, A.; Dettori, T.; Calina, D.; Docea, A.O.; Singh, L.; Cebeci, F.; Ozcelik, B.; Bhia, M.; Dowlati Beirami, A.; et al.
Avocado-Soybean Unsaponifiables: A Panoply of Potentialities to Be Exploited. Biomolecules 2020, 10, 130. [CrossRef]

Lloret, A.; Esteve, D.; Monllor, P.; Cervera-Ferri, A.; Lloret, A. The Effectiveness of Vitamin E Treatment in Alzheimer’s Disease.
Int. ]. Mol. Sci. 2019, 20, 879. [CrossRef] [PubMed]

Salehi, B.; Capanoglu, E.; Adrar, N.; Catalkaya, G.; Shaheen, S.; Jaffer, M.; Giri, L.; Suyal, R.; Jugran, A.K,; Calina, D.; et al.
Cucurbits Plants: A Key Emphasis to Its Pharmacological Potential. Molecules 2019, 24, 1854. [CrossRef]

Abdulhadi, S.Y.;; Gergees, R.N.; Hasan, G.Q. Molecular Identification, Antioxidant Efficacy of Phenolic Compounds, and
Antimicrobial Activity of Beta-Carotene Isolated from Fruiting Bodies of Suillus sp. Karbala Int. |. Mod. Sci. 2020, 6, 365-374.
[CrossRef]

Wang, T.; Li, Q.; Bi, K. Bioactive flavonoids in medicinal plants: Structure, activity and biological fate. Asian |. Pharm. Sci. 2018,
13, 12-23. [CrossRef] [PubMed]

Ali, L.; Mabood, E; Rizvi, T.S.; Rehman, N.U.; Arman, M.; Al-Shidani, S.; Al-Abri, Z.; Hussain, J.; Al-Harrasi, A. Total polyphenols
quantification in Acridocarpus orientalis and Moringa peregrina by using NIR spectroscopy coupled with PLS regression. Chem.
Data Collect. 2018, 13—-14, 104-112. [CrossRef]


http://doi.org/10.1002/1873-3468.12956
http://doi.org/10.1093/jxb/erw382
http://doi.org/10.1016/j.freeradbiomed.2011.05.024
http://www.ncbi.nlm.nih.gov/pubmed/21664270
http://doi.org/10.1155/2016/1245049
http://doi.org/10.1016/j.lfs.2016.01.014
http://doi.org/10.3390/antiox8040096
http://doi.org/10.1016/j.ajme.2017.09.001
http://doi.org/10.1016/j.freeradbiomed.2013.05.027
http://doi.org/10.1016/j.genrep.2018.12.008
http://doi.org/10.1038/mp.2016.196
http://doi.org/10.1089/ars.2019.7905
http://doi.org/10.1016/j.pharmthera.2016.03.018
http://www.ncbi.nlm.nih.gov/pubmed/27130805
http://doi.org/10.1038/nature13236
http://doi.org/10.1016/j.freeradbiomed.2019.05.035
http://doi.org/10.1016/j.cbi.2017.12.002
http://doi.org/10.1039/C8MT00165K
http://doi.org/10.1080/10715769800300111
http://www.ncbi.nlm.nih.gov/pubmed/9790511
http://doi.org/10.3389/fphys.2020.00064
http://www.ncbi.nlm.nih.gov/pubmed/32116774
http://doi.org/10.1111/1541-4337.12539
http://doi.org/10.3390/nu9070659
http://doi.org/10.1016/j.phrs.2019.104321
http://www.ncbi.nlm.nih.gov/pubmed/31229562
http://doi.org/10.3390/biom10010130
http://doi.org/10.3390/ijms20040879
http://www.ncbi.nlm.nih.gov/pubmed/30781638
http://doi.org/10.3390/molecules24101854
http://doi.org/10.33640/2405-609X.1966
http://doi.org/10.1016/j.ajps.2017.08.004
http://www.ncbi.nlm.nih.gov/pubmed/32104374
http://doi.org/10.1016/j.cdc.2018.01.005

Molecules 2021, 26, 4886 42 of 52

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

Chen, X.-X.; Leung, G.P-H.; Zhang, Z.-].; Xiao, J.-B.; Lao, L.-X,; Feng, E,; Mak, ].C.-W.; Wang, Y.; Sze, S.C.-W.; Zhang, K.Y.-B.
Proanthocyanidins from Uncaria rhynchophylla induced apoptosis in MDA-MB-231 breast cancer cells while enhancing cytotoxic
effects of 5-fluorouracil. Food Chem. Toxicol. 2017, 107, 248-260. [CrossRef]

Chen, X.-X.; Lam, K.H.; Chen, Q.-X.; Leung, G.P-H.; Tang, S.C.; Sze, S.C.-W.; Xiao, ]J.-B.; Feng, F.; Wang, Y.; Zhang, K.Y.-B.;
et al. Ficus virens proanthocyanidins induced apoptosis in breast cancer cells concomitantly ameliorated 5-fluorouracil induced
intestinal mucositis in rats. Food Chem. Toxicol. 2017, 110, 49-61. [CrossRef]

Chen, L.; Teng, H.; Jia, Z.; Battino, M.; Miron, A.; Yu, Z.; Cao, H.; Xiao, ]. Intracellular signaling pathways of inflammation
modulated by dietary flavonoids: The most recent evidence. Crit. Rev. Food Sci. Nutr. 2017, 58, 2908-2924. [CrossRef]

Chen, L.; Teng, H.; Xie, Z.; Cao, H.; Cheang, W.S.; Skalicka-Woniak, K.; Georgiev, M.L; Xiao, J. Modifications of dietary flavonoids
towards improved bioactivity: An update on structure-activity relationship. Crit. Rev. Food Sci. Nutr. 2017, 58, 513-527.
[CrossRef] [PubMed]

Chojnacka, K.; Lewandowska, U. Chemopreventive effects of polyphenol-rich extracts against cancer invasiveness and metastasis
by inhibition of type IV collagenases expression and activity. J. Funct. Foods 2018, 46, 295-311. [CrossRef]

Pan, P; Huang, Y.-W,; Oshima, K.; Yearsley, M.; Zhang, J.; Yu, J.; Arnold, M.; Wang, L.-S. An immunological perspective for
preventing cancer with berries. J. Berry Res. 2018, 8, 163-175. [CrossRef] [PubMed]

Reboredo-Rodriguez, P. Potential roles of berries in the prevention of breast cancer progression. J. Berry Res. 2018, 8, 307-323.
[CrossRef]

Rady, HM.; Hemmaid, K.Z.; Esmaeil, N.N.; Eid, M.M.; Elshat, A.A. Sidr Kashmiry honey and its fractions induced apoptosis in
hepatocellular carcinoma in vitro. Mediterr. ]. Nutr. Metab. 2018, 11, 343-351. [CrossRef]

Kaushik, S.; Shyam, H.; Agarwal, S.; Sharma, R.; Nag, T.C.; Dwivedi, A.K.; Balapure, A.K. Genistein potentiates Centchroman
induced antineoplasticity in breast cancer via PI3K/ Akt deactivation and ROS dependent induction of apoptosis. Life Sci. 2019,
239,117073. [CrossRef] [PubMed]

Valko, M.; Leibfritz, D.; Moncol, J.; Cronin, M.T.D.; Mazur, M.; Telser, ]. Free radicals and antioxidants in normal physiological
functions and human disease. Int. J. Biochem. Cell Biol. 2007, 39, 44-84. [CrossRef]

Jin, S.; Zhang, Q.Y.; Kang, X.M.; Wang, ].X.; Zhao, W.H. Daidzein induces MCF-7 breast cancer cell apoptosis via the mitochondrial
pathway. Ann. Oncol. 2010, 21, 263-268. [CrossRef]

Pandey, P.; Sayyed, U.; Tiwari, R K,; Siddiqui, M.H.; Pathak, N.; Bajpai, P. Hesperidin Induces ROS-Mediated Apoptosis along
with Cell Cycle Arrest at G2/M Phase in Human Gall Bladder Carcinoma. Nutr. Cancer 2018, 71, 676-687. [CrossRef]

Palit, S.; Kar, S.; Sharma, G.; Das, PK. Hesperetin Induces Apoptosis in Breast Carcinoma by Triggering Accumulation of ROS
and Activation of ASK1/JNK Pathway. J. Cell. Physiol. 2015, 230, 1729-1739. [CrossRef]

Park, S.; Lim, W.; Bazer, EW.; Song, G. Naringenin suppresses growth of human placental choriocarcinoma via reactive oxygen
species-mediated P38 and JNK MAPK pathways. Phytomedicine 2018, 50, 238-246. [CrossRef]

Wu, D.; Zhang, J.; Wang, J.; Li, J.; Liao, F.; Dong, W. Hesperetin induces apoptosis of esophageal cancer cells via mitochondrial
pathway mediated by the increased intracellular reactive oxygen species. Tumor Biol. 2015, 37, 3451-3459. [CrossRef] [PubMed]
Choi, ].-B.; Kim, J.-H.; Lee, H.; Pak, J.-N.; Shim, B.S.; Kim, S.-H. Reactive Oxygen Species and p53 Mediated Activation of p38
and Caspases is Critically Involved in Kaempferol Induced Apoptosis in Colorectal Cancer Cells. ]. Agric. Food Chem. 2018, 66,
9960-9967. [CrossRef]

Seydi, E.; Salimi, A.; Rasekh, H.R.; Mohsenifar, Z.; Pourahmad, J. Selective Cytotoxicity of Luteolin and Kaempferol on Cancerous
Hepatocytes Obtained from Rat Model of Hepatocellular Carcinoma: Involvement of ROS-Mediated Mitochondrial Targeting.
Nutr. Cancer 2018, 70, 594-604. [CrossRef] [PubMed]

Liang, Y.; Zhang, T; Ren, L,; Jing, S.; Li, Z.; Zuo, P; Li, T.; Wang, Y.; Zhang, J.; Wei, Z. Cucurbitacin IIb induces apoptosis and cell
cycle arrest through regulating EGFR/MAPK pathway. Environ. Toxicol. Pharmacol. 2021, 81, 103542. [CrossRef]

Chae, H.-S.; Xu, R.; Won, J.-Y.; Chin, Y.-W.; Yim, H. Molecular Targets of Genistein and Its Related Flavonoids to Exert Anticancer
Effects. Int. J. Mol. Sci. 2019, 20, 2420. [CrossRef]

Li, Y,; Cheng, X.; Chen, C.; Huijuan, W.; Zhao, H.; Liu, W,; Xiang, Z.; Wang, Q. Apigenin, a flavonoid constituent derived from P.
villosa, inhibits hepatocellular carcinoma cell growth by CyclinD1/CDK4 regulation via p38 MAPK-p21 signaling. Pathol. Res.
Pract. 2020, 216, 152701. [CrossRef]

Zhang, H.-W.; Hu, J.-J.; Fu, R.-Q.; Liu, X,; Zhang, Y.-H.; Li, J.; Liu, L.; Li, Y.-N.; Deng, Q.; Luo, Q.-S.; et al. Flavonoids inhibit cell
proliferation and induce apoptosis and autophagy through downregulation of PI3Ky mediated PI3K/AKT/mTOR/p70S6K/ULK
signaling pathway in human breast cancer cells. Sci. Rep. 2018, 8, 11255. [CrossRef]

De Sousa Moraes, L.E; Sun, X.; do Peluzio, M.; Zhu, M.-]. Anthocyanins/anthocyanidins and colorectal cancer: What is behind
the scenes? Crit. Rev. Food Sci. Nutr. 2017, 59, 59-71. [CrossRef]

Kashafi, E.; Moradzadeh, M.; Mohamadkhani, A.; Erfanian, S. Kaempferol increases apoptosis in human cervical cancer HeLa
cells via PI3K/AKT and telomerase pathways. Biomed. Pharmacother. 2017, 89, 573-577. [CrossRef]

Moradzadeh, M.; Hosseini, A.; Erfanian, S.; Rezaei, H. Epigallocatechin-3-gallate promotes apoptosis in human breast cancer
T47D cells through down-regulation of PI3K/AKT and Telomerase. Pharmacol. Rep. 2017, 69, 924-928. [CrossRef]

Elango, R.; Athinarayanan, J.; Subbarayan, V.P; Lei, D.K.Y.; Alshatwi, A.A. Hesperetin induces an apoptosis-triggered extrinsic
pathway and a p53-independent pathway in human lung cancer H522 cells. |. Asian Nat. Prod. Res. 2017, 20, 559-569. [CrossRef]


http://doi.org/10.1016/j.fct.2017.07.012
http://doi.org/10.1016/j.fct.2017.10.017
http://doi.org/10.1080/10408398.2017.1345853
http://doi.org/10.1080/10408398.2016.1196334
http://www.ncbi.nlm.nih.gov/pubmed/27438892
http://doi.org/10.1016/j.jff.2018.05.001
http://doi.org/10.3233/JBR-180305
http://www.ncbi.nlm.nih.gov/pubmed/30159104
http://doi.org/10.3233/JBR-180366
http://doi.org/10.3233/MNM-18209
http://doi.org/10.1016/j.lfs.2019.117073
http://www.ncbi.nlm.nih.gov/pubmed/31751581
http://doi.org/10.1016/j.biocel.2006.07.001
http://doi.org/10.1093/annonc/mdp499
http://doi.org/10.1080/01635581.2018.1508732
http://doi.org/10.1002/jcp.24818
http://doi.org/10.1016/j.phymed.2017.08.026
http://doi.org/10.1007/s13277-015-4176-6
http://www.ncbi.nlm.nih.gov/pubmed/26449828
http://doi.org/10.1021/acs.jafc.8b02656
http://doi.org/10.1080/01635581.2018.1460679
http://www.ncbi.nlm.nih.gov/pubmed/29693446
http://doi.org/10.1016/j.etap.2020.103542
http://doi.org/10.3390/ijms20102420
http://doi.org/10.1016/j.prp.2019.152701
http://doi.org/10.1038/s41598-018-29308-7
http://doi.org/10.1080/10408398.2017.1357533
http://doi.org/10.1016/j.biopha.2017.02.061
http://doi.org/10.1016/j.pharep.2017.04.008
http://doi.org/10.1080/10286020.2017.1327949

Molecules 2021, 26, 4886 43 of 52

113.

114.

115.

116.

117.
118.

119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

Danciu, C.; Avram, S.; Pavel, I.Z.; Ghiulai, R.; Dehelean, C.A.; Ersilia, A.; Minda, D.; Petrescu, C.; Moaca, E.-A.; Soica, C. Main
Isoflavones Found in Dietary Sources as Natural Anti-inflammatory Agents. Curr. Drug Targets 2018, 19, 841-853. [CrossRef]
[PubMed]

Khan, H.; Reale, M.; Ullah, H.; Sureda, A.; Tejada, S.; Wang, Y.; Zhang, Z.-].; Xiao, J. Anti-cancer effects of polyphenols via
targeting p53 signaling pathway: Updates and future directions. Biotechnol. Adv. 2020, 38, 107385. [CrossRef]

Khan, M.K.; Ahmad, K; Hassan, S.; Imran, M.; Ahmad, N.; Xu, C. Effect of novel technologies on polyphenols during food
processing. Innov. Food Sci. Emerg. Technol. 2018, 45, 361-381. [CrossRef]

Majidinia, M.; Karimian, A.; Alemi, F.; Yousefi, B.; Safa, A. Targeting miRNAs by polyphenols: Novel therapeutic strategy for
aging. Biochem. Pharmacol. 2020, 173, 113688. [CrossRef]

Ding, S.; Jiang, H.; Fang, J. Regulation of Immune Function by Polyphenols. J. Immunol. Res. 2018, 2018, 1264074. [CrossRef]
Yahfoufi, N.; Alsadi, N.; Jambi, M.; Matar, C. The Inmunomodulatory and Anti-Inflammatory Role of Polyphenols. Nutrients
2018, 10, 1618. [CrossRef]

Boshtam, M.; Asgary, S.; Kouhpayeh, S.; Shariati, L.; Khanahmad, H. Aptamers Against Pro- and Anti-Inflammatory Cytokines:
A Review. Inflammation 2016, 40, 340-349. [CrossRef]

Crouvezier, S.; Powell, B.; Keir, D.; Yaqoob, P. The effects of phenolic components of tea on the production of pro- and anti-
inflammatory cytokines by human leukocytes in vitro. Cytokine 2001, 13, 280-286. [CrossRef]

Essafi-Benkhadir, K.; Refai, A.; Riahi, I; Fattouch, S.; Karoui, H.; Essafi, M. Quince (Cydonia oblonga Miller) peel polyphenols
modulate LPS-induced inflammation in human THP-1-derived macrophages through NF-«kB, p38SMAPK and Akt inhibition.
Biochem. Biophys. Res. Commun. 2012, 418, 180-185. [CrossRef]

Fit6, M.; Cladellas, M.; de la Torre, R.; Marti, J.; Mufoz, D.; Schroder, H.; Alcantara, M.; Pujadas-Bastardes, M.; Marrugat,
J.; Lopez-Sabater, M.C.; et al. Anti-inflammatory effect of virgin olive oil in stable coronary disease patients: A randomized,
crossover, controlled trial. Eur. J. Clin. Nutr. 2007, 62, 570-574. [CrossRef]

Kolehmainen, M.; Mykkénen, O.; Kirjavainen, P.V.; Leppanen, T.; Moilanen, E.; Adriaens, M.; Laaksonen, D.E.; Hallikainen, M.;
Puupponen-Pimid, R.; Pulkkinen, L.; et al. Bilberries reduce low-grade inflammation in individuals with features of metabolic
syndrome. Mol. Nutr. Food Res. 2012, 56, 1501-1510. [CrossRef]

Sharma, V.; Mishra, M.; Ghosh, S.; Tewari, R.; Basu, A.; Seth, P.; Sen, E. Modulation of interleukin-13 mediated inflammatory
response in human astrocytes by flavonoids: Implications in neuroprotection. Brain Res. Bull. 2007, 73, 55-63. [CrossRef]

Ren, J.; Ly, Y;; Qian, Y.; Chen, B.; Wu, T; Ji, G. Recent progress regarding kaempferol for the treatment of various diseases. Exp.
Ther. Med. 2019, 18, 2759-2776. [CrossRef] [PubMed]

Ren, H.; Hao, J.; Liu, T.; Zhang, D.; Lv, H.; Song, E.; Zhu, C. Hesperetin Suppresses Inflammatory Responses in Lipopolysaccharide-
Induced RAW 264.7 Cells via the Inhibition of NF-«B and Activation of Nrf2/HO-1 Pathways. Inflammation 2016, 39, 964-973.
[CrossRef] [PubMed]

Lyu, S.-Y.; Park, W.-B. Production of Cytokine and NO by RAW 264.7 Macrophages and PBMC In Vitro Incubation with Flavonoids.
Arch. Pharmacal Res. 2005, 28, 573-581. [CrossRef] [PubMed]

Maurya, A.K.; Vinayak, M. Quercetin Attenuates Cell Survival, Inflammation, and Angiogenesis via Modulation of AKT Signaling
in Murine T-Cell Lymphoma. Nutr. Cancer 2017, 69, 470-480. [CrossRef] [PubMed]

Sakamoto, Y.; Kanatsu, J.; Toh, M.; Naka, A.; Kondo, K,; lida, K. The Dietary Isoflavone Daidzein Reduces Expression of
Pro-Inflammatory Genes through PPARa/y and JNK Pathways in Adipocyte and Macrophage Co-Cultures. PLoS ONE 2016, 11,
€0149676. [CrossRef]

Venancio, V.P,; Cipriano, P.A.; Kim, H.; Antunes, L.M.; Talcott, S.T.; Mertens-Talcott, S.U. Cocoplum (Chrysobalanus icaco L.)
anthocyanins exert anti-inflammatory activity in human colon cancer and non-malignant colon cells. Food Funct. 2017, 8, 307-314.
[CrossRef] [PubMed]

Ai, X.-Y; Qin, Y,; Liu, H.-J.; Cui, Z.-H.; Li, M,; Yang, J.-H.; Zhong, W.-L.; Liu, Y.-R,; Chen, S.; Sun, T; et al. Apigenin inhibits
colonic inflammation and tumorigenesis by suppressing STAT3-NF-kB signaling. Oncotarget 2017, 8, 100216-100226. [CrossRef]
[PubMed]

Xagorari, A.; Roussos, C.; Papapetropoulos, A. Inhibition of LPS-stimulated pathways in macrophages by the flavonoid luteolin.
Br. J. Pharmacol. 2002, 136, 1058-1064. [CrossRef]

Chen, C.C.; Chow, M.-P,; Huang, W.-C.; Lin, Y.-C.; Chang, Y.-]. Flavonoids inhibit tumor necrosis factor-alpha-induced up-
regulation of intercellular adhesion molecule-1 (ICAM-1) in respiratory epithelial cells through activator protein-1 and nuclear
factor-kappaB: Structure-activity relationships. Mol. Pharm. 2004, 66, 683—-693.

Wadsworth, T.L.; McDonald, T.L.; Koop, D.R. Effects of Ginkgo biloba extract (EGb 761) and quercetin on lipopolysaccharide-
induced signaling pathways involved in the release of tumor necrosis factor-«. Biochem. Pharmacol. 2001, 62, 963-974. [CrossRef]
Sundaram, M.K,; Unni, S.; Somvanshi, P.; Bhardwaj, T.; Mandal, R.K.; Hussain, A.; Haque, S. Genistein Modulates Signaling
Pathways and Targets Several Epigenetic Markers in HeLa Cells. Genes 2019, 10, 955. [CrossRef] [PubMed]

Pons, D.G.; Vilanova-Llompart, J.; Gaya-Bover, A.; Alorda-Clara, M.; Oliver, J.; Roca, P.; Sastre-Serra, J. The phytoestrogen
genistein affects inflammatory-related genes expression depending on the ERxt/ERf ratio in breast cancer cells. Int. ]. Food Sci.
Nutr. 2019, 70, 941-949. [CrossRef] [PubMed]

Zhao, Z.;Jin, G.; Ge, Y.; Guo, Z. Naringenin inhibits migration of breast cancer cells via inflammatory and apoptosis cell signaling
pathways. Inflammopharmacology 2019, 27, 1021-1036. [CrossRef]


http://doi.org/10.2174/1389450118666171109150731
http://www.ncbi.nlm.nih.gov/pubmed/29141545
http://doi.org/10.1016/j.biotechadv.2019.04.007
http://doi.org/10.1016/j.ifset.2017.12.006
http://doi.org/10.1016/j.bcp.2019.113688
http://doi.org/10.1155/2018/1264074
http://doi.org/10.3390/nu10111618
http://doi.org/10.1007/s10753-016-0477-1
http://doi.org/10.1006/cyto.2000.0837
http://doi.org/10.1016/j.bbrc.2012.01.003
http://doi.org/10.1038/sj.ejcn.1602724
http://doi.org/10.1002/mnfr.201200195
http://doi.org/10.1016/j.brainresbull.2007.01.016
http://doi.org/10.3892/etm.2019.7886
http://www.ncbi.nlm.nih.gov/pubmed/31572524
http://doi.org/10.1007/s10753-016-0311-9
http://www.ncbi.nlm.nih.gov/pubmed/26994999
http://doi.org/10.1007/BF02977761
http://www.ncbi.nlm.nih.gov/pubmed/15974445
http://doi.org/10.1080/01635581.2017.1267775
http://www.ncbi.nlm.nih.gov/pubmed/28107044
http://doi.org/10.1371/journal.pone.0149676
http://doi.org/10.1039/C6FO01498D
http://www.ncbi.nlm.nih.gov/pubmed/28009871
http://doi.org/10.18632/oncotarget.22145
http://www.ncbi.nlm.nih.gov/pubmed/29245972
http://doi.org/10.1038/sj.bjp.0704803
http://doi.org/10.1016/S0006-2952(01)00734-1
http://doi.org/10.3390/genes10120955
http://www.ncbi.nlm.nih.gov/pubmed/31766427
http://doi.org/10.1080/09637486.2019.1597025
http://www.ncbi.nlm.nih.gov/pubmed/30945577
http://doi.org/10.1007/s10787-018-00556-3

Molecules 2021, 26, 4886 44 of 52

138.

139.

140.

141.

142.

143.

144.

145.

146.

147.

148.

149.

150.

151.

152.

153.

154.

155.

156.

157.

158.

159.

160.

161.

162.

163.

Shirakami, Y.; Sakai, H.; Kochi, T.; Seishima, M.; Shimizu, M. Catechins and Its Role in Chronic Diseases. Adv. Exp. Med. Biol.
2016, 929, 67-90.

Ginwala, R.; Bhavsar, R.; Chigbu, D.G.I; Jain, P.; Khan, Z.K. Potential Role of Flavonoids in Treating Chronic Inflammatory
Diseases with a Special Focus on the Anti-Inflammatory Activity of Apigenin. Antioxidants 2019, 8, 35. [CrossRef]

Ghitu, A.; Schwiebs, A.; Radeke, H.H.; Avram, S.; Zupko, L; Bor, A.; Pavel, 1.Z.; Dehelean, C.A.; Oprean, C.; Bojin, F,; et al.
A Comprehensive Assessment of Apigenin as an Antiproliferative, Proapoptotic, Antiangiogenic and Immunomodulatory
Phytocompound. Nutrients 2019, 11, 858. [CrossRef]

Ahangarpour, A.; Sayahi, M.; Sayahi, M. The antidiabetic and antioxidant properties of some phenolic phytochemicals: A review
study. Diabetes Metab. Syndr. Clin. Res. Rev. 2019, 13, 854-857. [CrossRef]

Wang, Y.; Alkhalidy, H.; Liu, D. The Emerging Role of Polyphenols in the Management of Type 2 Diabetes. Molecules 2021, 26, 703.
[CrossRef]

Rouse, M.; Younes, A.; Egan, ].M. Resveratrol and curcumin enhance pancreatic 3-cell function by inhibiting phosphodiesterase
activity. J. Endocrinol. 2014, 223, 107-117. [CrossRef]

Vetterli, L.; Brun, T.; Giovannoni, L.; Bosco, D.; Maechler, P. Resveratrol Potentiates Glucose-stimulated Insulin Secretion in INS-1E
-Cells and Human Islets through a SIRT1-dependent Mechanism. J. Biol. Chem. 2011, 286, 6049-6060. [CrossRef] [PubMed]
Rowley, TJ.; Bitner, B.F; Ray, J.D.; Lathen, D.R.; Smithson, A.T.; Dallon, B.W.; Plowman, C.J.; Bikman, B.T.; Hansen, ].M.;
Dorenkott, M.R.; et al. Monomeric cocoa catechins enhance (3-cell function by increasing mitochondrial respiration. J. Nutr.
Biochem. 2017, 49, 30-41. [CrossRef]

Lee, H.; Im, SW,; Jung, C.H,; Jang, Y.J.; Ha, T.Y.; Ahn, J. Tyrosol, an olive oil polyphenol, inhibits ER stress-induced apoptosis in
pancreatic 3-cell through JNK signaling. Biochem. Biophys. Res. Commun. 2016, 469, 748-752. [CrossRef]

Belhadj, S.; Hentati, O.; Hamdaoui, G.; Fakhreddine, K.; Maillard, E.; Dal, S.; Sigrist, S. Beneficial Effect of Jojoba Seed Extracts on
Hyperglycemia-Induced Oxidative Stress in RINm5f Beta Cells. Nutrients 2018, 10, 384. [CrossRef]

Cai, S.; Sun, W,; Fan, Y;; Guo, X.; Xu, G.; Xu, T.; Hou, Y.; Zhao, B.; Feng, X.; Liu, T. Effect of mulberry leaf (Folium Mori) on insulin
resistance via IRS-1/PI3K/Glut-4 signalling pathway in type 2 diabetes mellitus rats. Pharm. Biol. 2016, 54, 2685-2691. [CrossRef]
Bryant, N.J.; Gould, G.W. Insulin stimulated GLUT4 translocation—Size is not everything! Curr. Opin. Cell Biol. 2020, 65, 28-34.
[CrossRef]

Ayeleso, T.; Ramachela, K.; Mukwevho, E. Aqueous-Methanol Extracts of Orange-Fleshed Sweet Potato (Ipomoea batatas)
Ameliorate Oxidative Stress and Modulate Type 2 Diabetes Associated Genes in Insulin Resistant C2C12 Cells. Molecules 2018, 23,
2058. [CrossRef] [PubMed]

Modi, S.; Yaluri, N.; Kokkola, T.; Laakso, M. Plant-derived compounds strigolactone GR24 and pinosylvin activate SIRT1 and
enhance glucose uptake in rat skeletal muscle cells. Sci. Rep. 2017, 7, 17606. [CrossRef]

Ooi, D.J.; Adamu, H.A.; Imam, M.U; Ithnin, H.; Ismail, M. Polyphenol-rich ethyl acetate fraction isolated from Molineria latifolia
ameliorates insulin resistance in experimental diabetic rats via IRS1/AKT activation. Biomed. Pharmacother. 2018, 98, 125-133.
[CrossRef]

Kikuchi, A.; Takamura, T. Where does liver fat go? A possible molecular link between fatty liver and diabetes. ]. Diabetes Investig.
2016, 8, 152-154. [CrossRef]

Waltner-Law, M.E.; Wang, X.L.; Law, B.K.; Hall, RK.; Nawano, M.; Granner, D.K. Epigallocatechin Gallate, a Constituent of Green
Tea, Represses Hepatic Glucose Production. J. Biol. Chem. 2002, 277, 34933-34940. [CrossRef] [PubMed]

Cheng, D.M.; Kuhn, P; Poulev, A.; Rojo, L.E.; Lila, M.A.; Raskin, I. In vivo and in vitro antidiabetic effects of aqueous cinnamon
extract and cinnamon polyphenol-enhanced food matrix. Food Chem. 2012, 135, 2994-3002. [CrossRef]

Imam, M.U.; Ismail, M. Nutrigenomic effects of germinated brown rice and its bioactives on hepatic gluconeogenic genes in type
2 diabetic rats and HEPG2 cells. Mol. Nutr. Food Res. 2013, 57, 401-411. [CrossRef]

Do, G.-M,; Jung, U.].; Park, H.-].; Kwon, E.-Y.; Jeon, S.-M.; McGregor, R.A.; Choi, M.-S. Resveratrol ameliorates diabetes-related
metabolic changes via activation of AMP-activated protein kinase and its downstream targets in db/db mice. Mol. Nutr. Food Res.
2012, 56, 1282-1291. [CrossRef] [PubMed]

Jung, UJ.; Lee, M.-K; Park, Y.B.; Kang, M.A.; Choi, M.-S. Effect of citrus flavonoids on lipid metabolism and glucose-regulating
enzyme mRNA levels in type-2 diabetic mice. Int. |. Biochem. Cell Biol. 2006, 38, 1134-1145. [CrossRef]

Wei, J.; Wu, H.; Zhang, H; Li, E; Chen, S.; Hou, B.; Shi, Y.; Zhao, L.; Duan, H. Anthocyanins inhibit high glucose-induced renal
tubular cell apoptosis caused by oxidative stress in db/db mice. Int. ]. Mol. Med. 2018, 41, 1608-1618. [CrossRef]

Cordero Herrera, I.; Chen, X.; Devaraj, S. (-)-epicatechin attenuates high glucose-induced inflammation by epigenetic modulation
in human monocytes. Atherosclerosis 2015, 241, 1369-1373. [CrossRef]

Diarra, M.S.; Hassan, Y.I; Block, G.S.; Drover, ].C.G.; Delaquis, P.; Oomah, B.D. Antibacterial activities of a polyphenolic-rich
extract prepared from American cranberry (Vaccinium macrocarpon) fruit pomace against Listeria spp. LWT 2020, 123, 109056.
[CrossRef]

Guo, L.; Gong, S.; Wang, Y.; Sun, Q.; Duo, K; Fei, P. Antibacterial Activity of Olive Oil Polyphenol Extract Against Salmonella
Typhimurium and Staphylococcus aureus: Possible Mechanisms. Foodborne Pathog. Dis. 2020, 17, 396—403. [CrossRef] [PubMed]
Zhu, H.-L.; Chen, G.; Chen, S.-N.; Wang, Q.-R.; Wan, L.; Jian, S.-P. Characterization of polyphenolic constituents from Sanguisorba
officinalis L. and its antibacterial activity. Eur. Food Res. Technol. 2019, 245, 1487-1498. [CrossRef]


http://doi.org/10.3390/antiox8020035
http://doi.org/10.3390/nu11040858
http://doi.org/10.1016/j.dsx.2018.11.051
http://doi.org/10.3390/molecules26030703
http://doi.org/10.1530/JOE-14-0335
http://doi.org/10.1074/jbc.M110.176842
http://www.ncbi.nlm.nih.gov/pubmed/21163946
http://doi.org/10.1016/j.jnutbio.2017.07.015
http://doi.org/10.1016/j.bbrc.2015.12.036
http://doi.org/10.3390/nu10030384
http://doi.org/10.1080/13880209.2016.1178779
http://doi.org/10.1016/j.ceb.2020.02.006
http://doi.org/10.3390/molecules23082058
http://www.ncbi.nlm.nih.gov/pubmed/30126082
http://doi.org/10.1038/s41598-017-17840-x
http://doi.org/10.1016/j.biopha.2017.12.002
http://doi.org/10.1111/jdi.12573
http://doi.org/10.1074/jbc.M204672200
http://www.ncbi.nlm.nih.gov/pubmed/12118006
http://doi.org/10.1016/j.foodchem.2012.06.117
http://doi.org/10.1002/mnfr.201200429
http://doi.org/10.1002/mnfr.201200067
http://www.ncbi.nlm.nih.gov/pubmed/22715031
http://doi.org/10.1016/j.biocel.2005.12.002
http://doi.org/10.3892/ijmm.2018.3378
http://doi.org/10.1016/j.atherosclerosis.2015.04.191
http://doi.org/10.1016/j.lwt.2020.109056
http://doi.org/10.1089/fpd.2019.2713
http://www.ncbi.nlm.nih.gov/pubmed/31755743
http://doi.org/10.1007/s00217-019-03276-2

Molecules 2021, 26, 4886 45 of 52

164.

165.

166.

167.

168.

169.

170.

171.

172.

173.

174.

175.

176.

177.

178.

179.

180.

181.

182.

183.

184.

185.

186.

187.

188.

Venkatesh, T.; Bodke, Y.D. Synthesis, Antimicrobial and Antioxidant Activity of Chalcone Derivatives Containing Thiobarbitone
Nucleus. Med. Chem. 2016, 6, 7. [CrossRef]

Govindappa, M.; Hemashekhar, B.; Arthikala, M.-K.; Ravishankar, R.V.; Ramachandra, Y.L. Characterization, antibacterial, antiox-
idant, antidiabetic, anti-inflammatory and antityrosinase activity of green synthesized silver nanoparticles using Calophyllum
tomentosum leaves extract. Results Phys. 2018, 9, 400-408. [CrossRef]

Rosas-Burgos, E.C.; Burgos-Hernandez, A.; Noguera-Artiaga, L.; Kataniova, M.; Hernandez-Garcia, F.; Cardenas-Lopez, J.L.;
Carbonell-Barrachina, A.A. Antimicrobial activity of pomegranate peel extracts as affected by cultivar. J. Sci. Food Agric. 2016, 97,
802-810. [CrossRef] [PubMed]

Cho, Y.-S.; Oh, ].J.; Oh, K.-H. Antimicrobial activity and biofilm formation inhibition of green tea polyphenols on human teeth.
Biotechnol. Bioprocess. Eng. 2010, 15, 359-364. [CrossRef]

Pourhosseini, S.H.; Ahadi, H.; Aliahmadi, A.; Mirjalili, M.H. Chemical Composition and Antibacterial Activity of the Carvacrol-
rich Essential Oils of Zataria multiflora Boiss. (Lamiaceae) from Southern Natural Habitats of Iran. J. Essent. Oil Bear. Plants 2020, 23,
779-787. [CrossRef]

Bouarab-Chibane, L.; Forquet, V.; Lantéri, P.; Clément, Y.; Léonard-Akkari, L.; Oulahal, N.; Degraeve, P.; Bordes, C. Antibacterial
Properties of Polyphenols: Characterization and QSAR (Quantitative Structure—Activity Relationship) Models. Front. Microbiol.
2019, 10, 829. [CrossRef] [PubMed]

Wu, T,; He, M.; Zang, X.; Zhou, Y,; Qiu, T; Pan, S.; Xu, X. A structure-activity relationship study of flavonoids as inhibitors of E.
coli by membrane interaction effect. Biochim. Biophys. Acta BBA Biomembr. 2013, 1828, 2751-2756. [CrossRef] [PubMed]

Konaté, K.; Hilou, A.; Mavoungou, J.; Lepengué, A.; Souza, A.; Barro, N.; Datté, ].Y.; M'Batchi, B.; Nacoulma, O. Antimicrobial
activity of polyphenol-rich fractions from Sida alba L. (Malvaceae) against co-trimoxazol-resistant bacteria strains. Ann. Clin.
Microbiol. Antimicrob. 2012, 11, 5. [CrossRef]

Bhattacharya, D.; Ghosh, D.; Bhattacharya, S.; Sarkar, S.; Karmakar, P.; Koley, H.; Gachhui, R. Antibacterial activity of polyphenolic
fraction of Kombucha against Vibrio cholerae: Targeting cell membrane. Lett. Appl. Microbiol. 2018, 66, 145-152. [CrossRef]
[PubMed]

Cao, Y.-D.; Qian, H.-L.; Feng, C.-M.; Wang, T.; Guo, Z.-Y.; Wu, X.-K.; Zhang, S.-H. Study on the Mechanism of Epigallocatechin
Gallate (EGCG) to the Cell Membrane of Escherichia coli. Sci. Adv. Mater. 2019, 11, 262-268. [CrossRef]

Antolak, H.; Czyzowska, A.; Saka¢, M.; MiSan, A.; Duragi¢, O.; Kregiel, D. Phenolic Compounds Contained in Little-known Wild
Fruits as Antiadhesive Agents Against the Beverage-Spoiling Bacteria Asaia spp. Molecules 2017, 22, 1256. [CrossRef]

Pellegrini, M.C.; Ponce, A.G. Beet (Beta vulgaris) and Leek (Allium porrum) Leaves as a Source of Bioactive Compounds with
Anti-quorum Sensing and Anti-biofilm Activity. Waste Biomass Valoriz. 2019, 11, 4305-4313. [CrossRef]

Xiong, L.-G.; Chen, Y.-].; Tong, J].-W.; Huang, ].-A.; Li, J.; Gong, Y.-S.; Liu, Z.-H. Tea polyphenol epigallocatechin gallate inhibits
Escherichia coli by increasing endogenous oxidative stress. Food Chem. 2017, 217, 196-204. [CrossRef]

Tang, Q.-L.; Kang, A.-R.; Lu, C.-X. Phytochemical Analysis, Antibacterial Activity and Mode of Action of the Methanolic Extract
of Scutellaria barbata Against Various Clinically Important Bacterial Pathogens. Int. J. Pharmacol. 2016, 12, 116-125. [CrossRef]
Zhang, L.; Xu, S.; Liang, W.; Mei, ].; Di, Y,; Lan, H.; Yang, Y.; Wang, W.; Luo, Y.; Wang, H. Antibacterial Activity and Mode of
Action of Mentha arvensis Ethanol Extract against Multidrug-Resistant Acinetobacter baumannii. Trop. J. Pharm. Res. 2015, 14, 2099.
[CrossRef]

Ulrey, RK.; Barksdale, S.M.; Zhou, W.; van Hoek, M.L. Cranberry proanthocyanidins have anti-biofilm properties against
Pseudomonas aeruginosa. BMC Complement. Altern. Med. 2014, 14, 499. [CrossRef]

Yi, S.; Zhu, J.; Fu, L.; Li, J. Tea polyphenols inhibit Pseudomonas aeruginosa through damage to the cell membrane. Int. |. Food
Microbiol. 2010, 144, 111-117. [CrossRef] [PubMed]

Wu, T,; Zang, X.; He, M,; Pan, S.; Xu, X. Structure—Activity Relationship of Flavonoids on Their Anti-Escherichia coli Activity and
Inhibition of DNA Gyrase. . Agric. Food Chem. 2013, 61, 8185-8190. [CrossRef] [PubMed]

Chinnam, N.; Dadi, PK,; Sabri, S.A.; Ahmad, M.; Kabir, M.A.; Ahmad, Z. Dietary bioflavonoids inhibit Escherichia coli ATP
synthase in a differential manner. Int. J. Biol. Macromol. 2010, 46, 478—-486. [CrossRef]

Dadi, PX.; Ahmad, M.; Ahmad, Z. Inhibition of ATPase activity of Escherichia coli ATP synthase by polyphenols. Int. ]. Biol.
Macromol. 2009, 45, 72-79. [CrossRef]

Matecka, M.; Skoczyriska, A.; Goodman, D.M.; Hartinger, C.G.; Budzisz, E. Biological properties of ruthenium(Il)/(III) complexes
with flavonoids as ligands. Coord. Chem. 2021, 436, 213849. [CrossRef]

Chen, G.L.; Fan, M.X.; Wu, J.L; Li, N.; Guo, M.Q. Antioxidant and antiinflammatory properties of flavonoids from lotus plumule.
Food Chem. 2019, 277,706-712. [CrossRef] [PubMed]

Li, X; Jiang, Q.; Wang, T.; Liu, J.; Chen, D. Comparison of the antioxidant effects of quercitrin and isoquercitrin: Understanding
the role of the 6”-OH group. Molecules 2016, 21, 1246. [CrossRef] [PubMed]

Mittal, M.; Siddiqui, M.R,; Tran, K.; Reddy, S.P.; Malik, A.B. Reactive oxygen species in inflammation and tissue injury. Antioxid.
Redox Signal. 2014, 20, 1126-1167. [CrossRef]

Guo, Q.; Zhao, B.; Li, M,; Shen, S.; Xinet, W. Studies on protective mechanism of four components of green tea polyphenols
against lipid peroxidation in synaptosomes. Biochim. Biophys. Acta 1996, 1304, 210-222. [CrossRef]


http://doi.org/10.4172/2161-0444.1000383
http://doi.org/10.1016/j.rinp.2018.02.049
http://doi.org/10.1002/jsfa.7799
http://www.ncbi.nlm.nih.gov/pubmed/27173758
http://doi.org/10.1007/s12257-009-0195-8
http://doi.org/10.1080/0972060X.2020.1824688
http://doi.org/10.3389/fmicb.2019.00829
http://www.ncbi.nlm.nih.gov/pubmed/31057527
http://doi.org/10.1016/j.bbamem.2013.07.029
http://www.ncbi.nlm.nih.gov/pubmed/23938956
http://doi.org/10.1186/1476-0711-11-5
http://doi.org/10.1111/lam.12829
http://www.ncbi.nlm.nih.gov/pubmed/29193174
http://doi.org/10.1166/sam.2019.3458
http://doi.org/10.3390/molecules22081256
http://doi.org/10.1007/s12649-019-00775-x
http://doi.org/10.1016/j.foodchem.2016.08.098
http://doi.org/10.3923/ijp.2016.116.125
http://doi.org/10.4314/tjpr.v14i11.21
http://doi.org/10.1186/1472-6882-14-499
http://doi.org/10.1016/j.ijfoodmicro.2010.09.005
http://www.ncbi.nlm.nih.gov/pubmed/20884071
http://doi.org/10.1021/jf402222v
http://www.ncbi.nlm.nih.gov/pubmed/23926942
http://doi.org/10.1016/j.ijbiomac.2010.03.009
http://doi.org/10.1016/j.ijbiomac.2009.04.004
http://doi.org/10.1016/j.ccr.2021.213849
http://doi.org/10.1016/j.foodchem.2018.11.040
http://www.ncbi.nlm.nih.gov/pubmed/30502207
http://doi.org/10.3390/molecules21091246
http://www.ncbi.nlm.nih.gov/pubmed/27657022
http://doi.org/10.1089/ars.2012.5149
http://doi.org/10.1016/S0005-2760(96)00122-1

Molecules 2021, 26, 4886 46 of 52

189.

190.

191.

192.

193.

194.

195.

196.

197.

198.

199.

200.

201.

202.

203.

204.

205.

206.

207.

208.

209.

210.

211.

212.

213.

214.

Abu-Amsha, R.; Croft, K.D.; Puddey, L.B.; Proudfoot, ].M.; Beilin, L.J. Phenolic contetnt of various beverages determines the
extent of inhibition of human serum and LDL oxidation in vitro: Identification and mechanism of action of some cinnamic acid
derivatives from red wine. Clin. Sci. 1996, 91, 449-458. [CrossRef] [PubMed]

Harborne, J.B.; Williams, C.A. Advances in flavonoid research since 1992. Phytochemistry 2000, 55, 481-504. [CrossRef]

Nagao, A.; Seki, M.; Kobayashi, H. Inhibition of xanthine oxidase by flavonoids. Biosci. Biotechnol. Biochem. 1999, 63, 1787-1790.
[CrossRef]

Aucamp, J.; Gaspar, A.; Hara, Y.; Apostolides, Z. Inhibibition of xantine oxidase by catechins from tea (Camelia sinensis). Anticancer
Res. 1997, 17, 4381-4385.

Hodnick, W.E,; Duval, D.L.; Pardiniet, R.S. Inhibition of mitochondrial respiration and cyanide-stimulated generation of ROS by
selective flavonoids. Biochem. Pharmacol. 1994, 47, 573-580. [CrossRef]

Galleggiante, V.; de Santis, S.; Cavalcanti, E.; Scarano, A.; de Benedictis, M.; Serino, G.; Chieppa, M. Dendritic cells modulate iron
homeostasis and inflammatory abilities following quercetin exposure. Curr. Pharm. Des. 2017, 23, 2139-2146. [CrossRef]

Del Bo’, C.; Roursgaard, M.; Porrini, M.; Loft, S.; Meller, P; Riso, P. Different effects of anthocyanins and phenolic acids from
wild blueberry (Vaccinium angustifolium) on monocytes adhesion to endothelial cells in a TNF-o stimulated proinflammatory
environment. Mol. Nutr. Food Res. 2016, 60, 2355-2366. [CrossRef]

Gong, ].H,; Shin, D.; Han, S.Y.; Kim, J.L.; Kang, Y.H. Kaempferol suppresses eosionphil infiltration and airway inflammation in
airway epithelial cells and in mice with allergic asthma, 2. J. Nutr. 2011, 142, 47-56. [CrossRef]

Weng, Z.; Zhang, B.; Asadj, S.; Sismanopoulos, N.; Butcher, A.; Fu, X.; Theoharides, T.C. Quercetin is more effective than cromolyn
in blocking human mast cell cytokine release and inhibits contact dermatitis and photosensitivity in humans. PLoS ONE 2012, 7,
€33805. [CrossRef] [PubMed]

Weng, Z.; Patel, A.B.; Panagiotidou, S.; Theoharides, T.C. The novel flavone tetramethoxyluteolin is a potent inhibitor of human
mast cells. J. Allergy Clin. Immunol. 2015, 135, 1044-1052. [CrossRef]

Li, Y;; Yu, Q.; Zhao, W.; Zhang, J.; Liu, W.; Huang, M.; Zeng, X. Oligomeric proanthocyanidins attenuate airway inflammation in
asthma by inhibiting dendritic cells maturation. Mol. Immunol. 2017, 91, 209-217. [CrossRef] [PubMed]

Kimata, M.; Shichijo, M.; Miura, T.; Serizawa, I.; Inagaki, N.; Nagai, H. Effects of luteolin, quercetin and baicalein on immunoglob-
ulin E-mediated mediator release from human cultured mast cells. Clin. Exp. Allergy J. Br. Soc. Allergy Clin. Immunol. 2000, 30,
501-508. [CrossRef]

Rogerio, A.P.; Dora, C.L.; Andrade, E.L.; Chaves, ].S.; Silva, L.E; Lemos-Senna, E.; Calixto, J.B. Anti-inflammatory effect of
quercetin-loaded microemulsion in the airways allergic inflammatory model in mice. Pharmacol. Res. 2010, 61, 288-297. [CrossRef]
[PubMed]

Gao, F; Wei, D.; Bian, T; Xie, P.; Zou, J.; Mu, H.; Zhou, X. Genistein attenuated allergic airway inflammation by modulating the
transcription factors T-bet, GATA-3 and STAT-6 in a murine model of asthma. Pharmacology 2012, 89, 229-236. [CrossRef]

Liu, C.; Zhu, L.; Fukuda, K,; Ouyang, S.; Chen, X.; Wang, C.; Li, X. The flavonoid cyanidin blocks binding of the cytokine
interleukin-17A to the IL-17RA subunit to alleviate inflammation in vivo. Sci. Signal. 2017, 10, eaaf8823. [CrossRef]

Lacy, A.; O’Kennedy, R. Studies on Coumarins and Coumarin related compounds to determine their therapeutic role in the
treatment of cancer. Curr. Pharm. Des. 2004, 10, 3797-3811. [CrossRef] [PubMed]

Ehlers, D.; Pfister, M.; Bork, W.; Nadolny, P. HPLC analysis of tonka bean extracts. Eur. Food Res. Technol. 1995, 201, 278-282.
[CrossRef]

Venugopala, K.N.; Rashmi, V.; Odhav, B. Review on natural coumarin lead compounds for their pharmacological activity. Biomed.
Res. Int. 2013, 2013, 963248. [CrossRef]

Skoczyniska, A.; Pastuszko, A.; Budzisz, E. Kumarynu—W1asciwosci i zastosowanie w kosmetologii i medycynie. Pol. J. Cosmetol.
2014, 17, 2-13.

Lin, H.C,; Tsai, S.H.; Chen, C.S.; Chang, Y.C.; Lee, C.M,; Lai, Z.Y.; Lin, C.M. Structure-activity relationship of coumarin derivatives
on xanthine oxidase-inhibiting and free radical-scavenging activities. Biochem. Pharmacol. 2008, 75, 1416-1425. [CrossRef]
[PubMed]

Costantino, L.; Rastelli, G.; Albasini, A. Natural polyhydroxylated compounds as inhibitors of xanthineoxidase. Pharmazie 1996,
51,994-995. [PubMed]

Lee, B.C.; Lee, S.Y,; Lee, H].; Sim, G.S.; Kim, ].H.; Cho, Y.H.; Lee, D.H.; Pyo, H.B.; Choe, T.B.; Moon, D.C; et al. Anti-oxidative
and Photo-protective Effects of Coumarins Isolated from Fraxinus chinensis. Arch. Pharm. Res. 2007, 30, 1293-1301. [CrossRef]
Ferrari, A.M.; Sgobba, M.; Gamberini, M.C.; Rastelli, G. Relationship between quantum-chemical descriptors of proton dissociation
and experimental acidity constants of various hydroxylated coumarins. Identification of the biologically active species for xanthine
oxidase inhibition. Eur. J. Med. Chem. 2007, 42, 1028-1031. [CrossRef]

Zhang, H.Y. Structure-Activity Relationships and Rational Design Strategies for Radical-Scavenging Antioxidants. Curr. Comp.
Aid. Drug Des. 2005, 1, 257-273. [CrossRef]

Rehakova, Z.; Koleckar, V.; Cervenka, F; Jahodar, L.; Saso, L.; Opletal, L.; Jun, D.; Kuca, K. DPPH Radical Scavenging Activity of
Several Naturally Occurring Coumarins and Their Synthesized Analogs Measured by the SIA Method. Toxicol. Mech. Methods
2008, 18, 413—418. [CrossRef] [PubMed]

Rajesh, PM.; Natvar, P]J. In vitro antioxidantactivity of coumarin compounds by DPPH, Super oxide and nitric oxide free radical
scavenging methods. |. Adv. Pharm. Edu. Res. 2011, 1, 52-68.


http://doi.org/10.1042/cs0910449
http://www.ncbi.nlm.nih.gov/pubmed/8983870
http://doi.org/10.1016/S0031-9422(00)00235-1
http://doi.org/10.1271/bbb.63.1787
http://doi.org/10.1016/0006-2952(94)90190-2
http://doi.org/10.2174/1381612823666170112125355
http://doi.org/10.1002/mnfr.201600178
http://doi.org/10.3945/jn.111.150748
http://doi.org/10.1371/journal.pone.0033805
http://www.ncbi.nlm.nih.gov/pubmed/22470478
http://doi.org/10.1016/j.jaci.2014.10.032
http://doi.org/10.1016/j.molimm.2017.09.012
http://www.ncbi.nlm.nih.gov/pubmed/28963930
http://doi.org/10.1046/j.1365-2222.2000.00768.x
http://doi.org/10.1016/j.phrs.2009.10.005
http://www.ncbi.nlm.nih.gov/pubmed/19892018
http://doi.org/10.1159/000337180
http://doi.org/10.1126/scisignal.aaf8823
http://doi.org/10.2174/1381612043382693
http://www.ncbi.nlm.nih.gov/pubmed/15579072
http://doi.org/10.1007/BF01193004
http://doi.org/10.1155/2013/963248
http://doi.org/10.1016/j.bcp.2007.11.023
http://www.ncbi.nlm.nih.gov/pubmed/18201686
http://www.ncbi.nlm.nih.gov/pubmed/8985991
http://doi.org/10.1007/BF02980270
http://doi.org/10.1016/j.ejmech.2006.12.023
http://doi.org/10.2174/1573409054367691
http://doi.org/10.1080/15376510701511448
http://www.ncbi.nlm.nih.gov/pubmed/20020865

Molecules 2021, 26, 4886 47 of 52

215.

216.

217.

218.

219.

220.

221.

222.

223.

224.

225.

226.

227.

228.

229.
230.

231.

232.

233.

234.

235.

236.

237.

238.

239.

240.

241.

Rodriguez, S.A.; Nazareno, M.A.; Baumgartner, M.T. Effect of different C3-aryl substituents on the antioxidantactivity of
4-hydroxycoumarin derivatives. Bioorg. Med. Chem. 2011, 19, 6233-6238. [CrossRef]

Luczaj, W.; Stankiewicz-Kranc, A.; Milewska, E.; Roszkowska-Jakimic, W.; Skrzydlewska, E. Effect of sweet grass extract against
oxidative stress in rat liver and serum. Food Chem. Toxicol. 2012, 50, 135-140. [CrossRef]

Martin-Aragon, S.; Benedi, ].M.; Villar, A.M. Effects of the Antioxidant (6,7-dihydroxycoumarin) Esculetin on the Glutathione
System and Lipid Peroxidation in Mice. Gerontology 1998, 44, 21-25. [CrossRef] [PubMed]

Thuong, P.T.; Hung, TM.; Ngoc, TM.; Ha, D.T.; Min, B.S.; Kwack, S.J.; Kang, T.S.; Choi, ].S.; Bae, K.H. Antioxidant Activities of
Coumarins from Korea Medicinal Plants and their Structure-Activity Relationships. Phytother. Res. 2010, 24, 101-106. [CrossRef]
[PubMed]

Kaneko, T.; Tahara, S.; Takabayashi, F. Inhibitory Effect of Natural Coumarin Compounds, Esculetin and Esculin, on Oxidative
DNA Damage and Formation of Aberrant CryptFoci and TumorsInduced by 1,2-dimethylhydrazine in Rat Colons. Biol. Pharm.
Bull. 2007, 30, 2052-2057. [CrossRef]

Kleiner, H.E.; Vulimiri, S.V.; Starost, M.E,; Reed, M.].; DiGiovanni, J. Oral administration of the citrus coumarin, isopimpinellin,
blocks DNA adduct formation and skin tumor initiation by 7,12-dimethylbenz[a]anthracene in SENCAR mice. Carcinogenesis
2002, 23, 1667-1675. [CrossRef]

Liu, Z.Q.; Yu, W.; Liu, Z.L. Antioxidative and prooxidativeeffects of coumarin derivatives on free initiated and photosensitized
peroxidation of human low-denisty lipoproteid. Chem. Phys. Lipids 1999, 103, 125-135. [CrossRef]

Singh, T.S.; Rao, B.S.M.; Mohan, H.; Mittal, ].P. A pulse radiolysis study of coumarin and its derivatives. J. Photochem. Photobiol. A
Chem. 2002, 153, 163-171. [CrossRef]

Fausta, N.; Lorrain, B.; Prasad, A.K.; Parmar, V.S.; Saso, L.; Scaccini, C. 4-methylcoumarins as antioxidants: Scavenging of
peroxylradicals and inhibition of human low-density lipoprotein oxidation. Biochimie 2010, 92, 1147-1152. [CrossRef]

Kumar, C.S.; El-Sheikh, M.A.; Alfarhan, A F; Kumar, R.S.; Idhayadhulla, A. Synthesis of novel coumarin analogues: Inves-
tigation of molecular docking interaction of SARS-CoV-2 proteins with natural and synthetic coumarin analogues and their
pharmacokinetics studies. Saudi J. Biol. Sci. 2021, 28, 1100-1108. [CrossRef]

Siriwach, R.; Kinoshita, H.; Kitani, S.; Igarashi, Y.; Pansuksan, K.; Panbangred, W.; Nihira, T. Mycoleptione, a new chromone
derivative isolated from the endophytic fungus Mycoleptodiscu ssp. MUA41. . Antibiot. 2012, 65, 627-629. [CrossRef]

Isaka, M.; Haritakun, R.; Supothina, S.; Choowong, W.; Mongkolsamrit, S. N-Hydroxypyridone alkaloids, chromone derivatives,
and tetrahydroxanthones from the scale-insect pathogenic fungus Orbiocrella sp. BCC 33248. Tetrahedron 2014, 70, 9198-9203.
[CrossRef]

Khadem, S.; Marles, R.J. Chromone and flavonoid alkaloids: Occurrence and bioactivity. Molecules 2012, 17, 191-206. [CrossRef]
[PubMed]

Langenhoven, J.H.; Breytenbach, J.C.; Gerritsma-van der Vijver, L. M. An antihypertensive chromone from Ptaeroxyl onobliquum.
Planta Med. 1988, 54, 373. [CrossRef]

Reynolds, J.E.F. Martindale—The Extra Pharmacopoeia, 30th ed.; The Pharmaceutical Press: London, UK, 1993; p. 1024.

Yadav, P; Parshad, B.; Manchanda, P.; Sharma, S.K. Chromones and their derivatives as radical scavengers: A remedy for cell
impairment. Curr. Top. Med. Chem. 2014, 14, 2552-2575. [CrossRef] [PubMed]

Li, H,; Tian, ].M.; Tang, H.Y,; Pan, S.-Y.; Zhang, A.-L.; Gao, ].-M. Chaetosemins A-E, new chromones isolated from an Ascomycete
Chaetomium seminudum and their biological activities. RSC Adv. 2015, 5, 29185-29192. [CrossRef]

Carola, C.; Pfluecker, F,; Graf, R.; Epstein, H.; Wirth, C. Tiliroside and dihydroxy methylchromone: From nature to cosmetic
applications. J. Appl. Cosmetol. 2010, 28, 109-123.

Phosrithong, N.; Samee, W.; Nunthanavanit, P.; Ungwitayatorn, J. In vitro antioxidant activity study of novel chromone
derivatives. Chem. Biol. Drug Des. 2012, 79, 981-989. [CrossRef]

Mazzei, M.; Sottofattori, E.; Dondero, R.; Ibrahim, M.; Melloni, E.; Michetti, M. N,N-Dialkylaminosubstituted chromones and
isoxazoles as potential anti-inflammatory agents. Farmaco 1999, 54, 452-460. [CrossRef]

Motai, T.; Kitanaka, S. Sesquiterpenechromones from Ferulafukanensisand theirnitricoxideproduction inhibitory effects. J. Nat.
Prod. 2005, 68, 1732-1735. [CrossRef] [PubMed]

Chen, D.; Xu, Z,; Chai, X.; Zeng, K;; Jia, Y.; Bi, D.; Ma, Z.; Tu, P. Nine 2-(2-phenylethyl)-chromonederivatives from the
resinouswood of Aquilaria sinensisand their inhibition of LPS-induced NO production in RAW 264.7 cells. Eur. |. Org. Chem. 2012,
27,5389-5397. [CrossRef]

Liu, S.Z,; Feng, ].Q.; Wu, J.; Zhao, W.-M. A new monoterpene coumarin and a new monoterpene-chromone from Gerbera delavayi.
Helv. Chim. Acta 2010, 93, 2026-2029. [CrossRef]

Semwal, R.B.; Semwal, D.K.; Combrinck, S.; Viljoen, A. Health benefits of chromones: Common ingredients of our daily diet.
Phytochem. Rev. 2020, 19, 761-785. [CrossRef]

Kasprzak, M.M.; Erxleben, A.; Ochocki, J. Properties and applications of flavonoid metal complexes. RSC Adv. 2015, 5, 45853~
45877. [CrossRef]

Grazul, M.; Budzisz, E. Biological activity of metal ions complexes of chromones, coumarins and flavones. Coord. Chem. Rev.
2009, 253, 2588-2598. [CrossRef]

Souza, R.EV,; Sussuchi, E.M.; de Giovani, W.F. Synthesis, electrochemical, spectral and antioxidant properties of complexes of
flavonoids with metal ions. Synth. React. Inorg. Met.-Org. Chem. 2003, 33, 1125-1144. [CrossRef]


http://doi.org/10.1016/j.bmc.2011.09.012
http://doi.org/10.1016/j.fct.2011.09.014
http://doi.org/10.1159/000021978
http://www.ncbi.nlm.nih.gov/pubmed/9436011
http://doi.org/10.1002/ptr.2890
http://www.ncbi.nlm.nih.gov/pubmed/19468986
http://doi.org/10.1248/bpb.30.2052
http://doi.org/10.1093/carcin/23.10.1667
http://doi.org/10.1016/S0009-3084(99)00101-2
http://doi.org/10.1016/S1010-6030(02)00272-1
http://doi.org/10.1016/j.biochi.2010.04.019
http://doi.org/10.1016/j.sjbs.2020.11.038
http://doi.org/10.1038/ja.2012.80
http://doi.org/10.1016/j.tet.2014.10.029
http://doi.org/10.3390/molecules17010191
http://www.ncbi.nlm.nih.gov/pubmed/22202807
http://doi.org/10.1055/s-2006-962471
http://doi.org/10.2174/1568026614666141203141317
http://www.ncbi.nlm.nih.gov/pubmed/25478881
http://doi.org/10.1039/C5RA00525F
http://doi.org/10.1111/j.1747-0285.2012.01368.x
http://doi.org/10.1016/S0014-827X(99)00051-8
http://doi.org/10.1021/np058079e
http://www.ncbi.nlm.nih.gov/pubmed/16378364
http://doi.org/10.1002/ejoc.201200725
http://doi.org/10.1002/hlca.201000017
http://doi.org/10.1007/s11101-020-09681-w
http://doi.org/10.1039/C5RA05069C
http://doi.org/10.1016/j.ccr.2009.06.015
http://doi.org/10.1081/SIM-120023482

Molecules 2021, 26, 4886 48 of 52

242.

243.

244.

245.

246.

247.

248.

249.

250.

251.

252.

253.

254.

255.

256.

257.

258.

259.
260.

261.

262.

263.

264.

265.

266.
267.

268.

269.

Afanas’ev, I.A.B.; Ostrakhovitch, E.A.; Mikhal’chik, E.V.,; Ibragimova, G.A.; Korkina, G.L. Enhancement of antioxidant and anti
inflammatory activities of bioflavonoid rutin by complexation with transition metals. Biochem. Pharmacol. 2001, 61, 677-684.
[CrossRef]

Moridani, M.Y.; Pourahmad, J.; Bui, H.; Siraki, A.; O’Brien, PJ. Dietary flavonoid iron complexes as cytoprotective superoxide
radical scavengers. Free Radic. Biol. Med. 2003, 34, 243-253. [CrossRef]

Souza, REV.; de Giovani, W.F. Antioxidant properties of complexes of flavonoids with metal ions. Redox Rep. 2004, 9, 97-104.
[CrossRef]

Jabeen, E.; Naveed, K.J.; Safeer, A.; Murtazab, I.; Ali, T.; Hameed, S. Radical scavenging propensity of Cu?*, Fe3* complexes of
flavonoids and in-vivo radical scavenging by Fe(Ill) primuletin. Spectrochim. Acta Part A Mol. Biomol. Spectrosc. 2017, 171, 432-438.
[CrossRef]

Jabbari, M.; Gharib, F. Solvent dependence on antioxidant activity of some water-insoluble flavonoids and their cerium(IV)
complexes. ]. Mol. Lig. 2012, 168, 36—41. [CrossRef]

Wang, Q.; Zhao, H.; Zhu, M.; Gao, L.; Cheng, N.; Cao, W. Spectroscopy characterization, theoretical study andantioxidant
activities of the flavonoids-Pb(II) complexes. J. Mol. Struct. 2020, 1209. [CrossRef]

Yamaguchi, T.; Takamura, H.; Matoba, T.C.; Terao, ]. HPLC method for evaluation of the free radical-scavenging activity of foods
by using 1,1-diphenyl-2-picrylhydrazyl. Biosci. Biotechnol. Biochem. 1998, 62, 1201-1204. [CrossRef] [PubMed]

Huang, W.Y,; Majumder, K.; Wu, J. Oxygen radical absorbance capacity of peptides from egg white protein ovotransferrin and
their interaction with phytochemicals. Food Chem. 2010, 23, 635-641. [CrossRef]

Medina, ] M.; Naso, L.G.; Pérez, A.L.; Rizzi, A ; Ferrer, E.G.; Williams, P.A. Antioxidant and anticancer effects and bioavailability
studies of the flavonoid baicalin and its oxidovanadium(IV) complex. J. Inorg. Biochem. 2017, 166, 150-161. [CrossRef] [PubMed]
Alper, P; Erkisa, M.; Genckal, H.M.; Sahin, S.; Ulukaya, E.; Ari, F. Synthesis, characterization, anticancer and antioxidant activity
of new nickel(II) and copper(II) flavonoid complexes. J. Mol. Struct. 2019, 1196, 783-792. [CrossRef]

Pereira, RM.S.; Andrades, N.E.D.; Paulino, N.; Sawaya, A.C.H.E; Eberlin, M.N.; Marcucci, M.C.; Favero, G.M.; Novak, EM.;
Bydlowski, S.P. Synthesis and characterization of a metal complex containing naringin and Cu, and its antioxidant, antimicrobial,
antiinflammatory and tumor cell cytotoxicity. Molecules 2007, 12, 1352-1366. [CrossRef]

Etcheverry, S.B.; Ferrer, E.G.; Naso, L.; Rivadeneira, J.; Salinas, V.; Williams, P.A. Antioxidant effects of the VO (IV) hesperidin
complex and its role in cancer chemoprevention. J. Biol. Inorg. Chem. 2008, 13, 435-447. [CrossRef]

Porfirio, D.A.; de Queiroz Ferreira, R.; Malagutti, A.R.; Agostini Valle, E.M. Electrochemical study of the increased antioxidant
capacity offlavonoids through complexation with iron(Il) ions. Electrochim. Acta 2014, 141, 33-38. [CrossRef]

Miyashiro, C.A.H.V,; Diniz, S.N.; de Oliveira, D.A.E; Gongalves, L.D.; Pereira, RM.S,; Silva, R.G.; Paulino, N.; Okuyama, C.E. The
potentiation of anti-inflammatory effect and INOS and COX-2 gene expression inhibition by rut in when complexed with cooper.
Br. J. Med. Med. Res. 2014, 4, 4289-4309. [CrossRef]

Panhwar, Q.K.; Memon, S. Synthesis, characterization and antioxidant activity of rutin complexes. Pak. . Anal. Environ. Chem.
2014, 15, 60-70.

Panhwar, Q.; Memon, S. Synthesis, characterisation, and antioxidant study of Cr(III)-rutin complex. Chem. Pap. 2014, 68, 614-623.
[CrossRef]

Kostyuk, V.A.; Potapovich, A.L; Vladykovskaya, E.N.; Korkina, L.G.; Afanas’ev, L.B.A. Influence of metal ions on flavonoid
protection against asbestos-induced cell injury. Arch. Biochem. Biophys. 2001, 385, 129-137. [CrossRef] [PubMed]

Blois, M.S. Antioxidant Determinations by the Use of a Stable Free Radical. Nature 1958, 181, 1199-1200. [CrossRef]

Williams, W.B.; Cuvelier, M.E.; Berset, C. Use of a free radical method to evaluate antioxidant activity. LWT 1995, 28, 25-30.
[CrossRef]

Molyneux, P. The Use of Stable Free Radical Diphenylpicrylhydrazyl (DPPH) for Estimating Antioxidant Activity. Songklanakarin
J. Sci. Technol. 2004, 26, 211-219.

Bejaoui, L.; Rohlicek, J.; Ben Hassen, R. New cobalt (II) complexes of ‘3-acetyl-4-hydroxy-2H-chromene-2-one’: Crystal structure
and Hirshfeld surface analysis, fluorescence behaviour and antioxidant activity. J. Mol. Struct. 2018, 1173, 574-582. [CrossRef]
Yuan, Y.V.; Bone, D.E.; Carrington, M.F. Antioxidant activity of dulse (Palmaria palmata) extract evaluated in vitro. Food Chem.
2005, 91, 485-494. [CrossRef]

Nabavi, S.M.; Ebrahimzadeh, M.A.; Nabavi, S.F.; Hamidinia, A.; Bekhradnia, A.R. Determination of antioxidant activity, phenol
and flavonoid content of Parrotia persica mey. Pharmacol. Online 2008, 2, 560-567.

Kenchappa, R.; Bodke, Y.D.; Chandrashekar, A.; Aruna, S.M.A.; Peethamba, S.K. Synthesis of coumarin derivatives containing
pyrazole and indenone rings as potent antioxidant and antihyperglycemic agents. Arab. J. Chem. 2017, 10, S3895-53906. [CrossRef]
Ronconi, L.; Sadler, PJ. Using coordination chemistry to design new medicines. Coord. Chem. Rev. 2007, 251, 1633-1648. [CrossRef]
De Alcantara, F.C.; Lozano, V.E; Velosa, S.V.; Machado dos Santos, M.R.; Silva Pereira, R.M. New coumarin complexes of Zn, Cu,
Ni and Fe with antiparasiticactivity. Polyhedron 2015, 101, 165-170. [CrossRef]

Kavitha, P.; Laxma Reddy, K. Synthesis, Structural Characterization, and Biological Activity Studies of Ni(II) and Zn(II) Complexes.
Bioinorg. Chem. Appl. 2014, 2014, 568741. [CrossRef]

Okabe, N.; Yamamoto, E.; Yasunori, M. trans-Bis(3-hydroxy-2-phenyl-4H-1-benzopyran-4-onato)bis(pyridine)copper(Il). Acta
Crystallogr. Sect. E Struct. Rep. Online 2003, 59, m715-m716. [CrossRef]


http://doi.org/10.1016/S0006-2952(01)00526-3
http://doi.org/10.1016/S0891-5849(02)01241-8
http://doi.org/10.1179/135100004225003897
http://doi.org/10.1016/j.saa.2016.08.035
http://doi.org/10.1016/j.molliq.2012.02.001
http://doi.org/10.1016/j.molstruc.2020.127919
http://doi.org/10.1271/bbb.62.1201
http://www.ncbi.nlm.nih.gov/pubmed/9692204
http://doi.org/10.1016/j.foodchem.2010.04.083
http://doi.org/10.1016/j.jinorgbio.2016.11.005
http://www.ncbi.nlm.nih.gov/pubmed/27863301
http://doi.org/10.1016/j.molstruc.2019.07.009
http://doi.org/10.3390/12071352
http://doi.org/10.1007/s00775-007-0332-9
http://doi.org/10.1016/j.electacta.2014.07.046
http://doi.org/10.9734/BJMMR/2014/10228
http://doi.org/10.2478/s11696-013-0494-6
http://doi.org/10.1006/abbi.2000.2118
http://www.ncbi.nlm.nih.gov/pubmed/11361008
http://doi.org/10.1038/1811199a0
http://doi.org/10.1016/S0023-6438(95)80008-5
http://doi.org/10.1016/j.molstruc.2018.07.017
http://doi.org/10.1016/j.foodchem.2004.04.039
http://doi.org/10.1016/j.arabjc.2014.05.029
http://doi.org/10.1016/j.ccr.2006.11.017
http://doi.org/10.1016/j.poly.2015.09.010
http://doi.org/10.1155/2014/568741
http://doi.org/10.1107/S1600536803017392

Molecules 2021, 26, 4886 49 of 52

270. Dai, F; Yan, W.-].; Du, Y.-T.; Bao, X.-Z; Li, X.-Z.; Zhou, B. Structural basis, chemical driving forces and biological implications of
flavones as Cu(II) ionophores. Free Radic. Biol. Med. 2017, 108, 554-563. [CrossRef]

271. El Amrani, FEB.A ; Perello, L.; Real, ].A.; Gonzalez-Alvarez, M.; Alzuet, G.; Borras, J.; Garcia-Granda, S.; Montejo-Bernardo,
J. Oxidative DNA cleavage induced by an iron(Ill) flavonoid complex: Synthesis, crystal structure and characterization of
chlorobis(flavonolato)(methanol) iron(II) complex. J. Inorg. Biochem. 2006, 100, 1208-1218. [CrossRef]

272. Farina, Y,; Yamin, B.M.; Fun, H.-K.; Yip, B.-C.; Teoh, S.-G. trans-Bis(3-hydroxy-2-phenyl-4H-1-benzopyran-4-onato)bis(pyridine)nickel(II).
Acta Crystallogr. Sect. C Cryst. Struct. Commun. 1995, 51, 1537-1540. [CrossRef]

273. Kaizer, J.; Barath, G.; Pap, J.; Speier, G.; Giorgi, M.; Reglier, M. Manganese and iron flavonolates as flavonol 2,4-dioxygenase
mimics. Chem. Commun. 2007, 5235-5237. [CrossRef]

274. Kahrovic, E.; Zahirovic, A.; Visnjevac, A.; Osmankovi¢, I.; Turkusi¢, E.; Kurtagi¢, H. Chalcone and Flavonol Copper(Il) Complexes
Containing Schiff Base Co-Ligand: Synthesis, Crystal Structures and Catecholase-like Activity. Croat. Chem. Acta 2018, 91, 195-207.
[CrossRef]

275. Halevas, E.; Pekou, A.; Papi, R.; Mavroidi, B.; Hatzidimitriou, A.G.; Zahariou, G.; Litsardakis, G.; Sagnou, M.; Pelecanou, M.;
Pantazaki, A.A. Synthesis, physicochemical characterization and biological properties of two novel Cu(Il) complexes based on
natural products curcumin and quercetin. J. Inorg. Biochem. 2020, 208, 111083-111085. [CrossRef] [PubMed]

276. Balogh-Hergovich, E.; Kaizer, J.; Speier, G.; Fulop, V.; Parkanyi, L. Quercetin 2,3-Dioxygenase Mimicking Ring Cleavage of
the Flavonolate Ligand Assisted by Copper. Synthesis and Characterization of Copper(I) Complexes [Cu(PPhs),(fla)] (fla =
Flavonolate) and [Cu(PPh3);(O-bs)] (O-bs = O-Benzoylsalicylate). Inorg. Chem. 1999, 38, 3787-3795. [CrossRef]

277. Kaizer, J.; Pap, J.; Speier, G.; Parkanyi, L. The Reaction of p-n2m?2-Peroxo- and Bis(p-oxo)dicopper Complexes with Flavonol. Eur.
J. Inorg. Chem. 2004, 10, 2253-2259. [CrossRef]

278. Lynch, W.E,; Nivens, D.; Quillian, B.; Padgett, C.W.; Petrillo, A.; Peek, N.; Stone, J. A Copper(II) tris-imidazolylphosphine complex
as a functional model of flavonol 2,4-dioxygenase. J. Mol. Struct. 2019, 1185, 99-109. [CrossRef]

279. Grubel, K,; Rudzka, K.; Arif, A.M.; Klotz, K.L.; Halfen, J.A.; Berreau, L.M. Synthesis, Characterization, and Ligand Exchange
Reactivity of a Series of First Row Divalent Metal 3-Hydroxyflavonolate Complexes. Inorg. Chem. 2010, 49, 82-96. [CrossRef]
[PubMed]

280. Balogh-Hergovich, E.; Kaizer, |.; Speier, G.; Huttner, G.; Zsolnai, L. Copper-mediated oxygenation of flavonolate in the presence
of a tridentate N-ligand. Synthesis and crystal structures of [Cu(fla)(idpaH)]ClO,4 and [Cu(idpaH)(O-bs)]ClOy, [fla=flavonolate,
idpaH=3,3'-iminobis(N,N-dimethylpropylamine), O-bs=O-benzoylsalicylate]. Inorg. Chim. Acta 2000, 304, 72-77.

281. Balogh-Hergovich, E.; Kaizer, ].; Speier, G.; Huttner, G.; Jacobi, A. Reparation and Oxygenation of (Flavonolato)copper Isoindoline
Complexes with Relevance to Quercetin Dioxygenase. Inorg. Chem. 2000, 39, 4224-4229. [CrossRef] [PubMed]

282. Lippai, I; Speier, G.; Huttner, G.; Zsolnai, L. 2,2 -Bipyridine)(flavonolato)copper(Il) Perchlorate, [Cu(bpy)(fla)]ClO4. Acta
Crystallogr. Sect. C Cryst. Struct. Commun. 1997, 53, 1547-1549. [CrossRef]

283. Lippai, L; Speier, G.; Huttner, G.; Zsolnai, L. Crystal and molecular structure of a ketocarboxylatocopper(ii) intermediate in the
oxygenation of a copper(i) flavonolate complex. Chem. Commun. 1997, 8, 741-742. [CrossRef]

284. Zhang, Z.-T.; Shi, J. Self-assembly and crystal structure of a three-dimensional copper(Il) complex. J. Coord. Chem. 2007, 60,
1485-1491. [CrossRef]

285. Rybarczyk-Pirek, A.J.; Malecka, M.; Glinka, L.; Ochocki, J. Trans-Bis(3-aminoflavone-2N,O)bis(perchlorato-O)copper(Il), a new
potential antitumour agent. Acta Crystallogr. Sect. C Cryst. Struct. Commun. 2007, 63, 410-412. [CrossRef]

286. Zurowska, B.; Erxleben, A.; Glinka, L.; Leczycka, M.; Zyner, E.; Ochocki, J. Synthesis, spectroscopy and magnetism of novel metal
complexes of 3-aminoflavone (3-af). X-ray crystal structure of 3-af and [Cu(3-af),(NOs);]. Inorg. Chim. Acta 2009, 362, 739-744.
[CrossRef]

287. Zurowska, B.; Slepokura, K.; Kasprzak, M.; Fabijanska, M.; Szmigiero, L.; Ochocki, J. Synthesis, spectroscopy and magnetism
of fluoridoborate transition metal complexes with aminoflavone ligand (3-af). X-ray crystal structure of [Cu(BF4),(3-af);] and
[Zn(BF,)(3-af),](BF4)-CH3C(O)OEt. Inorg. Chim. Acta 2013, 407, 19-24. [CrossRef]

288. Huang, Q.-Q.; Sun, Y.-J.; Wu, H.-W.; Wang, Y.-L. A structural and functional model of copper(II)-flavonolate ES complex of
flavonol 2,4-dioxygenase. Inorg. Chim. Acta 2017, 467, 7-10. [CrossRef]

289. Li, X,; Li, J.; Dong, X.; Gao, X.; Zhang, D.; Liu, C. A novel 3-Hydroxychromone fluorescence sensor for intracellular Zn%* and its
application in the recognition of prostate cancer cells. Sens. Actuators B 2017, 245, 129-136. [CrossRef]

290. Balogh-Hergovich, E.; Kaizer, ].; Speier, G.; Huttner, G.; Rutsch, P. [3,3-Iminobis(N,N -dimethylpropylamine)](4’ -methoxyflavonolato)zinc(Il
perchlorate, [Zn(4'-MeOfla)(idpaH)]ClOy. Acta Crystallogr. Sect. C Cryst. Struct. Commun. 1999, 55, 557-558. [CrossRef]

291. Kaizer, J.; Kupan, A.; Pap, J.; Speier, G.; Reglier, M.; Michel, G. Crystal structure of [3,3 -iminobis(N,N-dimethylpropylamine)]
(flavonolato)zine(II) Perchlorate, [Zn(fla)(idpaH)]ClO4. Z. Krist. N. Cryst. Struct. 2014, 215, 571-572. [CrossRef]

292. Hoof, S.; Limberg, C. The Behavior of Trispyrazolylborato-Metal(Il)-Flavonolate Complexes as Functional Models for Bacterial
Quercetinase—Assessment of the Metal Impact. Inorg. Chem. 2019, 58, 12843-12853. [CrossRef]

293. Anderson, S.N.; Noble, M.; Grubel, K.; Marshall, B.; Arif, A.M.; Berreau, L.M. Influence of supporting ligand microenvironment
on the aqueous stability and visible light-induced CO-release reactivity of zinc flavonolato species. J. Coord. Chem. 2014, 67,
4061-4075. [CrossRef]

294. Pieniazek, E.; Kalembkiewicz, J.; Dranka, M.; Woznicka, E. Syntheses, crystal structures and antioxidant study of Zn(II) complexes
with morin-5'-sulfonic acid (MSA). J. Inorg. Biochem. 2014, 141, 180-187. [CrossRef]


http://doi.org/10.1016/j.freeradbiomed.2017.04.023
http://doi.org/10.1016/j.jinorgbio.2006.01.036
http://doi.org/10.1107/S0108270195000825
http://doi.org/10.1039/b711864c
http://doi.org/10.5562/cca3334
http://doi.org/10.1016/j.jinorgbio.2020.111083
http://www.ncbi.nlm.nih.gov/pubmed/32487364
http://doi.org/10.1021/ic990175d
http://doi.org/10.1002/ejic.200300605
http://doi.org/10.1016/j.molstruc.2019.02.078
http://doi.org/10.1021/ic901405h
http://www.ncbi.nlm.nih.gov/pubmed/19954165
http://doi.org/10.1021/ic990521r
http://www.ncbi.nlm.nih.gov/pubmed/11196915
http://doi.org/10.1107/S0108270197005568
http://doi.org/10.1039/a606417e
http://doi.org/10.1080/00958970601066711
http://doi.org/10.1107/S010827010703747X
http://doi.org/10.1016/j.ica.2008.04.014
http://doi.org/10.1016/j.ica.2013.07.033
http://doi.org/10.1016/j.ica.2017.07.037
http://doi.org/10.1016/j.snb.2017.01.170
http://doi.org/10.1107/S0108270198016795
http://doi.org/10.1515/ncrs-2000-0449
http://doi.org/10.1021/acs.inorgchem.9b01795
http://doi.org/10.1080/00958972.2014.977272
http://doi.org/10.1016/j.jinorgbio.2014.09.005

Molecules 2021, 26, 4886 50 of 52

295.

296.

297.

298.

299.

300.

301.

302.

303.

304.

305.

306.

307.

308.

309.

310.

311.

312.

313.

314.

315.

316.

317.

Sorenson, S.; Popova, M.; Arif, A.M.; Berreau, L.M. A bipyridine-ligated zinc(II) complex with bridging flavonolate ligation:
Synthesis, characterization, and visible-light-induced CO release reactivity. Acta Crystallogr. Sect. C Cryst. Struct. Chem. 2017, 73,
703-709. [CrossRef]

Annan, T.A.; Peppe, C.; Tuck, D.G. The direct electrochemical synthesis of d lo metal ion derivatives of some anionic bidentate
oxygen donors. Can. J. Chem. 1990, 68, 423-430. [CrossRef]

Sun, Y.-J.; Huang, Q.-Q.; Tano, T.; Itoh, S. Flavonolate Complexes of MU (M = Mn, Fe, Co, Ni, Cu, and Zn). Structural and
Functional Models for the ES (Enzyme-Substrate) Complex of Quercetin 2,3-Dioxygenase. Inorg. Chem. 2013, 52, 10936-10948.
[CrossRef] [PubMed]

Barath, G.; Racz, G.; Speier, G.; Pap, ].S.; Kaizer, ].; Giorgi, M. Crystal structure of [3-(N-methyl-2-pyridyl-N-hydroxymethyl-2-
pyridyl)-aminopropionic acid-)k4N,N’,N”,0](flavonolato-) k20,0")cobalt(Ill) chloride—Water (1:2), [Co(C15H17N303)(C15HgO3)]
Cl-2H,O. Z. Krist. N. Cryst. Struct. 2011, 226, 414-416. [CrossRef]

Sun, Y.-J.; Huang, Q.-Q.; Zhang, ].-J. Series of Structural and Functional Models for the ES (Enzyme-Substrate) Complex of the
Co(II)-Containing Quercetin 2,3-Dioxygenase. Inorg. Chem. 2014, 53, 2932-2942. [CrossRef] [PubMed]

Hiller, W.; Nishinaga, A.; Rieker, A. A Simple Model for the Enzyme-Substrate-Complex of the Quercetinase Reaction. Crystal
Structure of Flavonolatocobalt(Ill)(salen). Z. Naturforsch. B Chem. Sci. 1992, 47, 1185-1188. [CrossRef]

Barath, G.; Kaizer, J.; Speier, G.; Parkanyi, L.; Kuzmann, E.; Vertes, A. One metal-two pathways to the carboxylate-enhanced,
iron-containing quercetinase mimics. Chem. Commun. 2009, 3630-3632. [CrossRef] [PubMed]

Sun, Y.-J.; Huang, Q.-Q.; Zhang, J.-J. A series of Nill-flavonolate complexes as structural and functional ES (enzyme-substrate)
models of the Ni''-containing quercetin 2,3-dioxygenase. Dalton Trans. 2014, 43, 6480-6489. [CrossRef]

Yun, H. Tetraaqua(7-hydroxy-5-oxidoflavone-6-sulfonato-kappa,O4,05)nickel(II) dimethylformamide solvate monohydrate. Acta
Crystallogr. Sect. C Cryst. Struct. Commun. 2006, 62, m469-m471.

Hoof, S.; Limberg, C. Bioinspired Trispyrazolylborato Nickel(II) Flavonolate Complexes and Their Reactivity Toward Dioxygen.
Z. Anorg. Allg. Chem. 2019, 645, 170-174. [CrossRef]

Wu, Y,; Zhang, B.; Zhu, Q.; Wu, Z,; Lin, Y.; Xing, Y.; Hua, R. Gaodeng Xuexiao Huaxue Xuebao. Chem. ]. Chin. Univ. 1998, 19, 410.
(In Chinese)

Kalaiarasi, G.; Rex, S.; Rajkumar, J.; Dharani, S.; Rath, N.P.; Prabhakaran, R. In vitro cytotoxicity of new water soluble copper (II)
metallates containing 7-hydroxy-4-oxo-4H-chromene thiosemicarbazones. Polyhedron 2019, 173, 114120. [CrossRef]

Myannik, K.A.; Yarovenko, V.N.; Beloglazkina, E.K.; Moiseeva, A.A.; Krayushkin, M.M. Novel copper(II), cobalt(II) and nickel(II)
complexes with 5-(4-oxo-4H-chromen-3-yl)-4,5-dihydro-1,3,4-thiadiazole-2-carboxamide: Synthesis, structure, spectroscopic
studies. Polyhedron 2018, 139, 208-214. [CrossRef]

Balakrishnan, N.; Haribabu, J.; Dhanabalan, A.K.; Swaminathan, S.; Sun, S.; Dibwe, D.E.,; Bhuvanesh, N.; Awale, S.; Karvembu,
R. Thiosemicarbazone(s)-anchored water soluble mono- and bimetallic Cu(1I) complexes: Enzyme-like activities, biomolecular
interactions, anticancer property and real-time live cytotoxicity. Dalton Trans. 2020, 49, 9411-9424. [CrossRef]

Mucha, P.; Malecka, M.; Kupcewicz, B.; Lux, K.; Dolega, A.; Jezierska, J.; Budzisz, E. Copper(Ill) complexes of 7-amino-2-
methylchromone and 7-aminoflavone: Magneto-structural, spectroscopic and DFT characterization. Polyhedron 2018, 153, 181-196.
[CrossRef]

Ilies, D.-C.; Pahontu, E.; Shova, S.; Georgescu, R.; Stanica, N.; Olar, R.; Gulea, A.; Rosu, T. Synthesis, characterization, crystal
structure and antimicrobial activity of copper(II) complexes with a thiosemicarbazone derived from 3-formyl-6-methylchromone.
Polyhedron 2014, 81, 123-131. [CrossRef]

Rahman, E-U.; Yu, S.-B.; Khalil, S.K.; Wu, Y.-P.,; Koppireddi, S.; Li, Z.-T.; Wang, H.; Zhang, D.-W. Chromone and benzyldithiocar-
bazate based probe: A highly selective and sensitive platform for colorimetric sensing of Cu?, single crystal of the complex and
DFT calculations. Sens. Actuators B 2018, 263, 594-603. [CrossRef]

Kaizer, J.; Pap, J.; Speier, G.; Reglier, M.; Giorgi, M. Synthesis, properties, and crystal structure of a novel 3-hydroxy-(4H)-
benzopyran-4-one containing copper(II) complex, and its oxygenation and relevance to quercetinase. Transit. Met. Chem. 2004, 29,
630-633. [CrossRef]

Grazul, M.; Kufelnicki, A.; Wozniczka, M.; Lorenz, L.-P.; Mayer, P,; Jozwiak, A.; Czyz, M.; Budzisz, E. Synthesis, structure,
electrochemical properties, cytotoxic effects and antioxidant activity of 5-amino-8-methyl-4H-benzopyran-4-one and its copper(Il)
complexes. Polyhedron 2012, 31, 150-158. [CrossRef]

Kalaiarasi, G.; Rex, S.; Rajkumar, J.; Dharani, S.; Lynch, V.M.; Prabhakaran, R. Synthesis, spectral characterization and biological
evaluation of some copper (II) complexes containing 4-oxo-4H-chromene-3-carbaldehyde-4 (N)-substituted thiosemicarbazones.
Inorg. Chim. Acta 2018, 471, 759-776. [CrossRef]

Li, Y; Yang, Z,; Liao, Z.; Han, Z.; Liu, Z.-C. Synthesis, crystal structure, DNA binding properties and antioxidant activities of
transition metal complexes with 3-carbaldehyde-chromone semicarbazone. Inorg. Chem. Commun. 2010, 13, 1213-1216. [CrossRef]
Li, Y; Yang, ZW.; Wu, ].-C. Synthesis, crystal structures, biological activities and fluorescence studies of transition metal
complexes with 3-carbaldehyde chromone thiosemicarbazone. Eur. J. Med. Chem. 2010, 45, 5692-5701. [CrossRef] [PubMed]
Selvamurugan, S.; Ramachandran, R.; Vijayan, P.; Manikandan, R.; Prakash, G.; Viswanathamurthi, P.; Velmurugan, K.; Nand-
hakumar, R.; Endo, A. Synthesis, crystal structure and biological evaluation of Ni(II) complexes containing 4-chromone-N(4)-
substituted thiosemicarbazone ligands. Polyhedron 2016, 107, 57-67. [CrossRef]


http://doi.org/10.1107/S2053229617011366
http://doi.org/10.1139/v90-064
http://doi.org/10.1021/ic400972k
http://www.ncbi.nlm.nih.gov/pubmed/24044415
http://doi.org/10.1524/ncrs.2011.0185
http://doi.org/10.1021/ic402695c
http://www.ncbi.nlm.nih.gov/pubmed/24601533
http://doi.org/10.1515/znb-1992-0821
http://doi.org/10.1039/b903224j
http://www.ncbi.nlm.nih.gov/pubmed/19521631
http://doi.org/10.1039/c3dt53349b
http://doi.org/10.1002/zaac.201800457
http://doi.org/10.1016/j.poly.2019.114120
http://doi.org/10.1016/j.poly.2017.10.027
http://doi.org/10.1039/D0DT01309A
http://doi.org/10.1016/j.poly.2018.07.008
http://doi.org/10.1016/j.poly.2014.05.074
http://doi.org/10.1016/j.snb.2018.02.140
http://doi.org/10.1007/s11243-004-2794-8
http://doi.org/10.1016/j.poly.2011.09.003
http://doi.org/10.1016/j.ica.2017.12.008
http://doi.org/10.1016/j.inoche.2010.07.005
http://doi.org/10.1016/j.ejmech.2010.09.025
http://www.ncbi.nlm.nih.gov/pubmed/20884087
http://doi.org/10.1016/j.poly.2016.01.011

Molecules 2021, 26, 4886 51 of 52

318.

319.

320.

321.

322.

323.

324.

325.

326.

327.

328.

329.

330.

331.

332.

333.

334.

335.

336.

337.

338.

339.

340.
341.

342.
343.

344.

345.

Bullock, S.J.; Felton, C.E.; Fennessy, R.V.; Harding, L.P.; Andrews, M.; Pope, S.J.A.; Rice, C.R.; Riis-Johannessen, T. Coumarin-based
luminescent ligand that forms helicates with dicationic metal ions. Dalton Trans. 2009, 47, 10570-10573. [CrossRef]

Kataev, E.; Arnold, R.; Ruffer, T.; Lang, H. Fluorescence Detection of Adenosine Triphosphate in an Aqueous Solution Using a
Combination of Copper(IT) Complexes. Inorg. Chem. 2012, 51, 7948-7950. [CrossRef]

Cui, Y.; Gao, Q.; Wang, H.; Wang, L.; Xie, Y.-B. Diaqua-bis-(2-oxo-2H-chromene-3-carboxyl-ato)copper(Il). Acta Crystallogr. Sect. E
Struct. Rep. Online 2011, 67, m782. [CrossRef]

Huang, L.; Cheng, J.; Xie, K.; Xi, P.; Hou, E; Li, Z,; Xie, G.; Shi, Y; Liu, H.; Bai, D.; et al. Cu?*-selective fluorescent chemosensor
based on coumarin and its application in bioimaging. Dalton Trans. 2011, 40, 10815-10817. [CrossRef] [PubMed]

Bikas, R.; Farzaneh-Bonab, H.; Noshiranzadeh, N.; Aygun, M.; Emami, M.; Lis, T. Coumarin-naphthohydrazone ligand with a
rare coordination mode to form Mn(II) and Co(II) 1-D coordination polymers: Synthesis, characterization, and crystal structure. J.
Coord. Chem. 2018, 71, 1127-1146. [CrossRef]

Kumar, V.; Kumar, A.; Diwan, U.; Singh, M.K.; Upadhyay, K.K. Turn “Off-On” Fluorescent Recognition of Cu?* and Cys in
Aqueous Medium: Implementation of Molecular Logic Gate and Cell Imaging Studies. Bull. Chem. Soc. Jpn. 2016, 89, 754-761.
[CrossRef]

Qian, B.; Varadi, L.; Trinchi, A.; Reichman, S.; Bao, L.; Lan, M.; Wei, G.; Cole, LS. The Design and Synthesis of Fluorescent
Coumarin Derivatives and Their Study for Cu?* Sensing with an Application for Aqueous Soil Extracts. Molecules 2019, 24, 3569.
[CrossRef] [PubMed]

Chandrasekhar, V.; Bag, P.; Pandey, M.D. Phosphorus-Supported Multidentate Coumarin-Containing Fluorescence, Sensors for
Cu?*. Tetrahedron 2019, 65, 9876-9883. [CrossRef]

Kumar, V,; Kumar, A.; Diwan, U.; Upadhyay, K.K. A Zn2+—resp0nsive highly sensitive Fluorescent probe and 1D coordination
polymer based on a coumarin platform. Dalton Trans. 2013, 42, 13078-13083. [CrossRef]

Verma, S.; Savani, C. Vinay Singh, Synthesis, Photophysical, Thermal and Crystallographic Studies of 3-Aminocoumarin Based
Monobeasic k3-O,N,Otridentate/k2-N,O-bidentate Schiff Base Divalent Complexes. Chem. Sel. 2019, 4, 14244-14252.
Aslkhademi, S.; Noshiranzadeh, N.; Sadjadi, M.S.; Mehrani, K.; Farhadyar, N. Synthesis, crystal structure and investigation of
the catalytic and spectroscopic properties of a Zn (II) complex with coumarin-hydrazone ligand. Polyhedron 2019, 160, 115-120.
[CrossRef]

Wu, J.; Sheng, R.; Liu, W.; Wang, P.; Zhang, H.; Ma, J. Fluorescent sensors based on controllable conformational change for
discrimination of Zn2* over Cd%*. Tetrahedron 2012, 68, 5458-5463. [CrossRef]

Areas, E.S.; Bronsato, B.].; Pereira, T.M.; Guedes, G.P,; da S.Miranda, F.; Kummerle, A.E.; da Cruz, A.G.B.; Neves, A.P. Novel Coll
complexes containing fluorescent coumarin-N-acylhydrazone hybrid ligands: Synthesis, crystal structures, solution studies and
DFT calculations. Spectrochim. Acta Part A 2017, 187, 130-142. [CrossRef]

Mishra, RK.; Upadhyay, K.K. Coumarin-Based Chromogenic Receptor for Ni>* in Aqueous Medium Exhibiting a Reconfigurable
Logic Gate Pattern. Eur. J. Org. Chem. 2011, 25, 4799-4885. [CrossRef]

Jagtap, U.B.; Bapat, V.A. Artocarpus: A review of its traditional uses, phytochemistry and pharmacology. J. Ethnopharmacol. 2010,
129, 142-166. [CrossRef]

Yue, W.; Ming, Q.; Lin, B.; Rahman, K.; Zheng, C.; Han, T.; Qin, L. Medicinal plant cell suspension cultures: Pharmaceutical
applications and high-yielding trategies for the desired secondary metabolites. Crit. Rev. Biotechnol. 2016, 36, 215-232. [CrossRef]
[PubMed]

Selvaraj, S.; Krishnaswamy, S.; Devashya, V.; Sethuraman, S.; Krishnan, U.M. Flavonoid-Metal Ion Complexes: A Novel Class of
Therapeutic Agents. Med. Res. Rev. 2014, 34, 677-702. [CrossRef] [PubMed]

Liskova, A.; Samec, M.; Koklesova, L.; Samuel, S.M.; Zhai, K.; Al-Ishaq, R.K.; Abotaleb, M.; Nosal, V.; Kajo, K.; Ashrafizadeh, M.;
et al. Flavonoids against the SARS-CoV-2 induced inflammatory storm. Biomed. Pharmacother. 2021, 138, 111430. [CrossRef]
Mondal, S.; Rahaman, S.T. Flavonoids: A vital resource in healthcare and medicine. Pharm. Pharm. Int. |. 2020, 8, 91-104.

Goris, T.; Perez-Valero, A.; Martinez, I.; Dong, Y.; Fernandez-Calleja, L.; San Leon, D.; Bornscheuer, U.T.; Magadan-Corpas, P.;
Lombo, F.; Nogales, ]. Repositioning microbial biotechnology against COVID-19: The case of microbial production of flavonoids.
Microb. Biotechnol. 2021, 14, 94-110. [CrossRef]

Symonowicz, M.; Kolanek, M. Flavonoids and their properties to form chelate complexes. Biotechnol Food Sci. 2012, 76, 35-41.
Florkowska, K.; Duchnik, W.; Muzykiewicz, A.; Zielonka-Brzezicka, J.; Klimowicz, A. Flawonoidy w profilaktyce i leczeniu
miazdzycy. Probl. Hig. Epidemiol. 2017, 98, 217-225.

Panche, A.N.; Diwan, A.D.; Chandra, S.R. Flavonoids: An overview. . Nutr. Sci. 2016, 5, 1-15. [CrossRef]

Kubina, R.; Kabatla-Dzik, A.; Wojtyczka, R.D.; Szaflarska-Stojko, E. Przeciwbakteryjne dziatanie galanginy zawartej w propolisie
w stosunku do bakterii Gram-dodatnich. Farm. Przegl. Nauk. 2009, 8, 24-26.

Prithviraj, K. Biological activities of flavonoids: An overview. Int. J. Pharm. Sci. Res. 2019, 10, 1567-1574.

Zandi, K; Teoh, B.-T.; Sam, S.-S.; Wong, P-F.; Mohd Rais, M.; AbuBakar, S. Antiviral activity of four types of bioflavonoid against
dengue virus type-2. Virol. ]. 2011, 8, 560. [CrossRef]

Ngwa, W.; Kumar, R.; Thompson, D.; Lyerly, W.; Moore, R.; Reid, T.-E.; Lowe, H.; Toyang, N. Potential of Flavonoid-Inspired
Phytomedicines against COVID-19. Molecules 2020, 25, 2707. [CrossRef]

Muchtaridi, M.; Fauzi, M.; Khairul Ikram, N.K.; Gazzali, A.M.; Wahab, H.A. Natural Flavonoids as Potential Angiotensin-
Converting Enzyme 2 Inhibitors for Anti-SARS-CoV-2. Molecules 2020, 25, 3980. [CrossRef] [PubMed]


http://doi.org/10.1039/b913103e
http://doi.org/10.1021/ic300805q
http://doi.org/10.1107/S1600536811018708
http://doi.org/10.1039/c1dt11123j
http://www.ncbi.nlm.nih.gov/pubmed/21915413
http://doi.org/10.1080/00958972.2018.1446083
http://doi.org/10.1246/bcsj.20150427
http://doi.org/10.3390/molecules24193569
http://www.ncbi.nlm.nih.gov/pubmed/31581746
http://doi.org/10.1016/j.tet.2009.09.040
http://doi.org/10.1039/c3dt51182k
http://doi.org/10.1016/j.poly.2018.12.023
http://doi.org/10.1016/j.tet.2012.04.090
http://doi.org/10.1016/j.saa.2017.06.031
http://doi.org/10.1002/ejoc.201100511
http://doi.org/10.1016/j.jep.2010.03.031
http://doi.org/10.3109/07388551.2014.923986
http://www.ncbi.nlm.nih.gov/pubmed/24963701
http://doi.org/10.1002/med.21301
http://www.ncbi.nlm.nih.gov/pubmed/24037904
http://doi.org/10.1016/j.biopha.2021.111430
http://doi.org/10.1111/1751-7915.13675
http://doi.org/10.1017/jns.2016.41
http://doi.org/10.1186/1743-422X-8-560
http://doi.org/10.3390/molecules25112707
http://doi.org/10.3390/molecules25173980
http://www.ncbi.nlm.nih.gov/pubmed/32882868

Molecules 2021, 26, 4886 52 of 52

346.

347.

348.

349.

350.

351.

Pandey, P.; Khan, F.; Kumar Rana, A ; Srivastava, Y.; Kumar, S.J.; Kumar, N.J. A Drug Repurposing Approach Towards Elucidating
the Potential of Flavonoids as COVID-19 Spike Protein Inhibitors. Biointerface Res. Appl. Chem. 2021, 11, 8482-8501.

Valizadeh, H.; Abdolmohammadi-vahid, S.; Danshina, S.; Ziya Gencr, M.; Ammari, A.; Sadeghia, A.; Roshangar, L.; Aslani, S.;
Esmaeilzadeh, A.; Ghaebi, M.; et al. Nano-curcumin therapy, a promising method in modulating inflammatory cytokines in
COVID-19 patients. Int. Immunopharmacol. 2020, 89, 107088. [CrossRef]

Conti, P.; Ronconi, G.; Caraffa, A.; Gallenga, C.E.; Ross, R.; Frydas, I; Kritas, S.K. Induction of pro-inflamatory cytokines (IL-1 i
IL-6) and lung inflammation by coronavirus-19 (COVI-19 lub SARS-CoV-2): Anti-infalamatory strategies. J. Biol. Regul. Homeost.
Agents 2020, 34, 327-331. [PubMed]

Fei, J.; Liang, B.; Jiang, C.; Ni, H.; Liming, W. Luteolin inhibits IL-13-induced inflammation in rat chondrocytes and attenuates
osteoarthritis progression in a rat model. Biomed. Pharmacother. 2019, 109, 1586-1592. [CrossRef] [PubMed]

Hadrich, F,; Sayadi, S. Apigetrin inhibits adipogenesis in 3T3-L1 cells by downregulating PPARy and CEBP-«. Lipids Health Dis.
2018, 17, 3-8. [CrossRef]

Salaverry, L.S.; Parrado, A.C.; Mangone, EM.; Dobrecky, C.B.; Flor, S.A.; Lombardo, T.; Sotelo, A.D.; Saccodossi, N.; Rugna,
A.Z.; Blanco, G,; et al. In vitro anti-inflammatory properties of Smilax campestris aqueous extract in human macrophages, and
characterization of its flavonoid profile. J. Ethnopharmacol. 2020, 247, 112282. [CrossRef]


http://doi.org/10.1016/j.intimp.2020.107088
http://www.ncbi.nlm.nih.gov/pubmed/32171193
http://doi.org/10.1016/j.biopha.2018.09.161
http://www.ncbi.nlm.nih.gov/pubmed/30551412
http://doi.org/10.1186/s12944-018-0738-0
http://doi.org/10.1016/j.jep.2019.112282

	Introduction 
	Mechanism of Free Radicals 
	Exogenous ROS Production 
	Endogenous ROS/RNS Production 
	Biological Outcomes of Oxidation by ROS 
	ROS and Lipids 
	ROS and Proteins 
	ROS and DNA 


	Antioxidant Defense System 
	Biological Activities of Plant Compounds 
	Anticancer Activity 
	Anti-Inflammatory Activity 
	Antidiabetic Activity 
	Antibacterial Activity 

	Flavonoids, Coumarins and Chromones as Anti-Oxidative and Anti-Inflammatory Agents 
	Flavonoids as Antioxidants 
	Coumarins as Antioxidants 
	Chromones as Antioxidants 

	Antioxidant Complexes of Flavonoids, Coumarins, Chromones with Metal Ions 
	Complexes of Flavonoids with Metal Ions 
	Complexes of Coumarins with Metal Ions 
	Complexes of Chromones with Metal Ions 

	Binding Motifs and Supramolecular Architecture for Crystal Structure of Plant Compounds and Their Metal Complexes 
	Flavonoids (Flav)–Metal Complexes 
	Cu(II)-Flav Complexes 
	Zn(II)-Flav Complexes 
	Co(II)-Flav Complexes 
	Fe(II/III)-Flav Complexes 
	Ni(II)-Flav Complexes 
	Al(III)-Flav Complexes 

	Chromones (Chrom)–Metal Ion Complexes 
	Cu(II)-Chromone Complexes 
	Zn(II)-Chromone Complexes 
	Ni(II)-Chromone Complexes 

	Coumarins (Coum)–Metal Complexes 
	Cu(II)-Coumarin Complexes 
	Zn(II)-Coumarin Complexes 
	Co(II)-Coumarin Complexes 
	Ni(II)-Coumarin Complexes 


	Application of Plant Compounds and Their Complexes in Medicinal Chemistry and Pharmacy 
	Conclusions 
	References

